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TUYEN BO BAN QUYEN
Tai liéu nay thudc loai sach gido trinh nén cac ngudn thong tin ¢ thé duoc phép dung
nguyén ban hodc trich dung cho cac muc dich vé dao tao va tham khao.
Moi myc dich khac mang tinh 1éch lac hoac st dung v&i muc dich kinh doanh thiéu lanh
manh s€ bi nghiém cam.
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& chuong trinh dai hoc nhung rut gon va chi dua nhitng kién thirc phuc vu cho muc tiéu
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lam tai liéu giang day va hoc tap trong giai doan hién nay
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Viéc bién soan s& ¢ nhiéu thiéu sot, rit mong su thong cam va déng gop thém cua doc
gia
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Bac Liéu, ngay 01 thang 02 nam 2020
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GIAO TRINH MON HOQC
Tén moén hoc: HOA DUGC
Ma mon hgc: D.12
Vi tri, tinh chat mén hoec, vai tro:

- Vi tri: M6n hoc Hoa Dugc dugc thuc hién sau khi hoc vién hoc xong mon hoc Hba
hiru co

- Tinh chit: Mén hoc Hoa Dugc thudc nhém kién thie chuyén nganh, cung cap cho hoc
vién: nhiing kién thirc co ban vé tong hop héa Duoc, méi lién quan ciu tric véi tinh
chat héa ly va tac dung; phuong phéap tong hop, phuong phap kiém nghiém va &p dung
diéu tri cua nguyén liéu hoa Dugc

I1. Muc tiéu mén hec:
1. Kién thurc:
1.1. Trinh bay dugc ndi dung co ban ctia nganh Héa Duoc trong nganh Dugc Viét Nam.

1.2. Trinh bay duoc dic diém vé cau tric hoa hoc, sy lién quan giira cau tric va tinh
chat, gitra cau trdc va tac dung.

1.3. Trinh bay dugc tinh chat 1y hoa, phuong phap tong hop va phuong phap kiém
nghiém caa nguyén liéu duoc dung va thudc thanh pham.

1.4. Trinh bay duoc cac nguyén tac tong hop mot sé loai thudc thong thuong.
2. Ky nang:

2.1. Nhan dién dugc ciu tric hda hoc caa cac thude chinh va thude théng dung, vé duoc
cac nhoém céu trac co ban.

2.2. Van dung dung tinh chét ly hda trong viéc bao quan thudc.

2.3. Van dung duoc tac dung dugc lyc cua cac thude théng thuong trong tri liéu.

2.4. Téng hop dugc mot s thude dat tiéu chuan duoc dung.

2.5. Kiém nghiém duoc mot sé thude da tong hop.

3. Nang luc tw chi va trach nhiém:

C6 kha nang lam viéc doc lap hodc theo nhém trong nhitng diéu kién thay d6i. Chiju

trach nhiém ca nhan, trach nhiém huéng dan téi thiéu, giam sat, danh gia ddi voi nhém
thuc hién nhiing yéu cau dugc giao.
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PHAN 1: LY THUYET
BAI 1: PAI CUONG VE HOA DUQC

MUC TIEU

Kién thirc

1. Trinh bay dugc lich st phét trién héa Duoc va dic diém cia nganh cdng nghiép hoa
Duoc.

2. Ké dugc cac ngudn nguyén liéu cho cong nghiép hda Duoc va nhitng phuong phap
chung kinh dién ding trong thyc nghiém diéu ché thube

3. Trinh bay duoc cac yéu td quan trong trong ciu triic phan tir anh hudng dén tac dungsinh
hoc cua hoat chét, gitip cho nha nghién ctru tao thudc mai

4. Ké duoc cac ndi dung can khao sat khi nghién ciru vé 1 san pham hay nguyén liéuhoa
Duorc

Théi do

1. Cé théai d6 tich cuc nghién ctru tai liéu va hoc tap tai 16p.

2. Nhan thirc duoc tim quan trong ctia mén hoc dbi voi thuc hanh nghé sau nay

NOI DUNG

1. GIO1 THIEU VE MON HOC:

1.1. Muc tiéu chung:

1. Nhitng phuong huéng co ban va trién vong phét trién ciia Hoa duoc trong nhiém vu diéu ché va
nghién ctru chat 1am thudc, gop phan dam bao chit luong va hudéng dan st dung thudce.

2. Nhan dién duoc ciu tric nhitng thudc chinh, thudc théng dung. V& duoc ciu tric mot s nhém
co ban. Trinh bay duoc su lién quan giita cAu triic va tinh chat, giira cau trdc va tac dung, nhiing
tinh chat Iy héa quan trong, qua d6 van dung nhitng kién thirc trén trong viéc diéu ché, kiém
nghiém, bao quan va dic biét 1a p dung tri liéu cua cac thude thong thuong.

3. Thyuc hanh tong hop hoic tong hop dugc mot sé mau thude dat tiéu chuan duoc dung. Kiém
nghiém dugc cac mau thude da tong hop va mot sé ché pham duoc dung khac theo nhitng tiéu
chuan dugc dién. Qua d6 gop phan rén luyén tay nghé va rén luyén tac phong khoa hoc, than
trong, chinh xac trong nghé nghiép

1.2. Péi twong va ndi dung mén hoc:

1.2.1. Pdi twong:

Nghién ctru cac hoa dugc pham

1.2.2. Nhiém vu

1. Biéu ché va nghién ciru céc chat lam thube

2. Kiém nghiém va tiéu chuan hda thuéc mai (nguy@n liéu l1am thubc)

3. Hudng dan sir dung thuée

1.2.3. N§i dung mon hoc

Héa duoc 1

Hoéa duoc 2

1.2.4. Quan h¢ gitra héa dwec va cac mon khoa hoc khéc:



Hoéa dugc [a m6n hoc nghiép vu dugce. Cac mon co so cia Hoa dugce 1la Vo co, hitu co, Hoa ly,
Hoa phan tich, Vi sinh, sinh hoa, bénh hoc

Hoéa duoc 13 mot trong cac mon cét 18i (theo sy phan loai cia Bo GD-PT). Pay 1a mon co sé cho
cac mdn nghiép vu khac nhu Bao ché, Kiém nghiém...

2. VAI NET VE LICH SU PHAT TRIEN VA NGANH CONG NGHIEP HOA DUQC

2.1. Lich sir phat trién:

- Ngay tir thoi trung cd: viéc nghién cau thude da mang tinh chat cia mot nganh khoa hoc

- Thé ky VII — XII: Cac nha luyén dan (Alchimist) tim dugc mot sé thude vo co tri bénh (Hg, As)
- Thé ky XV-XVII: xay dung hoc thuyét vé y hda hoc (Paraxels 1943 — 1541)

- Thé ky XIX: Phét trién thong thuong dong tay. Nhiéu duoc liéu quy dwoc chuyén tir chau My
qua Chau Au... Nhitng cong trinh nghién ctiru chiét hoat chat tinh khiét hda hoc...Nghién ctu sy
lién quan cAu triic téc dung, da dan dén viéc nghién ciru va tong hop thuoc va cac dan chat thay
the.

C6 thé n6i mon Hoéa dugc tong hop thuc su c6 thé coi nhu bat dau vao cudi TK XIX...Ma giai
doan dau dugc dic trung bang nhiing cong trinh nghién ctru diéu ché cac chat giam dau gay ngu
va gay té.

Budc tién bo nhay vot caa Hoa duoc vé nhitng thanh tuu thude tong hop 1a sau khi xac dinh duoc
cau tric cua cac Alkaloid. Khai dau 1a nghién ctru tong hop cac chat giéng alkaloid thién nhién
tach duoc. Vé sau nguoi ta nhan thay nhiéu chat tong hop ¢6 ciu triic don gian hon nhiéu so véi
c4cC chat ty nhién tuong ng, nhung van co tac dung twong ty, 6 khi con manh hon va it tac dung
phu hon. Tir d6 d3 nghién ctiu tao ra hang loat thudc méi, thuong 1a ¢é cau trac don gian hon chat
mau trong thién nhién.

2.2. Vai nét vé qua trinh phat trién Cong nghiép héa dugc (CNHD)

- Cudi TK XIX —Pau TK XX: Nganh tong hop hitu co phat trién phat minh ra phan tng nitro hoa
benzen tao nitrobenzen, khir héa tao anilin, sulfamid, thudc ha nhiét dan chét anilin

(acetanilid - phenacetin—> paracetamol)

- Thé chién I: CNHD phét trién rat nhanh & Duc (do nhu cau chién tranh, thay thé san pham thién
nhién bang tong hop)

- Trong va sau thé chién 11: CNHD phat trién manh ¢ M¥ (tir 1937 — 1960 tang 9 1an)

2.2.1. Nguyén nhan cia viéc ting téc dd phat trién CNHD

- Thudc 1a nhu cau khdng thé thiéu trong cudc sdng

Thién nhién khong du dap tng

Tong hop chu dong, dé doi méi

- Ngudn nguyén liéu trung gian phong ph

K§ nghé hoa dau, khi dét, than gd

Duoc liéu, khoang chat

- Phuong phép tong hop mai: ngan, tiét kiém nguyeén liéu, ha gia thanh

- Tiép thu nhiéu thanh tuu khoa hoc va céc tién bo ki thuat (thiét bi san xuat mang tinh van
nang-> san xuat luoén doi moi)

- Loi nhuan cua san xuat thuéc 1a mot yéu té quan trong kich thich toc do phét trién caa san xuat
hoa duoc

Thudc 1a mot hang vé gia (vi sic khoe, tinh mang con ngudi)

Pau tu nghién ctiru 16n (10-20% doanh s6) dé tao thubc mai = doc quyén san xuat phan phdi sé
tao ra loi nhuan 16n, siéu lgi nhuan

2.3. Ngudn nguyén liéu cho cdng nghiép hoa dwgc
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Ngudn nguyén liéu phong phu, da dang cho cong nghiép héa duoc
2.3.1. Céac khoang san:
Kim loai va phi kim: nguyén liéu diéu ché cho cac hop chét vo co. Vi du:
- Nudc Ot=> mubi Canxi, Magie, Kali, Bromide, Iodid. ..
- Rong bién-> iod, agar, anginat. ..
- Cat-> cac silicat-> thuy tinh
- Quang mo: Barytin diéu ché BaSO4, Pyrolusit > KMnOa, thach cao > CaCOs, MgCOs, dat sét
tring> Kaolin=> Phén nhdm
2.3.2. Nguyeén li¢u dong vat:
- Phi tang dong vat (du pham caa 10 md). Vi du cd thé san xuat Pancreatin, Insulin (tir tuy),
Pepsin (tr mang bao tir), Heparin, acid mat, mudi mat
- Sinh vat bién: Prostaglendin tir san hd stng va san hd mém
2.3.3. Nguyeén li¢u thwc vat:
- Dugc liéu chira alkaloid: papaverin (morpin, codein...), solanaceae
- Ca uc (dioscorea) chiét diogenin dé san xuat mot so steroid
- Long néo chiét Camphor
2.3.4. Nguyén liéu héa chat: nguon nguyén liéu quan treng nhat cia cong nghiép héa dwec
Phan 16n tir CN hoéa dau, hda than, hda gd
- Chung cat than cdc thu duoc:
+ Cac khi co ban: Hz, CHa4, CoHo. ..
+ Céc nguy@n liéu dau cho tong hop hiru co: picolin diéu ché INH
- Chung cat gb, thu duoc:
+ Cac khi co ban
+ Dung moi hitu co: MeOH, AcOMe, aceton...
+ Cac acid hiru co: AcOH, HCOOH, acid propionic, acid buryric...
- Cracking dau mo, khi dét
+ Dau mo thé cat phan doan
+ Phan huy riéng phan
2.4. Vai nét vé nganh héa dwoc & VN
- Trugc CMTA8: nhap tir Phap
- Khéang chién chin nim: dat nén méng cho CNHD: Lap xudng quin Duogc (1948-1949), Dan
Duoc, Dan Y Nam bo. D3 bat dau san xuat thudc & quy md nho, phuc vu nhu cau chién thuong
nhu tong hop ether mé, cloroform mé, calci chloride. .
- Sau nam 1954: Thanh 1ap xi nghiép Hoa dugc — Thuy tinh Ha Noi. Ngoai cac hoa chat san xuat
trong khang chién, con san xuat cac mudi vé co. Tong hop Phtalyl- sulfathiazole
- Nam 1960 (Pai hoi Bang lan 1), dé ra muyc tiéu chuan bi xay duyng nha may khang sinh va ting
cudng san xuat Hoa Duoc. Do chién tranh, viéc thuc hién chi lam dugc khau dao tao CB, nghién
ctu gitr giéng, chuan bi dia diém, ky két hop tac.
- Sau nim 1975: San xuit hoa duogc tang tién cham chi c6 mot s6 san xuat nho. Dac biét quan tam
tré lai van dé khang sinh, cu thé Ia:
+ Tich cuc chuan bi phan xwong khang sinh 5 tan
+ Chuan bi d6 4n cho nha may khéang sinh 200 tan
+ Hop tac san xuat mot sé khang sinh béan tong hop
+ Piat nén moéng cho cong nghé sinh hoc trong tuwong lai
Nguyén nhan cham phat trién cong nghiép Héa dwoc
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Chua c6 cong nghiép hoa chat co ban (nguyén liéu cho nganh cong nghiép hoa duoc)

Chua c6 dau tu thoa dang (san xuat nho, khong dau tu chiéu sau, it lgi nhuan thua 13, do d6
khong kich thich nha san xuat).
3. NHUNG PHUONG HUONG CHINH VA TRIEN VONG TAO RA THUOC CHUA
BENH:
Muc dich cua hoa tri liéu 1a phat minh céc thudc méi va xay dung nhitng cong thie tri liéu. Qua
trinh tri liéu gdm hai giai doan: Phat minh va phat trién
Tién dé dé tao ra mot san pham méi 1a nhitng khai niém duoc tich liy vé:

- Ly thuyét va thuc nghiém

- Méi lién quan gitra ciu trac va dic tinh 1y hda

- Méi lién quan gitra cau tric va hoat tinh dugc hec cua cac hop chat hoa hoc
Viéc xac dinh méi quan hé cau tric hoa hoc va tc dung cua mot chat trén co thé c6 mot ¥ nghia
to 16n, khong nhiing trén phuong dién sinh hoc ma con cho phép tong hop cé dinh hudng nhiing
thudc ¢d tac dung duoc 1y nhw mong mudn. Vi vay cac phuwong phéap dinh lwong nghién ciru méi
lién quan ciu tric tac dung (QSAR) ra doi va phét trién tir thap nién 80 cua thé ky XX, c6 ung
dung quan trong trong nghién cau tao thubc mai
3.1. Nghién ciru sw lién quan giira cau tric va tac dung sinh hec
3.1.1. Co sé ly thuyét nghién citu méi lién quan cau tric phan tir va tac dung sinh vat
Mot trong nhitng nhi¢ém vu chinh ciia mén Hoa dugc — hoa tri ligu 1a xac dinh moi lién quan gitta
cau trlic va tac dung caa thudc. Mai lién quan nay la mot tiéu chuan dé sip xép, tong quét hoa va
dé x4c dinh phuong huéng téng hop thube, nham diéu ché ra nhitng phan tr méi ¢é hoat tinh sinh
hoc. Pay 13 van dé phiic tap, can cd sy hop tac cta cac nha hoa hoc ciing nhu sinh hoc va bao ché
hoc.
3.1.1.1. Tac dung sinh hec:
Vén d& méi quan hé “Cau tric hoa hoc va hoat tinh sinh hoc” 1a mot van dé phuc tap nhit trong
linh vuc sinh hoc. Ngay nay ta biét, tac dung sinh hoc ciia mot dang thudc la két qua tuong tac
gitra phan tir chat d6 va cac phan tir [on cua hap thu cam sinh hoc. Qua trinh twong tac gitra hoat
chat va thu thé sinh hoc s& gy ra dap tng sinh hoc, goi |a tac dung hay hi¢u qua, mtrc do hi¢u qua
goi la hoat lyc. Tac dung caa hoat chét trén co thé sinh vat lién quan dén tac dung dugc dong —
pharmacodynamic effect (su thay d6i trang thal clia co thé)
Vi vay, viéc nghlen ctru mdi quan hé giira cau triic hda hoc va tac dung sinh hoc doi hoi giai thich
hiéu luc cta cac chat co tac dung sinh hoc trén co so Su tuong tac cia cac phan tir nay. Do dé can
c6 su phdi hop gitra nhiéu nganh khoa hoc, dic biét 1a hoa duogc hoc, sinh dugc hoc, duge dong
hoc va duogc luc hoc phan tir
Tac dung dwoc dong: (DPH)- Sé phdn cia thuéc trong co thé
Khi dwa mét chat thude vao co thé, thudc phai trai qua mot qua trinh duge dong hoc. Goi tat 1a
A.D.M.E @6 1a Hap thu (Absorption), Phan bé (Distribution), chuyén hoa (Metabolism), thai trir
(Elimination).

Hdp thu 1a qué trinh van chuyén dugc chit tir noi dung téi tuan hoan chung qua cac mang
sinh hoc. Pé duoc hap thu dugc chat phai hoa tan trong dich sinh hoc truéc khi qua mang

Phan bg: Sau khi da hap thu vao mau, thuéc duoc van chuyén dén cac co quan, bo phan
trong co thé - tai day chi c6 phan chit ¢ dang tu do (khdng lién két véi protein huyét twong) mai
di qua dugc mao mach va dugc chuyén tir mau qua to chac bi bénh. Khi lwong thudc trong to
chire dat t6i mot gigi han nhat dinh thi s& gay dugc tac dung diéu tri.



Chuyén hoa: Khi vao co thé, thude bi tac dong caa cac hé men va trai qua mot loat cac
phan @ng chuyén hoa (oxy hoa, thay phan, lién két...) lam thay ddi tinh chét ly hda (phan tir nho
hon, dé tan trong nudc hon...) dé dé dao thai

Thadi trez: Sau khi chuyén hoa thanh céc phan tir dé tan, thuc duoc dao thai ra ngoai dudi
dang chuyén hoa, qua dudng tiéu, phan, mo héi, hd hap...

HAp thu va thai trir 1a hai qua trinh song song dé tranh thudc bi tich liiy trong co thé. Khi co rdi
loan co quan chuyén hoa (9an) hay thai trur (than), thudc dé tich gay ngo doc.

Tac dong qua lai gitra thudc va co thé rat phuc tap. Su hiéu biét vé sé phan cuaa thudc trong co thé
cho dén nay van chua thay ddy du. Trong thuc té it khi thuc duoc dwa vao co thé dudi dang duoc
chat don thuan, ma thudng duoc bao ché duéi dang thich hop. Do tac dong qua lai gitra thudc va
co thé cang phuc tap hon.

Téac dung dwoc luc va dwot hoc phan ti:

Duoc luc hoc nghién ciru tac dung cua thuoe doi véi co thé

- Tac dung c6 thé d6 1a tac dung mong mudn (tac dung chinh, dap ang muc ti€u dleu tri) goi la tac
dung tri liéu (Therapeutic effect). Hoac c6 thé 1a tac dung khdng mong mudn, gom cac tac dung
phu va c6 thé co tac dung c6 hai

- Tac dung c6 thé xay ra khi 2 hay nhiéu hoat chat tac dung dong thoi trén mot co thé goi 1a twong
tac. Cac twong tac xay ra theo nhiéu kiéu, cé thé 1a hop dong hay dbi khang

Hiép dong tang curong

Hiép dong céng

Tac dung doi khang

Duoc luc hoc hién dai dugc goi 1a duoc luc hoc phén ti, coi phan tir [a mét don vi co ban khi giai
thich hiéu luc cua céc chat cd tac dung sinh hoc. Duoc luc hoc phan tir dién dat tic dung sinh hoc
trén co s6 twong tac gitra thudc va cac phan tir dic hiéu, phic phan tir hay mot phan cua ching,
dic trung cho chat nén hoat dong goi 1a “chat thu cam dac hiéu” hay chat thy cam. Thong thuong
chat thu cam cua thudc 12 nhitng cao phan tir sinh hoc ¢6 ban ‘chét nhu protein nhu enzym,
protein, acid nucleic va mang té bao.

Theo thuyét cac chat thu cam, su tuong tac giita cac chét ¢ tac dung sinh hoc va chat thu cam
phu thudc vao:

- A lyc héa hoc ciia phan tir hoat chat va chat thy cam

- Su sap xép thuan loi nhat (nhu chia khoa va 6 khoa)

- Su thich hop bao gém cac y nghia vé: kich thudc, hinh thé phan tir, ban chat va vj tri
nhom tac dung trong phén ti hoat chat. Kha ning phan tng, ciu tric va hoat tinh chat thy cam
Két qua cua tac dung ddi véi cac chét co tac dung sinh hoc 1a hiéu lyc, c6 thé do ludong dugc.
Trong phan Ién cé&c chat da hiéu lyc, thudng cd mot vai tac dung chinh mong muén, con lai nhiing
tac dung phu khdng mong mudn
Sinh dwoc hoc:

Khi dwa mot dang thude vao co thé, mubn gy duoc dap ing 1am sang, duoc chat phai duoc giai
phong ra khoi dang bao ché va phai duoc hoa tan tai ving hap thu.

Qua trinh twong tac giita dang thudc va co thé dé giai phong duoc chat gy tac dung diéu tri goi 1a
qua trinh sinh dugc hoc

Wagner mét trong nhitng ngudi Xay dung nén mén sinh dugc hoc ly thuyét hién dai dua ra dinh
nghia “Sinh dugc hoc nghién ciru anh hudng cia céng thic cac dang bao ché toi tac dung diéu tri.
Hay c6 thé dinh nghia d6 12 mén hoc nghién cau mdi lién quan giira hoa tinh cua mot loai hoat



chat hay cua mot dang bao ché va hiéu luc sinh hoc, dugc nhan xét qua viéc st dung thude dudi
cac dang bao ché khac nhau”

Qua trinh sinh hoc (goi tat 13 LDA) bao gom céc giai doan: Giai phong (Liberation), Hoa tan
(Dissolution), Hap thu (Absortion)

Trong thuc té, khi dua mot dang thudce vao co thé s& c6 2 loai yéu té anh hudng dén hiéu qua tri
lieu cua thudc:

Céc yéu té dwoc hoc: thuoc pham vi ki thuat bao ché nhu tinh chét ly hda cua dugc chat,
cong thirc bao ché, ki thuat bao ché, diéu kién bao goi, bao quan. ..

Céc yéu té sinh hoc: thuoc pham vi nguoi dung nhu dudng dua thude vao co thé, noi tac
dong, tinh trang ngudi bénh (tudi tac, nam nit, trong luong, nhiét do co thé, sy dung nap, di
tmg...) lidu lwong, thoi gian dung thudc, tée d6 thoat thic an qua da day...

Qua trinh nghién ctru da di dén két luan: céc biét duoc gidng nhau, c¢6 ciing ham luong hoat chat
chua chic di gay cung hiéu qua diéu tri.
3.1.1.2. Cau truc phan tir:

Nhitng nha nghién ctru hién dai khi néi vé sy ton tai cia quan hé “Cau trdc — hoat tinh”
thuong hiéu “Cau trac” 1a mot tong thé dac tinh vat 1y va hoa hoc do ciu tao phan ti cua hop chat
nghién ctru. Phan tir cia mot hoat chat bao gdm céac nguyén ti, cac lién két, khung co ban, céc
nhom chue. ..

Nhu vay:

- M6t phan tir c6 tac dung sinh hoc ¢6 thé mang 2 thanh phan cau tao chinh: khung phan tir
va nhom chire (quyét dinh kiéu tac dung sinh hoc)

- M6t phan tir ¢6 tac dung sinh hoc ¢6 thé mang hai nhém chiic: nhém tac dung va nhom
anh huong
Nhiéu giai doan chuyén héa chiu anh huéng caa ly hoa tinh cua phan tu va phu thuge vao dac
diém cau trdc. Tuy vay, ta c6 thé du doan anh hudng cua mot s nhém téi cau tric mot phan ti
nhat dinh.

Cau tric héa hoc khong chi la ciu triic ¢o dién dung dé bieu dién mot s6 chat hiru co nhat dinh,
Ngay nay, hiéu cau trdc héa hoc bao gébm: vj tri khdng gian cua cac nguyeén ti trong phan tu, cac
mbi lién két gitra chung va anh huong cac nguyén tu khong ndi tryc tiép vai nhau.

Mot hoat chat mudn gay nén tac dung can dat t6i nong do nao do trong ngin dich, nghia 1a noi
tuong tac cua thudc voi Chét thu cam. Su tuwong tac giita chat c6 hoat tinh sinh hoc va chat thu
cam phu thugc vao nhiéu yéu to

Cac yéu tb quan trong trong cau tric phan tir anh huong dén tac dung cua hoat chat giup dinh
hudng cho cac nha nghién cuu.

Céac nhém mang hoat tinh trong cac hep chat.

Trong nhiéu loai hop chét c6 hoat tinh sinh hoc, thudng c6 nhém nguyén tir nhat dinh khong doi.
Céac nhom nguyén tir nay hoic cac phan tir nhat dinh ciia phan tir duoc coi 1a can thiét cho tac
dung dac hiéu, dugc dinh nghia la nhom mang hoat tinh (nhém cé tac dung tri liéu)

So sénh cdng thirc ciu tao cia mot s6 hop chat ty nhién, c6 thé nhan thy ching c6 mot s nhém
chung.

Bdn chdt cac géc c6 nhom mang hoat tinh

Trén thuc té khong phai bao gio su ¢6 mat caa mot nhdm mang hoat tinh ciing tao nén tac dung
biét trudc cho phan ta. Béi vi hoat tinh sinh hoc ciia mét chat ciing phu thudc vao ban chat goc co
gan nhém mang hoat tinh

- Nhdm mang hoat tinh gén vao géc khac nhau, cé thé c6 tac dung khac nhau
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- Su thay d6i goc gan d6i khi co thé tao tc dung nguoc

- Su thay d6i vi trf gin c6 thé 1am thay doi hin tac dung
Kich thwoc, khodng cach, vi tri giga cac nhdm hoat déng

- Kich thuéc cua phén ti

- Khoang cach cuaa cac nhom hoat dong

- Vi tri cac nhom hoat dong

Hinh thé phan ti

- bong phan quang hoc: Cac chat déi quang va cac chat khong déi quang

- Bong phan hinh hoc: Bdng phan Cis- trans

- Bong phan ciu dang: Cau dang khong nhitng anh hudng téi cau tric phan tir, ma doi khi anh
huong mac do phan (ng cua chung. Dac biét cac ddng phan cau dang anh huong rd rét dén ly hoa
tinh cua hop chat. Vi vay mot hoat chét can duoc xac dinh khdng nhiing cau hinh cua cac nguyén
ttr tao thanh ma ca cau dang thich hop cho tac dung sinh hoc cua chat

Sur thé va bién déi ciia nhom chaic

Tac dung sinh hoc phai dugc coi la do toan bo phan ti quyet dinh. Tuy nhién khi thay thé hoic
bién doi nhom chic ¢6 thé nhan thay anh huong caa mot s6 nhdm nguyén tar dén 1 miat tac dung
nao do.

Trong mot s6 nhdm chic ¢6 thé anh huong téi tac dung sinh hoc ciia mét phan tir khi thay doi cau
trdc ¢ thé noi dén: nhdm hydroxyl, thiol, halogen, carboxyl

Pay la nhitng nhom thuong gap trong phan tir thudc- mirc d6 anh huéng cia nhitng nhom do toi
tinh chat va su bién ddi tac dung sinh hoc con tiy thudc phan tir c6 nhdm thé do, ciing nhu vi tri
ctiia nhom thé do.

Sw phu thugc cia hogt tinh sinh hoc déi véi tinh chdt Iy hoa ciia dwec chat

Do hoa tan

Kha ning hoa tan cua thudc trong chat béo

Qué trinh thim hat

Tinh acid va tinh kém

Khéi lwong phan tir

Stc ciang bé mat

3.1.2. Céac phuong phap nghlen ciru mdi quan hé dinh lugng gitra cau truc — tac dung

MAi lién quan gitra cau tric va tac dung sinh hoc goi tat 1a méi lién quan gitra cau trlic va tac dung
(Structure — Activity Relationship = SAR) truge déy chi duoc hiéu mot cach dinh tinh. Ngay nay
moi lién quan nay c6 thé dugc tinh toan chinh xac theo mo hinh toan hoc.

Do d6 mdi lién quan giita cau tric, tac dung duoc goi 1a mdi quan hé dinh lugng ciu tric tc dung
duoc goi 1a méi lién quan dinh lwong ciu tric — tac dung (Quantiative Structure — Activity
Relationship = QSAR) va la tong cac méi lién hé gitra

+ C4u tric — tinh chat (Structure — Property Relatesitonsifs = SPR)

+ Tinh chat — tac dung (Property — Activity Relatetionsifs = PAR)

+ Cau trdc — tac dung ( Structure — Activity Reatetionsifs = SAR)

3.2. Qué trinh nghién ciu tao ra thudéc méi:

3.2.1. Qué trinh nghién cizu phat trién:

Qua trinh nghién ctru tao thubc méi da trai qua nhiéu thoi ky: tir thap dén cao, tir tim kiém theo
kinh nghiém dén dinh huéng nho céc nganh khoa hoc ngay cang tién bo. Thoi xa xua 13 tim céc
thudc tri bénh tir mot s6 mudi vo co va ciy co. Sau d6 viéc nghién ciu thude co ngudn goc tu
nhién hay tong hop goi la nghién ctiru khoa hoc vé thuée.
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C6 thé nghién ctu thude theo 2 duong
Con duong thuc nghiém va c6 dinh hudng
Con duong thiét ké thuée
3.2.2. Nhitng giai dogn chinh trong nghién ciru thudc méi va dwa thuéc ra thi truong
Do tinh da dang cua nhiéu yéu tb tac dong 18n hoat tinh sinh hoc, nén vigc tao dugc pham mai co
hiéu qua cao, phtc tap, théng thuong qué trinh nghién ciru mat khoang 10 — 15 nim. Gom 2 giai
doan chinh:
- Giai doan nghién ctu tién 1am sang
- Giai doan nghién ctru trén 1am sang
+ Nghién ctru trén ngudoi khée manh va tinh nguyén
+ Nghién ctu tac dung caa thudc trén bénh nhan
+ Thir 1am sang trén s6 dong bénh nhan
+ Theo ddi cac tac dung phu bat ngo. Céac phan ang c6 hai cia thudce khi thude da duoc luu
hanh
4. NOI DUNG KHAO SAT MOQT SAN PHAM:
4.1. Dinh nghia:
Pic diém cua hoa duoc pham (hoda chat duoc dung)
CO cau trac da dugce x4c dinh
Da duoc cd 1ap tinh khiét
4.1.1. Tén khoa hoc
4.1.2. Tén théng dung (tén gac)
4.1.3. Tén thuong mai (tén biét duoc)
4.2. Cong thrc:
4.2.1. Cong thirc cau tao
4.2.2. Cong thurc phan tir (cong thizc thod)
4.3. Piéu ché
4.4. Pac tinh
4.5. Kiém nghiém
4.6. Céng dung, cach dung
4.7. Céc dang bao ché thong dung
4.8. Bao quan



BAI 2. THUOC TAC PONG TREN HE HO HAP

MUC TIEU

Kién thirc

1. Trinh bay dugc cach phan loai cac thudc tdc dung 18n hé hd hap theo co ché tacdong

2. Trinh bay duoc ngudn gdc, tinh chat hda hoc, kiém nghiém, phuong phép diéu chécua
mot s thude trong cac nhom thude: kich thich hd hap, thude tri ho hen.

3. Trinh bay duogc co ché tac dung, chi dinh, tic dung phu, chéng chi dinh, trong taccéc
thudc tac dung 1&n hé ho hap

Thai do

1. Co théi do tich cuc nghién ctru tai liéu va hoc tap tai 16p.

2. Nhan thtc duogc tim quan trong ciia mon hoc d6i véi thue hanh nghé sau nay.

NOI DUNG

1. THUOC KiCH THiCH HO HAP

Hién nay chua c6 mdt cau truc dic trung nao thé hién tac dong chuyén biét kich thich qua trinh
hé6 hap. Trén thuc té c6 rat nhiéu chét véi cAu tao khac nhau nhung ¢ cung tac dung kich thich qua
trinh ho hap. Cac chit nay, d6i khi tac dong trén nhiéu vi tri khac nhau nhu hanh ndo, v6 ndo hoac
xoang dong mach canh. Tac dong trén xay ra tuy thudc vao lidu str dung. Mot s it tic dong & ngoai
bién, sau d6 dan truyén xung dong vé trung wong. Dya vio noi tac dong, c6 thé chia thanh cac nhom
Sau:

- Thudc tic dong Ién trung tim ho hap hanh nio va xoang dong mach canh: Atropin sulfat,
cafein, Niketamid, Doxapram, pentylentetrazol (licu cao), picrotoxin (liéu cao).

- Thubc tac dong trén cac trung tim ndo (cudng nio): Camphor, pentylentetrazol (liéu thap),
picrotoxin (liéu thap).

- Thudc tac dong kich thich co quan cam giac ngoai bién: Amoniac, NO,.
Mot s6 thudc kich thich ho hap:

NIKETAMID
0
N X" N7 CH,
= kCH3

Cong thirc: C10H14N20
Tén KH: N, W-diethyl-3-pyridin carboxamid
Tén khac: Diethylamid nicotinic

P.t.l: 193,2

Tinh chdt: Chat 1ong sanh nhu du, mau hoi vang. D& tan trong nudc va trong hau hét cac dung
modi hitu co.
Dinh tinh:



- Phd IR, UV so véi chat chuan.
- Phan tng phan huy trong kiém cho mui dic trung, khi tao thanh lam xanh gidy quy.
- Phan trng nhan pyridin: tac dung v6i cyanogen bromid + anilin: tao mau vang.

Dinh lwong: Phuong phap méi truong khan, dung acid acetic bang lam dung méi, chuin d6 bang
dung dich acid pecloric 0,1N.

Tdc dung: Kich thich tryc tiép trung tim hé hip va xoang dong mach canh, 1am ting nhip tim va
kich thich ho hap.

Chi dinh: Thudc dugc dung tro tim va kich thich ho hap khi ho hip va tuan hoan bj tc ché.

Uéng:dung dich 25%: 10-30 giot/lan x 2-3 lan/ngay; Vién ngam: ¢6 0,125g coramin trong 1,5g ché
pham, ngay 4-6 vién.

Tiém: tiém bap hodc tiém tinh mach chadm: 1ml/Ian x 1-3 1an/ngay
Liéu cao kich thich vo ndo, tily séng giy co giat.
Chéng chi dinh:
- Tré dudi 15 tuoi.
- Nguoi bi huyét ap cao, dong kinh, mach nhanh.
- Phu nir ¢6 thai.
CAMPHOR

(0]

Cong thirc: C10H160 P.t.I: 152,23

Tén KH: 1,7,7-trimethyl bicyclo (2,2,1)-heptan-2-on; 2-camphanon

Nguon goc: chiét xuat tir cdy Long néo, hodc tong hop tir pinen trong nhua théng, camphen.
Tinh chit:

Bot tinh thé tring hodc phién, khdi két tinh khong mau. D& nghién min véi mét it ethanol,
hydroxylamin hay ether. Mui thom manh, dac trung; vi lic dau nong sau mat lanh va dé chiu; dé
thing hoa ngay & nhiét ¢ thuong. Pun néng can than, ché pham thing hoa hoan toan va khong bi
carbon hoa; chay tao khoi den va ngon lira séng..

Kho tan trong nudc, rat d& tan trong hydroxylamin, dé tan trong ethanol, ether, ether dau hoa, dau
béo va tinh dau.

Hoa tinh:

Phan Urng tao oxim v6i hydroxylamin hydroclorid:

o N
= Non.Hal
+ H,N-OH.HCI _—
- H,0
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Phén g tao hydrazon véi thudc thir 2,4-dinitro phenyl hydrazyl (tia mau vang):

vO ndo gay co giat.

Dung ngoai nhu chét kich thich da, xua du6i mudi va con trung.

Ngoai ra con dung lam chat bao quan trong duoc phim va m§ pham.

Chi dinh:

Dung ngoai: sat tring nhe-gidn mach, kich thich da, giam dau, chdng ngira

Dung trong: kich thich ho hap. kich thich tuin hoan trong trudng hop bi truy tim mach. Dung dung
dich tiém trong dau 10%

Bdo qudn: trong chai lg nut kin, noi kho mat, luu y twong ky chay 1ong.
2. THUOC THAY POI BAI TIET DICH PHE QUAN

Thudc long dom 1a cac thuéc c6 kha ning 1am giam va 1am 16ng chat nhdy. Cac thudc nhom long
dom tac dong 1én duong ho hap theo hai cach:

e Lam tiéu chit nhiy va diéu hoa sy tiét chit nhiy

Cac thubc thudc nhom nay c6 kha nang cat dut cau disulfid cua chat nhay lam giam do nhot,
dong thoi dé dang di chuyen ra khoi duong ho hip. Ngoai ra, cac chat nay con diéu hoa su tiét dom
nhay ciia phé quan.Bao gom: N-acetylcystein, bromhexin, ambroxol, ..

e Lam l6ng dich tiét

Céc chat nay c6 tac dung lam ting bai tiét dich nhay, 1am tan va 1ong dugc chat nhay va gitp loai
de dang chung ra khéi duong ho hap. Bao gom: natri benzoat, terpin hydrat, guaiacol, guaifenesin,
eucalyptol,...

Cic thudc thong dung:
ACETYLCYSTEIN

H NHCOCH;
HS X
OOH

Cong thirc: CsHoNO3S ptl: 163,2
Tén KH: Acid (R)-2-acetamido-3-mercaptopropanoic

Tén khac: N-Acetylcystein

Diéu ché: Acetyl hoa truc tiép L-cystein:

H NH, *CHCOOH_ H\S\\N HCOCH;

HS
OOH -H0 OOH

11



Tinh chat:

Bot mau trang, mui chua dim nhe; bi chuyén mau/khong khi. D& tan trong nuéc, ethanol;
khong tan trong cloroform, ether.

Hoa tinh: Tinh khir do nhém —SH.

Dinh tinh: Phé IR hoic sic ky, so v6i chét chuén.

Dinh lwong: Do iod, dya vao tinh khir ciia dan chét -SH.
Tdc dung: Hoat tinh t6t nhat & pH tir 6-9.

- Cit cau disulfur (-S-S-) cia mucoprotein, lam 16ng dich nhay.

- B6i khang tac dung paracetamol (dung giai doc paracetamol).
Chi dinh:

- Ho kho long dom : Nguoi 16n ubng 200 mg/lan; 2 1an/24 h.

hodic hit khi dung d.d. 20%: 2-5 ml/lan; 3-4 14n/24 h

- Kho mat: Nhé mat d.d.5%, 1-2 giot/lan; 3-4 lan/ngay.

- Ngo doc paracetamol: Truyén 150 mg/kg/ 200 ml glucose 5%.
Tdc dung phu: 1i loan tiéu hoa (dau da day, budn non, tiéu chay).
Thén trong: Hen phé quan, suy ho hép.

Bdo qudn: Tranh anh sang.
BROMHEXIN HYDROCLORID

O
e
| | NH2 Hel
Biét duoc: Aparsonin Br
Cong thirc: CisH20Br2N2 .HCI ptl: 412,6
Tén KH: N(2-amino-3,5- dibromophenyl methyl) N-methyl cyclohexylamin hydroclorid.
Tinh chdt: Bot két tinh mau tring. Tan it trong nudc, ethanol. Tinh khir.
Dinh tinh:
- Phan (g cia amin thom bac I: Tao pham mau nito (d6).
- Phan tng ion CI".
- Phé IR hodc SKLM; so v&i bromhexin chuén.
Dinh lwong: Acid-base/ethanol 96%; NaOH 0,1 M; do dién thé.
Tdc dung: Lam 16ng dich tiét phé quan dé long dom, diu ho.
Trong co thé chuyén héa thanh ambroxol hoat tinh.
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Chi dinh: Ho nhiéu dom.

Nguoi 16n udng 8-16 mg/lan; 3 1an/24 h.

Tré em 6-12 tudi, dung nira liéu ngudi 10n.

Tré em dudi 6 tudi, 4mg x 2 lan/ngay.
Tdc dung phu: 16i loan tiéu hoa
Thén trong: Nguoi loét da day-ta trang.
Bido quan: Tranh anh sang.

AMBROXOL HYDROCLORID

_.OH
Br /O
AN /\N
I
H . HCl
N NH,

Cong thire: CisHisBroN:0 HCI P ptl: 414.6

Tén KH: Trans-4-[(2-Amino-3,5-dibromobenzyl)amino]cyclohexanol hydroclorid
Tdc dung: long dom tuong tu bromhexin.

Chi dinh: viém phé quan phdi cip va man tinh lién quan dén sy tiét chat nhay bat thuong, su van
chuyén chat nhay bi suy giam.

Liéu dimg:  Nguoi 16n udng 60-120 mg/24 h; chia 3 lan.
Tré em trén 5 tudi: 15mg/lan x 2-3 lan/ngay
Tré em 2-5 tudi: 7,5mg/lan x 3 lan/ngay
Tré e dudi 2 tudi: 7,5mg/lan x 2 lan/ngay
Tdc dung phu: R6i loan tiéu hoa nhe.
Thdn trong: Phu nir c6 thai va con con bu.
TERPIN HYDRAT

OH
| _OH
Me —C— \ - 0
| Me
Me

Cong thirc: C10H2002 .H20 ptl: 190,3

Tén KH: 4-Hydroxy-o,a,4-trimethyl-cyclohexane methanol

Tén khéac: Cis-Terpin hydrat; Terpinol

Nguén goc: Cis-Terpin hydrat 13 hoat chét tir tinh dau thong.
(Dang trans-terpin dugc BTH tir cis-terpine; long dom yéu).

13



Tinh chat:

Bot két tinh mau tring hodc tinh thé khong mau, mui dic trung; Thing hoa ngay & nhiét d6 > 30°
C. Kho tan trong nudc; tan trong ethanol.

Tdc dung: Kich thich tang tiét dich phé quan lam long dom.
Thudng két hop véi codein, dextromethorphan dé ting hiéu qua tri ho.
Chéng chi dinh, thin trong: Tré em < 30 thang tudi, ngudi suy than.

Bdo qudn: Tranh nhiét do cao.

GUAFENESIN
H, LOH
O >{_OH
Céng thire:CioH1404 NOMe ptl: 198,2

Tén KH: 3-(2-Methoxyphenoxy)propane-1,2-diol
Tén khac: Glyceryl guaiacolate

Tinh chdt: Bot két tinh mau tring, mui nhe dic trung. Tan vira trong nudc; tan trong alcol va
cloroform.

Tdc dung: Long ddm do lam phong va giam do nhét dom quanh (kho).
Chi dinh: Phi hop vé6i thude giam ho, thude ha sét.

Liéu diing: Nguoi 16n udng 200-400 mg/4 h. Tré em udng 50-100 mg/4 h.
Tdc dung phu: Liéu cao c6 thé gdy non.

Bdo quan: Dung trong bao bi kin.

3. THUOC GIAM HO

Ho 1 phan tng phan vé ddy di vat ra khoi dudng tho.

Thong thuong ho la tri€u ching cua mot s6 bénh viém nhiém dudng ho hap viém phe quan, lao
phoi,...Do vay, viéc giam ho chi diéu tri triéu chimg, nhiéu trudng hop can phai phdi hop diéu tri
nguyén nhan gay bénh.

3.1 Phan loai thudc giam ho: cin cit noi tic dong, chia thanh 2 nhoém
- Thuéc chong ho tic dong trén trung wong:

Thudc trc ché truc tiép trén trung tim ho & hanh tay, dong thoi c6 tac dung an than nén tc ché &
muc d0 nhe ca trung tdm hdé hap. Bao gom: céc opioid (codein, codethylin, dextromethorphan,
narcotin), khang histamin H: (chlopheniramin, clocinizin, alimemazin, oxomemazin)

- Thuéc chong ho tic dung ngoai vi:
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Tac dong gay té cac ngon day than kinh gy phan xa ho. Bao gdm: Benzonetat, tetracain, bromoform
3.2 Mt s6 thudc giam ho thong dung:

CODEIN PHOSPHAT
MeO

N
0/ .H3PO, .5 H,0
N—Me
16/ 17
/
HO
Cong thirc: C1s8H21NO3 .H3PO4 .1/2 H20 ptl: 406,4

Tén KH: 3-Methoxy-4,5-epoxy-7,8-didehydro-17-methyl morphinan-6-ol-monohydrat

Tinh chét: Bot két tinh mau tring/tinh thé khong mau, vi dang. Dé tan trong nudc, acid loang; tan
it trong ethanol; kho tan trong ether.

Hoa tl'ph: So voi morphin, khong con OH phenol nén bén hon trong khong khi, anh sang; khong
truc tiép cho phan ting mau véi FeCls.

Dinh tinh:

- Tron 10 mg vao 1 ml H2SOs4; thém 1 giot FeCls 5%: Khdng mau; dun cach thuy: Mau xanh lam;
thém 1 giot HNO3 — do.

- PO4%: Két tha mau vang v4i amoni molypdat.
- Sic ky, so voi codein phosphat chuén.
Dinh lwong: Acid-base trong CHsCOOH khan; HCIO4 0,1 M; do dién thé.
Téc dung: Giam ho do trc ché trung tAm ho & TKTW; an than.
Chi dinh: Ho do cic nguyén nhan (két hop thudc long dom).
Liéu diing: Nguoi 16n udng 5-20 mg/1an/4-6 h.
Biét duoc Terpin-codein. Thanh phan 1 vién:

5-15 mg codein phosphat + 100-200 mg terpin hydrat

Nguoi 16n, tré em udng 1 vién/lan; 1-3 1an/24 h. Khong qua 6 vién/ngay.
Tdac dung phu: Téo bon (gidm nhu dong rudt), khd miéng.

Liéu cao trc ché trung tAm ho hap. Lam dung ciing gay quen thudc.
Chéng chi dinh: Viém gan, suy ho hip, tré em < 2 tudi.

Bdo qudn: Tranh anh sang.
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DEXTROMETHORPHAN HYDROBROMID

CHO-
. HBr .H20
-CHs
Cong thirc:C1sH2sNO .HBr .H20 ptl : 370,33

Tén KH: (+) N-methyl-3-methoxy morphinan hydrobromid.
Nguon géc: Tong hop héa hoc.
Tinh chdt: Bot két tinh mau trang, F ~ 125° C. Tan trong nudc; kho tan trong ether.
Dinh tinh:
- Pho IR hodc SKLM, so v6i chuan.
- Dung dich cho phan ng cta ion bromid (Br ).
Dinh lwong: Acid-base/ethanol 96%; NaOH 0,1 M; do dién thé.
Tdc dung: Thudc ho trc ché trung tam ho & hanh tiy.
Khong giam dau va it gay 1€ thudc. Thoi han tac dung ~ 6 h.
Chi dinh: Ho do kich tng, do nhiém khuan, do phan xa sau khi phiu thuat. Ho khong c6 dom.
Nguoi 16n: ubng 10-20 mg/lan x 3 lan/ngay; t6i da 120 mg/ngay.
Tré em 6-12 tudi: ubng 5-10 mg/lan x 3 lan/ngay
Téc dung phu: Ding thudc kéo dai van dé phong quen thude.
Chéng chi dinh: Tré em < 2 tudi; phu nit mang thai va ky cho con bi.
Thén trong: Suy ho hap, hen phé quan.
Bdo qudn: Tranh anh sang.

NOSCARPIN
OMe

Me g
0
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Cong thirc: CyH23NO7 ptl: 413,4

Tén  KH:  6,7-Dimethoxy-3-[4-methoxy-6-methyl-5,6,7,8-tetrahydro-1,3-dioxolo  [4,5-0]
isoquinolin-5-yl] isobenzofuran-1(3H)-on

Tinh chét: Bot két tinh mau tréng. Kho tan trong nudc; tan nhe trong ethanol; tan trong aceton. Tan
trong acid manh, pha loang bang nudc s€ két tiia dang base.

Tdc dung: Giam ho bang trc ché trung tdm ho (= dextromethorphan).
Chi dinh: Ho. Nguoi 16n udng 10-50 mg/lan; 3 1an/24 h.

Chéng chi dinh: Mang thai; di tng thudc.

Bdo qudn: Tranh anh sang.

2.4. THUOC GIAN CO TRON PHE QUAN

Hen phé quan 13 bénh cta dudng dan khi duoc dic trung boi su sung viém man tinh va ting dap
g khi quan v&i nhiing kich thich khac nhau dan dén cac con co thit khi quan va tit dudong dan
khi ¢6 hoi phuc v61 mue do khac nhau. Biéu hién cta con hen g6m c0 ho, kho tho, nang nguc, tho
kho khé. Nguyén nhan c6 thé do co dia bam sinh, di ung (tiép xuc, doi thoi tiét ....) v.v...

Phén loai thudc diéu tri hen phé quan:

- Thuéc giin phé quin:
Kich thich thy thé .- adrenergic: Salbutamol, terbutalin, isoprenalin, salmeterol
Dan chat xanthin: Theophyllin, aminophylin
Thudckhang cholinergic: Ipratropium

- Thuéc corticoid: Prednisolon, beclomethason, fluticasol, ...

- Thuéc khdng histamin: Ketotifen,...

- Thuéc ting tinh bén ciia dwing bao: Cromolyn

- Khang leukotrien: Montelukast, zafirlukast, ...

Mot s6 thudc gian phé quan thong dung:

SALBUTAMOL SULFAT
HO—Q—(lZH—CHZ—NH—C(CHg)g H,S0,
P, OH
HO—H,C
A Ve 2
Cong thirc: (C13H21NO3z)2 .H2SO4 ptl: 576,7

Tén KH: [2-(1,1-Dimethyl)ethylamino-1-[4-hydroxy-3-(hydroxymethyl) phenyl]ethanol] sulfat
Tinh chdt: Bot két tinh mau tréng, Vi déng nhe; bién mau cham do khong khi, anh sang.

Dé tan trong nudc(1 g/4 ml); tan trong ethanol, cloroform, ether.
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Hép thu UV: Amax 276 nm; E(1%, 1 cm) 55-64. (HCI 0,1 M).

Dinh tinh:

- Véi thude thir oxy hoa (HNO3, FeCls): mau hong.

- Cho phén {rng ctia ion SO42".

- Phd IR, phd UV, séc ky 16p mong.
Dinh lwgng: Acid-base/acid acetic khan; HCIO4 0,1 M ; do dién thé.
Tdc dung: Kich thich chon loc thy thé B2 gdy gidn phé quan.
Chi dinh: Hen suyén, doa sy thai.
Tdc dung phu: Giin mach ha huyét 4p, ting nhip tim.

Xit khi dung c6 thé gdy do phoi, giam tudn hoan gay phu.

Qua liéu: Panh trong nguc, d6 mat, run dau ngén tay, moi co.
Chéng chi dinh: Cudng giap, roi loan tim-mach, suy than.
Thdn trong: Nguodi hen kém déi thdo duong chi nén xit khi dung.
Bdo qudn: Tranh anh sang.

TERBUTALIN SULFAT

HO,
—CH-CH,NH
| | . HySO4
Hd OH C(CHa)s| ,,
AN /
Cong thirc: (C12H1NO3)2 .H2SO4 ptl: 548,6

Tén KH: Di[2-(1,1-dimethylethylamino)-1-(3,5-dihydroxyphenyl)ethanol] sulfat

Tinh chat: Bot két tinh mau tréng xam, mui chua ddm nhe;bién mau do anh sang, khong khi. Dé
tan trong nudc; tan nhe trong ethanol.

Hap thu UV: Amax 276 va 280 nm (7 mg/ 100 ml HCI 0,1 M).
Tdc dung: Kich thich thy thé B2 gidn phé quan (= salbutamol).
Chi dinh: hen suyén, doa sy thai.
Tdc dung phu, chéng chi dinh: Tuong ty salbutamol sulfat.
Bido quan: Tranh anh sang.

THEOPHYLLIN

@

H3C\N | H
O)\TTI 8 N/>

CHs



Cong thirc: C7HgN4O2 Ptl: 180,1
Tén KH: 1,3-demethyl-3,7-dihydro-1H-purin-2,6-dion.
Nguon goc: Trong la che, hat ca phé cing véi cafein va theobromin.

Tinh chdt: Bot két tinh mau tring, khong mui, vi ding; bén trong khong khi; thing hoa & nhiét do
nong, khé. Kho tan trong nudc; tan trong ethanol, dung dich kiém.

Dinh tinh:
- Pho IR
- Phan tng v6i mudi diazoni cua acid sulfanilin/kali hydroxyd, tao tua do.
- Phan tng Murexit.

- Phan tng v6i AgNO3 va Co(NO3)2 tao mudi bac két tia trang va mudi cobalt két tua tring anh
hong.

Dinh lwong: phan Gmg v6i AgNOs tao HNO3. Dinh luong phan acid nay bang dung dich NaOH
0,IN, dung chi thi xanh bromothylmol.

Tdc dung: Gian co tron phé quan; hiéu lyc < salbutamol.

Kich thich co tim va TKTW: < cafein. Lgi tiéu: < theobromin.
Chi dinh: Phoi hop tri hen phé quan.

Nguoi 16n ubng 150-200 mg/1an/6-8 h.

Cép : Truyén 250-500 mg/20 phut (d.d. aminophyllin 25 mg/ml).
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BAI 3: THUOC TAC DUNG LEN MAU VA HE TAO MAU

MUC TIEU
Kién thirc: ) )
1. Phan tich duogc su lién quan gitra cau triic hdéa hoc véi nhitng tinh chat Iy hoa va tac dung dugc
luc.
2. Trinh bay dugc tinh chat Iy hoa, phuong phap tong hop va phuong phap kiém nghiém cua céc
thudc tac dung lén hé tao méau thong dung
K¥ nang: ) ) ) )
1. Nhan dién duoc cau tric h(’)a hoc qﬁa cac t}}uéc théngq dung, v& dugc cau truc cua cac thude do
2. \(én dung dugc nhitng kién thirc v€ tinh chat 1y hoa dé giai thich dugc tac dung dugc lyc cua cac
thudc
Thai do:
1. Banh gia dugc tinh quan trong, tinh ing dung cua mén hoc trong thyc hanh nghé nghiép
2. Thé hién tac phon‘g> nghiém tac, than trong, chinh xéc, ti mi, tiét ki€ém trong qua trinh hoc tap va
trong thuc hanh nghé nghiép.
NOQI DUNG
1. THUOC TRI THIEU MAU:
Bai nay dé cap: - Thiéu mau nhugc sic, thiéu sat.
- Thiéu méau nguyén hong cau khong 10.
1.1.Thiéu mAu nhwoc sic, thiéu sit:
- Nguyén nhan:
Thiéu Fe?* hoic thiéu yéu t6 noi hap thu Fe (vitamin C) thoi gian dai.
Ciing c6 thé thiéu cac nguyén t6 vi luong nhu Cu, Mo, Co v.v... tham gia vao hé théng enzym tao
huyét sic t6.
- Thuéc diéu tri thiéu mdu thiéu sdt: Cac ché pham sit (bang 12.3).
Fe?* duogc co thé hap thu truc tiép.
Fe3* phai chuyén thanh Fe?* trudc khi duoc hap thu.
Vitamin C 13 yéu t6 ndi gitip tang hap thu Fe?*:
Duong dung::
- Udng: Mubi sat (IT) nhu sat (IT) fumarat, sit (II) sulfat,...
- Tiém: Mubi sat (IIT) nhu sét (II1) dextran, sat (III) sorbitol,....
Bang 1.1. Thudc chira sdt chita thiéu mdu

Tén thuoc Duong dung Liéu dimg (NL)
Fe(ll) ascorbat Ubng 275 mg/lan x 3 1an/24 h
Fe(l1) fumarat Ubng 200 mg/lan x 3 1an/24 h
Fe(Il) gluconat Ubng 1,8 /24 h; chia lan
Fe(ll) oxalat Ubng 0,05-0,15 g/24 h
Fe(Il) sulfat Ubng 2-15 mg/kg/24 h
Fe(I1) succinat Ubng 0,6 g/24 h
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Fe(l1l) dextran Tiém IM, IV Xem trong bai
Fe (111) sorbitol Tiém IM sau | T6i da 100 mg Fe/24 h

1.2. Thiéu mau nguyén hdng ciu khong 16:
Luong hong cau giam, ting kich thudc dé chira hét hemoglobin.
- Nguyén nhan: Thiéu vitamin Bi hoic acid folic; hodc thiéu ca hai.
Bénh 1y kém thiéu mdu nguyén hong cau khong 16:
U da day, thiéu mau dia Iy (ving); bénh dudng tiéu hoa, tré so sinh, phu nir mang thai; doc tinh cta
mét sb thudc, nghién rugu, dong kinh...
- Thuéc diéu tri: Acid folic két hop vitamin B
1.3 Mt s6 thudc:
Sit (ID) fumarat

Cong thirc:
CsH2FeOy4 O=C—CH=CH—/C=O
otl : 169,90 \ d
A < . ~— —
Tén khoa hoc: Sat (II) butenedioat Fe

Diéu ché: Phan tng sat (I1) sulfat voi natri fumarat trong nuée nong.
Tinh chdt: Bot mau vang cam-do, mui nhe; xin mau cham trong khong khi, 4nh sang (do chuyén
sang sat (III)). Tan it trong nuéc; kho tan trong ethanol.
Ham luong Fe: 32,5 mg Fe / 100 mg sat (II) fumarat khan.
Dinh tinh: Xac dinh Fe?* va acid fumaric.

Pun cach thuy chét thtr trong HCI 18% (15 phut); lam ngudi va loc:

- Hoa cin (acid fumaric)/ aceton; SKLM so v&i acid fumaric chuan.

- Dich loc chira Fe?*, thém kali ferricyanid cho mau xanh lam.
Dinh lirong: Do Ceri (IV): Fe?* + Ce** — Fe* + Ce**
Tién hanh: Pun nhe hoa tan 0,150 g chat thi trong 7,5 ml H2SO4 loang, lam ngugi. Thém 25 ml
nuoc, 0,1 ml chi thi ferroin. Chuan do ngay bang dung dich ceri (IV) sulfat 0,1 M, toi mau xanh luc
nhat.

1 ml ceri (IV) sulfat 0,1 M twong duwong 16,99 mg CsH2FeOa.

Tdc dung: Cung cap Fe?* cho co thé.
Chi dinh: Thiéu mau nhuoc sic thiéu sit.
Ngudi 16n uong 200 mg/lan; 3 1an/24 h.
Dang bao ché: Pa dang, thuong phdi hop.
Bd. Frrovit (nang mém): Hang Mega lifesciences (austrilia)

Sat (1) fumarat 162,00 mg (=~ 53,25 mg Fe)
Acid folic 0,75 mg
Vitamin By 7,5 ug

Chi dinh: Thiéu mau. Nguoi 16n ung 1-2 vién/ngay.
Bdo quan: Tranh anh sang, khong khi.

Sit (IT) gluconat
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Cong thirc:
C12H22FeO14. 2 H20
Ptl : 482, 17
Tén khoa hoc: Sat (II) gluconate dihydrat
Diéu ché: Pun néng dung dich carbonat sit (I)v6i acid gluconic.
Tinh chét: Bot / hat mau vang-xanh luc nhat t&i1 xdm, mui duong chay nhe.
Dé tan trong nudc, dung dich chuyén cham sang mau niu-xanh luc;
Kho tan trong ethanol. Him luong Fe?*: 11,8-12,5% (khan).
Dinh tinh: Fe?*: Véi kali ferricyanid cho mau xanh lam.
Dinh lugng: Phuong phép do ceri.
Tién hanh:
- Dung mdi: Hoa tan 0,5 g NaHCO3 vao HzSOs 5% tdi hét siii bot.
- Hoa tan 1 g chdt thir vao dung méi trén; thém 0,1 ml chi thi ferroin. Chudn d¢ bang dung dich
ammonium va ceri nitrat 0,1 M toi mat mau do.
Tdc dung: Cung cap Fe cho co thé.
Chi dinh: Thiéu mau nhuoc sac thiéu sat. Nguoi 16n udng toi da 1,8 g/24 h.
Bdao quan: Tranh anh sang.
1.4. Tw doc thém
1.4.1 Sat(II) sulfat
Cong thirc: Fe;SO4 . TH20
Tinh chét: Tinh thé lang try hodc bot két tinh mau xanh luc nhat, vi tanh cta sét.
D& bi oxy hoa trong khong khi am thanh mau vang nau (Fe®*).
Dé tan trong nuéc; kho tan trong ethanol. Ham luong Fe ~ 20%.
Tdc dung: Cung cap Fe** cho co thé.
Chi dinh::
- Thiéu méau nhwoc sdc thiéu sdt:
Nguoi 16n, 2 ngay dau: 300 mg/lan; 2 1an/24 h; tiép theo 3-4 1an/24 h.
Tré em, udng siro: 5-10 mg/kg/1an.
- Phong thiéu mdau: Udng 300 mg/24 h; chia 2-3 lan.
Dang bao ché: Két hop voi vitamin C va acid folic
Tdac dung KMM: Vi tanh, kich ung dudng tiéu hoa.
Chéng chi dinh: Tré em dudi 12 tudi, ngudi gia; nguoi hep thuc quan.
Thén trong: Ngudi mic chimg kho tiéu, viém loét da day-ta trang.
Bio qudn: Dé chd mat; tranh anh sang, khong khi va d6 4m cao.
1.4.2 Dung dich tiém Sat(III) dextran
Tinh chdt: Dich keo 1ong mau nau ti.
La phtic chat Fe(OH)s voi dextran di thuy phan mot phan, pha trong nude, ¢6 0,5% phenol dé bao
quan; pH = 5,2-6,0.
Duwoc dpng hoc: Vao co thé chuyén hoa Fe®* thanh Fe?*,
Chi dinh: Thiéu mau nhuoc sic, uéng thudc sat khong hiéu qua.
Liéu dung tinh theo khdi luong Fe (mg), theo hemoglobin (Hb)/mau.
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Cdch tinh lieu ,,A (m)/24 h“ véi ché pham sat (III) dextran 50 mg /ml:
Nguoi 16n, tiém bap:
- Nie: A (ml) =0,0476 x P (kg) x [14,8 — Hb(g/100 ml)] + 6
- Nam: A(ml) =0,0476 x P (kg) x [14,8 — Hb(g/100 mI)] + 4
Ghi chi: P (kg): Trong luong co thé, tinh bang kg.
Tdc dung KMM: Dau dau, budn non, sdt v.v... xo hoa co khi tiém IM.
Bio qudn: Tranh anh sang. Dé ¢ nhiét do 15-30°C.

1.4.3 Acid Folic
Tén khac: Leucovorin; Vitamin Bg
Cong thirc: . COOH
C19H19N706 B B
ptl : 441,40 /I jCszNH c0+NH CH
: CH2 COOH
pterin PAB acid glutamic

Tén KH: Acid N-[4-[[(2-Amino-1,4-dihydro-4-oxo-6-pteridinyl)methyl]
amino]benzoyl]-L-glutamic

Nguon acid folic thién nhién: Lan dau tién chiét dugc tir 14 (folium) rau Spinach

(ham luong acid folic trong rau Spinach thap hon thyc pham khéc).

Acid folic ¢6 trong rau dén, xa lach, sup lo, ddu dd, ngd, men bia, tuy xuong, gan, sita v.v...

Tinh chdt: Bot két tinh mau vang nhat t6i vang cam.

Tan it trong nudc lanh; kho tan trong ethanol va dung méi hitu co thong thuong; tan trong dung

dich kiém loang (NaOH va kiém carbonat).

Dinh tinh:

- Hap thu UV: Avax 256; 283 va 368 nm (NaOH 0,1 M).

- Sac ky 16p mong, so véi acid folic chuan.

Dinh lugng: HPLC.

Tdc dung: Acid folic chuyén hoa thanh tetrahydrofolat, 1a Co-enzym xic tac sinh tong hgp ADN

can cho tang trudng té bao.

Thiéu acid folic s& giam lugng hong cau trong mau.

Chi dinh:

- Thiéu mau hong cau khong 16: Ngudi 16n uéng 5 mg/24 h; trong 4 thang.
- Phong thiéu mau: Udng hang ngay 0,2-0,5 mg.
Dang bao ché: Thube tiém 2.5 va 5 mg/ml; Vién 0,8; 1 va 5 mg.
Vién hdn hop: Bd. Ferrovit (xen sit (II) fumarat).

Tdac dung KMM: Noi chung acid folic it doc.

Bdo quan: Tranh anh sang.

2. THUOC CAM MAU, THUOC CHONG PONG MAU

2.1. Qua trinh tao cuc mau dong

Pong mau: La phan tng ty bao vé cia co thé khi c¢6 tén thuong chay méu.
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Sau khi ra khoi mach mot vai phiit mau dong lai thanh cac nut chin, ngin khong cho mau tiép tuc
chay ra ngoai (So d6 Bx.1)

So @6 M.1. Tém lwoc qui trinh hinh thanh va tan cuc mdu dong

Yéu t t6 chirc (D)
< _______
+ Ghi chu:
Vi — | wia Chuyén: —
: Xlc tac: ~~ - >
X %\V Xa
L Ca™ X1
Vitamin K Lo
| Vo
i . V'V | Thrombi
Gan: Pigtirombin S| e Xlll a
Ca++ : ’
mau:  Eibrinogen ¥ VFibrin  _~__Fibrin  __Fibrin gy
: Hoa tan sQi ludi (cuc mau) (tan cuc mau)
chit hoat hoa :
Plasminogen L, Plasmin

2.2 Thubdc tic dong Ién qua trinh dong mau
Phéan loai:
2.2.1 Thuéoc gdy dong mdu: Goi 13 "thude cAm mau".
- Protein va peptid tao dong mau: Aprotinin....
- Ché pham yéu té déng mau: Yéu té VIL, VIIL IX, XIIL...
- Thubc tang cwong prothrombin: Vitamin K.
- Thudc e ché fibrinolysin: Acid tranexamic, acid aminocaproic
- Thube duy tri két dinh tiéu cau: Etamsylat.
2.2.2 Thuéc chong dong mdu, lam tan cuc mdu dong:
- Khadng vitamin K, phong bé yéu té dong madu.:
Dicumarol, warfarin, heparin va dan chét, citrat natri.
- Chong két dinh tiéu cau: Aspirin, ticlopidine, clopidogrel, tirofiban.
- Enzym hoat hoa plasminogen: Alteplase, anistreplase, defibrotide,
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reteplase, streptokinase, urokinase...

Bang 2.1. Enzym hoat hoa plasminogen

Enzym Nguon goc Liéu diing
Alteplase Nguoi; ky thuat tai to hop DNA | IV: tong liéu 100 mg.
Anistreplase Phurc plasminogen + streptokinase | 1V: 30 Ul/5 phut
Defibrotide Polydeoxyribonucleotide phoi bd | U, Tiém: 800 mg/24 h
Reteplase Ngudi; ky thuat tai t6 hop DNA | IV: 10 UI/2 phat
Streptokinase | Streptomyces tan mau (nhém C) IV: xem trong bai
Staphylokinase | Staphylococcus aureus
Tenecteplase | Nguoi; k¥ thuat tai to hop DNA IV: 30-50 mg
Urokinase Enzym tir nudc tiéu ngudi IV: 4400 Ul/kg/10 phut

Tac dung:

Hoat hoa chuyén plasminogen ndi sinh thanh plasmin, dung giai ludi fibrin cuc mau déng,
lam tan cuc mau.
Chi dinh: Huyét khdi t6 chirc sdu: Mach vanh, mach nio, phéi, gan...
Tac dung KMM:

- Xuét huyét. Khac phuc bang acid tranexamic, aprotinin...

- Di tng protein. Khic phuc bang thudc chéng di ing, corticoid.
2.2.3 Mot sb thudc :

Acid Tranexamic

Biét duoc: Transamin; Tranexan H

Céng thire: '—COOH
CgH1sNO2 w
Ptl : 157,21 H,NCH,™

Tén khoa hoc: Acid trans-4- (Amlnomethylil) cyclohexanecarboxylic

Tinh chdt: Bot két tinh mau trang, khong mui.

Dé tan trong nudc va acid acetic; kho tan trong ethanol, aceton.

Dinh tinh: Pho IR hoic sac ky, so v6i chuan.

Dinh lwgng: Acid-base trong acid acetic khan; HCIO4 0,1 M; do dién thé.

TA&c dung: Cam mau.

Co ché t/d: Can tré lién két plasminogen vao luéi fibrin cuc mau dong.

Duwoc dpng hoc: Sinh kha dung udng 30-50%. ti2 2 h.

Chi dinh, cdch diung va liéu ding:
Chay méau: phau thuat, rong kinh, qua liéu thuéc chong dong mau v.v...
Nguoi 16n ubng 1-1,5 g/lan; 2-3 1an/24 h;

hozc tiém IV cham dung dich 100 mg/ml: 0,5-1 g/lan; 2-3 1an /24 h; hodc truyén téc do 1 ml/phut;

t61 khi dat hiéu qiia cAm mau (> 3 ngay).
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Dang bao ché: Vién nén 0,5 va 1 g; éng tiém 500 mg/5 ml.
Tdc dung KMM: Qua liéu gay huyét khéi; co thé bi loan mau.
Ché'ng chi dinh: R&i loan thi giac, sau phéu thuat nao.

Than trong: Phu nit mang thai va ky cho con bu.

Can kiém tra thi luc, chirc nang gan khi uéng thude kéo dai.
Bio qudn: Tranh am.

Etamsylat
Biét duoc: Dicynone; Dicynene
Cong thirc: ~ SO3H

C10H17NOsS
HO— —OH .
ptl : 263,33 @ NHGHs)

Tén khoa hoc: Diethylammonium 2,5-dihydroxybenzenesulfonate
Tinh chdt: Bot két tinh trang hodc gan nhu trang; bién mau trong khong khi.
Dé tan trong nuéc, tan trong alcol. F = 127-134° C (dinh tinh).
Dinh tinh: Hip thy UV: Amax 221 va 301 nm (nuéc).
Dinh lugng: Do ceri.
Hoa tan 0,2 g vao 10 ml nudce + 40 ml H2SO4 lodng.
Chuan d6 bﬁng dung dich cerium sulfat 0,1 M; do thé.
1 ml cerium sulfat tuong duong 13,16 mg C10H17NOsS. (N = M/2).
Tdc dung: Duy tri 6n dinh thanh mao mach va su két dinh tiéu cau.
Hiéu qua phong chay mau va cdm mau do ton thuong mao mach.
Duwoc dpng hoc: Hap thu khi udng. ti2 8 h (udng) va 2 h (tiém ).
Chi dinh, liéu diing:
- Chay mau t6n thuong mao mach: Gién mach, chimg da kinh v.v...
Nguoi 16n, udng 0,5 g/lan x 4 1an/24 h; Tiém (IM, IV): 0,5-1 g/4-6 h.
- Chay mau phau thuat: Ngudoi 16n uéng hodc tiém 250-500 mg/lan.
- Xuét huyét quanh ndo thit tré so sinh: Tiém IM, IV 12,5 mg/6 h.
Dang bao ché: Vién nén 250 va 500 mg; 6ng tiém 250 mg/2 ml.
Tdc dung KMM: Dau dau, budn nodn, ndi man da sau tiém tinh mach.
Bio qudn: Tranh anh sang, tranh am.

Acid aminocaproic
Cong thirc:
CeHiN02 ptl : 131,17 HNS o~ OO
Tén khoa hoc: Acid 6-aminohexanoic
Tinh chdt: Bot mau tréng hodc tinh thé khong mau; bén trong khong khi.
Dé tan trong nudc; tan it trong ethanol.
Tdc dung: Phong bé profibrinolysin va fibrinolysin, duy tri dong mau.
Ubng d& hap thu; thai trir nhanh qua nudc tiéu.
Khong hiéu qiia: Chay mau lién quan thrombin va qua liéu heparin.
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Chi dinh: Phong va chong chay mau kho dong (~ acid tranexamic).
Nguoi 16n, udng lidu dau 4-5 g; tiép theo cr 1 h udng 1-1,25 g.
C6 thé tiém IV dung dich 2%.

Dang bao ché: Vién, siro; thudc tiém 2%.
Tdc dung KMM: Qua liéu giy huyét khéi, yéu co van dong; suy gan, than.
Tiém IV nhanh giy ting huyét ap, rung tim.
Thdn trong: Suy gan, than; bénh tim-mach.
Bio qudn: Tranh am.
Aprotinin
Nguon goc: Polypeptid chudi don chira 58 acid amin, klpt ~ 6500.
Tdc dung: Phong bé enzym thuy phan protein nhu chymotripsin, kalikrein, plasmin,
trypsin...Chdng tiéu fibrin, duy tri mau dong.
Don vi hoat luc:

- KIU: Hiéu lyc trén kalikrein. 1 KIU = 140 nanogram aprotinin.

- UI (Duoc dién chau Au): Hiéu luc trén trypsin. 1 Ul = 1800 KIU.
Duwoc PH: Ubng bi mat hoat tinh. ti» 7-10 h.
Chi dinh:

- Chay mau kéo dai do tdng plasmin trong mau:
Tiém IV cham hoac truyén 500 000-1 000 000 KIU;
tiép theo tiém 200 000 KIU/1 h; t6i khi chay mau kiém soat duoc.
Dang bao ché: Thude tiém 100 000 TU, dng 10 ml. Vién dat dudi ludi.
Than trong: Can tiém liéu thir 10 000 KIU, 10 phut trudc khi tiém du lidu.
Bio qudn: Tranh anh sang, khong khi va do am cao.
Vitamin K: Xem bai vitamin.

Warfarin natri
Biét duwoc: Waran; Warcoumin

. , 0._o
Cong thirc: z
CioH1sNaO4 ptl : 330,31
Tén KH: Mubi natri cia |/ \(liH/

3-(a-Acetonylbenzyl)-4-hydroxycoumarin ONa  CH,— COCH;
Diéu ché: Ngung tu 4-hydroxycoumarin véi benzalaceton, xuc tac NHa.
phan tng voi dung dich NaOH ¢ nhiét d6 phong tao mudi natri.
Tinh chat: Bot két tinh hodc vo dinh hinh mau tréng, hat am.
Dé tan trong nudc va alcol; khong tan trong ether.
Dinh tinh: Sac ky 16p mong, so v6i chuan.
Dinh lwong: Quang phd UV; do ¢ 308 nm (NaOH 0,1 M).
Tdc dung: Chong dong mau theo co ché phong bé sth prothrombin + phong bé cac yéu t6 dong méau
VII, IX va X. Khong lam tan cuc méau dong.
Chi dinh: Huyét khdi tinh mach sau. Ubng sau tiém heparin 2-3 ngay.
Nguoi 16n: 3-9 mg/24 h; tiém IV khi can.
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Theo ddi muc prothrombin/mau dé diéu chinh liéu dung phu hop.
Dang bao ché: Vién 2; 5; 7,5 va 10 mg;

Tdc dung KMM: Xuat huyét noi tang khi qaa lidu; suy gan (vang da).
Chéng CP: Tang HA, suy gan, loét da day; mang thai trudc ngay sinh.
Bido quan: Tranh anh sang.

Dicumarol

Cong thirc: 0 0o O

. JOUC0

ptl : 336,30 \

Tén KH: 3,3’-Methylenebis (I; CHy™ \|
[4-hydroxycoumarin] OH

Tinh chdt: Bot két tinh mau trang, mui thom nhe, vi hoi dang.

Kho tan trong nudce va alcol; tan trong cloroform.

Tdc dung: Chdng dong méau theo ciing co ché nhu warfarin.

Khong lam tan cuc méau dong.

Duwoc DH: Phat huy tac dung cham, kéo dai; t1» 24-96 h.

Chi dinh: Phong va diéu tri huyét khdi tinh mach sau, sau tiém heparin natri.

Nguoi 16n, ngay dau udng 200-300 mg; udng duy tri 25-200 mg/24 h.

Dang bdo ché: Vién 25; 50 va 100 mg.

Tdc dung KMM, chéng chi dinh: Tuong ty warfarin natri

Heparin natri
Nguon géc: Chat chong dong mau tu nhién cua co the, do té bao mast (Ehrlich) san sinh va tich tu
& t6 chire lién két thanh mach mau.
Vai tro sinh hoc: Duy tri d§ 16ng ctia mau.
Cdu tao: La ester polysulfuric ctia moucoitin, mach co ban tir glucosamine acetyl hoa véi acid
glucuronic va nhiéu don vi disaccaharide.
Hoat tinh chdng d6ng mau tang khi ham luong sulfuric cao.
Khéi luong phan ti: 6 000-20 000, tiry thudc ngudn diéu ché.
Diéu ché: Chiét tir phoi, mang nhay rudt du pham 10 mo.
Ché phﬁm dwgc dung: Dang mudi natri, hoat luc 140 Ul/mg.
Tinh chét: Bét mau tring hodc gan nhu tring, hit 4m . D& tan trong nudc.
Tdac dung: Lam tan cyuc mau dong.
Co ché: Tao phurc véi antithrombin 11, can thi€p cac yéu t6 IX, X, XI va XII, ngan can chuyén
prothrombin thanh thrombin.
Tao tia mat hoat tinh véi protamine hodc xanh toluidine.
Ubng khong hap thu, chi truyén hoic tiém duéi da. ti2 1-6 h.
Chi dinh: Tinh licu theo thoi gian dong mau va mic prothrombin.
Liéu diing tham khdo:
- Huyét khoi cdp, nhoi mau déng mach vanh:
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NL, truyén 5000-10 000 UT; tiép theo tiém dudi da 1000-1500 U1/12 h.
Tré em, truyén 15-25 Ul/kg/h.

- Phong huyét khéi phau thudt:
Ngudi 16n, tiém duéi da 5 000 Ul trude phau thuat 2 gio;
tiép theo ctr 8-12 h tiém 1 1an; trong 7 ngay.

- Truyén mdu: Dung 400-600 UT heparin cho 100 ml mau toan phan.
Dang bao ché: Dung dich tiém 100-4 0000 Ul/ml; lo 1-30 ml.
Tdc dung KMM: Xuat huyét khi qaa liéu; di tng (protein).
Tang nguy co loing xwong néu dung heparin trén 2 thang.
Khdc phuc qiia liéu heparin: Truyén protamin sulfat (xem cudi bai).
Chéng chi dinh: Chay mau dudi da, loét da day, u 4c tinh; doa xay thai va ky kinh nguyét. Di tmg
heparin va protein noi chung.
Bdo qudn: Dé ¢ nhiét do thap.

Protamin sulfat
Nguon goc: La mudi sulfat ctia cac peptid base chiét tir tinh dich ca.
Tinh chdt: Bot min hodc vo dinh hinh mau tring.
Tan vira trong nudc; khong tan trong alcol.
Tdc dung: Tao phirc hop bén, trung hoa hoat tinh cua heparin va dalteparin.
1 mg protamin trung hoa khoang 100 UI heparin.
Chi dinh: Qua liéu heparin va dalteparin:
Tiém IV cham hodc truyén toc do 5 mg/phit. Khong qua 50 mg/lan.
Dang b/c:Lo thude tiém 50 mg/5 ml.
Bio qudn: Dé ¢ nhiét do 2-8° C.
* Enzym tan mau:

Alteplase

Nguon goc: Chat hoat hoa plasminogen td chirc noi sinh.
Céu tritc: Glycoprotein gom 527 acid amin.
Diéu ché: Bing k¥ thuat tai to hop DNA nudi cay té bao dong vat co vu.
Tinh chat: Bot hodc khéi vo dinh hinh mau tréng-véng nhat.

Hoat lyc: > 500 000 Ul/mg.
Tdc dung: Hoat hoa plasminogen, lam tan cuc mau dong. ti2 4-5 phat.
Chi dinh:

- Nhoéi mau co tim: &p dung phac d6 1,5 h va 3 h; vi du phac do 1,5 h:
Tiém IV 15 mg; tiép theo truyén 0,75 mg/kg/30 phit, toi hét 50 mg; truyén duy tri trong 60 phut
nira. Tong lidu 100 mg.

- Huyét khoi tinh mach phéi: Tong liéu 100 mg.

Tiém IV 10 mg; tiép theo truyén phan con lai trong 2 h.

- Huyét khoi dong mach vanh cap: Truyén 0,9 mg/kg/3 h; ti da 90 mg.
Twong tdc, tic dung KMM, chéng chi dinh: Tuong tu streptokinase.
Bdo qudn: Pé & nhiét d6 - 20° C. Tranh anh sang, am.
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Poc thém:

1. Streptokinase

Nguon goc: Protein tir moi truong nudi cay Streptomyces tan mau (nhém C).

Tinh chdt: Bét mau tring; dé tan trong nudc. Hoat luc: > 96 000 Ul/mg.
Thudc tiém 13 dung dich khong mau; pH 6,8-7,5.

Tdac dung: Tao phuc hoat hoa voi plasminogen ndi sinh, lam tan cuc mau.

Dwoc PH: Mét nhanh khoi huyét twong. ti2 23 phut (dang hoat hoa).

Chi dinh:

- Nhoi madu co tim: Truyén 1,5 triéu UI/ 1 h, ngay khi thay triéu ching.
- Tdc nghén huyét khoi tinh mach sdu (phdi, gan...):

Truyén 250 000 UI/30 phut; tiép sau truyén 100 000 UI/1 h; trong 24 h.
Theo ddi murc thrombin/mau, thoi gian déng méau dé diéu chinh.

Sau nging truyén streptokinase, tiém thém 1 lidu heparin,

Duy tri: Udng thudc chéng dong mau (dicumaron...) dé phong tai phat.

Dang bao ché: Lo han kin 2 ml dung dich chtra 250 000 UL.

Tdc dung KMM: Xuat huyét, di tng nhu néi chung.
Tang huyét ap, ting nhip tim, budn non...co thé sét khi truyén.

Chéng chi dinh:
Viém loét da day-ta trang, viém tuy, viém mang tim, ung thu nio;
Tré so sinh, chin thuong néo, diabet; phu nit sau dé va ky kinh nguyét.
Tiém bap hodc duéi da. Than trong voi ngudi cao tudi.

Twong tac: Aspirin, thuéc NSAID va céc thudc chéng dong mau khac.

Bio qudn: Pyng trong lo han kin, tranh 4nh sang. Dé & nhiét d6 - 20° C.

* Thuéc chong tip két tiéu cau din chit thienopyridin
Gom aspirin, clopidogrel, ticlipidin

Ticlopidin hydroclorid

Cong thirc:

CusHuCINS . HCI  ptl : 300,2

Tén KH: 5-(2-Clorobenzyl)-4,5,6,7-

tetrahydrothieno[3,2-c] pyridine hydroclorid N
Tinh chdt: Bot két tinh mau trang hodc gan nhu trang. (|: 1 ~ -

Tan it trong nudc, ethanol; dé tan trong ethylacetat.
Dinh tinh:

- Tron 5 mg v&i hon hop 6 mg acid citric va 0,3 ml anhydrid acetic.
Dun trén ndi cach thuy 80° C: Xuét hién mau do.

- Hap thy UV: Amax 268 va 275 nm (40 mg/100 ml nuéc).

- Dung dich trong nude cho phan tng cia ion CI-.
Dinh Iwong: Acid-base trong acid acetic khan; HCIO4 0,1 M; do thé.
Tdc dung: Can tré tap két tiéu cau, chong dong mau.
DDPH: Ubng d& hép thu. t2 30-50 h. La tién thudc, chuyén héa manh & gan.
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Chi dinh:
- Phong va tri tdc mach huyét khéi: Thay thé hodc phdi hop véi aspirin:
Nguoi 16n ubng 250 mg/lan; 2 1an/24 h.
- Sau ddt ong théng (stent) mach vanh: Ubng cung liéu trén, lién tuc 4 tudn.
Tdc dung KMM: Khi ding thude kéo dai.
- Viém loét da day-ta trang; chay méu kéo dai; xuat huyét da.
- Giam bach cu, thiéu m4u bat san...
- Viém gan vang da; tang muc lipid/méau.
Ché'ng chi dinh: R&i loan mau, loét da day, XuAt huyét nao, bénh gan.
Thén trong: Kiém tra mau toan dién trudc va trong thoi gian dung thude.
Ngtng ubng ticlopidine 10-14 ngay trudc phau thuat
Twong tic: Corticoid, cimetidin; thuéc NSAID
Bdo qudn: DPung trong bao bi kin.

Clopidogrel bisulfat

Biét duoc: Plavix al S
Cong thirc: ‘ !
C16H16CINO,S. H.SOs  ptl: 419,9 \/N > 3/

Tén KH: Methyl (5)-2-clorophenyl ; - HaS04
(4,5,6,7-tetrahydrothieno[3,2-c] & oMe
pyridin-5-yl) acetate bisulphate
Tinh chdt: Bot két tinh mau trang. D8 tan trong nudc, methanol.
Tdc dung: Can tré tip két tiéu cau chéng dong mau.
Duwoc PH: Ubng hap thu nhanh, SKD uéng khoang 50%.
Chi dinh: Liéu dung tinh ra clopidogrel base: 97,86 mg ~ 75 mg base.
- Phong huyét khéi, gom huyét khdi mach nio:

Nguoi 16n udng lidu dau 300 mg/lan; tiép theo 75 mg/lan/24 h.
Tdc dung KMM, chéng chi dinh, thin trong: Tuong tu ticlopidin.
Bido qudn: Tranh am, tranh anh sang.

Citrat Natri
Tén khac: Trisodium citrate
Cong thirc: CH,— COONa
SGIHSZI\;:(S; 2H.0 HO— ?— COONa .» H,0
U298, CH,;— COONa

Tinh chat: Bot két tinh mau tréng, vi man, hat 4m. D& tan trong nudc.
Tdc dung: Tao phirc v6i Ca** trong huyét tuong, gitr mau khong dong.
Céng dung: Pha dung dich chdng d6ng mau.

- Dung dich glucose-citrat, citrat-phosphat-glucose v.v...

- Dung dich natri citrat 4%, thanh phan:
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Natri citrat dihydrat 409

Nudc pha tiém 1000 ml
Dung cho l1dy méau, bao quan va truyén mau: 100 ml dung dich natri citrat 4% cho 1 lit mau toan
phan.
Bio qudn: Tranh am.
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BAI 4: THUOC TAC PONG LEN HE TIEU HOA
MUC TIEU
Kién thirc:
1. Phan tich dugc sy lién quan giita cdu trac hoa hoc véi nhitng tinh chat Iy hoa va tac dung duoc
luc.
2. Trinh bay duoc tinh chét ly hda, phuong phap tong hop va phuong phap kiém nghiém cua cac
thudc chéng virus va ung thu thong dung
Ky nang: ) ) ) )
1. Nhan dién duoc cau truc h(’)a hoc qﬁa cac tl}uéc th6ng7 dung, v& dugc cau truc cua cac thudc do
2. Van dung dugc nhitng kién thirc vé tinh chat Iy hoa dé giai thich duogc tac dung dugc luc cua cac
thudc
Thai do:
1. Panh gia dugc tinh quan trong, tinh ing dung cia mén hoc trong thuc hanh nghé nghiép
2. Thé hién tac phong nghiém tac, than trong, chinh xéc, ti mi, tiét kiém trong qua trinh hoc tap va
trong thuc hanh nghé nghiép.
NOI DUNG
o  Thubc chita loét dg day-té trang
o  Thuoc nhudn trang,
o  Thuéc chéng tiéu chdy
I. Thudc chira loét da day-ta trang
Bénh dau da day:
1. Can nguyén:
1.1 Tw phdt: Tang tiét dich acid da day do than kinh cang thang, lao dong trong diéu kién khic
nghiét, yéu t6 di truyén v.v...
1.2 Thuéc gay loét da day-ta trang: Dung thudc corticoid va NSAID.
Ca 2 déu do nhiém Helicobacter pylori ¢ niém mac da day-ta trang; vi khuan tiét enzym pha huy
16p mang nhay ta trang-da day.
(Helicobacter pylori viét tit H. pylori, 1a vi khuan yém khyj).
Diéu trj loét da day-ta trang:
Can phdi hop 3 loai thude:
(1). Diét H. pylori : Amoxicillin, clarithromycin, thuc d/c 5-nitroimidazol.
(2). Thuéc han ché tiét HCI dg day:
Thubc khang histamin trén thu thé H: Cimetidin, famotidin...
hodc thude e ché bom proton: Omeprazol, lansoprazol...
(3). Bao vét loét 6 niém mac da day-ta trang: Antacid, sucralfat...
2. Cac thuoc thwong ding:
2.1 Antacid va thudc bao vé niém mac da day
- Hop chat Al: Nhém hydroxid, sucralfat, kaolin, dat sét v.v...
- Hop chit Mg: Mg(OH)2, MgCOs, MgO...
- Hon hop Al va Mg: Magaldrat (Al, Mg hydroxid), ...
- Bismuth citrat (salicylat, subnitrat...); NaHCO3, CaCOs...
Tdac dung:
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- Tinh kiém, trung hoa acid dich vi; lam se niém mac da day.
- Sucralfat: Két hop v6i protein & vét 1oét tao 1p bao bao vé.
Phoi hop antacid:
Thudng phdi hop > 2 loai antacid cho 1 1dn udng; muc dich:
1. Két hop thude tac dung nhanh voi thudc tac dung cham, vi du:
Phéi hop Al(OH)s phat huy cham véi Mg(OH), phat huy nhanh.
2. Chéat nay khic phuc tac dung phu cua chét kia, vi du:
Mudi Mg gay di 1ong két hop mudi Al gay tao bon (se niém mac).
3. Giam liéu timg antacid riéng 1é.
Twong tdc thudc:
Antacid 1am giam héap thu thudc dung dong thoi. Vi vay khi ap dung phac d6 chira viém da day, can
uéng thude dic hiéu trude antacid 1-2 h.

* Hop chit nhom:

Nhém hydroxyd

Cong thirc: Al(OH)3
Dang dwoc dung: Nhom hydroxyd khd va nhém hydroxyd gel.
Nhém hydroxyd khoé
Diéu ché: Phan ing phén nhom véi natri carbonat, tao AI(OH)s.
Tinh chdt: Bot vo dinh hinh mau trdng,vi chat. Ludng tinh.

Kho tan/nuée; tan trong acid va kiém hydroxyd.
Dinh tinh:

1. Hoa tan vao HCI1 10%, NaOH 10%:tao dung dich trong.

2. Tao phurc mau doé véi alizarin:

HO—-A]—OH
RN
P oH ?
OH OH
I I
0] O

Dinh lugng: Phuong phap complexon ap dung cho AI**, vi du BP:
D.d.1: Hoa tan 0,8 g vao 10 ml HCI loang; thém nudc thanh 50 ml.
D.d. 2: Lay 10 ml d.d.1 vao binh nén 500 ml; thém NH4OH lodng dén tua nhe; thém ting giot

HCl lodng dén tan ta. Thém nudc dén 20 ml.

Chudn dg:

- Thém 25 ml EDTA dinatri 0,1 M vao binh non trén; thém 10 ml
dém amoni acetat. Pun so61, lam mat; thém 50 ml ethanol + 3 ml
dithizon 0,025%/Et-OH tuyét d6i: Mau xanh lo-lyc nhat.

- Chuan d6 EDTA dinatri du bang ZnSO4 0,1 M — mau tim-d6 nhat.

Ham luong Al2O3 : 47,0-60%.
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Tdc dung: Trung hoa acid dich vi, lam niém mac da day.
T pH dich tiéu hoa, nhung chua di tre ché hoat dong pepsin.
Luong Al nho hip thu, thai qua nuée tiéu dang nhém phosphat.
Chi dinh:

- Phéoi hop diéu tri loét da day- ta trang:
Nguoi 16n ubng 0,95-3,60 g/lan; cach 1-2 h ubng 1 1an.
Biét duoc Gastropulgite: udng 1-2 goi/ngay (xem dang bao ché).

- Mirc phosphat/mdu cao: Udng vao giita 2 bita an va lic di ngi:
Nguoi 16n: 0,5-1,8 g/lan; 3-6 1an/24 h. Két hop an kiéng phosphat.
Dang bao ché: Biét dugc Gastropulgite: Moi g6i thube bot chira:

Attapulgite Mormoiron hoat hoa ’ 2,50¢g
Gel nhom hydroxyde va magnesi carbonat say kho: 0,509
Ta duwoc: Dich chiét cam thao, saccarin natri, vaniline. vd

Tac dung KMM: San niém mac rudt gay tdo bon.
Giam muc phosphat/mau — nguy co gy loang xuong.
Chéng chi dinh: Ngudi c6 mic phosphat/mau thap.
Bio qudn: Dé noi kho mat.

Sucralfat
Cong thirc: Phicc duong-nhom. CH,OR CH-OR
0 =0
R = SO3[Al2(OH)x (H20)y]
OR / RQ \
RO ™o CH,OR
C12HmAIl160nSs (khoang n = 75; m = 54) (|)R (l)R

Tén KH: a-D-glucopyranosid phirc nhom.

La mubi nhom sulfat basic két hop véi duong mia.

Tinh chét: Bot mau tring. Khong tan trong nudc.

Ludng tinh (tan trong cac dung dich acid va kiém).

Tdc dung: Lién két véi protein dich ri chd loét tao ra mot 16p bao vé.
DDPH: Ubng hap thu rat it, tp trung chu yéu & da day va ruét.
Ty 1& nhé nhom hap thu, tao Al- phosphat va thai qua nudc tiéu.
Chi dinh: Phdi hop diéu tri loét da day-ta trang.

NL ubng trudc an 1 gid va lac di ngi: 1 g/lan; c6 thé 4 1an /24 h.
Dang bao ché: Vién 1 g; Hon dich uéng 0,5valg/5ml

Tdc dung KMM: Gay tao bon; m¢t moi, khd miéng.

Thén trong: Nguoi thiéu nang than; mirc phosphat/mau thap.
Bio qudn: Pung trong bao bi kin; tranh cht kiém.

* Hop chit Mg:

Duwoc dung: Magnesi hydroxyd (oxid, carbonat,...)
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Magnesi hydroxyd
Cong thirc: Mg(OH)2
Diéu ché: Phan tng MgCl, v6i NaOH.
Tinh chét: Bét min mau trang; hut chdm khi CO trong khéng khi.
Kho tan trong nudc va alcol; tan trong acid loang.
Dinh tinh:
1. D.d./HCI lodng, thém NH4OH dén tia nhe; thém NH4Cl dén tan tia. Thém Na;HPO4: Tua

mau tring ciia magnesi phosphat.

Mg** + HPOs% + NH4sOH — { MgNH4POs + H20

2. Thém 0,2 ml d.d. titan vang 0,1% vao dich Mg*™* trung tinh:
Mau do6 duc — tiia mau do.
Dinh lugng: Phuong phap complexon ap dung cho Mg*™.
Tac dung: Trung hoa acid trong dich da day theo phan Ung:
Mg(OH), + 2HCI —» MgCl, + 2H.0

& rudt, magnesi két hop véi phosphat va carbonat tao thanh cac mudi khoé tan, tranh duoc sy hap
thu.
Mudi magnesi gitt nudc, ding lidu cao co tic dung nhudn-tay.
Chi dinh: Loét da day-ta trang.

Phéi hop v6i nhom hydroxyd va cac antacid khéc, vi du:
Bio qudn: Tranh tiép xtc voi khong khi.
2.2 Thudc han ché tiét acid da day
2.2.1 Thudc d6i khang histamin trén thu thé H

(Goi tat: Thude khang thy thé Hp)
Tdc dung: Canh tranh v6i histamin trén thy thé H» 1am giam tiét HCL.

Bang 5.1. Danh muc thuéc khang thu thé Ho

Tén thuoc/ Thé hé Duong dung LD tri loét da day
Cimetidin Udng, titm IV | 0,3-0,6 g/lan x 2 1an/24 h
Famotidin Ubng, tiem IV | 20-40 mg/1an/24 h
Nizatidin Ubng, truyén 300 mg/lan/24 h
Ranitidin Ubng 300 mg/lan/24 h

Tdac dung KMM:

Cimetidin (chat dau) Grc ché manh enzym chuyén hoa ¢ gan.
Thudc thé hé sau dung liéu thdp hon va it anh hudng téi gan hon.
2.2.2. Thubc e ché bom proton
Bom proton: Enzym H*/K*-ATPase (Hydrogen/Kali Adenosin triphosphat)
Ch%i"c nang: Piéu hoa trao d6i ion & H ﬁ

té bao bia niém mac cudi da day, 1\11 S

diéu tiét lugng HC1/ dich da day. O H/
Thuoc vrc ché bom proton: Rf
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Cong thirc chung:
(D/c benzimidazol)
Tac dung: Giam tiét HC1 da day.

Bang 5.2. Chi dinh va liéu diing thudc irc ché bom proton

, Chi dinh-lieu ding
Tén thuoc Duong ding Loét DD-TT Trao ngugc TQ
Omeprazol (Th. 1) Ubng 20-40 mg/24h | 20 mg/lan/24 h
Esomeprazol-Mg Ubng 20-40 mg/24 h | 40 mg/lan/24 h
Lansoprazol Ubng 30 mg/lan/24 h | 15-30 mg/24 h
Pantoprazol Udbng 40 mg/lan/24 h | 20-40 mg/24 h
Rabeprazol natri Ubng 20 mg/lan/24 h | 20 mg/1an/24 h

) Esomeprazole la dong phdn ciia omeprazole.
Tac dung KMM:
- Lién két cytocrom P 450 gan, giam chirc niang chuyén hoa ciia gan.
- Khang androgen: Pan 6ng dung thudc s& giam kha nang tinh duc.
Chi dinh chung ciia thuéc irc ché tiét acid:
- Chimg trao nguoc thue quan: Udng don doc.
- Viém loét da day-ta trang: Phdi hop trong phéac d6 diéu tri.
* Mot s6 thudc:
Ranitidin hydroclorid
Biét dwoc: Nu-Ranit; Zantac

n , CH—NO
Cong thirc: I 2 Ha

(H3C);N—CH, O CH,— SCH,CH,— NH CNH—CHj,
C13H22N403S .HCI ‘ ‘

ptl: 350,9
Tén KH: N,N-Dimethyl-5-[2-(1-methylamino-2-nitrovinylamino)
ethylthiomethyl]furfurylamine
Tinh chit: Bot két tinh tring hodc hoi vang nhat. Kém bén trong khong khi.
Dé tan trong nudc, methanol; khé tan trong ethanol.
Dinh tinh:
Hap thy UV: Amax 229 va 315 nm (0,001%/nuéc). Phan Gng ion CI".
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Phd IR hoic sic ky, so véi ranitidin .HCI chuan.

Dinh lwgng: Acid-base/ethanol 96%; NaOH 0,1 M; do dién thé.
Tdc dung: Khang thu thé Ha ; thé hé I1. Hiéu luc > cimetidin.
Sinh kha dung ubng 50%; ti2 2 h.
Chi dinh: ) i .

- Loét da day-t4 trang: NL uong: 150 mg/lan; 2 1an/24 h (sang va luc di ngu),
hodc ubng buoi toi liéu don 300 mg.
Co the tiém IM, IV: 50 mg/lan/6-8 h (pha loang thanh 20 ml).

- Chiing ¢ nong, kho tiéu: Uong 75 mg/lan/24 h.
Dang bao ché: Vién 75; 150 va 300 mg; Thudc tiém 50 mg/2 ml.
Thdn trong: Phu nir mang thai va ky cho con bu.
Bdo qudn: Tranh anh sang.

Tw doc thém:

Famotidin

NH, N 1|\]H2
Biét duoc: Dispep HB; Pepcid N— / N=50;
S

Cong thirc: NH;
CsH1sN7Ss ptl: 337,5
Tén KH: 3-[[[2-[(Diaminoethylene) amino]thiazol-4-yl]methyl]sulphanyl]-N'-
-sulphamoylpropanimidamide
Tinh chdt: Bot két tinh mau trang anh vang.
Khé tan trong nuéce, ethanol; dé tan trong dung dich acid vo co lodng.
Tdc dung: Khang histamin trén thu thé H, giam tiét HCI da day.
Duwoc dpng hoc: Sinh kha dung udng 40%; tiz 2,5-4 h.
Chi dinh:
- Loét da da-ta trang: Phéi hop véi thude diét H. pylori.
Nguoi 16n udng lac di ngt 20-40 mg; dot 4-8 tuan.
- Chitng ¢ néng, khé tiéu: Nguoi 16n ubng 20 mg/1an/6 h.
C6 thé tiém IV 20 mg/lan.
Dang bao ché: Vién 20 va 40 mg; Hon dich uéng 400 mg/50 ml;
Tdc dung KMM: Thap hon cimetidin.
Bdo quan: Tranh &nh sang.

Omeprazol
Biét duoc: Losec; Prilosec H O

/
Cong thirc: D >
C17H19N303S ptl: 345,4 j‘/
H3CO/ N

Tén KH: 5-Methoxy-2-



-[[(4-methoxy-3,5-dimethylpyridin-
-2-yl)methyl] sulfinyl]-1H-benzimidin
Tinh chdt: Bot két tinh mau trang; bién mau do anh sang.
Kho tan trong nudc; dé tan trong alcol. Ludng tinh.
Phan hay nhanh & pH acid, bén véi kiém™ (mubi natri bén).
Dinh tinh: Hap thu UV: Amax 276 va 305 nm (NaOH 0,1 M).
Phd IR hoic sic kY, so véi omeprazol chuan.

Dinh lwong: Acid-base/nudc-ethanol 96%; NaOH 0,1 M; do dién thé.
Tdc dung: (c ché bom proton 1am giam tiét HCI vao dich da day.
DPH: Sinh kha dung uéng 60%. ti2 3 h.
Chi dinh:

- Loét da day-td trang nhiém H. pylori: Phdi hop (xem phac do).
Nguoi 16n ubng 20-40 mg/1an/24 h. Tré em ubng 0,7-1,4 mg/kg/24 h.

C6 thé tiém IV omeprazol natri (lo bot pha tiém).

- Trao luu thue quan: Udng don doc cung licu trén.
Dang bao ché: Vién 10; 20 va 40 mg; Lo bot omeprazol natri pha ti€ém 40 mg.
Tdc dung KMM: Ubng thubc co6 thé dau dau, budn ngi, mét moi.
Bdao quan: Tranh anh sang.

Lansoprazol 9

Biét duoc: Lanzor; Prevacid i L

Cong thirc: ! Y

C16H14F3N302S ptl: 369,4 3L

Tén KH: 2-[[[3-Methyl-4-(2,2,2- NN
trifluoethoxy)pyridin-2-ylJmethyl] |
sulfinyl]-1H-benzimidazol N0~ CH,CF;

Tinh chét: Bot két tinh mau tréng; bién mau do anh sang.
Tan it trong nudc; tan trong methanol.
Khong bén trong pH acid da day (dung vién bao tan trong rudt).
Tdc dung: Thudc e ché bom proton, twong ty omeprazol.
Chi dinh: Tuong ty omeprazol.
Nguoi 16n udng trude an 30 phit: 15-30 mg/1an/24 h.
Dang bao ché: Vién bao tan trong rudt 15 va 30 mg.
Tdac dung KMM: Tuong tu omeprazol (anh hudng gan...), miac do nhe hon.
Bdo quan: Tranh anh sang.
Il. Thudc nhuén trang
(Thudc chdng tio bon)
Téo bon
Triéu chuwng: Dai tién: Phan it, kho rin, von cuc.
Nhiéu ngay méi di 1 1an, gay dau rat hau mon khi dai tién.
Nguyén nhan:
- Ché d6 an qua it chét xo.
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- Hoan canh dac biét:
+ Di tau, xe dudng dai; lao dong ning ra md hoi nhiéu.
+ Sau ph?lu thuat, phu nit sau sinh; tudi gia...
- Bénh ly duong ti€u hoa.
- Thudc gay tdo bén: Thube chen kénh calci, anticholinergic. ..
Thudc nhuén trang
Tac dung: Lam mém phan, ting nhu dong rudt dé téng phan ra ngoai.
Phan loai:
1. Thuéc nhudn trang tham thiu:
Céac mudi vo co: Magnesi sulfat, natri sulfat, magnesi citrat. ..
buong va tuong tu: Lactulose, sorbitol...
Co ché tdc dung: Khi uéng ¢ lai rudt, tao ra mat ap luc tham thau cao, hat nuéc vao trong long rudt
va lam mém phan ; gom 2 loai:
2. Thuéc kich thich nhu dpng rugjt:
Thudc tong hop: Bisacodyl, picosulfate natri, phenolphtalein...
Cac anthraquinone: Sennoside tir cay Cassia acutifolia;
Cascaroside tir cdy Rhammus purshianus
Co ché tic dung: Kich tmg mang nhdy lam tang nhu dong rudt.
3. Thuéc hoat dong bé mat lam mém phdn: Mubi docusat.
4. Thuéc tao khéi lwong lon: Na-CMC, methylcellulose, gdbm , sép ong V.v...
5. Thuéc lam tron truc trang: Dau parafin, dau thyc vat, mat ong v.v...
* Mot s6 thudc thuwong dung:
Magnesi sulfat
Cong thirc: MgSO4.7H20
Diéu ché: Tac dung MgO hoic MgCOs vdi acid sulfuric:
MgCOs3 + H2SOs — MgSO4 + CO2 + H20
Tinh chdt: Tinh thé nho, trong sudt, khong mau, vi man va hoi déng chat.
Dé tan trong nudc, khong tan trong ethanol 96%.
Dinh tinh: - Mg**: Cac phan trng nhu néi 6 Mg(OH)z.
- S04 Két tha tring véi BaCla.
Dinh lwong: Phuong phap complexon ap dung cho Mg™.
Tdc dung: Tac dung nhuin trang & lidu thip va tiy & liéu cao.
Thudc tiém c6 tac dung chdng co giat do thiéu magnesi.
Chi dinh va liéu diing:
-T4o bon: Ngudi 16n udng 2-5 g/lan.
- Phéi hop tay giun: Udng 20-30 g/lan.
- Co giat do thiéu Mg**: Tiém IM 10-20 ml dung dich 20%.
Chéng chi dinh: Mét nudc; bénh cap tinh & duong tiéu hoa.
Bio qudn: Dé noi mat, tranh khong khi kho.

Bisacodyl

@_

CH

=



Cong thirc:

C2H19NO4 ptl: 361,4

Tén KH: 4,4-(2-Pyridylmethylen)
diphenyl diacetat

Tinh chit: Bot két tinh tréng; kich tng da, niém mac;
bién mau cham trong khong khi, 4nh sang. Kho tan trong nudc; tan nhe trong alcol; dé
tan/cloroform. Tinh base yéu nén tan trong acid HCL.
Dinh tinh:
- Thuy phan/NaOH 10%; loc thu dich loc:
Acid hoéa dich loc bang HCI; thém FeCls: Mau tim do (-OH phenol).
Acid hoa dich loc bang H2SO4; thém AgNOs: Tua Ag (tinh khtr).

+ Hzo
— —0OCOCH; ———> — —OH + CH3;COOH
(OH™)

- Hap thy UV: Amax 248 nm (NaOH 0,002%/ethanol).
- Ph6 IR hoic séc ky, so v6i bisacodyl chuan.
Dinh lugng:
1. Acid-base/CH3COOH khan; HCIO4 0,1 M; do dién thé.
2. Quang phd UV (4p dung cho dang bao ché).
Tdc dung: Kich thich mang nhay, ting nhu dong rudt, gdy nhuan.
DPH: Ubng kém hip thu; Vi khuan rudt thuy phan cho dang hoat tinh.
Kéo dai tac dung 6-10 h.
Chi dinh: Tao bon;lam sach rudt trudc ph?tu thuét 6 bung:
Nguoi 16n ubng 10-30 mg/lan. Tré em > 6 tudi udng 5 mg/lan.
Dang bao ché: Vién bao tan trong rudt 5 va 10 mg.
Tac dung KMM: Kich ung duong ti€u hoa, truc trang (dat hau mon).
Dung thubc thuong xuyén dai trang giam hodc mét truong lyc.
CCP: Tic rudt, bénh 1y rudt, mat nudc.
Bdo qudn: Tranh dnh sang.Tranh tiép xtic véi mat, da, niém mac.
DPoc thém: Picosulfat natri
Cong thirc: NaO. .0

e ONa
N/ /N
C18H13NNa20gS2 .H20 //S\\O O//S\\O
ptl : 499,4 (khan) ©
Tén KH: _
) " N . H,0
4,4°-(Pyridin-2-ylmethylene) ‘
bisphenyl bis(natri sulfate) ~

Tinh chdt: Bot két tinh mau trang. Dé tan trong nudc; tan trong ethanol.
Tdc dung: Gay nhuin trang theo cung co ché nhu bisacodyl.
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VK rudt thiy phan cho bis(p-hydroxyphenyl)pyridyl-2-methan hoat tinh.
Chi dinh: T40 bon co hoi (do chuyén dong, thay d6i méi trudng song...)
Ubng hodc ngam trude lac di ngu: NL 5-10 mg/lan.

Tré > 4 tudi: 1/2 1idu NL; Tré < 4 tudi: 250 pg/kg/lan.
Dang bao ché: Biét duge Duatine (vién ngdm 5 mg).
Tac dung KMM: Tuong tu bisacodyl.
Bdo qudn: Tranh anh sang.

Sorbi+~!
Tén khac: D-Glucitol; D-Sorbitol
Cong thirc: i
CeH1406 ptl: 182,2 HO

Tén KH: D- Glucitol
HO
Tinh chdt: Bot két tinh mau trang, vi ngot (= 1/2 duong mia); hiit 4m .
Dé tan trong nudc; tan trong alcol; khong tan trong ether, cloroform.
Tdc dung: Tao ap luc tham thau cao trong rudt, gitr nuwdc 1am mém phan.
Tiém IV, truyén gay loi tiéu do thai nhanh qua than kéo theo nudc.
DPH: Udng hay dit tryc trang khong hap thu.
Chi dinh:
- T&o bon: Ngudi 16n udng vao budi sang, lac doi: 20-50 g/lan.
Tré em udng 1/2 liéu NL. Khong udng thude kéo dai.
Dang bao ché:; G6i bot 5; 10 va 20 g; Thude tiém sorbitol 30%.
Bdo qudn: Tranh am.

DPoc thém: docusat natri Ilit
Cong thirc: COO— CH,— CH—C4Hy
C2oHa7NaO-S ptl : 444,56 (lin

I
Tén KH: 1,4-bis(2-Ethylhexy) (H=50;5Na
sulfosuccinat natri CO0—CH,~ CH—CaHy
Tinh chdt: Chat déo nhu sap, mau tring, mui dic trung nhuBetanol.
Tan cham/nudce (1 g/70 ml); rat tan/ethanol, glycerin.
Tdc dung: Lam giam sirc cing bé mat, mém phan, dé di ra ngoai.
Hiéu qiia nhuan trang thé hién cham (sau udng 1-2 ngay).
Chi dinh: T4o bon; tay trudc phau thuat.
Nguoi 16n ubng 100 mg/lan; 2-3 1an/24 h; Tré em ubng 10-20 mg/24 h.
Dang bao ché: Vién nang 50 va 100 mg.
Bdo quan: Tranh anh sang.
Muéi docusat khdc:
Docusat calci: [C20H37NaO7S]. Ca
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Tinh chét: Chét ran vo dinh hinh; kho tan/nudc; tan/alcol.

Liéu nhudn trang: Ngudi 16n udng 50-240 mg; 1-3 1an/24 h.
Docusat kali: Kém tan trong nudc; tan trong ethanol, glycerin.

Liéu nhudn trang: Ngudi 16n ubng 100-300 mg/24 h.
I11. Thudc chong tiéu chay
Tiéu chay: Rdi loan hip thu nuéce & thanh rudt theo hudng kéo nude tir md vao long rudt, kém theo
mat chat dién giai.
Nguyén nhdn tiéu chdy:
Nhiém khuén, nim, ky sinh tring duong tiéu hoa.
Ngo ddc thirc an; tré chua hoan thién chirc nang tiéu héa v.v...
Thude Chdng tiéu chay: Gom cac loai:
1. Thuéc chiva nguyén nhdn: Thudc diét vi khuan, virus, nam...
2. Thuéc hé tro, chiva triéu chieng va hoi sikc.
Tdc dung: Chong mét nudc, giam nhu dong rudt, bu nudc va dién giai.

a. Thuéc giam xudt dich, giam nhu déng rudt: Loperamid, diphenoxylat v.v.

b. Bu nuoc va dién giai: Oresol, dung dich Riger lactat..
3. Ché phim sinh hoc:

a. Ché pham vi sinh: Cung cap cac chung vi khuan, ndm men c6 ich, giap thiét 1ap lai su can
bang hé vi sinh rudt.

b. Men tiéu héa: Cung cap men tiéu hoa tu nhién bi thiéu hut.
* Mot s6 thudc:

Loperamid hydroclorid

Cong thirc:

C29H33CIN20; .HCI i o HCl
ptl: 513,5 (H3C),NOC— C— CH,CH,—N <
. al

Tén KH: 4-(p-Clorophenyl)-4-hydroxy-N,N-dimethyl-a,a-diphenyl-1-
-piperidinbutyramid monohydroclorid
Tinh chdt: Bot mau trang. Tan it trong nudc va acid lodng; tan trong alcol.
Dinh tinh: Phé IR hoic séic ky; Hép thu UV.
Dinh lwong: Acid-base/ethanol 96%; NaOH 0,1 M; do dién thé.
Tdc dung: Thubc opioid téng hop.
Giam nhu dong rudt, giam tiét dich duong tiéu hoa.
Tang hép thu nudc va chat dién gidi qua niém mac ruot.
DDPH: Hap thu khong dang ké & duong tiéu héa; ti2 10 h.
Chi dinh:
- Tiéu chdy: Nguoi 16n udng lidu dau 4 mg; tiép theo ctr mdi lan di long udng 2 mg, t6i khi co
hiéu qua.
Tré em em ubng 1-2 mg/lan; ¢ thé 3 1an/24 h.
Dang bao ché: Vién 2 mg; Dung dich udng 1 mg/5 ml dong lo 60 ml.
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Tac dung KMM: Té4o bon, dau bung, budn ndn, ndN.
Thén trong: Mang thai; Tré < 6 tudi.

Ubng khong qua 5 ngay tranh quen thudc.

Bio qudn: Dyng trong bao bi kin, dé chd mat.

Diphenoxylat hydroclorid
Cong thirc:

CoHszN202 HCI Ph
1 489.0 | COOE

pul: 489,0 NC— €= CHyCH;~N HCI

Tén KH: 1-(3-Cyano-3,3- Ph Ph

-diphenylpropyl)-4-phenylpiperidin-

-4-carboxylat ethyl hydroclorid

Tinh chdt: Bot két tinh trang, khong mui.

Khé tan trong nudc; tan trong alcol; dé tan trong methylene clorid.

Tdc dung: Thubc dan chit pethidin nhung khong giam dau.

Giam nhu dong rudt, ting hap thu nudc lam kho phén.

DDH: Uéng hép thu. Thudc vao duoc sira me.

Chi dinh: Phdi hop véi atropin sulfat tri dau bung, tiéu chay:

Nguoi 16n, tré em > 12 tudi udng 5 mg/lan; 4 1an/24 h.

Tré < 12 tudi udng 2,5 mg/lan; 2-4 1an/24 h; tuy theo tudi.

Dang bao ché: Phéi hop voi atropin sulfat, vi du biét duoc Lomotil:
Vién: 2,5 mg diphenoxylat .HCI + 0,025 mg atropin sulfat.
Dich uéng 5 ml: Diphenoxylat .HCI 2,5 mg + Atropin sulfat 0,025 mg.

Thén trong: D& phong thude co thé gay 1¢ thudc kiéu morphin.

Bdo quan: Tranh anh sang.

Tw doc: Cac ché phim sinh hoc chéng tiéu chay:

Lactobacillus acidophilus
Biét dwoc: Antibio; Lactéol fort
Tdc dung: Lactobacillus acidophilus 1a mot chung vi khuan c6 ich trong rudt, c6 kha nang diét vi
khuan va nim giy bénh, dong thoi tao thudn loi cho su hinh thanh hé vi sinh c6 ich, 1ap lai sy can
bang hoat dong vi sinh dudng tiéu hoa.
Chi dinh: Tiéu chay loan khuan rudt do dung khang sinh hoat phé rong.
Ubng cung vdi sita, nude qua hodc nude dun sbi dé nguodi:
Antibio: Goi 1 g chira khoang 100 triéu vi khuan: Ubng 1géi/lan x 3 1an/24 h.
Lactéol fort: Ché pham chira vi khudn di bi bt hoat bang nhiét.
Vién nang chira 5 ty vi khuan: Udng 2-6 vién/24 h, tiiy mirc d6 bénh.
Goi bot chira 10 ty vi khuan: Ubng 1-3 go6i/24 h, tiy mirc d6 bénh.
Thdn trong:
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Lan dau stir dung Lactobacillus acidophilus c6 thé bi ddy hoi, nhung sau d6 s& giam dan. Khéng
nén dung qua 2 ngay trong truong hop tiéu chay kém sét cao. Tré em dudi 3 tudi can co chi dinh
cua bac sy.

Bio qudn: Dé & nhiét do 2-8°C.

Saccharomyces boulardii
La nam men duong tiéu hoa c6 kha ning téng hop vitamin nhom B va diét
nam Candida albicans & rudt. Ché pham vi sinh tir Saccharomyces boulardii dung khéc phuc rdi
loan tiéu héa do rdi loan vi sinh vat duong rudt.
Biét duoc Ultra-levure: Vién nang chira 56,5 mg bot dong kho.
Liéu ding: Udng 1vién/lan x 4 1an/24 h.
Bdo qudn: Dé & nhiét do thap, tranh am.

Dich bu nwoc, dién giai:

oresol (ors)
Ché pham 1. G6i bot pha trong 1 1it nudc. Thanh phan mét géi:
Natri clorid 3590 Kaliclorid 15¢g
Natri citrat dihydrat 2,99 Glucose 20,09
Chi dinh: Bu nudc va chét dién giai khi bi tiéu chay kéo dai.
Céach dung: Hoa tan goi bot trong 1 lit nudc dun soi dé ngudi, dung trong ngay. Tré > 10 tudi, nguoi
16n udng theo yéu cau. Tré < 10 tudi ubng 50-200 ml/lan.
Ché pham 2 (Oresol I1). G6i bot pha trong 200 ml nué.

Thanh phan mét goi:
Natri clorid 0,79 Kali clorid 0,3g
Natri citrat dihydrat 0,58 g Glucose 404

Céach dung: Hoa géi bot vao 200 ml nude dun sol dé ngudi; udng theo yéu cau.
Thdn trong: Bénh nhan dai thdo dudng, suy than.
Bdo qudn: Tranh am; khong dé tiép xtc 1au véi anh sang.
Dung dich Ringer lactat

Thanh phdn: 100ml dich truyén c6 chira:
Natri clorid 0,6 g Kaliclorid 0,049
Calci clorid.6H20 0,04 g Natri lactat 0,316 g

pH dung dich 6,0-7,5.
Tdc dung: Dung dich c6 thanh phan dién giai va pH twong duong dich co thé.
Natri lactat tac dung nhu natri bicarbonat, chéng toan huyét chuyén hoa va gay kiém héa nude tiéu.
Chi dinh: Tiéu chay mat nhiéu nudc, bong ning, truy mach v.v...

Nguoi 16n, truyén 250-500 ml/lan; co thé truyén 2 1an/24 h.

Tré em, truyén 125-350 ml, tuy theo dung tich co thé.
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Dang bao ché: Chai dich truyén 250; 500 va 1000 ml.
Chéng chi dinh: Tiém bap hoic tiém dudi da.
Than trong: Khi dung cho nguoi suy than; muc kali va calci/mau cao.
Bio qudn: Dé & nhiét 46 phong; néu dung dich c6 van duc 1a dd hong.
Gioi thiéu: Men tuy (Pancreatinic enzymes)
Pancreatin va Pancrelipase
Nguon goc: Chiét tir tuy dong vat (lon, bo...) twoi, déng lanh.
Hoat chit: Chira cic enzym tiéu hoa cua tuy:
- Protease: Enzym thuy phan protein — peptid va acid amin.
- Lipase: Enzym thuy phan lipid — glycerin va acid béo.
- Amylase: Enzym thuy phan tinh bdt — dextrin — glucose.
Tinh chat: Bot vo dinh hinh mau nau nhat. Tan it trong nudc, ethanol.
Chi dinh: Thiéu niang hodc t6n thuong tuy, mat:
Viém tuy cép va man, ung thu hoac phﬁu thuat tuy, tré so sinh chua hoan thién chirc nang tiéu hoa,
viém tic mat v.v...
Liéu ding: Ubng vién bao tan trong rudt; diéu chinh phi hop timg bénh nhan.
Thong thudng: Nguoi 16n udng 5 000-10 000 Ph. Eur. U. lipase/lan.
Thuéc phoi hop: Cimetidin hodc ranitidin, uéng trudc men tuy 1 h.
Bado quadn: DPé ¢ nhiét d6 < 15° C.
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Bai 5: THUOC TAC DUNG TREN HE TIM MACH

MUC TIEU

Kién thire

1. Trinh bay dugc cach phan loai cac thudc tc dung 1én hé tim mach.

2. Trinh bay duoc ngudn goc, tinh chat héa hoc, lién quan gilta ciu tric tac dung kiém
nghiém, phuong phéap diéu ché cua mot sé thube trong nhom. ’

3. Trinh ’bay c:Iu:qc co ché tac dung, chi dinh, tac dung phu, chong chi dinh, twong tacthuoc cua
mot sO thudc trong nhom.

Thai do

1. Cothéai do tich cyc nghién ctru tai liéu va hoc tap tai 10p. ‘

2. Nhan thirc duoc tam quan trong ctia mon hoc doi vai thue hanh nghé sau nay.

NOI DUNG
1. THUOC CHONG TANG HUYET AP

1.1 PAI CUONG VE TANG HUYET AP
Pinh nghia: Huyét ap 13 ap luc méau do ¢ dong mach. C6 2 loai 4p luc mau khac nhau: huyét ap t6i
da hay huyét 4p tAm thu va huyét ap tbi thiéu hay huyét ap tdm truong.
Phan loai cao huyét ap
Niam 2003 JNC 7 (Joint National Committee 7) d& quy dinh cac murc d6 cao huyét ap nhu bang
Sau:
Bang 5.1: Phdn do ting huyét ap theo JNC 7

Phan loai HA tam thu (mmHg) HA tam truong (mmHg)
Biph thuong , <120 va <80
Tién tang huyet ap 120-139 hodc 80-89
Tang huy@t apdo 1 140-159 hoac 90-99
Tang huyét ap do 2 > 160 hoac > 100
1.2 CAC NHOM THUOC CHONG TANG HUYET AP
1.2.1 Nhom e ché kénh calci
4 - % T " 3
Cau truc: Dan chat 1,4-dihydropyridin. R 3)

R (2, 3") = nhom thé R c6 thé "

gan vao vi tri vi tri 2" hodc 3’

cua nhan phenyl. RG)™ —RE
R =-NOg, -CN, CF3, Cl R (6) “R ()
Bang 5.2. Mot sé thuoée CEB dan chat 1,4- dlhydropyrzcﬁn ha huyét dp
Tén thuoc Chi dinh Puwong/Liéu ding (NL)
Amlodipin Tang HA, DT nguc Ubng 5 mg/lan/24 h
Felodipin Tang HA, DT nguc Ubng 2,5-10 mg/lan/24 h
Isradipin Tang HA U: 2,5-5 mg/lan; 2 1an/24 h
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Lacidipin Tang HA Ubng 2-4 mg/lan/24 h
Barnidipin Tang HA Ubng 5-10 mg/lan/24 h
Benidipin Tang HA, DT nguc Ubng 2-4 mg/lan; 1-2 1/24 h
Nicardipin Tang HA, DT nguc U: 20 mg/lan; 3 1an/24 h
Nifedipin Tang HA, DT nguc U: 10-40 mg/lan; 2 1an/24 h
Nimodipin Co mach ndo Ubng 60 mg/4 h

Nisoldipin Tang HA, DT nguc Ubng 10-40 mg/1an/24 h
Nitrendipin Tang HA Ubng 20 mg/lan/24 h
Nivadipin Tang HA Ubng 16 mg/lan/24 h

Tdc dung: Gian mach mau toan than lam ha HA.
Lién quan cdu triic-tdc dung:
- Vong 1,4-dihydropyridin cho téi wu tic dung;
- 2 nhém ester R@), R(s) anh hudng hiéu lyc va uu thé tic dung:
Bat d6i > can ddi; Cong kénh > don gian.
- 2 nhom thé R va R 1a cac alkyl nho, cho hoat tinh tdi vu.
Chi dinh chung: Tang huyét ap, Dau thit nguc
Tdc dung phu: Sau udng thudc thudng ting nhip tim.
MOT SO THUOC THONG DUNG

NIFEDIPIN
ij\No2
HaCOOC— | | —COOCH;
Biét durge: Adalat oG NS H\CHs
Cong thirc: C17H18N206 Ptl: 346,3

Tén KH: Ester dimethyl cta acid 1,4-dihydro 2,6-dimethyl-4-(2-nitrophenyl) 3,5-pyridin
dicarboxylic

Tinh chdt: Bot két tinh mau vang, bi bién mau ngoai anh sang. Kho tan trong nudc; tan trong
ethanol va dung méi hiru co.

Dinh tinh:
- Tinh khir: Khir AgNO3 — Ag nguyén td.
- Khtr hod Ar-NO2 — Ar-NH; (Zn/HCl); P/u tao pham mau nito.
- Sic ky hodc phd IR so véi chuén.
Dinh lwong: Do ceri: Do tinh kht, nifedipin cung cép 2¢:
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2Ce* + 2¢¢ — 2Ce3* N=M/2

Tdc dung: Phong bé kénh Ca?* gian mach, ha huyét ap.
Chi dinh: Tang HA.

Nguoi 16n udng 10-20 mg/lan; 1-2 1an/24 h. Biéu chinh liéu phu hop.

Cép ctru: Nho dudi ludi 1 vién nang dau 10 mg.
Tdc dung phu: (chung cho cac CEB gian mach, ha HA).

Liéu cao gay ha HA qua mic — dau dau, d6 mat, mét moi. ..
Bdo qudn: Tranh anh sang.

AMLODIPIN BESILAT

O Y
| Sa . ©
MeOOC @— COOFEt
“CH,OCH,CH,— NH,

Me N\
Céng thirc: CaoH25CIN20s .CoHs03S i Ptl: 567,1

Tén KH: 3-Ethyl 5-methyl 2-(2-amino-ethoxymethyl)-4-(2-chlorophenyl)-1,4-dihydro-6-
methylpyridine-3,5-dicarboxylate monobenzenesulphonate

Tinh chdt: Bot két tinh mau trang. D& tan trong methanol; tan it trong nudc, ethanol.

Tdc dung: Gian mach mau gdy ha huyét ap.

Chi dinh: Tang huyét ap. Nguoi 16n udng 5-10 mg/1an/24 h.

Tdc dung phu: Tang nhip tim nhe sau udng thudc.

Bdo qudn: Tranh anh sang.

1.2.1 Thudc tac dong Hé thong Renin - Angiotensin

H¢ thong Renin - Angiotensin véi huyét ap ;

Asp-Arg-Val-Tyr-I Ie-His-Pro-Phe-iHis-Leu-VaI—IIe—His—--
Angiotensinogen |

(e-globulin/ gan)

_____ Renine (enzym thdn)

Asp-Arg-Val-Tyr-lle-His-Pro-Phe-His-Leu
Angiotensin | (An. 1)
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ACEl 7 P«---- CE (converting enzym)
Asp-Arg-Val-Tyr-lle-His-Pro-Phe
Angiotensin 11 (An. II)
Hoat dong:
- Gan san xuit angiotensinogen ( a-globulin).
- Than cung cap renin, hoat tinh cat angiotensinogen — angiotensin I.
- Men chuyén cit 2 acid amin, chuyén angiotensin I — angiotensin II.
Hoat tinh angiotensin:
- Angiotensin I: Chua tac dong 1én h¢ tim-mach dang Kké.

- Angiotensin I1: Tich Na*, H20 noi bao; tang tiét noradrenalin, duy tri truong luc mach mau.
Khi mat diéu hoa lam tang huyét ap.

Thubc trc ché men chuyén: (ACEI = Angiotensin converting enzyme inhibitors)
Ciu tric:
a. Captopril: Peptid tir 2 acid amin: L-Alanin + L-Prolin.
Hoat luc thap (dung lidu cao).
b. Nhirng cai tién tir captopril va enalapril
Hoat luc cao, liéu dung thép va thoi han tdc dung kéo dai.
Céc chat cai tién duoc goi la ACEI thuc thu.
Thudc & dang ester, 1a tién thudc; chuyén héa & gan cho hoat tinh.
Vidu: Enalapril - Enalaprilat (hoat tinh)
Perindopril — Perindoprilat (hoat tinh).
Tdc dung: Ha huyét ap theo co ché:
- Ngin can chuyén hoa An. 1 — An. Il.
- Tang bai xuat nudc, giam thé tich té bao.
Bang 5.3. Thuoc ACEI

Tén thuoc t12 (h) Liéu ding (NL)
Captopril 2 U: 12,5 mg/lan x 3 1an/24 h
Cilazapril 9h Ubng 1 mg/lan/24 h
Benazepril 10-11 h | Udng 10 mg/lan/24 h
Enalapril 35 Ubng 5 mg/lan/24 h
Fosinopril natri 11,5h | Ubng 10 mg/lan/24 h
Lisinopril 12 Ubng 10 mg/1an/24 h
Perindopril 30 Ubng 4 mg/lan/24 h
Quinapril 25 Ubng 10 mg/1an/24 h
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Ramipril 13-17 | Ubng 2,5 mg/lan/24 h
Trandolapril 16-24 h | Uong 0,5 mg/lan/24 h

MOT SO THUOC THONG DUNG:
ENALAPRIL MALEAT

H
E>N—co—c;;—|\|H—|CH—cH2cH2 Hﬁ_COOH

Cong thirc: CooH2sN20s .C4H404 Ptl: 492,52
Tén KH: 1-[N-[1-(Ethoxycarbonyl)-3-phenylpropyl]-L-anlanyl]-L-prolin butenedioate

Tinh chdt: Bot két tinh mau trang; F ~ 143°C. Tan it trong nudc; tan hon trong methanol, ethanol.
Dinh tinh: Pho IR hodc SKLM, so véi chit chuan.
Dinh lwong: Phuong phap HPLC
Tdc dung: Chong ting huyét ap.
Chi dinh: Tang HA (chil yéu). Nguoi 16n uéng 5-10 mg/1an/24 h
Suy tim (lya chon 2): Udng 1/2 liéu tri ting HA.

Chu y: Theo ddi HA va diéu chinh khoang céach giira 2 1an uéng phu hop.
Tdc dung phu: Chung cta thudc (e ché men chuyén.

- HA qué murc khi khong theo ddi diéu chinh liéu.

- Budn nodn, rdi loan tiéu hoa, kho miéng ho khan.
Bdo qudn: Tranh anh sang.

PERINDOPRIL ERBUMIN

H,N— C(Me)s
COOC;Hs
N—CO— CH—NH= CH— C;H

Me
COOH

Biét duoc: Coversyl

Cong thirc: C19H32N20s .C4H1iN Ptl: 441,61
Tén KH: Perindopril ter-Butylamine

Tinh chdt: Bot mau tring; khé tan trong nudc.

Tdc dung: Thuéc ACEI ha huyét ap. Ha huyét 4p cham, kéo dai trén 24 h.
Duwoc dpng hoc: Trong co thé giai phong perindoprilat hoat tinh.

Chi dinh: Tang huyét ap. Ngudi 16n uéng 4-8 mg/1an/24 h (Vién 4 mg).

Tdc dung phu va chéng chi dinh: Tuong tu enalapril.
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Bido quan: Tranh anh sang.

LISINOPRIL DIHYDRAT

COOH
H ﬁ) o

F "\/§/Ilq \’/\NC) 210
HOOC i
Céng thire: CoiHN3Os 2H,0 CHLOLELTNL - by 4415
Tén KH: N-3 N-[1-Carboxy-3-phenylpropyl]-L-lysil t-L-proline dihydrat
Tinh chdt: Bot két tinh mau tring. Tan trong nudc; khé tan trong ethanol.
Tdc dung: Thudc rc ché men chuyén lam ha huyét ap.
Chi dinh:
- Tang huyét 4p: Nguoi 16n uéng 10 mg/1an/24 h.

- Suy tim: khoi dau 2,5-5 mg/1an/24 h; ting licu t&i 10 mg/1an/24 h. Duy tri: Uéng 20 mg/1an/24
h.

Thudc d6i khang thu thé Angiotensin II - cAC “sartan” R,

Ciu tric:
R;—CH,~
1. Khung biphenyl: 1~ CH

Bang 5.4. CAC “sartan” cdu triic biphenyl

Tén thuoc Duong dung Liéu diing (NL)
Candesartan cilexetil Udng 50 mg/1an/24 h
Losartan kali Udng 50 mg/1an/24 h
Telmisartan Ubng 40 mg/lan/24 h
Valsartan Ubng 80 mg/1an/24 h
R: 1a tetrazol (acid) hoac nhém acid khéc. SQ

N
2. Khung phenyl: \
H9C4—A \JCOOH . (H3SO3H
N

Vi du Eprosartan mesilat:
NL ubng 300 mg/lan/24 h. et — COOH
Eprosartan mesilate
Tdc dung: Phong bé thu thé AT: angiotensin II, ha huyét ap.
Hoat lyre: Thude cau tric biphenyl hiéu luc cao hon thudc cau triic phenyl.
Chi dinh: Tang huyét ap. Thich hop véi cac tinh trang bénh nhan khong ding dugc thude ACEL
Tdc dung phu: Doc véi thai nhi; doc gan; tang bach cAu; tang muc kali/mau.

Chéng chi dinh: Mang thai, bénh gan ning.
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MOT SO THUOC THONG DUNG

Losartan kali
:N
\

CH2< >< )

Losartan kali

Cong thirc: C2H22CIKNgO Ptl : 461,01
Tén KH: 2-Butyl-4-cloro-1-[p-(0-1H-tetrazol-5-yl phenyl) benzyl]imidazol-5-methanol kali

Tinh chdt: Bot két tinh mau trang. Dé tan trong nudc; tan trong ethanol.
Tdc dung: Phong bé chon loc thy thé AT angiotensin II, ha huyét ap.
Chi dinh: Tang huyét ap khi ding ACEI khong hiéu qua.

Liéu ding: Nguoi 16m, udng 25-50 mg/1an/24 h.

Nguoi gia, suy than ubng 1/2 liéu trén.

Tdc dung KMM: Hoa mat, chong mit, sai léch vi giac, dau nira dau...
Chéng chi dinh: Phu nit mang thai va ky cho con bu. Phéi hop véi cac thude loi tiéu gitr kali.
Bdo qudn: Tranh anh sang, tranh am.
1.2.3 Thudc ha huyét ap khac:
1.2.3.1 Thudc ha huyét ap tac dong trung wong: Methyldopa, Clonidin va cac chat twong ty.

Co ché tic dung chung: Tac dong truc tiép hodc gian tiép 1én trung tdm van mach, giam hoat tinh
giao cam thanh mach, gian mach ha HA.

1.2.3.2 Thudc chen receptor béta-adrenergic:

Tdc dung: Kim him tinh ty dong nit xoang, giam tan sd dan truyén nut xoang-nhi va nhi-that (A-
V), lam cham nhip tim, ha huyét ap.

C6 2 thu thé A1 va [ -adrenergic, twong Gmg ciing ¢6 2 nhom thude:
a. Thuéc chen khong chon loc: chen ca 2 thu thé B1, B2
Alprenolol, penbutolol, metipranolol, propranolol, timolol v.v...
Tdc dung: Ha huyét 4p, giam nhip tim kém co thit phé quan.
b. Thuéc chen chon loc: chon loc thu thé B1.
Acebutolol, atenolol, esmolol, metoprolol v.v...
Tic dung: Ha huyét ap, giam nhip tim, khong kém co thét phé quan.
1.2.3.3 Thudc truc tiép gy ha huyét ap:
Natri nitroprusiat, hydralazin, nitropoxid, diazoxid, minoxidil...
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1.2.4 MQT SO THUOC THONG DUNG:

METHYLDOPA
Ho,
HO— —_NH
@ // i . 1,5 H0
Céng thire: C1oH13NO4 .1,5H20 CH, COOH Ptl: 238,2

Tén KH: 3-Hydroxy-a-methyl L-tyrosin (sesquihydrat)
Tinh chdt: Bot két tinh mau trang, dé bién mau trong khong khi, 4nh séng.
Dé tan trong nudc va acid vo co; khong tan trong dung méi hitu co.
Hoa tinh: D@ bi oxy héa; ludng tinh (acid amin, hop chat polyphenol)
Dinh tinh:
- Tao mau tim-do véi Fe(Il) tartrat (pH 8,5); Amax 520 nm.
- Sic ky 16p mong, so voi methyldopa chuan.
Dinh lwgng: HPLC hoic do quang (phan (g tao mau vdi Fe?*).
Tac dung: Ha huyét 4p do lam giam hiéu tng giao cam.
Chi dinh: Tang huyét ap. NL, uéng 250 mg/lan x 2-3 1an/24 h.
Theo ddi HA, diéu chinh liéu phu hop.

Tdac dung KMM: Gay budn ngu, trdm cam, mét moi, dau dau nhe, phu. R6i loan tiéu hoa, khod
miéng, mat giong, suy gan.

Thadn trong: Nguoi trAm cam, suy gan, than; r6i loan va thiéu mau.
Bdo quan: Tranh anh sang.
CLONIDIN HYDROCLORID

H
/Cl N N/>
Ne| .HCI
Cong thirc: CoHoCl2Ns .HCI Ptl: 266,6

Tén KH: 2-[(2,6-Diclorophenyl)amino]-2-imidazolin hydroclorid

Tinh chidt: Bot két tinh mau trang. Tan trong nudc, ethanol.

Tdc dung: Ha HA bang tac dong than kinh trung wong (nhu methyldopa).

Chi dinh: Ting huyét ap: Nguoi 16n udng 0,05-0,1 mg/lan; 3 14n/24 h.
Cép: Tiém IV cham 0,15-0,3 mg/10-15 phdt.
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Tdc dung phu: Gay trang thai lo mo, budn ngu.
Chéng chi dinh: Ngudi van hanh may, 1ai xe; mang thai.
Bido quan: Tranh anh sang.

ATENOLOL

H,NCO— CHZ—Q—OCHZ— (|3H—CH2N H—CH(CHj3),
OH

Cong thirc: C14H22N203 Ptl: 266,3
Tén khoa hoc: 4-[2-(Hydroxy-3-isopropylaminopropoxy)phenyl] acetonid

Tinh chit: Bot két tinh mau tring; nong chay ¢ 152-155°C. Tan nhe trong nudc; tan trong ethanol,
methanol.

Tdc dung: Ddi khang chon loc B1 giy ha huyét 4p, giam nhip tim.
Khong gay co phé quan — Dung dugc cho nguoi nghet duong th.
DPH: Sinh kha dung udng 50-60%; t12 ~ 6-7 h.
Chi dinh: Loan nhip tim, ting HA: Ngudi 16n udng 25-50 mg/1an/24 h; diéu chinh liéu dung phu
hop.
Phéi hop tri dau that nguc: Ngudi 16n udng 50-100 mg/24 h.
Tdc dung phu: Ha HA, giam nhip tim qa muc khi qaa lidu
Bio qudn: Tranh anh sang; dé & nhiét do thap.
2. THUOC CHONG LOAN NHIP TIM
2.1 PAI CUONG
Nhip tim va loan nhip: Tinh tu dong.

Nhi thu
(0,15) 60s/0,8s =70 nhip
TAm truong toan bd Thit thu
(0,4 5) (0,35)

- Cdc yéu té chii yéu lam ting nhip tim:
+ Than kinh giao cam va cac chat tac dung giao cam
+ [Ca**] cao ¢ dich ngoai té bao co (tim)
+ Hormon thuong thin va hormon tuyén giap

- Cdc yéu té lam giam nhip tim :
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+ Than kinh pho giao cam va cac chit tac dung pho giao cam
+ [K*] cao & dich ngoai té bao co (tim)
+ Strc can mach ngoai cao (dong mach chu va ngoai vi).
Binh thuwong: 60-80 nhip / phtt. Loan nhip: > 85 nhip / phut.
Nguyén nhdn tiang nhip tim:
- Bam sinh; tudi cao; phéu thuat. ..
- Ngo doc va tac dung phu cua thudc.
2.2 Cac nhém thudc chong loan nhip tim

Tac dung: Tac dong vao yéu té diéu hoa nhip tim: trao d6i Na*, K* va Ca™ qua mang té bao co
tim; dién tim (nut va cac bo dan truyén ).

Phan nhém: Can ct vao kha ning tac dong vao dién tim cta thude.
Nhom I: Thuéc irc ché kénh Na* (6n dinh mang)
Co ché tic dung:
- Lam cham dén truyén nhi-that
- Kéo dai thoi gian khir cuc: Chia thanh cac phan nhom:
I(a) : Kéo dai thoi gian tai phan cuc
I(b) : Rut ngan thoi gian tai phan cyuc
I(c) : Khong anh hudng thot gian tai phan cuc
Nhom I1: Thuéc chen f-adrenergic: Atenolon, propranolol....
Nhom 111: Thuéc irc ché kénh K*:
Tdc dung: Giam din truyén; kéo dai thoi gian khir cuc mang té bao.
Danh muc: Amiodaron, Flecainid, Acecainid...
Nhom 1V: Thuéc ikc ché kénh Ca™
Tac dung: Giam lugng Ca™ vao ndi bao co.
Vi tim: Cham qué trinh khir cuc, kéo dai tdm truong (gian co tim).
2.3 MOQT SO THUOC THONG DUNG:
Procainamid hydroclorid

HoN— Q— CONH — CH,CH,— N(Et), . HCl

Cong thirc: C13H2:N30 .HCI Ptl: 271,8
TKH: p-Amino-N-[2-(diethylamino) ethyl] benzamid hydroclorid

Tinh chit: Bot két tinh mau tring, khong mui; bién mau do khong khi, anh sang. F = 166-170°C.
Dé tan trong nudc, ethanol; kho tan trong cloroform.
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Dinh tinh:
- Nh6ém amin thom I: tao phAm mau nito, mau dé (xem procain).
- Phan HCI: két tia AgCl v6i AgNOs.
- Hap thu UV: Dung dich trong HC1 0,1 M cho Amax 273 nm.
Dinh luwgng: Do nitrit dua vao nhém amin thom I (xem procain).

Tdc dung: Tuong ty quinidin, nhung phat huy tac dung nhanh hon. Ding xen k& véi quinidin dé
tac dung nhanh va kéo dai.

Chi dinh: Loan nhip tim.
V61 nguoi chitc nang than binh thuong:
Nguoi 16n ubng 250-500 mg/1an/3-6 h; can thiét c6 thé téi 1 g/lan.
Tré em udng 12,5 mg/kg/lan; 4 1an/24 h.
C6 thé truyén 500-600 mg/ 25-30 phut, dung dich trong glucose 5%.
Dang bao ché: Vién 250 va 500 mg; dung dich truyén 1 g/100 ml.
Tdc dung KMM: Qua liéu gy ha HA, giam nhip tim de doa ngimg tim.
Chéng chi dinh: Suy than, nhugc co, roi loan dién tim, mic K*/mau thap.

Bdo qudn: Tranh anh sang.

QUINIDIN SULFAT

H,C=CH._, H

HOwe Ny
|\ H . H,SO4 ,,H,O
H3CO N
L
N N )2
Cong thirc: (C20H24N202)2 .H2SO4 .2H20 Ptl: 782,9

Tén KH: 6 -Methoxy cinchonan-9-ol sulfat (2 : 1) dihydrat
Nguén goc: Chiét thang tir vo cay Cinchona. Ban téng hop tir quinin (alcaloid di kém).
(2 d6ng phan d6i quang: Quinin va quinidin cing ton tai trong cay).
Tinh chdt: Bot két tinh hinh kim, vi rit dang. Bién mau khi dé lau trong khong khi, anh sang.
D¢ tan: DE tan trong ethanol (1 g/10 ml); tan it nude (1 g/100 ml).

Tdc dung: Lam cham nhip tim do tac dong trén dién tim.
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Chi dinh: Loan nhip tim.
Liéu thwong dimg: Ngudi 16n udng 200-400 mg/lan; 3-4 1an/24 h.
Cép: Tiém IM d.d. quinidin gluconat: 600 mg > sau 2 gid : 400 mg.
Dang b/c: Vién 100; 200 va 300 mg; Vién giai phong cham 300 mg.
Thudc tiém quinidin gluconat 80 mg/ml (= 50 mg quinidin).
Hoi chitrng Cinchona: Do qua liéu hoic khong chiu thudc:
Trung binh: u tai, mo mét loan mau, nhirc dau.
Ning: Phong bé tim; dau dau, hoang loan; ting co bop tir cung.
Chéng chi dinh: Khong dap tmg thudc cinchona, mang thai.
Thén trong: R&i loan thinh, thi giac; loan cong thirc mau.
Bdao quan: Tranh anh sang.
* Phan nhém I(b): Rut ngin thoi gian tai phan cuc.
LIDOCAIN HYDROCLORID (Xem thudc giy té)
Chédng loan nhip thit (phau thuat): Tiém IV, truyén.
NL, lan dau: Truyén 50-100 mg, tbc do 25-50 mg/phut
Sau 5 phut, néu chua dat hiéu qua, truyén tiép cung licu trén.

Khong vuot qué 250 mg/1 h.

TOCAINIMID HYDROCLORID

,CH3
@-NHCO—CEH—CH;ﬂ
“CH,§ NH; . HCI
Cong thirc: C11H16N20 .HCI Ptl: 228,7

Tén KH: 2-Amino-N-(2,6-dimethylphenyl) propanamid hydroclorid

Tinh chdt: Bot két tinh mau tréng, Vi déng; tan trong nudc

Tdc dung: Cau tric gin voi desethyllidocain (dang chuyén ho4 lidocain).

Lam giam tinh ty dong dién tim tuong tu lidocain .

Chi dinh, liéu diing: Phong va diéu tri nhanh tam that (do khir cuc sdm).
Nguoi 16n lac dau udng 400 mg/8 h; ting licu, co thé tdi 600 mg/8 h

Bdo quan: Tranh anh sang.
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AMIODARON HYDROCLORID

Biét dwoc: Cordarone; Miodaron
Cong thirc: CosH2gloNOs (HCI Ptl: 681,8

Tén KH: (2-Butylbenzofuran-3-yl) [4-[2-(diethylamino)ethoxy]-3,5-diiodo-phenyl] methanone
hydroclorid

Tinh chét: Bot k/t mau gén nhu tréng; bi bién mau cham do 4nh sang. Tan it trong nudc, ethanol;
tan trong methanol.

Tdc dung: Phong bé luu thong K* mang té bao, lam cham nhip tim (cham nhip xoang, nhi-that (A-
V), cac b6 dan truyén TK tim).

Duwoc dpng hoc: Ubng: Hap thu khong on dinh. Tich lity thudc.

Chi dinh: Loan nhip tam that va trén that: nguoi 16n uéng tuan dau 200 mg/lan; 3 1an/24 h; tuan
tiép 2 1an/24 h. Duy tri: udng < 200 mg/24 h.

Cép: Truyén 5 mg/kg/60-120 pht, pha trong 250 ml glucose 5%.
Dang bao ché: Vién 200 va 400 mg; Dung dich pha truyén 50 mg/ml.
Tdc dung KMM: Truyén toc do nhanh dé gay cham nhip xoang.
CCP: Cham nhip tim, HA thap va suy ho hip; rdi loan tuyén giap.
Bdo quan: Tranh anh sang.

VERAPAMIL HYDROCLORID

(|:H3 CltH(CHg)z
H3CO—©_CH2CH2_ N _CH2CH2CH2_ C\_ CN

. HCI
o Qe
Cong thirc: C27H33N204 .HCI SocH Ptl: 491,1
Tén KH: 5-[N-(3,4-Dimethoxyphenethyl)-N-methylamino]-2-(3,4-d3|meth0xyphenyl)-2-

isopropylvaleronitrile hydrocloride

Tinh chat: Bot két tinh mau tre"lng. F =~ 140°C. Tan trong nudc, ethanol, cloroform.
Tdc dung: Giam tinh ty dong xoang nhi, giam dan truyén nhi-that (A-V).

Chi dinh: Loan nhip tim; uu thé nhip nhanh trén that.

Liéu diing: Nguoi 16n udng 80 mg/lan; 3-4 1an/24 h.
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Cép: Tiém IV cham 5-10 mg/lan; 1an tiém tiép theo sau 30 phut.
Tré em > 2 tudi ubng 20 mg/lan; 2-3 1an/24 h.
Dang bao ché: Vién 120 mg; dng tiém 5 mg/2 ml.

Tac dung phu: Ha HA; cham nhip qiia mtrc de doa ngung tim.

Chéng chi dinh: Huyét ap thip.

Bdo qudn: Tranh anh sang.

3. THUOC CHONG PAU THAT NGU'C

3.1 PAI CUONG

Nguyén nhan cta con dau that nguc 1a do co tim bi thiéu oxy dot ngdt vi mét thiang bang gitta su
tang nhu cau oxy cua co tim va sy cung cap khong du oxy cia mach vanh.

Vi vay, cac thubc chdng con dau thit nguc tét can dat duoc nhitng yéu cau sau:
- Tang cung cAp oxy, tudi mau cho co tim: dung thudc gidn mach.

- Giam sir dung oxy bang cach gidm cong ning tim (tinh trang co bop ciia co tim, nhip tim):
thude chen B-adrenergic, thuoc trc ché kénh calci.

Trong phan nay chi nghién ctru cac ester cua acid nitro va acid nitric.

Cong thuc chung:

HNO:> R-O-NO

Acid nitro Ester cua acid nitro
HNO3 R-O-NO:

Acid nitric Ester cua acid nitric

Cac nitrat hiru co
Ciu tric:
Cac polyester gitta HNO3 véi polyalcol (3-6 C): (R-O-NO2)n
Diéu ché : Theo nguyén tic chung nhu sau:
Nhé timg giot alcol vao hén hop HNOj3 + H2SO4 lanh/nuée da:
HNOs + H2:SOs — NO2" + HSO4 + H20
NO,* + R-OH — R-O-NO2 + H”
R-OH + HNOs; — R-O-NO2 + H20
Co ché tic dung: Vao co thé giai phong NO truc tiép lam gidn mach.

Cdc tac dung di kem:
- Gidn mach toan than: d6 mit, 4o gay; gidn mach nio giy dau dau.
- Tang tiét thuy dich 1am ting nhén 4p.

Dinh tinh, dinh luong:
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- Phan ing mau: Giai phong HNO3, cho phan ng véi acid phenolsulfonic — mau vang cam;
thém amoniac dac — do:

R-O-NO2 + H20/CH3COOH — R-OH + HNOs

Véi muc dich dinh lwong: Do d6 hip thu & 405 nm, so voi chit chuén 1a dung dich KNO3 0,1335
g/ 500 ml nudc.

3.2. MOT SO THUOC CHONG PAU THAT NGU'C
NITROGLYCERIN

H,C—ONO,
H——ONO,

H,C—ONO,

Tén khac: Glyceryl trinitrate; Trinitrin
Cong thirc: C3Hs(NO3)3 Ptl: 227,1
Tén KH: Propane-1,2,3-triol trinitrate
Tinh chét:Dang nguyén chat, & nhiét do phong:

Chat long dau mau vang nhat. D& nd do va cham va nhiét.

D@ bi phan huy ¢ pH acid va kiém.
Dinh tinh:

1) Glycerin: Thiiy phan trong KOH giai phong glycerin; tron véi K2SO4 khan, dbt: Chuyén sang
acrolin mui kho chiu:

C3Hs5(0-NO2)s + H>O/KOH — CsHs(OH)3
T°, -H20 Glycerin

CsHs(OH)s3 CH>=CH-CHO
acrolein

2) Nitrat: Phan irng mau chung.
Dinh lwgng: Do quang (theo phuong phap chung).
Tdc dung: Giai phong nhanh NO trong co thé lam gidn mach vanh.
DDH: Phat huy tac dung nhanh; thoi han ngan (20 pht).
Ubng bi chuyén hoé & ruot — khong da nong do tac dung.
Chi dinh:
- Con dau that nguc cdp: bat dudi ludi 0,3-0,6 mg; nhéc lai 2-3 1an, néu can.
hodc: xit khi dung dudi ludi 0,4 mg, ngdm miéng vai phut.
- Phong con dau: Ngam 1 vién giai phong chdm 6-9 mg; 3 1an/24 h.
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Dang bao ché:
Vién dat dudi ludi 0,5 mg; Vién gial phong cham 2-6 mg.
Khi dung xit ludi dinh liéu: 0,4 mg/liéu; binh 200 licu.
Tdc dung phu: Gian mach toan than: dau dau, do mat, ha HA...
CCD: Ngudi cao nhin ap, huyét ap thap.

Bdo qudn: Tranh nhiét d§ cao, tranh va cham.

ISOSORBID DINITRAT

Cong thirc: CeHgN2Osg
TKH: 1,4 : 3,6-Dianhydro-D-glucitol 2,5-dinitrate
Diéu ché: Nitro hoa D-glucitol theo nguyén tic chung.

Ptl: 236,1

Tinh chét: BoOt két tinh mau trfmg; N6 do nhiét va va cham. F = 69-72° C. Khé tan trong nudc; tan
/ethanol, ether, aceton...

Tdc dung: Giin mach (vanh) do giai phong NO trong co thé.
Chi dinh: Phong va tri con dau thit ngyc.

- Con dau cdp: Ngam duéi ludi hodc nhai 2,5-10 mg/lan/ 2-3 h.

Xit nitroglycerin hi€u qua hon xit khi dung isosorbid dinitrat.

- Phong con: Udng 20-120 mg/24 h; chia nhiéu lan.
Dang b/c: Vién ngam 10; 20 va 40 mg; Vién giai phong cham 20 va 40 mg.
Tac dung phu: Tuong tu nitroglycerin.
Bdo qudn: Trang va cham manh; tranh anh sang.
4. THUOC HA LIPID MAU
4.1. PAI CUONG
* MOoi lién quan bénh tim-mach va lipid

- Xo vira dong mach Muec lipid/mau cao:

- Tac nghén dong mach vanh Cholesterol, triglycerid

- Nhdi mau co tim DN

- Cac ro1 loan mach khac
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Trong mau lipid & dang lipoprotein hoa tan dé van chuyén dén cac to chirc, co quan trong co thé.
Lipoprotein van chuyén:
Ciu triic:
- V6 ngoai phospholipid than nudec.
- Lép gitra: polypeptid dac biét (apoprotein).
- Trong cung: triglyerid, cholesterol dang ester, ty 1¢ khac nhau.
Phdn logi: Theo ty trong + vai tro sinh hoc, chia lipoprotein ra cac loai:
- Chylomicron: Van chuyén triglycerid tir thirc an — mo.
- Ty trong rat thap (VLDL): Van chuyén triglycerid ndi sinh — mé, sinh ning luong.
- Ty trong thdp (LDL): Van chuyén cholesterol va triglycerid — mé.

- Ty trong cao (HDL): Thu gom cholesterol tir md, chuyén vé gan, phan giai va loai cholesterol
theo dudong mat-ruot.

Nhu vd@y: Chylomicron, VLDL, LDL lam tdng muc lipid/mau. HDL tac dung ha muc lipid/mau.

Vai tro sinh Iy: Nguyén liéu sinh tong hop cac chét sinh hoc ciu tric steroid: Hormon sinh duc,
vitamin D, acid mat...

Cholesterol:

Vai tro sinh hoc: Nguyén liéu sinh tong hop cac chat hoat tinh sinh hoc cdu trac steroid nhu tién
vitamin D, hormon sinh duc...

Nguon cung cdp cholesterol:
- Hép thu tir thirc an.
- Sinh tong hop dudi xtic tac ctia enzym khir HMG-CoA.
Bang 5.5. Phan loai murc do tang lipid/mau (WHO)

Do tang Loai lipoprotein tang Lipid / huyét tirong
lipid/ mau Cholesterol | Triglycerid
I Cac chylomicron 0/+ +
Ila LDL + 0
I1b LDL va VLDL + +
Il VLDL véi cholesterol tdng + +
1\ VLDL 0/+ +
\ Céc chylomicron + +

Ghicht: 0:Binh thuong  0/+ : Binh thuong hodc tang  +: Tang
Nguyén nhan gay tang muc lipid/mau:
Tudi cao réi loan hoat dong lipoprotein van chuyén.
4.2 CAC NHOM THUOC TRI ROI LOAN LIPID MAU
4.2.1 Nhém irc ché enzym khir HMG-CoA - Cé&c "'statin"
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Tdc dung: Phong bé enzym khir HMG-CoA, giam sinh tong hop cholesterol ¢ giai doan som, xay
ra vao ban dém.

Co ché tac dung: Canh tranh véi enzym khir HMG-CoA trén thy thé (receptor) lam ngung tré sinh
tong hop cholesterol.

Bang 5.6. Mot sé thudce "Statin” ha mire lipid/mdu

Tén thuoc tie / dwong dung Liéu ding (NL)
Atorvastatin calci 14 h / Bat ki lic ndo 10-40 mg/24 h
Fluvastatin natri 0,5-2,3h/ Ubng budi tdi 20-40 mg/24 h
Lovastatin 1-2 h / Udng sau an toi 10-20 mg/24 h
Pravastatin natri 1,5-2 h / Udng budi toi 10-40 mg/24 h
Simvastatin 1,9 h / Udng budi toi 5-10 mg/24 h

Chi dinh: Muc lipid/mau cao.
FLUVASTATIN NATRI

Céng thirc: CosHosFNNaOs “CH(CHy), Ptl : 4334

Tén KH: (£) 7-[3-(p-Fluorophenyl)-isopropylindol-2-yl]-3,5-dihydroxy-6-heptenoat natri
Tinh chdt: Bot két tinh mau trang hoi vang. D& tan trong nudc, alcol.

Dinh tinh: pho IR

Dinh lugng: HPLC

Tdc dung: Phong bé emzym khir HMG-CoA, ha murc lipid/mau (giam sinh tong hop cholesterol &
gan, tang HDL- cholesterol).

Chi dinh: Tang muc lipid/mau. Thich hop vdi1 do Ila va IIb (bang 5.5).
Nguoi 16n ubng 20-40 mg/1an/24 h.

Dang bao ché: Vién nang 20 va 40 mg.

TA&c dung phu: Do phai dung thudc lau dai:

DPau dau, md mit, mit ngl, méi co, dau khdp; Suy chirc ning gan, than; dai thio duong do
suy tuy.

Chéng chi dinh: Suy gan, tuy; dai thio duong; phy nit mang thai.

Bdo qudn: Tranh 4m va anh sang.

4.2.2 Nhom fibrat: l\l/le
Céu trac chung: Ar—O—(l:—COOR
Dan chat acid aryloxyisobutyric Me
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Bang 5.7. Thudc dan chat acid aryloxy isobutyric

Tén thuéc Duong dung Liéu dimg (NL)
Clofibrat Ubng 20/24h
Fenofibrat Uodng 0,49 /24 h
Bezafibrat Uodng 0,2 g/lan; 3 lan/24 h
Gemfibrozil Ubng 0,9-1,59 /24 h

Tdc dung:
- Han ché tao VLDL va LDL & gan; giam VLDL-cholesterol trong mau.
- Hoat héa HDL, tang ty 1&¢ HDL- cholesterol.

Chi dinh: Mc lipid/méau cao.

FENOFIBRAT
CH
[ ° OCH(CHa),
o] —C— -0—C—C
I [ g
O CHs
Cong thirc: CxH21ClO4 Ptl: 360,8

Tén KH: Isopropyl 2-[4-(4-clorobenzoyl)phenoxy]-2-methylpropionat

Tinh chdt: Bot két tinh mau trang; Khé tan trong nudc; tan trong alcol va dung méi hiru co.

Dinh tinh: Do nhiét d6 nong chay; Phé IR so véi fenofibrat chuan.
Dinh lugng: HPLC hoac xac dinh nhém ester:

- Thuy phan nhom ester bang dung dich NaOH 0,2M, dun s6i

R-COOR + NaOH — R-COONa + R-OH

- Chuan d6 NaOH du bang HCI 0,02M, chi thi phenolphtalein.
Tdc dung: Ha mirc lipid/mau (co ché xem phan chung).
Chi dinh: Mic lipid/mau cao, thich hop d6 III. Ubng cung thtc an.

Ngudi 16n:300 mg/24 h; udng 1 1an hodc chia 3 1an.

Dang bao ché: Vién nang 150 va 300 mg.
Bdao quan: Tranh anh sang.
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GEMFIBROZIL
_CHy

T
~0~(CHy)s—C—COOH

H3C/ CHjs

Biét duoc: Lopid
Cong thirc: Ci5H203 Ptl: 250,3
Tén KH: Acid 2,2-Dimethyl-5-(2,5-xylyoxy) valeric
Tinh chdt: Bot dang sap, mau trang. Khé tan trong nude; tan trong methanol.
Tdc dung: Ha mirc lipid/ mau. Thudc dan chét acid fibric.
Chi dinh: Muc lipid/mau cao. Phi hop voi nhiéu do ting lipid/mau.
Liéu ding: Udng trudc an sang va an toi 30 phut.

Nguoi 16n: 600 mg/lan; 2 1an/24 h (sang va t6i).
Bdo qudn: Tranh anh sang.
Cic chat giam lipid khac:
Vitamin PP va thudc tic dung twong ty

- Vitamin PP: xem phén vitamin

- Acipimox
/O_
—N+
HOOC— \ — Me
<N />
Cong thirc: CeHeN203 Ptl: 154,1

Tén KH: Acid 5-methylpyrazine-2-carboxylic 4-oxide

Tac dung: Ha muc cholesterol va triglycerid/mau.

Chi dinh: Chung tang lipid/mau. Thich hop d6 Ila,b va V.

Liéu ding: Udng cung thire an. Nguoi 16n: 250 mg/lan; 2-3 1an/24 h.
Tdc dung phu: Gian mach ngoai vi gdy man d6 da; kich tmg da day.
Chéng chi dinh: Viém loét da day-ta trang.

Céc Omega-3 Triglycerid

Nguon goc: Acid béo chua no c6 trong dau, md mot s6 loai ca bién.
Ché phim dwoc dung:

Acid eicosapentaenoic va docosahexaenoic; ester ethyl acid omega-3, va dau gan ca giau
acid omega-3 tinh che.
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Ester ethyl ciia cac acid omega-3
Théanh phéan: Hon hop cac ester cua cac acid omega-3 tir m& c4 bién.

Ham luong tong ester ethyl ctia acid omega-3 1a 55-60%, trong do:

- Ester cua acid eicosapentaenoic khong thap hon 40%.

- Ester cua acid eicosapentaenoic va docosahexaenoic khoang 50%.
Tinh chdt: Chat 16ng ddu mau vang sang, mui tanh dau cé nhe.

Khéng hoa 1dn nuéce; hoa 1an véi dau béo va nhiéu dung moi hitu co.
Tdc dung: Céc acid omega-3 1am giam murc triglycerid/huyét tuong.
Chi dinh: Muc lipid/mau cao: Ngudi 16n udng 1-4 g/24 h.
Bdao quan: Tranh anh sang.

5. THUOC LQI TIEU
5.1. PAI CUONG:
Sw tao thanh nuée tiéu:
- Loc mau: Mau loc qua cau than > tai hap thu ¢ 6ng than > nudc tiéu.
+ Loc mdu qua cau than: Lot qua chat ptl < 68 000
- Néng d6 chat hoa tan/ dich loc cau than ~ huyét tuong.
Thé tich loc cau than 180 1it/24 h.
+ Dich loc cau than di qua ong thdn: Xay ra cic qua trinh:
Tai hap thu: Nudc, glucose, acid amin, khoang...
Thai cac chét cin ba, doc td.... ra nude tiéu.
Luong nudc tiéu binh thudng: ~ 1,5 1it/24 h.
- Giai phap ting lwong nudérc ticu:
Hai khau tac dong loi tiéu:
(1)- Tang luu luong loc qua cau than: Bi gidi han.
(2)- Giam tai hip thu, ting thai Na* ¢ 6ng than, kéo theo nuédc (dung thude phong bé tai hap
thu & ong than).
Giai phap (2) d& thuc hién bang thude va cho hiéu quia cao hon.
Phin loai: Theo co ché tac dung va ciu triic chia ra 5 nhom.
Nh6m 1. Thude tc ché enzym carbonic anhydrase.
Nhom 2. Thude loi tiéu thiazid va tuong ty thiazid
Nh6m 3. Thude tac dung trén quai Henle.
Nhom 4. Thube loi tiéu giir ion K*.
Nh6m 5. Thude loi tiéu tham thiu
Nhom 1. thude e ché enzym carbonic anhydrase (CAI)
* Hoat tinh cua Carbonic Anhydrase (CA):
COz + H20 «CA, HCO3 «CA |, H* +HCOy
Binh thwong: HCO3™ duoc tai hap thu, kéo theo tai hap thu Na* va nudc.
Khi CA bi phong bé: Giam tai hap thu HCOs” lam tang thai Na* va nudc.
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Bang 5.8. Thudc loi tiéu CAI

Tén thuoc

Chi dinh

Liéu ding (NL)

Acetazolamid

- Phu; glaucom

U: 250 mg/24 h

Methazolamid

- Glaucom, phau thut mit.

U: 50-100 mg/24 h

Diclofenamid

- Glaucom, phau thuat mit

U: 150 mg/24 h

Nhom I1. Thudc loi tiéu thiazid va twong tw thiazid

a. Thudc loi tiéu thiazid

H,NO,S

S
T>NH
/ 4)_R3
X N

O\ /O

(2H-benzothiadiazin-1,2,4-dioxyd-1,1)
Lién quan cdu triic-tdc dung: Dé duy tri hoat luc loi ticu:
Vi tri (6) 1a -Cl hoac -CFs3; Vi tri (7) 1a nhém sulfonamid.

Hiéu luc loi tiéu: Thép —> liéu dung cao + uéng nhiéu 1an /24 h.
Bang 5.9. Thuoc loi tiéu thiazid

Tén thuoc Duong Liéu ding (NL)

ding Tang HA Loi tiéu
Cyclothiazid Uodng 2mg; 3 1an/24h 1-2mg/24h
Bendroflumethazid | Udng 5-20mg/24h 5-20mg/24h
Hydroclorothiazid Uodng 50-100mg/24h 25-100mg/24h
Hydroflumethiazid Uodng 50-100mg/24h 50-100mg/24h
Methyclothiazid Uodng 2,5-10mg/ | /24h | 2,5-10mg/24h
Polythiazid Uodng 1-4mg/24h 1-4mg/24h
Triclomethiazid Uodng 2-4mg/24h 2-4mg/24h

Co ché tic dung:
Phong bé yéu t6 noi tai hip thu Na* va Cl- & doan dau dng luon xa, 1am ting bai xuit NaCl,
kéo theo nudc (1oi tiéu).
Hiéu lyc, thoi han t/d: Thiazid > CAl.
b. Thubc lgi tiéu twong tuw thiazid

Cong thirc chung:
HoNO»S
cr N)\ R3
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Bang 5.10. Cdc thudc loi tiéu twong ty thiazid

Tén thuoc Duong dung Liéu diing (24 h)
Clopamid Ubng 10 - 20 mg
Chlorthalidon Ubng 25-100 mg
Indapamid Ubng 2,5 mg
Xipamid Ubng 20 - 40 mg

Hiéu lyc loi tiéu: Tuong duong thudc thiazid.
Nhom 111. Thude lgi tiéu quai Henle
Hiéu lie: Cao nhat trong cac thude 1oi tiéu. Theo cau tric gom céc loai:
a. Thuoc cau tfl'lc k’iéu Mersalyl OCH,—COONa
Mersalyl: La dan chat acid
2-carboxamid phenoxyacetic. N
Do doc tinh cua Hg CONHCHZ—?HCHZ_HQOH
hién nay khong su dung. OCHs
Thudc kiéu mersalyl (cdu tric acid phenoxyacetic 1a: Acid ethacrylic
Chi dinh: Phu do suy tim, bénh gan. Nguoi 16n udng 50-150 mg/24 h.
b. Thudc din chit acid 5-sulfonamid-2(3)-amino benzoic

Cong thirc chung: H2N025\ COOH
/ AN
R4 | R2
R3

Co ché tac dung loi tiéu: tc ché tai hap thu Na* va ClI- chi yéu trén quai Henle.
Bang 5.11. Thuéc dan chdt acid 5-sulfonamid-2 (3)-amino benzoic

Tén thubc Duong dung Liéu ding (NL)
Furosemid Udng 40-80 mg/24 h
Bumetamid Udng 1-4 mg/24 h
Piretanid Ubng 6-12 mg/24 h

c. Thudc lgi tiéu tac dong quai ciu tric khac:
Pa sir dung: Etozoline: Ngudi 16n ubng 400-800 mg/24 h.
Torasemide: Nguoi 16n udng 5-20 mg/24 h.

T - @ el
| _/NHCH(Me),

COOEt SO,NH—CO

R = - C,Hs : Piprozoline Torasemide

=-CH3: Etozoline 69



Pdc diém: Céu tric khong c6 sulfonamid; hiéu luc trong dwong furosemid.
Thudc nhém 1, 2, 3 thai khoang lam giam mirc kali/méau; goi 1a thude loi ticu thai kali.

Nhém IV: Thudc lgi tiéu giir kali
Ciu triic:

1. Steroid: Spironolacton, canrenon va canrenoat kali.

2. Khong steroid: Amilorid, triamteren.
Co ché tic dung:

Déi khang aldosteron (minealocorticoid vo thuong thin diéu hanh tai hap thu cac chat dién
giai ¢ 6ng than).
Bang 5.12. Thudc loi tiéu giit kali

Tén thuéc Duong dung Liéu ding (NL)

Amilorid Ubng 5-20 mg/24 h
canrenon Ubng 50-200 mg/24 h
Spironolacton Udng 75-400 mg/24 h
Triamteren Udng 200 mg/24 h

N

,— \\w COCH20H
O
o \SCO—CHg
Spironolaton Aldosteron Amilorid

Nhom V: Thudc loi tiéu tham thau

Co ché tac dung: Loc nhanh qua cAu than, dat néng do, tang ap suét thAm thau kéo nuéc — tang
nudc tiéu. Dung phd bién 1 Mannitol.
5.2. MOT SO THUOC THONG DUNG:

FUROSEMID
H,N—0,S _COOH
a’ SHN— CHz—Z/ \B
0]
Cong thirc: C12H11CIN3OsS Ptl : 330,74

Tén KH: Acid 4-Cloro-2-[(2-furano)methylamino]-5-sulfamoyl benzoic
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Tinh chit: Bot két tinh mau tr'fmg anh vang nhat; bién mau/anh sang. Tan/ ethanol, cloroform,
methanol, aceton; khé tan/ nu6e. Tinh acid yéu nén tan trong NaOH lodng.
Dinh tinh:
- SKLM hoic phd IR, so véi furosemid chuan.
- Hap thu UV: Awax ¢ 228; 270 va 333 nm (NaOH 0,1 M).
Dinh lugng:
- Acid-base/ DMF; NaOH 0,1 M/ethanol.
- Quang ph6 UV, do ¢ 270 nm (NaOH 0,1 M).
Tdc dung: Loi tiéu hiéu luc cao; phat huy tac dung nhanh, kéo dai 4-6 h.
Chi dinh: Phu do tim, gan than; Phu pho cp; Tang huyét ap.
Nguoi 16n udng 20-80 mg/lan/24 h. Cap: Tiém IM, IV 20-40 mg/lan.
Tré em ubng 1-2 mg/kg/24 h hodc tiém IV 0,5-1 mg/kg.
Tdc dung phu: Mat can bang dién giai, giam K*/mau nhanh va trAm trong.
Chéng CP: Xo gan, dai thao duong.
Thén trong: Suy gan-mat; dang dung thudc digitalis (mat kali).
Bdao quan: Tranh anh sang.

INDAPAMID
NH— CO— —cl
N @
AN
N SO,NH,
CH,

Biét duoc: Natrilix; Damide
Cong thirc: C16H16CIN3O3S Ptl : 365,83
Tén KH: 4-Cloro-3-sulfamoyl-N-(2-methyl-2,3-dihydro-1H-indol-1-yl) benzamid
Tinh chdt: Bot trang anh vang; khong tan/ nude; F ~ 161°C. Tan nhe trong ether; tan trong ethanol,
NaOH lodng (tinh acid).
Dinh tinh:

- Hap thy UV: Auwax 242 nm (10 mg/lit Et-OH);

- Sic ky hodc phd IR, so v6i chuan.

- Pun néng d.d. chat thir / NaOH, giai phong NHs; acid hoa: Khi SOz bdc ra 1am den gidy tim
chi acetat.
Dinh lwgng: Quang phd UV: do & 242 nm (ethanol).
Tdc dung: Cau truc khong thiazid; 1oi tiéu ~ thiazid. tyz ~ 14 h.
Chi dinh: Phu do tim, gan, than; Tang huyét ap.
Liéu ding: Ngudi 16n ubng 2,5-5 mg/lan/24 h.
Dang bao ché: Vién 1,25; 2,5 va 5 mg.
Tdc dung phu: Mat can bang dién giai. Tang glucose, lipid/mau
Bdo quan: Tranh anh sang.
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HYDROCLOROTHIAZID

\ /
H>,NO-»S
2mve 1\2NH
/ s S
Cl N
H

Biét dwoc: Chlorosulthiadil; Diclotrid
Cong thirc: C7HgCIN304S; Ptl : 297,73
Tén KH: 6-Cloro-3,4-dihydro-2H-1,2,4-benzothiadiazin-7-sulfonamid-1,2-dioxyd
Tinh chaét: Bot két tinh mau tréng, khong mui; F ~ 268° C. Tan nhe¢/ nudc, methanol; khong tan/
ether, cloroform; tan tu do trong d.d. NaOH, DMF.
Hoa tinh: Tinh acid do 2 H (2,3) linh dong.
Dinh tinh: Cac phan ing hoa hoc chung; hip thy UV.
Séc ky hodc phd IR, so véi chuan.

Dinh lwong: Acid-base/ DMF; tetrabutylammonium hydroxid 0,1 M; do thé.
Chi dinh: Phu do tim, gan, than; Tang huyét ap.
Liéu ding: Ngudi 16n udng 25-100 mg/lan; 1-2 1an/24 h.

Tré em udng 2 mg/kg/24 h; chia 2 lan.
Tdc dung phu, chéng chi dinh: Nhu noi & phan chung.
Bdo quan: Tranh anh sang.

AC ETAZO LAMID

H,C— c HN— K ) SO,NH,

Cong thirc: C4HsN4O3S: Ptl : 222,24

Tén KH: N-(2-Sulfamoyl-1,3,4-thiadiazol-5-yl) acetamid

Tinh chdt: Bot két tinh mau trang anh vang nhat, khong mui. Kho tan/ nudc; tan/ ethanol; tan dé/
acid va kiém (ludng tinh).

Tdc dung: Phong bé enzym Carbonic anhydrase & 6ng luon gan, loi tiéu. Thoi gian tac dung: 8-12
h.

Chi dinh: Glaucom, chuan bi cho phiu thuat thiiy tinh thé; Phdi hop tri dong kinh.

Tdc dung phu: Hiéu luc loi tiéu thip, mat can bang dién giai it tram trong.

Bido quan: Tranh &nh sang.
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SPIRONOLACTON
SN

—

Ov

0 NSCO—CH,
Tén khac: Spirolactone
Cong thirc: Co4H3,04S Ptl : 416,6
Tinh chét: Bot mau trang; bién mau ngoai anh sang. Khong tan trong nudc; tan trong ethanol,
methanol, ether;
Dinh tinh: Pho IR hoic sac ky, so vdi chat chuan.
Hoa vao acid sulfuric 50%, soi dén UV: Huynh quang xanh lyc-vang.
Dinh lwgng: Quang phd UV; do & Avax 238 nm (methanol)
Tdc dung: Tac dung trén dng luon xa gy loi tiéu, khong thai kali.
DPH: Trong co thé chuyén hoa thanh canrenon hoat tinh loi tiéu. Phat huy tac dung sau uéng 2-3
ngay, kéo dai.
Chi dinh:
- Phéi hop véi thude loi tiéu mat kali chéng phu, tang huyét ap.
- Cuong aldosteron (udng don doc).
Liéu ding: Ngudi 16n udng 75-400 mg/24 h; chia 2-4 lan; dot it nhat 5 ngay.
Tré em udng 1-3 mg/kg/24 h; chia 2-4 lan.
Dang bdo ché: Vién 25; 50 va 100 mg.
Tdc dung phu: Mét moi, dau dau.
Bdo quan: Tranh anh sang.

MANNITOL
H H OH OH
HO H,C— ——f—cH.0n
OHOHH H
Cong thirc: CeH1406 Ptl : 182,2

Tén khoa hoc: D-Mannitol
Tinh chdt: Bot két tinh mau tring, khong mui, vi ngot mat. F = 165-170° C. D& tan trong nudc va
dung dich kiém; tan nhe trong ethanol.
Tac dung: Khong sinh nang lugng.

Truyén, tiém IV: Thai nhanh qua nudc tiéu trude khi chuyén hoa, tao ap suat tham thau kéo
nude, gay loi ticu.
Duwoc PH: Khong vuot qua hang rao mau-ndo; kho vao dich mat.
Chi dinh:
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- Loi tiéu giai doc: Ngudi 1on truyén chdm 50-100 mg (dung dich 5-25%).
- Tang ap luc ndi sg, tding nhan ap:
Nguoi 16n, truyén 1,5-2 g/kg/30-60 phat (d.d. 15-25%).
Tré em, lidu dé nghi, tiém IV hodc truyén 1-2 g/kg.
- Bi dai sau mo, sau chin thuong: Truyén 2 g/kg, dung dich 15-20%.
Dang b/c: Chai 250 va 500 ml dung dich 5; 10;15 va 20%; 6ng 50 ml d.d. 25%.
Tdc dung phu: Liéu cao 1am mat nhiéu dich co thé, mat can bang dién giai.
Chéng chi dinh: Trang thai mat nudc; suy tim, suy than ning. Tiém IM va tiém duéi da (do ndng
do cao).
Bio qudn: Tranh am.
Dung dich ndng d6 cao c6 thé két tinh trong qua trinh bao quan, xtr Iy bang dit vao chd nong
cho tan lai hét truéc khi dung.
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BAI 6: HORMON VA THUOC TRI ROI LOAN CHUYEN HOA

MUC TIEU
Kién thirc:
1. Phan tich dugc sy lién quan giita cdu trac hoa hoc véi nhitng tinh chat Iy hoa va tac dung duoc
luc.
2. Trinh bay duoc tinh chét ly hda, phuong phéap tong hop va phuwong phap kiém nghiém cta cac
Hormon thong dung
K¥ nang:
1. Nhén dién duoc cu trac hoa hoc cia cac thude thong dung, vé dugc cAu tric cua cac Hormon
2. Van dung dugc nhitng kién thirc vé tinh chat 1y hoa dé gidi thich duoc tac dung duogc luc cia cac
thudec Hormon
Thai do:
1. Panh gia dugc tinh quan trong, tinh ing dung cia mén hoc trong thuc hanh nghé nghiép
2. Thé hién tac phong nghiém tic, than trong, chinh xac, ti mi, tiét kiém trong qua trinh hoc tap va
trong thuc hanh nghé nghiép.
NOQI DUNG
Hormon va vai tro sinh hoc:
Hormon la nhitng chit duoc tiét ra tir cac tuyén ndi tiét;
theo mau td1 cac co quan dich thé hién hoat tinh sinh hoc.
Vai tro sinh hoc cua hormon:
Diéu tiét chirc ning sinh 1y cta nguodi va dong vat: Sinh truong, phat trién, chuyén hoa vat
chét, duy tri ndng d6 glucose/mau 6n dinh v.v...
R6i loan hoat dong tuyén — Bénh noi tiét, vi du:
- Cudng nang tuyén giap gay bénh Basedow.
- Tuyén yén: Cudng ning tao ngudi khong 16; thiéu nang tuyén giy lin.
- Thiéu nang tuyén tuy gdy bénh dai thao duong.
Dic diém hoat dong hormon:
- Hoat tinh sinh hoc cao; bi phan hity nhanh sau tac dung.
- Ty diéu tiét: Nong do hormon/ mau diéu tiét ting-giam tiét cua tuyén.
- Chi phéi 1an nhau: Tuyén yén chi phdi nhiéu tuyén khac.
Thudc hormom:
Phin loai thudc:
1. Theo tuyén npi tiét, bao gom hormon thién nhién:
- Hormon tuyén tuy: Insulin, glipizide v.v...
- Hormon tuyén giap va thudc khang giap: Thyroxin, propylthiouracin, ...
- Hormon vo thugng than: Hydrocortison, prednisolone v.v...
2. Cdc chit BTH va TH toan phin cé hoat tinh hormon tuyén.
Uu diém cdc chat BTH va TH ¢6 hoat tinh hormon:
- Hoat tinh cao, kéo dai tac dung hon hormon thién nhién.
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- Han ché t4i thiéu tac dung phu khi dung thude.

- Chu dong san xuat v6i san luong 16n, ha gia thanh.
Ghi chl: Phan loai theo ciu trac khong thuan loi vi nhiéu tuyén c6 hormon cung cau trac, vi du:
Hormon vé thugng than, hormon sinh duc déu ciu trac steroid. ..
Chi dinh:
1. Diéu tri thay thé:

- Khi thiéu nang tuyén nao thi ding thudc hormon tuyén dé khac phuc.

- Khi vu ning tuyén thi diéu tri bang thudc d6i khang, kim him tuyén.
2. Muc dich khdc: Vi du: Dung thude corticoid chéng viém, chita hen phé quan, chong thai ghép
tang; udng chét hoat tinh progestogen dé tranh thu thai. ..
Noi dung

- Hormon sinh duc nit va nam; thudc tranh thai.

- Hormon vo thugng than va thude corticoid

- Hormon tuyén tuy va thudc chéng dai thdo duong.

- Hormon tuyén giap va thudc khang giap.

- Hormon thuy sau tuyén yén.
1. Hormon sinh duc nir

(Estrogen va céac progestogen).

1.1 Céc estrogen
Hormon budng trirng: Estron, estradiol

Xuat hién & nit 12-13 tudi, duy tri cac dic tinh phai nit: Kinh nguyét, tich m& dudi da, giong
n6i thanh, dang di mém mai v.v...
Thudc hormon: Estradiol va cic chét hoat tinh tuong tu,

goi chung la céac “estrogen”.

1.1.1 Céc estrogen steroid:
Ciu tric:

Khung co ban I1a Estran

(steroid 18 carbon)

Khung estran
a. Nguon goc thién nhién: Estrol, estrone, estradiol (polyestradiol, estropiat...)
b. Thuéc BTH va TH: Ethinylestradiol, mestranol v.v... (Bang 10.1).
Tac dung: Hoat tinh estrogen nhung khong hoan toan nhu estradiol.

Bang 10.1. Thudc estrogen steroid BTH

Tén thuoc Chi dinh Liéu ding
Ethinylestradiol | DT thay thé, tranh thai Ubng 10-50 pg/24 h
Hydroxyestron | Viém am dao Dung ngoai
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Mestranol Phéi hop tranh thai Ubng 0,05 mg/24 h
Promestrien Man kinh, viém am dao Dung ngoai
Quinestrol Roi loan KN, tranh thai Ubng, dung ngoai

1.1.2. Cac estrogen khong steroid:
Ciu triic: Dan chét ethylen va tuong tu.

Bang 10.2. Thudc estrogen khéng steroid

Tén thuoc Chi dinh Liéu ding
Chlorotrianisen UT tuyén TL, man kinh | Udng 12-25 mg/24 h
Dienestrol Viém am dao man kinh | B6i krem 0,01%
Diethylstilbestrol | UT v, TLT; man kinh | Udng 1-20 mg/24 h
Fosfestrol UT tuyén TL IV. 300-600 mg/24 h
Raloxifen Xbp xuong, UT vii Udng 60 mg/24 h

Tdc dyng: Hinh nhu thudc khong steroid tuong thich véi estradiol vé cau hinh va kich ¢& phan tir
nén c¢6 mot phan hoat tinh estrogen.
Chi dinh: Phong, tri ung thu v va tuyén tién liét; r6i loan tién man kinh.
1.2 Mt s6 thudc:
Estradiol
Nguon goc: Hormon budng trimg. Piéu ché bang khir hoa estron.
Hiéu luc cao nhit trong cac chit estrogen thién nhién.
DPoéng phan 17p manh hon dong phan 170 khoang 40 lan.
Dang dung: Ester: benzoat, cipionat, propionat, enantat, undecylat, valerat.

Estradiol valerat

Nguon goc: Noi tiét t6 budng trimg. Me
Cong thirc: Cy3H3203

ptl: 356,5
Tén KH: 3-Hydroxyestra-

-1,3,5(10)-trien-173-yl pentanoat

/
HO

Tinh chat: Bot két tinh mau tre"lng, khong mui hodc mui nhe.

Khong tan trong nudc; tan trong methanol, dau thyc vat.
Dinh tinh:

- Pho IR hodc sic ky, so vi chuan.

- Véi thube thir sulfomolypdic, soi dén UV: Huynh quang mau xanh.
Dinh lwong: Quang phd UV; do 6 280 nm (Et-OH); E(1%, 1 cm) = 58.
Tdc dung: Hoat tinh estrogen thién nhién.
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Thuy phén trong co thé giai phong estradiol phat huy tac dung.
DDPH: Ubng, bdi da déu hap thu; thoi han tac dung ngin.
Chi dinh:
- Thiéu ning sinh duc nit; min kinh (Diéu trj thay thé).
Uéng: 1-2 mg/24 h; dat thudc dan 4 mg/24 h; boi kem am dao.
Cay dudi da: 25-100 mg/lan/4-8 thang; Tiém IM 1-5 mg/2 tudn.
- Phdi hop diéu tri ung thu tuyén tién liét, tuyén vu.
Dang b/c: Vién 1 va 2 mg. Dung dich tiém/dau: 50; 100 va 200 mg/5 ml.
Kem boi am dao 0,01%. Thudc cdy dudi da 2 va 8 mg.
Tac dung KMM:
- Gitr Na* va nuéc gay phu; rdi loan tim-mach, tuan hoan.
- Suy gan (vang da); dau dau, mét moi; ting calci/huyét.
Chéng chi dinh: Chung cho céc estrogen.
- Huyét thong hodc ung thu vi va co quan sinh duc; mang thai.
- Bénh tim-mach, huyét khéi, chay mau tir cung; suy gan, than.
Thén trong: Dong kinh, hen phé quan, dau nia dau.
Bdao quan: Tranh anh sang.

Ethinylestradiol
Tén khac: Ethynyloestradiol ye 0
Cong thirc:
C20H2402 ptl: 296,4
Tén KH: 19-Nor-17a-pregna-
-1,3,5(10)-trien-20-yne-3,17-diol HO
Tinh chat: Bot két tinh mau trang kem/v6 dinh hinh, khong mui.
Khong tan trong nude; tan trong ethanol va kiém lodng (acid yéu).
Dinh tinh: Pho IR hoic sac ky, so v6i chuan.
Dinh lwong: Acid-base/dung méi hitu co (acid yéu).
Dung AgNO3 dé ting linh dong H* (tuong tu dinh lwong barbiturat).
Tién hanh: Hoa 0,2 g vao 40 ml tetrahydrofuran; thém 5 ml AgNOs 10%.
Chuan do bé’mg NaOH 0,1 M; do dién thé.
Hoat tinh estrogen: Hoat lyc > estradiol.
Duwoc PH: SKD ubng khoang 40%.
Chi dinh:
- biéu trj thay thé: Ubng 10-50 ng/24 h.
- V6 kinh: Udng 50 pg/lan; 3 14n/24 h; 14 ngay dau chu ky >
> udng mot thude progestogen cho 14 ngay sau cua chu ky.
- Ung thu tuyén tién liét va tuyén va: Ubng 0,1-3 mg/24 h.
- Trénh thai: Phoi hop véi levonorgestrel (xem vién tranh thai).
Dang bao ché: Vién 0,02; 0,05 va 0,5 mg.
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Tdc dung KMM, chéng chi dinh: Tuong tu cac estrogen khéc.
Bio qudn: Tranh anh sang. Tranh tiép xuc tryc tiép da, niém mac.
Poc thém: Diethylstilbestrol

Tén khac: Stilboestrol

Cong thurc: | HO— N B

CigH2002  ptl: 268,4 —C

Tén KH: 4,4-(1,2-Diethyl-1,2- o \@_OH
- ethenediyl) bis phenol

Tinh chdt: Bot két tinh mau tring.
Khong tan trong nudc; tan trong alcol, dung dich kiém hydroxid.

- Nhém - OH phenol tao ester véi acid: Diethylstilbestrol dipropionate...
Hoat tinh estrogen: ~ estradiol; dong phan cis = 1/10 dong phan trans.
Chi dinh: Phbi hop tri ung thu vi hodc tuyén tién liét. Dung dudng udng.

Ung thu va: 10-20 mg/24 h. Ung thu tuyén tién liét: 1-3 mg/24 h.

Con dung chéng teo tir cung mén kinh: Pat 1 mg/1an/24 h.
Bdao quan: Tranh anh sang.
* Thudc khang estrogen (Anti-estrogenic)
Tdc dung: Kich thich rung trimg, kich hoat sinh san (chéng vo sinh).
Danh muc thuéc: Clomiphene, cyclofenil, ormeloxifene
Clomiphen citrat

Cong thirc:
C26H28CINO .CsHs0O7 a. /Q—OCHQCHQ— N(E®), CH,COOH
ptl: 598,1 c—c_ HO—— COOH

P Ph * CH,COOH

Tén KH:
2-[4-(2-Chloro-1,2-diphenylvinyl)phenoxy]triethylamin dihydrogen citrat
Duwoc dung: Hon hop (50:50) 2 dong phan cis (Z) va trans (E)
(Tén riéng: Z = Zuclomiphen; E = Enclomiphen)
Tinh chdt: Bot két tinh mau tring- vang nhat.
Tan vira trong nudce, Et-OH, cloroform; dé tan trong Me-OH.
Hoat tinh: Kich thich tuyén yén tiét hormon huéng sinh duc nir.
Hoat tinh oestrogenic kém anti-oestrogenic lién quan dong phan E.
Thoi han tac dung ~ 5 ngay.
Chi dinh: Nt v6 sinh do khong rung trimg.
Ubng 50 mg/1an/24 h; trong 5 ngay, tir ngdy thir 5 chu ky kinh nguyét.
Néu chua hiéu qua: Udng dot 2 lidu gip d6i, trong 5 ngay; nén bit dau
sau dot dau 30 ngay. Qua > 3 ky kinh méi co thé c6 két qua.
Tdac dung KMM: Hoa mét, budn non tam thoi. Sau 1 1an d& v ké hoach.
Bdo quan: Tranh anh sang.
II. Thuéc progestogen (con goi thudc progestin)
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Ciu triic: Khung co ban 1a Pregnan (21 carbon, 17p-ethyl):

20
18 /\ 21

Pregnan

Bang 10.3. Mt s6 thudc progestogen TH, BTH

Tén thuoc Chi dinh chii yéu; Liéu ding
) ) ©) (4)
Dehydoprogesteron | Uong: 10 + +
(Dydrogesteron) mg/lan
Levonorgestrel Ubng: Ubng:
75-250 ug/24 h | 35 ug/12 h
Norethindron 5-20 mg/24 h + 60 mg/24 h
Ethisteron 10-20 mg/24 h
Gestronol IM: 5
ngay/lan
200-400 mg
Hydroxyprogesteron | IM: 7 ngay/I
250-500 mg
Desogestrel +
Linoestrenol +
Norethynodrel +

Ghi chi: (1). Réi loan kinh nguyét, diéu tri thay thé  (2). Tranh thai
(3). Ung thu v, tuyén tién liét (4). Lac ndi mac tir cung
Phén loai: Goi chung 14 cac progestogen gom:
a. Hormon thién nhién: Progesteron, hormon hoang thé.
Hoat tinh: Tang sinh nd1 mac tur cung; gilr chic bao thai & da con; kich thich
phat trién nhau thai. Ngin can rung tring tiép sau.

b. Thuéc TH, BTH:

Medroxyprogesteron, norethisteron, levonorgestrel... (Bang 10.3).
Hoat tinh: Khong day du hoat tinh progestogen nhu progesteron.
Chi dinh chung:

- Pau bung kinh, v6 kinh, chdy méu tir cung, lac ndé1 mac tir cung.
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- Phéi hop véi thude estrogen trong liéu phap tranh thai.
- Thay thé sau mén kinh.
- Phong va phdi hop tri ung thu tir cung, ung thu tuyén vu.
- Phong xay thai.
* Mot s6 thudc:

Progesteron Me

Nguon géc: Hormon hoang thé.
Cong thirc:

C21H3002 ptl: 314,5

Tén KH: Pregn-4-en-3,20-dion

Diéu ché: BTH tir diosgenin
(chiét tir cay ho Dioscorea).
Tinh chdt: Bot két tinh mau trang anh vang sang; dé bién mau.
Khong tan trong nudc; tan trong ethanol; tan kho trong ether, dau thyc vat.
Dinh tinh: Pho IR va sac ky, so v6i chuan.
Dinh lwong: Quang phd UV; do & 241 nm (ethanol).
Duwoc dpng hoc: Ubng kém hiéu qua. ti2 ~ vai phut.
Hap thu qua dit tryc trang, 4m dao va tiém bap.
Chi dinh: Cac chi dinh pho bién nhat ctia progesteron gom:
- V6 kinh: Tiém IM 50 mg/24 h hogc dat am dao 200-400 mg/24 h.
Tu ngay thtr 12 ky kinh nguy¢t, té1 khi c6 kinh.
- Chay mau twr cung, loan chirc nang sinh duc nit:
Tiém IM 5-10 mg/24 h; trong 5-10 ngay trude ngay du kién c6 kinh.
Dang bao ché: D.d. dau, ng 10 va 25 mg/ml; Thudc dan 200 mg.
Tdac dung KMM: Tich nu¢c (phu); ting men gan, than, tim-mach.
Thdn trong: Suy gan, than; bénh tim-mach, hen; dong kinh, dau nira dau,
suy tinh than; mang thai; huyét khdi, tai bién mach ndo v.v...
Bdo quan: Tranh anh sang.
Medroxyprogesteron acetat

Nguon goc: Dic clia progesteron; tong hop hoa hoc tir DPA. 201|VI"
Cong thirc:

C24H3404 ptl: 386,5

Tén KH:

6a-Methyl-3,20-dioxopregn-
-4-en-17-yl acetat ,
Tinh chat: Bot két tinh mau trang. H”
Khong tan trong nudc; tan nhe trong Et-OH; tan trong cloroform, dioxan.
Tdc dung: Hoat tinh progestogen; tac dung kéo dai. Ubng d& hap thu.
Chi dinh: Céc muyc ti€u di€u tri tuong tu progesteron.
- Chung da kinh hodc vo kinh; diéu tri thay thé:
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Ubng 2,5-10 mg/24 h, tir ngay thir 15-21 chu ky kinh nguyét.
- Lac ndi mac tir cung: Tiém IM 50 mg/lan/tudn; trong 6 thang.
- Tranh thy thai: Tiém IM 150 mg/lan/3 thang.
- Ung thu vi: Ubng 100-500 mg/24 h hodc tiém IM 0,4-1 g/lan/tuan.
Tdac dung KMM: Tuong ty progesteron.
Bido quan: Tranh &nh sang.

Levonorgestrel
Cong thirc:
CoiH2802  ptl: 312,4
Tén KH: (-)-13p-Ethyl-173-hydroxy-
-18,19-dinor-17a.-preg-4-
-en-20-yn-3-on
Tinh chdt: Bot két tinh mau trang. ol
Khong tan trong nudc; tan nhe trong alcol.
Tinh acid yéu. [a]o® = - 26 + 5° (cloroform).
Tdc dung: Kim hdm ting sinh ndi mac, giam tiét dich c6 tir cung lam tinh tring khé di chuyén,
kho thu thai.
DPong phan ta tuyén hiéu luc cao hon norgestrel (racemic).
DPH: Ubng hip thu nhanh; chuyén hoa budc dau ¢ gan; phan bd vao sita me.
Chi dinh:
- Tranh thai: Udng 0,035 mg/24 h, don doc hodc phdi hop véi estrogen.
- Trénh thai khdn: Trong 72 h udng 2 1an, 0,75 mg/lan, cach nhau 12 h.
- Phoi hop diéu tri thay thé & ngwoi man kinh:
Ubng 75-250 ng/24 h; dot 10-12 ngay trong chu ky kinh nguyét.
Dang bao ché: Thube cdy duéi da; Vién tranh thai.
Tdac dung KMM: Tuong ty progesteron.
Chéng chi dinh: Mang thai; chay mau 4m dao bat thuong.
Viém tic tinh mach (huyét khéi), bénh gan.
Bdao quan: Tranh anh sang.
* Thudc khing progestogen (Anti-progestogenic)
Tdc dung: Phong bé thy thé, trung hoa hoat tinh cta progesteron trén tir cung.
Chi dinh: Tranh thu thai; gy sdy thai trong 2 thang dau.
Danh myc thuée: Mifepriston, epostan. ..
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Mifepriston

Cong thirc:

Ca9H3sNO2  ptl : 429,6 HLOuN—

Tén KH: 11-(Dimethylaminophenyl)- O 1;4e /OH

-17B-hydroxy-17a-(prop-1-ynyl)estra- " C=C—Me
-4,9-dien-3-on

Tinh chét: Bét mau tring.
Tdc dung: Khang progesteron.
Chi dinh:
- Tranh mang thai: Udng liéu don 600 mg tic dung trong 49 h; sau 36-48 h dit am dao 1 mg
prostaglandin (hoic udng 0,4 mg).
- Gay sy thai chét luu: Udng 600 mg/24 h; 2 ngay lién tiép.
Sau 72 h khong dat muyc dich, chuyén phwong phéap khéc.
Chéng chi dinh: Nit kho mang thai, > 35 tudi; dé chay mau.
Suy thugng théan, hen hodc nghén dudng thd, bénh tim-mach.
Bdo qudn: Tranh anh sang.
2. Hormon sinh duc nam
2.1 bac diém chung va phan loai:
Cau tric: Steroid
Khung co ban la Androstan
(steroid 19 carbon):

Phén loai:
Goi chung 14 cac chat “androgenic” gdom:
e Hormon thién nhién: Testosteron va 5a-hydrotestosteron.
+ Testosteron c6 hoat tinh manh va troi & co bép.
+ 5Sa-hydrotestosteron hoat tinh trdi trén tinh hoan, tuyén tién liét.
e Thuéc BTH: Methyltestosteron, nandrolon, mesterolon,...(bang 10.4).
Tac dung: Hoat tinh androgen tuong tu testosterone.
Chi dinh chung:
- Thiéu nang sinh duc nam,; mat tinh hoan (diéu tri thay thé).
(khong chira dugc ching v6 sinh ¢ nam gio1).
- Thiéu ning tuyén yén: thiéu nién nam cham day thi hodc cham 16n.
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Bang 6.4. Mot sé chat hoat tinh androgen BTH

Tén thuéc Chi dinh / Liéu ding (uong) T/d KMM
Thay thé Ung thu vu chii yéu

Drostanolon 100 mg/lan/8 h | androgenic (nit)
Fluoxymesteron 5-20 mg/24 h 40 mg/24 h Hai gan
Methyltestosteron | 10-50 mg/24 h 25-100 mg/24h
Mesterolon 10-20 mg/24 h androgenic (nir)
Nandrolon 50 mg/3 tuan androgenic (nir)
Oxymetholon B6 dwong: 1-5 mg/kg/24 h Hai gan
Stanozolol Huyét khoi: Udng 10 mg/24 h Hai gan

2.2 Mot so thudc:

Testosterone

Nguon goc: Hormon thién nhién; diéu ché bang BTH tong hop tir diosgenin.
Dwoc dung: Ester: acetat, cipionat, decanoat, enantate, propionat...
Testosteron propionat
A , 20
Cong thirc: Me _sOCOEt
C22H3203 ptl: 344,5

Tén KH: 3-Oxoandrost-4-en-
-17B-yl propionat
Diéu ché: BTH tir diosgenin. o~
Tinh chdt: Bot két tinh mau trang kem; bién mau do anh sang.

Khong tan trong nudc; tan trong EtOH va cac d/m hitu co, dau thuc vat.
Dinh tinh: Phé IR hoic sic ky, so v6i chuan.
Dinh lwgng: Quang phé UV: bo 6 240 nm (EtOH); E(1%, 1 cm) = 490.
DPH: Ubng SKD thap (2%); cdy u6i da, tiém IM hiéu qua. ti2 10-20 pht.
Chi dinh:

- Thiéu nang sinh duc nam : Cay duéi da 200-600 mg/1an/8 thang;
hodac tiém IM dung dich dau 10-50 mg/lﬁn; 2- 3 1an/ tuan.
- Nir: Ung thu vii tién mén kinh: Tiém duéi da 100 mg/lan; 3 1an/tuan.

Dang bao ché: Dung dich tiém trong dau 25 va 50 mg/ml.
Tdc dung KMM: Chung cho cc chit androgen.

- Gay phu do gitt Na* kém gitr nudc. Suy gan (vang da).

- Nguy co ung thu tuyén tién liét véi nam gidi.

- Pong sun sém lam han ché phat trién chiéu dai xuong.

- Nit: Réi loan kinh nguyét, teo tuyén v, gidm tiét dich tu cung,...
Chéng chi dinh: Phy nit mang thai va ky cho con bd. Tré nam < 15 tuoi.

Nam: Ung thu biéu md, tuyén tién liét.
Bdo quan: Tranh anh sang.
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Methyltestosteron
Cong thirc:
C20H3002 ptl: 302,5

Tén KH: 17p-Hydroxy-17a.-
-methylandrost-4-en-3-on

Tinh chdt: Bot két tinh mau tring-vang nhat; bién mau do 4nh sang.

Kho tan trong nudc; tan trong dm hitu co; tan vira/dau thue vat.
Tdc dung: Tuong tu testosteron. Udng, ngam dudi ludi dat hiéu qua cao.
Chi dinh:

- Piéu tri thay thé: Ubng 10-50 mg/24 h hodc ngam 5-25 mg/24 h.

- Ung thu vii man kinh: Ngam 25-100 mg/24 h (néu udng phai gap doi liéu).
Chéng chi dinh: Suy, viém gan.
Bdo qudn: Tranh anh sang.

Tw doc: Fluoxymesteron
Cong thirc:
CooH29FO3  ptl : 336,4
Tén KH: 9a-Fluoro-113-hydroxy-
-17a-methyltestosterone
Tinh chdt: Bot két tinh mau trang. Khong tan / nudc; tan nhe trong alcol.
Hoat tinh androgen: > methyltestosteron.
Chi dinh: Nam thiéu ning sinh duc: Udng 2,5-10 mg/24 h; dot 4-6 thang.
Nir ung thu vt sau man kinh: Udng 40 mg/24 h.
Bdo quan: Tranh anh sang.
3. Hormon v6 thugng than
3.1 Hormon tuyén thuwong thén:
- Phan tuay tiét adrenalin va nor-adrenalin.
- Phan vo tuyén tiét ra cac hormon steroid, gé)m hai loai:
a. Glucocorticosteroid (GC): Cortison va hydrocortison
b. Mineralocorticosteroid (MC): Aldosteron diéu hoa khoang.

Me OH

3.2 Thubc glucocorticoid (GC):
CAu tric: Steroid.
Khung co ban 1a Pregnan
(= céac progestogen)
Hau hét 1a dAn chét
21-0l-3,20-dion pregna-4-en,
vi du: Cortison
Phan loai, vai tro sinh hoc:




e GC thién nhién:
Cortison va hydrocortison.
Hoat tinh sinh hoc:
- DBiéu hoa chuyén hoéa protid, glucid, lipid.
- Diéu hoa ty 18 t& bao mau (hdng cau, bach ciu, tiéu cau).
- Piéu hoa thanh phan dich ndo tiy va dan truyén than kinh.
- rc ché mién dich.
Thiéu nang tuyén: Gay rdi loan, dinh cao 13 bénh Addison (ddng den).
e Cac GC BTH: Prednisolon, dexamethason, v.v...
Muc dich ban tong hop:
- Tang hi¢u lyc, cai thién tich chat duogc dong hoc.
- Han ché hodc 1am mat cac tac dung khong mong mudn.
Tuy nhién cac myc tiéu dé ra chua dat duoc hoan toan.

Bang 6.5. Cac glucocorticoid thién nhién va BTH dung trong

Tén ché pham GC

Chi dinh

Liéu dung (NL)

Cortison (TN) | Viém, diéu trj thay thé. | 20-70 mg/24 h

Prednison Viém, diéu trj thay thé. | 10-20 mg/24 h

Hydrocortison (TN) Viém, diéu trj thay thé. | 15-240 mg/24 h

Prednisolon Viém, diéu trj thay thé, | 4-60 mg/24 h
loan mdu, thai ghép

Methylprednosolon Tuong tu prednisolone 4-48 mg/24 h

Betamethason Viém, diéu tri thay thé. | 0,6-1,2 mg/24 h
Dexamethason Viém, di€u tri thay thé 0,5-9 mg/lan
Triamcinolon Viém, di€u tri thay thé. 4-12 mg/lan/24 h

Bang 6.6. Thuéc glucocorticoid BTH dimng tri hen phé qudn

Tén thuéc

Liéu ding (xit, hit)

Beclomethason dipropionat

Khi dung 42 pg/liéu

Budesonid

Khi dung 2 mg/licu

Fluticason propionat

Khi dung, bot hit 100 pg/liéu

Flunisolid

Khi dung: 50 pg/liéu

Chi dinh chung: Phan loai so b ra 3 loai (Cac bang 10.5,6,7)
- Diéu tri thay thé khi thiéu ning tuyén thuong than.
- Chéng viém; chdng di tng, shock phan vé.
- R6i loan thanh phan té bao mau; rdi loan chuyén hoa da.
- Chéng thai ghép khi phiu thuat ghép tang.

Bang 6.7. Thuéc glucocorticoid BTH chong réi loan chuyén héa da
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Tén thuoc Nong dé sir dung (boi)
Beclomethason dipropionat 0,1%
Budesonid 0,25%
Clobetasol propionat 0,05%
Desonid 0,05%
Diflorason diacetat 0,05%
Diflucortolon valerat 0,3%
Fluocinolon acetonid 0,2%
Fluocinonid 0,05%
Halcinonid 0,1%
Ulobetasol propionat 0,05%

Ghi chl: Cac bang 10.5,6,7 chi noi tdi chi dinh wu thé. Thyc té mot s6 thude da chi dinh va cach
dung hon; xem céc thudc cuy thé.
Chéng chi dinh chung: Viém loét da day; bénh tim-mach; suy gan, than.
Than trong: Béo phi, thiéu ning tuyén giap, nit cao tudi, dai thao duong.
Hoa tinh va cac phép thir dinh tinh chung:

- Hap thy UV: Cau trac corticoid hap thy UV véi 1-n Amax.

- Véi HSO4: Cho cac san pham mau (d6); soi dén UV phat huynh quang.

- Tinh khir: Cac chat c6 cau trac 20-on-21-ol; cac day ndi A thé hién tinh khir khi gip céc
thude thir oxy hoa nhu AgNOs/NH4OH, Fehling.
Pinh lwong: Quang phd UV hode HPLC.
3.3 Mt s6 thude:
Hydrocortison

- Khéng tan trong nwe: Hydrocortison alcol, hydrocortison acetat,
hydrocortison butyrat (buteprat, cipionat, valerat...)
- Tan trong nwdc, pha tiém: Hydrocortison natri phosphat (natri succinat).
Hydrocortison acetat

Tén khéac: Cortisol 2
Céng thire: CzsHzOs  ptl: 404,5 Me SO CHOCONE
Tén KH: ‘
11B,17a,21-Trihydroxypregn- .
-4-en-3,20-dion 21-acetat
Diéu ché: BTH tir cac steroid -
thién nhién (diosgenin,...)
Tinh chdt: Bot két tinh mau tring- vang nhat; bién mau do 4nh sang.

Kho tan trong nudc; tan nhe trong ethanol, cloroform.
Dinh tinh: Phé IR hoic SKLM, so véi chuén.

5 mg/2 ml H2SO4: Mau dé6 nau; soi dén UV: Huynh quang xanh luc.
Dinh lwong: QF. UV, do ¢ 241,5 nm (Et-OH).
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Tdc dung: Hormon thién nhién.
Duoc dong hoc: Uéng, tiém IM hép thu cham; thuong tiém IV.
Chi dinh: Liéu dung tinh theo hydrocortison alcol.
- Piéu tri thay thé, phoi hop tri hen phé qudn ning:
Ubng hodc tiém IV hydrocortison natri phosphat (natri succinat):
Nguoi 16n: 20-30 mg/24 h; chia 2 1an (60% sang; 40% tbi).
Tré em: 0,4-0,8 mg/kg/24 h; chia 2-3 1an; giam dén t6i liéu thip nhat.
- Béi tai ché chong viém: Kem 0,1-2,5% (thuong di kém véi khang sinh).
Dang bao ché: Vién 10 mg; Thude tiém 50 mg/5 ml.
Tdc dung KMM, chéng chi dinh: Chung cta thude corticoid.
Bdao quan: Tranh anh sang.

Predni§olon _ Me CO— CH,0H
Tén khac: 1,2-Dehydrohydrocortison (--OH
Cong thirc: ‘
C21H2805 ptl: 360,5 g
Tén KH: 118,17a,21-Trihydroxy-
-pregna-1,4-dien-3,20-dion o
Nguon géc: San pham dehydro cta hydrocortison (Al- hydrocortison).
Ché pham dwoc dung:
- Kho tan trong nudc: Prednisolon (pred.), pred. acetat (caproat, pivalat...)
- Tan trong nuoc: Prednisolon natri phosphat (natri succinat).
Prednisolon acetat
Cong thirc: C23H300s  ptl: 402,5
Tinh chdt: Bot két tinh mau trang. Kho tan trong nudc; tan nhe trong ethanol.
Dinh tinh:
- 2 mg/2 ml H2SO4: Do dam; soi dén UV 365: Huynh quang nau-do.
- Phé IR hoic sic ky, so voi chuan.
Dinh lwong: QF UV; do ¢ 243,5 nm; E(1%, 1 cm) bang 415 (ethanol).
Tdc dung: Chéng viém, chdng di img, (rc ché mién dich.
Hiéu luc chéng viém: > hydrocortison 4-5 lan.
Hoat tinh mineralocorticoid: < hydrocortison.
Chi dinh:
- Giam tiéu cau, rdi loan tao mau, viém, di ung (hen phé quan).
- Chong thai ghép trong phiu thuat ghép tang.
Ubng prednisolon acetat; tién IV, truyén prednisolon natri phosphat.
Nguoi 16n: 2,5-60 mg/24 h; chia 2-3 lan.
Tré em: 140 pug/kg/24 h; chia 3 lan.
Ghi chi: Liéu dung tinh theo prednisolone.
110 mg pred. acetat, 135 mg pred. natri phosphat ~ 100 mg prednisolon.

Tdc dung KMM, CCP: Chung cua thudc GC.
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Bdo qudn: Tranh anh sang.
Methylprednisolon
Cong thirc: CooH300s  ptl: 374,5
Tén KH: 6a-methyl prednisolone
Tinh chat: Bot mau tring. Kho tan trong nudc; tan nhe trong ethanol.
Tdc dung: Hiéu luc chdng viém: 4 mg methylprednisolon ~ 5 mg prednisolon.
Chi dinh: Tuong ty prednisolon.
- Udng methylprednisolon alcol va ester: NL: 4-48 mg/24 h.
- Cap: Tiém IM, IV, truyén thudc tiém methylprednisolon natri succinat:
Bdo quan: Tranh anh sang.

Betamethason natri phosphat

Cong thirc:
Ca2H28FNa2OgP  ptl: 516,4
Tén KH: 9a-Fluoro-11f3,17a,21-
-trihydroxy-16p3-methylpregna-
-1,4-diene-3,20-dione dinatri
phosphat
Tinh chét: Bot mau tring hodc trang nga, hiit 4m. Bién mau/anh sang.

Dé tan trong nuéc, Me-OH, Et-OH; khdng tan trong cloroform.
Tdc dung: Hoat lyc chéng viém: 750 pg ~ 5 mg prednisolon.

Diéu tri thay thé kém hiéu qua.
Chi dinh:

- Hen: Xit, hit khi dung phan liéu (pha tir Betamethason valerat):
Nguoi 16n, tré em > 12 tudi: 200 pg/lan; 4 1an/24 h.
Tré 6-12 tudi: 1/2 liéu nguoi 16n.
- Thay prednisolon: Udng 0,5-5 mg/24 h; chia 2-3 1an. Vién 0,5 mg.

Cép: Tiém IV, truyén 4-20 mg/24 h (tinh ra betamethason).
Tdc dung KMM: Chung cta thude GC.
Lién quan toi dang khi dung:

Kho miéng, dau hong do hit khi dung; dung 1au d& nhiém nim Candida ¢ miéng va hong;
man cam véi khi nén trong 1o khi dung.
Bdao quan: Tranh anh sang.

Dexamethason NN
Cong thirc: C22H20FOs  ptl: 392,5
Tén KH: 9a-Fluoro-11,170,21-
-trihydroxy-16a-methylpregna-1,4-
-duene-3,20-dione
Tinh chét: Bot mau tring.




Kho tan trong nudc; tan nhe trong ethanol tuyét doi.
Tdc dung: Thudc corticoid tong hop.
Hoat tinh chdng viém: 0,75 mg dexamethasone ~ 5 mg prednisolone.
Dwgc dung:
- Kho tan trong nuwoc: Dexamethasone (acetat, phosphat, isonicotinat).
- Tan trong nudc: Dexamethasone natri phosphat (pha tiém).
Chi dinh:
- Viém: Nguoi 16n udng 0,5-10 mg/24 h hodc tiém IV, truyén 0,4-20 mg/24 h.
- Phu ndo: Tiém IV 10 mg/lan (dexamethasone natri phosphat).
- Viém miii di img: Xit miii khi dung 0,02% (dexamethasone natri phosphat).
- Dung ngoai phdi hop véi thube khang khuén tri nhiém khuan da.
Bdao quan: Tranh anh sang.

Fluocinolon acetonid

Biét dwoc: Synalar o\ 0 Me
Céng thikc: CaaHxoF206  ptl: 452,5 H Ve TN e
Tén KH: 6a,90-Difluoro-11p,21- 0
-dihydroxy-16a,17o-isopropylidene-
-dioxypregna-1,4-diene-3,20-dione
Tinh chét: Bot mau tring. 0

Kho tan trong nudc; tan trong ethanol, aceton.
Tdc dung: Corticoid tong hop héa hoc dung ngoai.
Chi dinh: Roi loan chuyén hoa da.

Boi kem 0,0025-0,025% 1én vi tri da san xti.
Thén trong: Boi da lién tuc, corticoid ngdm sau gay tic dung toan than.
Bdo qudn: Tranh anh sang.
4. Hormon tuy thuwgng than
Hormon thién nhién: Adrenalin va Nor-adrenalin
Thuéc TH héa hoc: Dobutamin.
Adrenalin Tén khac: Epinephrine
Cong thirc:

: H. _OoH
CoH13NOs ptl: 183,2 .
. NHM
Tén KH: 1-(3,4-dihydroxyphenyl) HO—/</ ¢
-2-(methylamino) ethanol p
H

Diéu ché: Tong hop hoa hoc. O
Hoat lirc: Dang ta tuyén > hitu tuyén.
Ché pham dwoc dung: Cac mudi: hydroclorid, tartrat, sulfat.
Adrenalin tartrat
Tén khac: Adrenaline bitartrat CoH13NOz .CsHsOs ptl: 333,30
Tinh chdt: Bot k/t mau tréng xam nhat; dé chuyén mau doé/ AS, KK.
Dé tan trong nudc; tan trong ethanol; khong tan trong ether, cloroform.
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Dung dich bén & dém pH 3,6-4,2; thém chat chdng oxy héa va tranh AS..
Nhiét d9, ion kim loai (Cu**, Fe3*...) xtic tdc hily nhanh adrenalin.
[a]o® = -50° dén -53° (4%/HCI 1M).
Hoa tinh, dinh tinh:
- V6i FeCls: Mau xanh luc, chuyén dan sang mau hong.
- Phan biét vo1 noradrenalin:
Tac dung véi 2,5-diethoxytetrahydrofuran 1%/acid acetic khan va
4-dimethylaminobenzaldehyd 2%/ HCI dac- acid acetic khan:
+ Adrenalin cho mau vang (khéng phan ung).
+ Nor-adrenalin cho mau hong dam.
Dinh lwong: Acid-base/ acid acetic khan; HCIO4 0,1M; do dién thé.
Tac dung: Co mach mau:
Liéu cao lam ting strc can mach, ting HA — khong dung tro HA.
Giam tich nuéc & thay tinh thé — giam nhén ap.
Chi dinh:Liéu dung tinh theo adrenalin base:
- Di itng cdp, shock phan vé:
Nguoi 16, tiém IV100-250 pg/lan, pha thanh dung dich tiém loang.
Tré em, tiém 5-10 pg/kg, tiém nhéc lai sau 5-15 phut.
- Tiém ciing thuéc té, co mach kéo dai thoi gian té.
Pha lan thudc té tiém véi ty 16 1/10.000 dén 1/20.000.
- Glaucom: Tra mit 1 giot dung dich 0,5-2%:; 1-2 1an/24 h.
Tdac dung KMM: Ha muc kali/maut.
Tra mét kéo dai gay roi loan thi giac, giam thi lyc.
Bdo qudn: Trong chan khong, tranh anh sang.
Nor-adrenalin
Tén khac: Norepinephrine; Levarterenol
Céong thirc: CgH1uNO3 ptl: 169,18 Pdng phan ta tuyén.
Tén KH: 2-Amino-1-(3,4-dihydroxyphenyl) ethanol
Ché pham duoc dung:
I-Noradrenalin d-bitartrat CgH11NO3 .C4HsOs
Tén khac: Binodrenal, Aktamin; [a]o® ~ -10,7° (1,6%/nuéc).
I-Noradrenalin hydroclorid CgH:11NOs.HCI ptl : 205,18
Tén khac: Arterenol; [o]p? = -37° dén -41° ( 2% /nuéc).
Noradrenalin bitartrat

Cong thirc:

CsH11NO3 . C4HsOs . H20 H. ,oH COOH

ptl : 337,28 HO— AL N oy
HO——H - O

Tinh chit: HO™ ' COOH

Bot két tinh mau tréng xam nhat; dé bién mau trong KK, AS.
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Dé tan/nuée, d.d. khong bén; kho tan / ethanol; tan/ acid va kiém.
[a]o® = -37°3 (nudc acid hoa bang HCI).
- Hap thy UV: Amax 279 nm (50 mg/1000 ml HCI 0,1 M).
Tdc dung: Chit truyén dat than kinh giao cam (nhu adrenalin).
Hoat tinh o1 va 1 manh. Trong diéu tri chi st dung hoat tinh o.
Hoat tinh B1 manh nhung chi gay tang nhip tim nhe.
Thoi han tac dung: =~ 2 phdt.
Chi dinh: Liéu dung tinh theo noradrenalin: 2 ug ~ 1 pg noradrenalin).
- Cap ctru ha huyét ap, de doa ngirng tim. Truyeén lién tuc:
Nguoi 1on: 0,03-0,15 pg/kg/phut d.d. 8 mg/lit glucose 5%.
Tdc dung KMM: Noradrenalin kich ng manh chd tiém .
Bdao qudan: Trong chan khéng, tranh anh sang.
Dobutamin hydroclorid
Nguon goc: Thube tong hop hoa hoc.

Cong thirc:
C1gH2sNOs .HCI HO—@—CHZCHZ—NHcle—CHZCHZ— _HCI
ptl: 337,8 » CHs o
Tén KH: (2)- 4-[2-[3-(4-Hydroxyphenyl)-1-methylpropylamino] ethyl-]
benzen-1,2-diol hydroclorid
Tinh chdt: Bot k/t mau tring; d& bién mau/ khong khi, anh sang.
Tan trong methanol; tan nhe trong nuéc, ethanol. [a]o?® = + 0,5°.
Tac dung:
- Hoat tinh B1 manh: Tang luc bop co tim; liéu cao gay ting nhip tim.
Thoi han tac dung rat ngan (t2 ~ 2 phat), phai truyén lién tuc.
Chi dinh: Cap ctru suy tim cap do Shock, nhdi mau co tim...
Liéu dung tinh ra dang base: 1,12 mg ~ 1 mg dobutamin base.
Nguoi 16n, truyén lién tuc dung dich 0,25-5 mg/ml glucose 5%.
Tdc dung KMM: Ting huyét ap va nhip tim.
Twong tic thuéc: Thude chen béta dbi khang tac dung véi dobutamin.
Bdo qudn: Dung trong chan khong; tranh 4nh sang.
5. Hormon giap va diéu chinh chic ning giap
Hormon tuyén gidp:
Céc hormon tuyén giap gan iod, 2 chat cé y nghia:
Thyroxin (T-4), gan 4 I (75%) va liothyronin (T-3), gan 3 L

I N |}1H2 ' | I}IHZ
0l ol encbn w0l )-o{ )-cntn
4 d COOH I COOH
Thyroxine Liothyronine
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Hoat tinh: T-3 >>> T-4, nhung mat hiéu lyc rat nhanh.

Trong co thé T-4 chuyén hoa thanh T-3 hoat tinh.

Tuyén giap thu gom iod trong mau, sinh téng hop thyroxin.
Vai tro sinh hoc hormon:

Thuce hién chirc ning diéu hoa chuyén hoa co ban.

Thuéc khdng gidp
Ciu triic: Cac khung co ban 2-thioimidazol, 2-thiouracil (kiéu thiouré).
R _H
111 R N 4 S
, SH ‘ W
[ ] .
N I
D/c 2-thioimidazol D/c 2-thiouracil
Thuéc: Carbimazole, thiamazole Propylthiouracil

Tdc dung: c ché iodo hoa tyrosin — thyroxin; tc ché chuyén héa thyroxin thanh liothyronin &
ngoai vi.
Chi dinh: Cudng giap (bénh Basedow), phiu thuat lién quan tuyén giap.
Tdc dung KMM: Udng thudc khang gidp, mirc thyroxin/méau giam; tuyén yén kich thich tuyén giap
tang tiét lam no to tuyén (nhu budu co).
* Mot so thudc:
Levothyroxin Natri
Tén khac: Thyroxine natri; T-4
Nguon goc: Hormon thién nhién tuyén gidp. San xuat bang tong hop.
Cong thirc:

CisH1olsNNaOs  ptl: 798,9 (khan) > ! NH,
Tén KH: 2-Amino-3-[4- HO@—O—Q—CHT?H xH0
-(4-hydroxy-3,5-di-iodophenoxy)- I I COONa
-3,5-di-iodophenyl] propionat natri
Tinh chdt: Bot két tinh-vo dinh hinh mau trang-vang nau, bién mau do anh sang.
Kho tan trong nudc, ethanol; tan trong kiém hydroxyd lodng.
Dinh tinh:
Tron chat thir véi H2SO4 trong chén sir, dot: Hoi mau tim 1, bay Ién;
Tro sau nung cho phan trng ion Na™.
Dinh lwong: 1). Vo co hda — I > do Ag. hodc 2). HPLC.
Tdc dung: Levothyroxin la dong phén ta tuyén cta thyroxin, hoat tinh cao.
DDPH: Ubng d& hép thu, bi thirc an can trd. ti2 3-10 ngay.
Chi dinh:
- Bu6u cd; thiéu nang giap (phiu thuat, ung thu giap...). Udng vao luc doi:
Nguoi 16n: 0,05- 0,10 mg/1an/24 h; sau 2-4 tuan tang 0,05 mg/24 h.
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Duy tri: 0,1-0,2 mg/1an/24 h.

Cép: Tiém IV, bat dau 0,2-0,5 mg/lan; giam liéu t6i hiéu qua.

Tré em : 0,025 - 0,150 mg/1an/24 h, tiy tudi.
Dang bao ché: Vién nén 25; 50; 75; 200 va 300 pg;

Lo bot dong kho 200 va 500 pg; kem d.d. natri clorid 0,9%.
Tdc dung KMM: Qua liéu giy cudng giap. Bénh tim d& bi ning thém.
Thén trong: Bénh tim-mach, dai thio duong, dé chay mau, suy than.
Bio qudn: Tranh anh sang. Dé & nhiét d6 2-8°C.

Thiamazol
Tén khac: Methimazole |s|
Cong thirc: CsHsN2S  ptl: 114,2 Me
2
Tén KH: 1-Methylimidazole-2-thiol \N1/\3NH
Tinh chét: Bot mau tring-niu nhat. \\/
Dé tan trong nuéc; tan trong ethanol. —

Tinh acid yéu (H (3) linh dong). Nhiét 46 nong chay 143-146° C.
Tdc dung: Phong bé enzym lién két iod vao tyrosine & tuyén giap, 1am han ché tao thyroxin & tuyén
giap, chdng cuong giap.
Dwoc PH: Thiamazole it gan protein, tap trung vé tuyén giap. tz khoang 3-6 h.
Vuot qua nhau thai, phan bd vao sita me.
Chi dinh: Cudng giap; chuan bi phiu thuat tuyén giap.
- Nguoi 16n udng lidu ddu 15-60 mg/24 h; chia nhiéu lidu nhé. Bénh cai thién sau 1-3 tun va
dat hiéu qua sau 1 thang; khi d6 giam liéu dan.
Duy tri: Ubng 5-15 mg/ngay; kéo dai it nhat 1 nam.
- Tré em: Ubng liéu ban dau 0,4 mg/kg/ngay; chia 3 lan.
Tdc dung phu: Thuong rd rét trong 8 tuan dau.
- Phong bé tiiy xuong gay giam bach cau va rdi loan mau khac.
- Viém gan vang da; suy than. Qua liéu kéo dai s& gay budu cb.
- Me mang thai udng thudc, thai nhi c6 thé bi suy giap.
Chéng chi dinh: Viém gan, suy tiy va sai léch cong thirc mau.
Thdn trong: Phu nir mang thai va ky cho con bu.
Bdo qudn: Tranh am va anh sang.

Carbimazol S
Cong thirc: C7H10N202S  ptl: 186,2 iy I
A : : N COO—Et
Tén KH: Ethyl 3-methyl-2-thioxo- N N7
-2,3-dihydro-1H-imidazole-1-carboxylate \\/
Tinh chdt: Bot két tinh mau trang-vang nhat. —

Kho tan trong nudc; tan trong ethanol, acetone.
Tdc dung: Trong co thé carbimazole chuyén thanh thiamazol hoat tinh.
Chi dinh: Tuong tu thiamazol.
- Nguoi 16n: lidu dau 15-40 mg/24 h; liéu don hodc chia nhiéu liéu nho.
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Sau 1-3 tudn triéu chirng dugc cai thi€n; sau 1-2 thang dugc kiém soat.
Duy tri: 5-15 mg/24 h; trong 12-18 thang.
- Tré em: Can ¢6 chim soc diéu chinh lidu ding cta thay thudc.
Liéu dau 0,25 mg/kg/lan; 3 lan/ngay.
Than trong: Suy gan, than; mang thai; thiéu mau hodc suy tay.
Bdo qudn: Tranh anh sang.
Propylthiouracil

CsH
Cong thirc: — s
C7H10N20S ptl: 170,2 o= N

Tén KH: 2,3-Dihydro-6-propyl-
-2-thioxopyrrimidin-4(1H)-on
Tinh chét: Bot mau tring, vi dang; d& hong do khong khi, anh sang.
Tan nhe trong nudc, ethanol; tan trong kiém va amoniac.
Tdc dung: Gc ché tuyén giap tiét thyroxin. ti2 3-5 h.
Chi dinh:
- Cuong gidp: Piéu tri kéo dai 1-3 nam.
Nguoi 16n ubng luc dau 300-900 mg/24 h; chia 3-4 lan.
Duy tri: Udng 50-600 mg/24 h; chia 2-3 lan.
Tré em, theo tudi, udng 50-300 mg/24 h; chia 3-4 lan.
- Chudn bi cho phdu thudt gidp: Udng liéu duy tri dot 10 ngay.
Tac dung KMM: Giam bach cau, viém da, dau khép, lac vi giac.
Thén trong: Suy giam mién dich; phu nit mang thai va ky cho con bi.
Bdo quan: Tranh anh sang.
6. Hormon tuyén tuy, thudc chira dai thio dwong
* Sinh ly diéu tiét dwong huyét
- Tuyén tuy duy tri ndng d6 glucose/mau on dinh & 0,7-1 g/lit nho hormon tiét ra tir t& bao tuyén
tuy (dao Langerhans):
Té bao P tiét insulin, tic dung lam ha dudng huyét.
Té bao a tiét glucagon lam tang dudng huyét.
- Thiéu insulin: Nong d¢ glucose/méu tang vugt ngudng tai hap thu ciia dng than — Glucose ra
nude tiéu, goi 1a “Pai thao duong” (diabet).
Bénh dai thao duong: Theo murc d6 insulin phan ra 2 typ:
- Typ I: Té bao B dao tuy mat hoan toan kha nang tiét insulin.
Gidi phdp diéu tri: Pua insulin tir ngoai vao hang ngay.
Vi vay goi 1a "Bdi thdao dwong [¢ thudc insulin”.
- Typ I1: Té bao B con kha ning tiét, nhung tiét khong du lugng insulin.
Nguodi bénh cam giac nhanh bi mé¢t moi hon trudce. Céc tri€u chung chua ro rét. Pi kham
phat hién ndng do glucose/mau vuot tri s sinh 1y.
Thudc diéu tri dai thao duong typ II: 4 nhom:
Nhém 1: Thude kich thich té bao B ting tiét insulin: Gom 2 loai:

-y
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a). Cac sulfonyluré: Goi 1a cac "sulfamid chong ddi thdo dwong”.
- 1942, Janbon va cong su thdy mot sé sulfamid 1am ha duong huyét.
- T6i nay da ché tao duoc nhiéu chat dua vao diéu tri, chia 2 thé hé.
Cong thirc chung:

Rl _SOZ_NH_E_NHRZ

o]
Ly - Hoa tinh chung:

- Acid yéu (twong tu sulfamid). Hap thu UV.
- Phéan hiy trong moéi truong kiém, giai phong NHs (d/c uré):
O=C(NH2)2 + H.0 — CO2 + NH;s
Tac dung KMM:
- Lam dung thudc s& suy kiét tuyén tuy, mét kha nang hoi phuc.
- Qua liéu gdy ha duong/mau; laudai c6 thé sai 1éch cong thirc mau.
Thudc thé hé II ¢6 tac dung phu thip hon thudc thé hé 1.

Bang 10.8. Thuoc nhom I chong ddi thao dwong typ 11

Tén thuéc Duong dung Liéu diing (NL)

* Thuoc sulfonyluré thé hé I
Tolbutamid Ubng 500 mg/lan; 1-2 1an/24 h
Tolazamid Ubng 100-250 mg/1an/24 h
Chlopropamid Ubng 100-250 mg/1an/24 h

* Thuéc sulfonyluré thé hé I1
Glipizid Udbng 5-15 mg/lan/24 h
Glibenclamid Udbng To6i da 15 mg/1an/24 h
Gliclazid Ubng 40-80 mg/1an/24 h
Glimepirid Ubng 2-4 mg/lan/24 h
Gliquidon Ubng 15 mg/1an/24 h

* Thuoc meglitinid (khong sulfonyluré)
Nateglinid Ubng 60-120 mg/lan; 3 1an/24 h
Repaglinid Ubng 0,5-2 mg/lan

b). Thuéc khéng sulfonyluré: Cic meglitinid (xem bang 10.8)
Nhom 2: Thudc 1am ting chuyén héa glucose, ha dwong huyét:
Céc biguanid: Metformin, phenformin
Nh6m 3: Thudc 1am ting hoat tinh insulin:
Din chat thiazolidindion:Rosiglitazon, pioglitazon
Thudc nhén 1-3 khong hiéu qua véi dai thao duong typ 1.
Nhom 4: Phong bé enzym phan giai carbonhydrat: Acarbose, miglitol.
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* Phoi hgp thudc trong diéu tri dai thao dwong typ II:
- M6i phat hién bénh: Udng don doc thudc nhoém 2 (Metformin).
- Phéi hop thude kich thich té bao B véi thude ting hoat tinh insulin.
- Két hop thudc wrc ché phan giai carbonhydrat (acarbose) dé ngin ngira ting ndng do
glucose/mau sau bira an.
Két hop ché d6 an kiéng phu hop, hy vong hdi phuc tuyén tuy.
* Mot s6 thudc:
Insulin
Nguén goc va diéu ché:
1. Bong vat: Tir tuyén tuy bo, lon, clru > bién d6i — insulin cho ngudi.
2. Cay gen tao insulin ctia ngudi vao E. coli, 1én men vi sinh san xuat.
Insulin tao ra bang k¥ thuat gen pht hop v6i ngudi hon.
Insulin nguoi: La protein, ptl: ~ 6000
Cdu trac: Hai chudi peptit A va B, lién két qua hai cau disulfit (-S-S-);
1 cau disulfit ndi mach A.
Céc cau disulfit quyét dinh hoat tinh sinh hoc cta insulin.

Gly
Ile
Val
™ | 578 Chudi A
GIn.Cys.Cys.Thr.Ser.Ile.Cys.Ser.Leu. Tyr.Glu.Leu.Glu.Asn. Tyr.Cys.Asn
S S
N S S
Irlis.Leu.Cys.Gly.Ser.His.Leu.Val.Glu.Ala.Leu.Tyr.Leu.Val.(ljys
Gln Chubi B Gly
Asn Insulin nguoi Glu
Val Ars
Phe |

Thr.Lys.Pro. Thr.Tyr.Phe.Phe.Gly

Cac dang insulin dwoc dung:
1. Insulin két tinh: Chira 0,5% Zn. Hoat lyc (khan) > 26 Ul/1 mg (USP).
2. Insulin vé dinh hinh: Thoi han tac dung ngan.
Tinh chdt: Bot mau tring. Khong tan trong nudc, ethanol va ether;
tan trong acid vo co lodng va hydroxyd kiém lodng (phan huy).
Dinh tinh: Phan img cua peptid. HPLC (dinh tinh va dinh lugng).
Thik tinh khiét: Ham luong Zn: < 1,0% (pho hap thu nguyén ti).
Khong chira pro-insulin (chit gay di tng).
Tdc dung: Duy tri 6n dinh nong do glucose/ mau bang:
Tao glucogen ¢ co, tang ti€u thu glucose.
Uéng bi tiéu hoa mat tac dung; tiém dudi da hi¢u qua nhat.
Chi dinh: Dai thao duong typ 1.
Cép ctru dung loai tac dung nhanh; duy tri dung loai tac dung kéo dai.
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1. Insulin tac dung nhanh: Tac dung sau tiém 30 phut, kéo dai 12-16 h.

- Dung dich insulin trung tinh, tiém: 40; 50; 100 va 500 Ul/ml.

- Hon dich insulin-Zn (0,12 mg Zn/100 UI): 40; 80 va 100 Ul/ml.
Nguoi 16, tiém dudi da trude dn 30 phat: 15-20 UL/lan; 2 14n/24 h.
Tang lidu 2 UI/24 h — mirc glucose /mau vé binh thudng.

2. Insulin tac dung kéo dai:
- Hon dich insulin-Zn két tinh trong dém pH 7,2: 40; 80 va 100 Ul/ml.
Phat huy tac dung sau tiém 4-6 h, kéo dai 36 h.
Nguoi 16n, tiém dudi da 10-20 Ul/1an/24 h; c6 thé dén 80 UL/24 h.
Tdc dung KMM: Di ing c6 thé xay ra vi insulin 1a ché pham protein.
Chéng chi dinh: Di ing véi insulin.
Bio qudn: Dé & nhiét 46 2-8°C; tranh anh sang.

Glibenclamid

Cong thirc: Cy3H28CIN3OsS ptl : 494,0
O\\S//O i /O
\N/\N

Tén KH: 1-[[4-[2-[5-(Cloro-2-methoxybenzoyl)amino]phenyl]sulphonyl]-
-3-cyclohexenylure
Tinh chdt: Bot két tinh mau trang. Kho tan trong nudc; tan nhe trong ethanol.
Dinh tinh:
- Bo nhiét dd nong chay: F = 168-174° C.
- Hap thu UV: Amax 275 va 300 nm; E(1%, 1 cm) 27-32 va 61-66.
- Pho IR hodc SKLM, so véi chuén.
Dinh lwong: Acid-base/ethanol; NaOH 0,1 M; phenolphtalein.
Tdc dung: Kich thich té bao B tuyén tuy tang tiét isulin. Th. hé IL
DPH: Ubng dé hap thu, tac dung kéo dai.
Chi dinh: Dai thao duong typ 11
Nguoi 16n uéng sau an: Liéu dau 2,5-5 mg/lan/24 h; sau 7 ngay tang lidu; toi da 15 mg/24
h.
Dang bdo ché: Vién 2,5 va’5 mg.
Bdo qudn: dung trong bao bi kin.

Glipizid
Tén khac: Glydiazinamide
Cong thirc: C21H27NsO4S  ptl: 445,5
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—N
Me —<\ />— CONH— CH2CH2—©— SO,— NH— ¢= NH—<:>
N o)

Tén KH: 1-Cyclohexyl-3-{4-[2-(5-methylpyrazin-2-carboxamido)ethyl]
benzensulphonyl}urea
Tinh chdt: Bot két tinh mau tring.
Khong tan trong nudc, alcol; tan trong cloroform, kiém loang.
Tdc dung: Kich thich tuy tiét insulin, ha duong huyét. Thé hé 1L
Ubng d& hap thu. Kéo dai tac dung > 24 h.
Chi dinh: Pai duong typ I1. Nguoi 16n udng trudce an:
Khoi dau 2,5-5 mg/1an/24 h; ting dan dén 10 mg/lan; 2 1an/24 h.
Néu chua hiéu qua, uéng kém thudc biguanid (metformin).
Dang bao ché: Vién nén 5va 10 mg.
Tdc dung KMM: Chung cta thudc sulfonyluré, muic do thap.
Chéng CP: Dai thao dudng typ I; suy gan, than; suy tim; thiéu mau.
Thdn trong: Phu nir mang thai va ky cho con bu.
Bdao quan: Tranh anh sang.

Repaglinid
Cong thirc: (Me),CH COOH
Ca7H3sN204 ptl : 452,59
“OEt

Tén KH: Acid 2-Ethoxy-4-
-[[1-(o-piperidinophenyl)-3-
-methylbutyl]carbamoyl-
-methyl] benzoic

Tinh chét: Bot mau tring duc. Tan trong methanol.

Tdc dung: Thubc chong dal thao duong khong sulfonyluré.

Kich thich té bao B tuyén tuy ting tiét insulin.
DDPH: Ubng d& hap thu; ti2 = 1 h; kéo dai hon véi ngudi suy gan, thin.
Chi dinh: Dai thdo duong typ II.
Nguoi 16n, udng trude dn 30 phat, 0,5-2 mg/lan; sau 1-2 tuan c6 thé diéu chinh ting liéu t6i
4 mg/lan; ti da 16 mg/24 h.
Khi dung repaglinite don doc kém hiéu qua, udng kém metformin.
Tac dung KMM:
- Ha duong huyét qiia muc; dau khép; ting men gan (hai gan).
Chéng chi dinh: Bénh gan, di ing thudc.
Bdo qudn: Pung trong bao bi kin.
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Metformin hydroclorid
Cong thirc: (D/c biguanid) _H
C4H1Ns .HCI ptl: 165,6 MepN\ N~ N2
Iy w -HQ

Tén KH: 1,1-Dimethylbiguanid hydroclorid
Diéu ché: Ngung tu dimethylamin véi dicyandiamin.
Tinh chdt: Bot két tinh mau tring. D& tan trong nudc; tan nhe trong ethanol.
Dinh tinh:

- Phan Ung cua ion CI".

- Phot IR hoic sic kY, so voi chuén.
Dinh lugng:

1. Acid-base/acid formic + acetonitril; HCIO4 0,1 M; do dién thé.
2. QF UV: bo ¢ 232 nm (nudc); E(1%, 1 cm) 798.

Tdc dung: Tang tiéu thu glucose/méu lam ha dudng huyét. ti» 1,5-4,5 h.
DPH: Hép thu cham, khong hoan toan khi udng; thiic an can trd.

Thai trir qua nudc tiéu khong chuyén hoa.
Chi dinh: Dai thao duong typ II. Nguoi 16n udng lic an.

500 mg/lan; 3 1an/24 h. Diéu chinh ting li¢u dan, t6i da 3 g/24 h.
Dang bao ché: Vién 500 va 850 mg.
Tdc dung KMM: tc ché phtc "yéu té néi-vitamin Bi2", gy thiéu mau.
Chéng CP: Thiéu nang than, thiéu mau, suy tim.
Bdo quan: Tranh anh sang.
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BAI 7: KHANG SINH - KHANG NAM

MUC TIEU

Kién thirc

1. Trinh bay duoc phwong phap tong hop va diéu ché cac khang sinh.

2. Trinh bay duoc tinh chét ly hoa cua cac khang sinh

3. Trinh bay dugc co ché tac dong, chi dinh, phd khang khuan, tac dung phu cia cac
khang sinh

4. Trinh bay dugc cac ndi dung can khao séat khi nghién ciru vé 1 san phiam hay nguyénliéu
héa Dugc

5. Phan loai dugc cac thude khang nam

6. Trinh bay duoc cau trlc, tinh chat 1y hda, chi dinh diéu tri, tic dung phu cua Céc
thudc khang ndm

Ky nang

1. Van dung dugc cac tinh chat Iy hoa vao kiém nghiém, tong hop mot s6 khang sinh
thong thuong

2. Nhan dang duogc cu tric hda hoc cua cac thude khang sinh, khang ndm

3. Huéng dan st dung duge mot sd thude khang sinh, khang ndm thong dung

Théi do

1. Cé thai d6 tich cuc nghién ctru tai liéu va hoc tap tai 16p.

2. Nhén thirc duoc tAm quan trong ctia mon hoc dbi véi thue hanh nghé sau nay.

NOI DUNG
1. DAI CUONG
1.1. So lwge lich sw

tinh co phat hién thay cac soi ndm Penicillium notatum tao ra ving vo khuan trong dia thach moi
truong nudi cdy tu cdu vang. Fleming cho rang ndm Penicillium tao ra chat diét vi khuan va goi
chat d6 1a penicillin. Nam 1938, nhom nghién ciru Florey va Chain (M) da san xuit thanh cong
penicillin G va dua vao diéu tri. Theo hudng nghién ctru ciia Fleming va Florey-Chain cac nha

Ky nguyén thudc khang sinh bat dau tir 1929, khi Alexander Fleming, bac sy ngudi Anh,

nghién ctru tiép sau di tim ra va dwa vao st dung rong rii cac loai khang sinh nhu ngay nay.
1.2. Dinh nghia khang sinh:

"Khdng sinh la nhitng hop chdt c6 nguon goc vi sinh vit, ban tong hop hodc téng hop, c6

tdc dung diét hoac kim ham su phat trién cua vi khudn véi néng do rat thcfp "
1.3. Phéan loai khang sinh:

Dua vio cu triic hoa hoc, phén chia cac khang sinh thanh nhom sau:
- Beta-lactam, gdm: Penicillin, cephalosporin
- Aminoglycosid (aminosid)
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- Tetracyclin

- Chloramphenicol va dan chét

- Macrolid

- Lincosamid

- Rifamycin

- Quinolon

- Polypeptid va glycopeptid

- Sulfamid

Ngoai ra con c6 khang sinh chéng ndm, chong ung thu. Cac loai khang sinh nay trinh bay &
cac bai tuong Ung.
1.4. Danh gia hoat lyc khang sinh:

C6 hai kiéu tinh hoat lyc ctia cac ché pham khang sinh:
a- Tinh bang don vi quéc t¢ (Ul = Unité internationale), vi dy:

- Penicillin G, thir trén tu cau vang:

1Ul = 0,6 pg penicillin G natri tinh khiét, hay 1mg penicillin G natri twong duong 1667 UI;
1Ul = 0,627 pg penicillin G kali tinh khiét.

- Spiramycin: 1 mg spiramycin dugc dung tuong tng 3200 UI.
b- Tinh bang don vi khoi lwong théng thuong (mg, g...):

Nhiéu KS thién nhién va BTH, vi du: Amoxicillin 500 mg,...
2. NHOM BETA-LACTAM

- Céc penicillin

- Cac cephalosporin

- Beta-lactam don vong (monobactam,...)
Céu triic: Co so 1a vong azetidin-2-on, goi 14 beta-lactam.

o B _HZO ] 3 2 -
HOOC- CH2-CH2-NHy ——> 4

Acid B-aminopropionic o NH

Vong B-lactam

4,——NH 7 N 2 7
4 O AN 0 |
Monobactam Khung penam Khung A3-cephem
(p-lactam) (azetidin-2-on + thiazolidin) (azetidin-2-on +
dihydrothiazin)
Céc Penicillin Céc Cephalospo*in
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So @6 1.1. Cdu tric khung KS -lactam
KS beta-lactam BTH bién déi khung:
- Thay S bang O: Cac khung oxapenam va oxacephem
- Thay S bang C: Céc khung carbapenam va carbacephem
2.1. Céac penicillin
La dan chat acyl hoa cua acid 6-amino penicillanic (A6AP):

Cong thirc chung:
R— CO+NH S |
S 1 4 1
— ' 6 5 CH3:
Goc acyl )4 |
1 7 ] \CH 1
— N 3!
o N P O | :
Penam ' CooH
| <---m- - A6AP ------ >

Cdu triic gom:
- Acid 6-amino penicillanic (A6AP) khung penam.
- Mach ngang -CO-R: A6AP amid hoa véi acid carboxylic.
Céc penicillin khac nhau ¢ goc thé R, vi du (bang 1.1.)

Bang 1.1. Goc thé R ciia mét s6 penicillin
Tén penicillin R

Penicillin G @—CHQ—
Penicillin V Q—O—CHQ—
Amoxicillin HO—@— CH—

NH,

2.1.1. Phuwong phap san xuit khang sinh penicillin:
P.P.1-Vi sinh: Nudi cay Penicillium notatum hoac Penicillium chrysogenum; thu penicillin G hoéc
V.
P.P.2- Bdn tong hop (BTH): Qua cac cong doan:

1. Thuy phan enzym penicillin G thu A6AP:

Thity phan chon loc nhém - CONH- (mach ngang) bang enzym acyclase (phan 1ap tir ching

VK Escherichia hoic Alcaligenes), trong diéu kién thich hop. Tach lay AGAP.

2. Acyl hod A6AP voi acid carboxylic thich hop.

H H HoH
i _-S R—CONH_ 7
HoN( ; Me N Me
7 R—COCI V4
" Me “Me
L N
O/ N [aH N(GHs), O/ [aH
A6AP ‘COOH KS penicillin COOH
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So d6 1.2. Ché tao cdc penicillin BTH
2.1.2. Phan loai: Cac penicillin dugc chia ra 3 nhom: I, II va III.
* Penicillin nhom |
Penicillin thién nhién: Penicilin G (benzylpenicillin), Penicilin V (phenoxybenzylpenicillin).

Duwong dung:

- Tiém IM, truyén: Penicillin G natri (kali).

- Udng: Penicillin V va din chat.
Tac dung KMM:

- Di (mg thuong xuyén va ning, phai thir (test) trudce khi tiém du lidu.

- Tiém bép dau; tiém tinh mach c6 thé viém mach mau.
* Penicilin nhom 11: C&c penicilin BTH.

Chat dau tién 13 meticillin, voi dic trung 13 khang Blactamase, nén nhom nay con dugc goi
la ""nhom M"". H H
Cong thirc chung penicillin: :

e e : R— CONH——
- Cac chat khac nhau 6 R. - Me
- R 1a cac gboc cong kénh. o~ N " Me

" COOH
Tén penicillin R
"""""""""""""""""""""""""""""" OMe
- Methicillin ®_
X ~OMe

- Céc isoxazolylpenicillin: @ I
o

Bang 1.3. Danh muc cac isoxazolylpenicillin

Tén penicilin X Y Duong dung L. dung (NL)
Oxacillin -H -H | Udng 1 g/lan/12 h
Cloxacillin -Cl -H | Ubng, IM, IV | 250-500 mg/6 h
Dicloxacillin -Cl -Cl | Ubng 250 mg/6 h
Flucloxacillin -Cl -F | Udng, IM 250 mg/6 h

Phé tic dung: Nhu penicilin nhém I, hi¢u luc voi lién cau thép hon.
Duwoc dong hoc:
- Khéng Blactamase (do gbc R cong kénh).
- Trir meticillin can tiém IM; céac penicillin khang acid nén udng duoc.
- Thoi gian ban thai: ti2 ~ penicilin nhom 1 (=1 h).
Chi dinh: Thay penicillin nhém I d4 bi vi khuan khang.
Tdc dung KMM: Meticilin gay viém than, chay mau tan huyét, giam bach cau.
Céc d/c oxacillin gan halogen doc v6i than kinh, than va gan.
* Penicilin nhom 111: Penicillin BTH, chia thanh 4 phan nhém:
Nhém 1. Aminopenicilin

Ar— CH—
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Cong thire chung penicillin, R =
vo1 R chira nhom amin -NHo.

Bang 1.4. Danh muc va duoc dong hoc cac aminopenicillin

Tén penicillin ti2 (h) Hap thu P. ding | Liéu ding (NL)
Amoxicilin >1 >90% | Ubng,IM |500 mg/12 h
Ampicilin >1 30-40% | Ubng,IM | 0,25-1g/6h
Pivampicllin ester ctia ampicillin | Uong 500 mg/12 h

Phé tdc dung: Nhu penicillin nhém I va II; mé rong hon sang VK gram (-).
Chi dinh: Nhiém VK gram (+): Tu cau vang, bach hau.
Nhiém VK gram (-): E.coli, Shigella, Salmonella, H. influenzae...
Amoxicilin dic hiéu chéng viém da day do H. pylori.
Tac dung phu: Thuong xuyén di irng (chung cua khang sinh -lactam).

Nhom 2. Carboxybenzylpenicilin

Cong thirc chung penicillin, R = Ar— |CH_
v6i R chta nhom — COOH COO—Z
Bang 1.5. Thudc phan nhém carboxybenzylpenicillin
Tén penicillin z Ar P. ding Liéu ding
Carbenicilin Na* -Ph | IM, truyén
_ B U . 3-4 g/4-6 h;
Ticarcilin Na* S IM, truyén

Phé tic dung: Nhay cam:
- VK gram (+): Tuong ty penicillin G; hiéu luc thap hon.
- VK gram (-): Mo rong ~ ampicillin, dac hi¢u tri Ps. aeruginosa.
- Ticarcillin, carbenicillin khong bén trong acid, chi tiém IM hodc truyén.

Nhom 3. Ureidopenicilin:
Cong thire chung penicillin, R= @— (le—
v61 R chira amid, chu triic Z khac nhau. NH CO—7,

Danh muc: Apalcillin, mezlocillin, azlocillin, piperacillin
Pdc diém tac dung va DDH:
- Bi enzym f-lactamase phan huy.
- Nhay cam VK gram (-), dac biét Ps. aeruginosa (piperacillin).
- Khong nhay cam tu cau vang va lién cau.
- Thudc tap trung cao & gan, mat, than (thai trir). tiz > 1 h.
Chi dinh: Nhiém khuan nhay cam ¢ gan, mat va tiét niéu.
Tdc dung phu (ngoai di tmg): Huyét khdi, giam bach cau; doc v6i gan, than.

Nhom 4. Amidinopenicilin H W
O 1
o

~—N




Cong thirc chung:
(Mach ngang R khong c6 -CO-)

Danh muc: Mecilinum: R = Na
Pivmecilinam (ester mecilinam): R = -CH2-OCO-C(CHj3)2
Phé tdc dung:
- Nhay cam VK gram (-): Shigella, Salmonella,....;
- Vi khuan gram (+) khang ty nhién.
Thai trir: Qua nudc tiéu dang hoat tinh, du hi¢u lyc diét khuan; ti2 1 h.
Chi dinh: Viém dudng tiét niéu do E. coli.
Tiém IM, IV: Mecilinam natri. Ubng: Pivmecilinam (ester ctia mecilinam)
2.1.3. Pic diém ly-hoa tinh penicillin:
Hinh thé: Bot mau tring. mui dic trung penicillin.
Dang acid (nhdm -COOH ty do):
- Tao mudi Na, K tan trong nudc; dung pha tiém.
- Tao mubi voi cac base (procain, benzathin...), khong tan trong nuéc:
- Tao ester v6i alcol, phenol: Udng, giai phong cham hoat chat.

hiéu luc cao tri E. coli.

vong f-lactam khéng bén: Bi mo vong tir pH > 8:

H S
H,oN
R—CONH— _ Me
/Me ¢ AR
HN "Me
- N > N

¢ [ o =0 T
" COOH

Acid penicilloic co
OH -

Phan vrng mau phén biét cdc penicillin va cephalosporin:
Tién hanh: 2 mg/6ng nghiém, thém 1 giot nudc 1am am;
Thém 2 ml TT formaldehyd/H2SO4 96%, tron déu: Xem mau.
Pit dng nghiém vao cach thuy 100° C; quan sat d6i mau /1 phut.
Bang 1.6. Thay déi mau cua cdc KS béta-lactam / 1 phit

Mau penicillin thie | TT Formol/H2S04 TT Formol/H2SO4
t ° phong 100°C/1 phut

Amoxicillin Khong mau Vang sim
Ampicillin Khéng mau Vang sam
Benzathin penicillin G Khéng mau Nau do
Penicillin G Khdng mau Nau do
Cephalexin Vang nhat Vang sim
Cephaloridin bo Do nau
Cephalothin bo Do nau
Cloxacillin Vang xanh luc Vang dam
Dicloxacillin Vang xanh luc Vang
Flucloxacillin Vang xanh luc Vang
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| Penicillin V | Nau do | NAau d6 sam
2.1.4. Cac phwong phap dinh luwgng penicillin:
Phwong phdp vi sinh: Vi du: Penicillin G thir trén tu cdu vang.
Hoat lire: Tinh theo don vi qudc té (UI = Unité Internationale).
Img penicillin G natri twuong duong 1667 UI.
Phwong phap do Hg:
- Thay phén penicillin thir trong NaOH; dé ¢ t° phong trong 15 phat >
> Trung hoa bang HNOg; thém dém pH 4,6.
- Chuan do béng Hg(NO3)2 0,02 M; do dién thé; cap dién cuc Hg (I) sulfat-Pt.
Do iod xdc dinh penicillin toan phan:
- Thuy phan penicillin (nhu do Hg); Acid héa bang HCI 1N >
> Thém 10ml d.d.l2 0,01 N; day binh 15 phut.
- Chuan d6 iod du bang natri thiosulfat 0,01 N; chi thi ho tinh bot.
Cic phwong phdp vit Iy: HPLC, quang pho UV,....

2.1.5. Co ché tac dung ciia khang sinh Beta-lactam:
Khang sinh B-lactam tiép can vi khuan, rc ché tong hop vach té bao vi khuén.
2.1.6. Mt s6 thudc penicillin:
Penicillin G natri (kali)

Tén khéac: Benzylpenicillin kali (natri). H H
Cong thirc: @— CH;— CONH —:‘l/ "
e €
Ci16H17KN204S Ptl: 372,5
—~—N Me

. 0 /
Ci6H17N2 NaO4S  Ptl: 356,4 g~ "COOK (Na)

Diéu ché: Nudi cay Penicillium notatum hoac Penicillium khéc.
Tinh chdt: Bot két tinh trang, mui penicillin; hut am. D& tan trong nudc.

Dung dich d&é ¢ pH 5,5-6,0 va nhiét do 15°C, dung dugc /24 h.
Phé tac dung: Dién hinh cua penicillin nhém I: Nhay cam :

Chu yéu trén gram (+). VK gram (-): Lau ciu, mang ndo cau.
Chi dinh:

Nhiém khuén nhe va vira & duong ho hap trén do Streptococcus pyogenes

Nhiém Treponema: Giang mai, ghé coc

Dy phong tiép thém cho cac bénh thap tim, viém cau than cap.

Bénh bach hau
Bdo quan: DPé ¢ nhiét d6 thép; tranh am.

Penicillin G ¢6 thoi gian ban thai ngan, phdi tiém nhiéu lan trong ngdy. Vi vdy, nguoi ta da
nghién ciru ché tao ra cdc mudi ciia penicillin G ¢é tde dung kéo dai nhu benzathin penicillin G,
procain penicillin G v.v...

Tén KS Thoi han tac dung Liéu tiéem IM
Benzathin penicillin G 4 tuan 1,2 triéu Ul/lan/4 tuan
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Procain penicillin G 24 h 1,2 triéu Ul/1an/24 h

Benzathin Penicillin G

H H

+ +|
HN= CHa— CH,— NH HoH 4
— — CONH — T
(lin (le2 CHj; \>/ Me
L—N B Me
o~ .
H 'COO~
2

Cong thirc: Benzathin - Penicillin G (1 : 2) Ptl: 909,1
Tinh chdt: Bot két tinh mau trang. Kho tan trong nudc; tan trong ethanol.
900 mg benzathin penicillin G twong duong 720 mg penicillin G.

Duwoc dong hoc:

Tiém bap sau hon dich tao "kho", giai phong dan penicillin G vao mau; sau tiém 24 h phat
huy tac dung; kéo dai 4 tuan. Nong do penicillin G trong mau ludn < tiém penicillin G natri (kali).
Khoé tham nhap vao nao.

Diéu tri duy tri han ché s6 1an tiém penicillin G/24 h).

Chi dinh: Nhiém lién cau, 1au, giang mai (trir giang mai nio).
- Thép khép, thép tim do lién cau: Tiém bap su:
1.200.000 Ul/4 tuan, hodc 600.000 Ul/lan; 2 lan/thang.
- Ldu, giang mai: Tiém bap sau liéu don 2.400.000 UL
Cha y: Tiém penicillin G natri truéc; ké sau tiém hon dich benzathin penicillin G.
Dang bao ché: Lo bt 600.000 UT; 1.200.000 UI va 2.400.000 UI; pha khi ding.
Chéng CP: Di tng penicillin. Tiém tinh mach.
Bio qudn: Dé & nhiét 46 < 30°C.
Amoxicillin trihydrat

Cong thire:

C16H19N305S .3H20 H H S
ptl: 419,4 HO—@— CH— CONH—E"/:

Tén KH: Acid 6-[oc-D- 1|\1H2 J<.Me O
(4-Hydrophenyl)glycylamino] o N~/ Me
penicillanic trihydrat n” " COOH

Tinh chat: Bot két tinh mau tre"lng, Vi déng.
Kho tan trong nudc; tan trong acid vo co va kiém lodng (ludng tinh).
Bi phan huy & nhiét d6 > 37°C va do am cao.
Dang mubi natri dé tan trong nudc dung pha tiém.
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Pho tic dung: Penicillin nhém 111- Ph. nhém | (aminopenicillin).
Tuong tu penicillin nhom I; mé rong hon sang VK gram (-). Nhay cam véi H. pylori (vi
khuan gay loét da day-té trang).
DPH: Bén trong moi truong acid da day. T4p trung cao trong mat. Thai trir 60% qua nudc tiéu con
hoat tinh.
Chi dinh:
- Nhiém khudn mat, viém mang trong tim; chan thuong;
Nguoi 16n udng, tiém IM hodc truyén (amoxicillin natri): 250-500 mg/8 h.
Tré < 10 tudi, ubng, tiém IM hoic truyén 125-250 mg/8 h.
Tré < 3 thang tudi: Liéu t6i da 30 mg/kg/12 h.
- Nhiém khuan ho hap: Tiém IM 3 g/lan; 2 1an/24 h.
- Loét da day-ta trang: Nguoi 10n udng 1 g/lan; 2 1an/24 h; dot 21-28 ngay.
Dang b/c: Vién 0,25 va 0,5 g; Lo bot pha tiém 0,5 va 1g amoxicillin natri.
Tdc dung KMM: Di Gng; uéng c6 thé bi rbi loan tiéu hoa.
Bdo qudn: Dung trong bao bi kin; dé ¢ nhiét do thép.

* So sanh ampicillin va amoxicillin: H o H g
Ampicillin @‘ fH‘CONH—"]/ M
Cong thirc: NH, s
C16H19N304S ptl: 349,4 7 cooH

Bang 6.7. So sanh amoxicillin va ampicillin

Tén khang sinh | ti2 (h) Hd'g thu Khang Duong dung
HT (uong) acid

Ampicilin >1h 30-40% + Ubng, IM

Amoxicilin >1h > 90% + Ubng, IM

- Hiéu luc véi H. pylori: Amoxicillin >> ampicillin
* Cac chat e ché B-lactamase
Co ché vi khuén khdng cdc penicillin:

VK tao ra flactamase (vdi penicillin goi 1a cac penicillinase), 1a nhitng enzym c6 tac dung
mo vong B-lactam (mét hoat tinh):

s

R—CO—NH—G ]< S
N ~ R_CO_NH—W ](
@) HN _

: HOOC
[S-lactamase a.penicillanic
* Béta-lactamase: Phong phu vé chung loai va hoat luc.
Vi du, kiéu Amido-ester: Ar-CH,-CONH-CH,-COOR
Phdn bé: VK gram (+): Trén bé mit té bao. VK gram (-): Bén trong vo té bao.
Tdc dung: Mé vong béta-lactam ctia penicillin lam mét hoat tinh khang khuén.

109



* Chat khang B-lactamase:

Céu triic gin v6i penicillin. H X

Cong thirc chung: X=0,SvaC —_— ‘ \>_ R
Clavulanat kali: X =O; R la=CH- CH,OH 5 N
Sulbactam natri: X = SO2; R =2 (-Me) “COOH

Tdc dung: Thu hit Blactamase bao vé cho cac hoat chit penicillin.
St dung: Hién dung clavulanat kali hodc sulbactam natri cung véi penicillin ph6 rong (amoxicillin,
ampicillin, ticarcillin) dé kéo dai thoi han tac dung.

Clavulanat kali
H

H\ : o
H \> =CH— CH,OH
O/

V —N
o “COO K
Nguon goc: Tu Streptomyces clavuligerus
Cong thirc: CgHsKNOs ptl: 237,3
Tinh chét: Bot mau tring, vi dang. Tan trong nudc va ethanol.
Tdc dung: Nhay cam voi Blactamase sinh ra tir cac vi khuan gram (-) va (+): Tu cau vang,
Haemophillus, Neisseria, E. coli, Shigella...

Si dung: Phoi hop voi penicillin pho rong dé kéo dai tac dung.
Ty 1 phdi hop: Penicillin/clavulanat kali (4-5 : 1). Vi du:

Amoxicilin véi clavulanat kali: Biét dwoc Augmentin
Amoxicilin Clavulanat kali

Vién nén: 500 mg 125 mg

Vién nhai: 250 mg 62,5 mg

2.2. Cac cephalosporin ‘
2.2.1. Cau triic: Khung co ban Cephem (Xem so d6 1.1) cephalosporin thién nhién:
Cephalosporin C;

1|\TH2 H H S
CH— (CHy);~ CONH—:7—:'6/ !
COOH 8 3
N2 2\
o 4”7 > CH,—OCO CH;
|
Cephalosporin C; COOH

Nguon goc:
Tur nam Cephalosporium acremonium (1945) (trong ving cira cong nudc thai ra bién)
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Hoat tinh khéng khudn: Nhay cam véi tu cdu vang di khang penicillin G. Hoat luc thap; khong
bén trong acid — Khong dung trong diéu tri.

Cephamycin : Phat hién sau cephalosporin Ci. I|\1H2 QCH3 :
Nguon goc: T Streptomyces. CH— (CH;); CONH— -
Cong thirc chung: | 7
COOH g
O//
Cephamycin

Céc cephamycin thién nhién khac nhau Rs, Vi du:

Cephamycin A: Rz = — CH,~ 0CO— c|:= m—@—osom
OCH3

Cephamycin C: Rz = - CH20-CONH:>
So vdi cephalosporin: Cephamycin ¢ nhém methoxy (-OCHs) ¢ vi tri 7.
Hoat tinh: Hoat pho rong; hoat lyc thip — khong dung trong diéu tri.
Céc cephamycin hién dung diéu tri déu 1a cac chat BTH.
Cephalosporin BTH

R
Cong thirc chung: 7
- Cephalosporin:X = S; Ry = - H R—CONH——F7% !
Goi la céac cephalosporin thuc thu.
- Cephamycin: X=S; R7= -OCHs Z :
Lién quan cdu triic-tdc dung: O

- R: Tang hoat luc va cai thién vé DDH.
- R, X va R7: anh huong tinh khang S-lactamase.

2.2.2. Piéu ché cac cephalosporin BTH:

Cephalosporin thuc thu: Theo cac cong doan:

a. San xudt khung 7ACA:
- Nudi cdy Cephalosporium acremonium thu cephalosporin C.
- Thuy phan cephalosporin C, thu 7 ACA.
- Bién d6i Rs ctia 7 ACA — “7ACA bién d6i”, v6i Rs # -CH,0COMe.
- Acyl hoa 7 ACA va 7 ACA bién ddi Rs véi acid lya chon.

H H
7 ACA s
(Acid 7-Amino cephalosporanic) ~ H2N 7—ﬁ
8 5 3
o’ N4 cn,—oco cH;

|
COOH
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b. Acyl héa 7 ACA bang mét acid carboxylic lya chon:

BTH cephan:tycm »—N2
- Nuodi cay Strep?omyces lacta ans thu cephamycm C.
- Thiy phan -CONH- mach ngang, thu 7-methoxy 7 ACA".
- Acyl héa 7-methoxy 7 ACA’ vi mot acid carboxylic lya chon.

I
COOH

o, W
OMe N OMe S
S - N
HoNy CNy
+ R— @C! R
R
N 4 N \
4 Z \CH,0CONH, J |/ CH,OCONH,
COOH cephamycin  COOH

7-methoxy 7 ACA’

Ghi ch: Trong 7-methoxy 7 ACA: R3 = -CH2,OCONH..
7-methoxy 7 ACA' con duogc tao ra tir 7 ACA.
Cephalosporin 1-oxacephem:

- Tong hop toan phan (chu yéu). ON II_I
- Ban tong hop tir AGAP. /C_ N\ 0
2.2.3. Phan loai cephalosporin: R
Theo hoat tinh khang (diét) vi khuan chia ra 4 thé hé:
Th.hé T (CST); Th. he TT (CS T0); ¢ N \CH,0AC
Th. h¢ ITI (CS II0) Th. h¢ IV (CS V). I
COOH
* Thé he I (CS I):
Bang 1.8. Mot s6 cephalosporin thé. hé I (CS I)
Tén KS tu2 (h) Duong dung Liéu dimg (NL)
Cefadroxil 1,3 Ubng 1-2 g/24 h
Cephalexin 0,9-1,2 Ubng, IV 1-2 g/24 h
Cefalotin 0,5-0,7 AV 0,5-19g/6h
Cefapirin 0,7 \Y/ 0,5-1g/6 h
Cefatrizin Ubng 0,5-1g/6h
Cefazolin 2 \Y/ 0,5-1g/6 h
Cefradin 0,8 Ubng, IV 0,5-1 /6 h

Pho tic dung: Nhay cam:
- VK gram (+): Staphylococcus; hoat luc < penicillin; cefalothin cao nhat.
- VK gram (-): E. coli, Klebciella pneumoniae, Salmonella.
- Khdng tw nhién: Lién cau, TK mu xanh (Ps. aeruginosa).
DDH: Bi f-lactamase phan huy. tio <1 h.
DPuong ding: Tiém V. Céc a-amino-cephalosporin bén trong acid, uéng duoc
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(twong tu cdc amino-penicillin).
* Thé h¢ I1 (CS 11)

Bao gom cephalosporin thuc thu va cephamycin (Cefoxitin, cefmetazol).
Bang 1.9. Mot so cephalosporin Th. h¢ I (CS 11)

Tén thubc ti2 (h) D. dung Liéu diing (NL)
Cefaclor 0,5-1 Ubng 250-500 mg/8 h
Cefamandol nafat 1 vV 0,5-2 g/lan/4 h
Cefmetazole natri 1-1,5 1\ 0,5-1g/12 h
Cefotetan natrri 3-4,6 Y/ 1-2g/12 h
Cefoxitin natri 1 vV 1-2 g/lan/8 h
Cefprozil 1-1,4 Ubng 500 mg/24 h
Cefuroxim natri 1,2 vV 0,5-1,5 g/lan/12 h

Pho tic dung: Nhay cam:

- VK gram (-): CS II > CS I. M6t s6 nhay cam VK yém khi.

- VK gram (+): Hoat luc véi tu cau vang thap hon CS 1.
Khang ty nhién: TK mu xanh

DDH: Khang dugc f-lactamase; ti2 ~ 1 h.

Duong dung:
- Hau hét tiém IV.

- Céc carbacephalossporin udng hiéu qua: Cefprozil, cefaclor.

* Thé hé III (CS I11)

Bang 1.10. Mot s6 cephalosporin thé. hé 111 (CS IT1)

Tén thuoc tu2 (h) D. dung Liéu diing (NL)
Cefdinir 1,7 Ubng 0,6 g/24 h
Cefditoren pivaxil 1,6 Udng 0,2-0,4 g/12 h
Cefixime 3-4 Ubng 0,2-0,4 g/24h
Cefodizime natri 4 v 1-29/12 h
Cefoperazon natri 2 v 1-2g/12 h
Cefotaxim natri 1 v 19/6h
Cefotiam .HCI 1,1 v 3g/12h
Cefpodoxim proxetil 2-3 Ubng 0,1-0,2g/12 h
Cefsoludin natri 1,6 v 1,5g/6 h
Ceftazidim 1,8 v 1-39/12 h
Ceftibuten 2 Ubng 0,4 g/lan/24 h
Ceftizoxim natri 1,7 v 1-29/8h
Ceftriaxon natri 8 v 1-2 g/24 h

Pho tic dung: So bd phan ra 3 loai:
a. Hiéu luc wu thé voi Enterobacter,bi Ps. aeruginosa khang:
Cefotaxim, cefodizim, ceftizoxim, ceftriaxon, cefmeloxim
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- VK gram (-): Manh hon CS I, CS II; hi¢u luc cao v&i Enterobacte.
- VK gram (+): Hiéu luc thap véi tu ciu vang.
b. Hiéu lyc cao hon voi Ps. aeruginosa, hiéu lyc thap voi Enterobacter:
Cefpiramid, cefsulodin, ceftazidim
c. CSIII da tri: Cefotaxime, cefotiam,...
Hoat pho bao tram VK gram (-); nhay cam tu ciu vang.
DPuwong ding: Tiém IV hoic truyén.
Thudc udng tri nhiém khuan tiét niéu, ho hap gdm:
Cefdinir, cefditoren, cefetamet, cefixim, cefpodoxim, ceftibuten.
* Thé hé IV (CS 1V): Gom Cefpirom va Cefepim
Pho tic dung:
- Cefpirom: Nhay cam VK gram (-), mo rong véi tu cau vang.
- Cefepim: Tuong tu cefpirome; nhay cam TK mu xanh.
Dugc dpng hoc: t12 2 h. Ubng kém hiéu quia; chi tiém IV hodc truyén.
Thai trir qua nudc tiéu véi 80-90% khéng chuyén hoa.
Cefepim dat ndng do cao trong mat; phan bd it vao sira me.
2.2.4. Pic diém chung ciia cephalosporin:
Hip thu UV: A3- cephem cho 2 ving hap thu quanh 260 va 220nm.
Vi du: Cephalexin (natri): Amax 262 nm; Cefamandol: Amax 269 nm (nudc).
Tinh chdt héa hoc:
a. Kiém, alcol, amin pha vong p-lactam:
b. Bén véi acid: Cephalosporin > Penicillin
Do ciu tric "quyén sach" c6 goc md & cephem 133° (peni. > 90°).
c. Tinh acid: Nhdm - COOH tu do cho kha nang:
- Tao mudi dé tan trong nudc véi NaOH, KOH.
- Tao ester, amid va tao amid ndi khi Rz c6 -NHa.
Dinh tinh:
- Phan rng mau phan biét cac -lactam (xem penicillin).
- Phuong phép héa-1y: Phd IR, phd UV, Sic ky...
Dinh lugng:
1. Pinh lugng cephalosporin toan phan bang do iod (nhur penicillin).
2. Dang acid: PP acid-base/DMF; methylat natri 0,1M; do thé.
3. Cac phuong phap héa-1y: Phé UV, HPLC..., so v6i chuan.
4. PP vi sinh: Cac chung VK thu: Staphylococcus aureus, E. coli,..
Chi dinh:
CS I: Nhiém Staphylococcus: xwong, mau, da...
Tuy nhién bi penicillin nhém M, macrolid, synergistin canh tranh.
- Phong nhiém khuan trudc va sau phau thuat.
CS Il: Nhiém VK gram (-) va (+):
- NK hé hdp do H. influenzae: Cefuroxim, cefamandol.
- Lau da khang penicillin: Cefuroxim natri.
- Phong, tri NK phau thuat: Cefuroxim natri, cefoxitin natri. ..
CS I11: Nhiém VK gram (-): Lau, tiéu hoa, tiét niéu...
Mot vai thude tri nhim Ps. aeruginosa (TK mu xanh).
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CS IV: Nhiém da khuan, bao gdm duong tiéu héa; nhiém TK mu xanh.
Chéng chi dinh:
Phéi hop v6i thude ddc than: aminosid, polymycin B v.v...
Than trong khi chi dinh cephalosporin cho nguoi suy than.
Duwong dung:
- Tiém IV hodc truyén an toan nhit.
- Tiém IM rét dau, teo co; khi phai tiém IM can tiém kém thudc té.
- Ubng: Mot s6 aminocephalosporin va carbacephalosporin.
2.2.5. Mt s6 thudc cephalosporin:

Cephalexin monohydrat
Tén khéac: Cefalexin

Cong thicc: H H S
C16H17N304S .H2O ptl: 365,4 @‘ ?H_CONH;;r

Tén KH: Acid 3-Methyl-7-(cc-D- NH; -Hy0
-phenylglycylamino)-3-cephem-4- o — N/ “CH;
-carboxylic monohydrate |COO_

Tinh chét: Bot két tinh mau trang, mui dic trung. Khé tan trong nude; khong tan trong ethanol,
cloroform, ether.
Dinh tinh: Phan ing mau phan biét: Vang nhat/vang dam.
Dinh lwong: Cac phuong phap chung.
Pho tic dung: CS1 (Ph. nhom 3). Nhay cam: VK gram (+): Tu cau vang, bach hau. VK gram (-
): Lau cdu, mang ndo cau. Nhay cam cao véi H. influenzae.
DPH: Kho bi thiy phan do cau tric a-amino-, két hgp Rz = -CH,OCOCHs. Ubng dé hap thu; bén
trong acid da day. ti2 = 1 h.
Chi dinh: Nhiém khuan duong ho hap, tiét niéu va da:
Nguoi 16n ubng 1-2 g/24 h; chia 2-3 lan.
Tré em udng 25-100 mg/kg/24 h; chia 2-3 1an. Téi da 4 g/24 h.
Dang bdo ché: Vién 250 va 500 mg.
Tac dung KMM: Dde voi than, canh bao ddc gan.
Chéng chi dinh: Suy than; phdi hop véi thude doc than khac.
Bdo qudn: Dé & nhiét do thap; tranh 4nh sang.

Cefuroxim natri
Cong thire: H H

CisHisNaNaOsS  ptl: 446,4 N\ CONH
Tén KH: 3-Carbamoyloxymethyl- \ {'\I

7. _ _ 9. - - _ O
7-[2-(2-furyl)-2-methoxyiminace b, of N A \CHZO?O

-tamido]-3-cephem-4-carboxylat natri | .
Tinh chdt: Bot két tinh trang, hit m. COONa 2
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Tan trong nudc; tan nhe trong alcol. Dung dich & 2-10° C bén trong 48 h.
Dinh tinh:
- Phan tng phan biét béta-lactam: Nau nhat/nau do.
Dinh luwgng: Cac phuong phép chung.
Pho tic dung: Dién hinh CS II; Khong bi S-lactamase pha huy. Vao nio du ndng do diéu tri khi
ndo bi viém; t12 70 phat.
Chi dinh va liéu ding: Tiém IV, truyén. Liéu dung tinh ra cefuroxim: 1,2 g cefuroxim axetil va
1,05 g cefuroxim natri ~ 1 g cefuroxim
- Nhiém khudn ndng, bao gom chdn thwong:
Nguoi 16n, tiém IV cham 750 mg/8 h.
Ning: tiém t6i 1500 mg/6 h; tiép theo udng cefuroxim axetil 500 mg/8 h.
- NK dwong hé hap: Ngudi 16n tiém IV 250-500 mg/lan; 2 1an/24 h.
Tré em: Tiém 10-15 mg/kg/l1an; 2 1an/24 h; tdi da 250-500 mg/24 h.
- Viém mang ndo: Tiém IV 3 g/8 h.
Tré em, tiém IV 200-240 mg/kg/24 h; chia 3-4 lan.
- Ldu: Tiém IM sau liéu don 1500 mg/lan + udngl g probenecid.
- NK phdu thudt: Tiém IV trudc phau 1,5 g. > Hau phiu tiém 750 mg/$ h.
Dang bao ché: Lo bot pha tién 750 mg; kém 6ng nude pha tiém.
Tdac dung KMM: Tuong tu cephalothin natri.
Bado quadn: Dé ¢ nhiét d6 < 25° C; tranh 4m va anh sang.

Cefixim
Cong thirc: N H H

C16H15 NsO7S .3H20 ptl: 507,5 HN_( e coN—
Tén KH: Acid 7-[2-(2-Aminothiazol-4-yl)-2- S / 3H,0

(carboxymethoxyimino)acetamido] O=—N A\
. L OCH, CH=CH,
-3-V|nyl-’3-cepherp—4-carboxyl|,c trlh){drat NCooH oo
Tinh chat: Bot két tinh mau trang; bén/ pH acid (da day).
Tan it trong nudc; tan tu do/Me-OH; khdng tan/ethylacetat.
Pho tic dung: CS 111. Khang S-lactamase; tiz 3-4 h.
- VK gram (-): E. coli, H. influenzae, Klebsiella, 1au cau, mang nio cu..
DBH: Ubng hap thu 40-50%; hdn dich tét hon vién nén. Bén vdi acid.
Chi dinh: Nhiém VK nhay cam dudng ho hép, tiét niéu, tai giira...
Nguoi 16n ubng 200 mg/lan; 2 14n/24 h.
Tré em < 50 kg: Udng 8 mg/kg/24 h; lidu don hodc chia 2 1an.
Bdo qudn: Dé & nhiét d6 < 30° C; tranh anh sang.
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Cefepim hydroclorid
Cong thirc: OMe
C19H25CIN6OsS2 . 2HCI .H20 H S

N
NN
otl: 5715 zﬂ ] )
Tén KH: (dai) HN” g o—N _~ ND .2 HCI, H,0

(¢

|

Tinh chdt: Bot két mau tring. D& tan trong nudc. 00
Pho tic dung: Nhay cam vé6i vi khuan gram (-) va (+), bao gdbm TK mu xanh.
Duwoc dpng hoc: Ubng khong hiéu qua. ti2 2 h. Tap trung ¢ mat.

Thai trir qua nudc tiéu v6i 85% nguyén dang.
Chi dinh: Nhiém khuan toan than, bao gom dudng ho hap, tiét niéu.

Tiém IV hodc truyén; 2-3 14n/24 h.

Nguoi 16n: 1-2 g/lan. Tré em > 2 tudi: 50 mg/kg/lan.
Bdo qudn: Tranh am, tranh anh sang.
3. AMINOGLYCOSID (Aminosid)
Céu tric glycossid (heterosid): '*Genin-O-Ose""
Genin: Dén chit 1,3-diaminocyclitol:

é &
HO( ,OH HaN NH;
HO “OH Ho' “OH
OH OH
‘ ~ Cyclitol (polyalcol vong) Diaminocyclitol
GOm 3 cau trac: streptidin, streptamin va deoxy-2 streptamin.
IhIH OH rth OH
_C—HN NH—C HoN NH; H,N NH,
HoN “NH,
/ AN
HO" ™" "oH HO O no “OH
OH o OH
Streptidin Deoxy-2 streptamin Streptamin
(dideoxy-1,3
diamino-1,3 cyclitol)
HZN NH2 H2N NH2
Ose—0” ~0—0se Ose—0~ “OH
. OH ~ O—0se
Dan chat the 4,6- Dan chat the 4,5-

Ghi chl: Thé 4,6- : Pudng gin vao vi tri 4 va 6 vong deoxy-2 streptogramin.
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Déc tinh: D/c thé 4,5 > D/c thé 4,6

(khong duoc tiém) (ti€ém duogc)
DPuong (Ose):
+ Duong agﬁ%g canh: Ch.OH
HO-_ mzo HO_ ﬁ o (|:H2NH2
~ o]
| iy | "y m
Ho  NH, oM H,N”  OH o N, OH
2
D-glucosamin-2 D-glucosamin-3 Neosamin C
OH NH
HO-_ o HiC~ £, 02 CHyNH;,
| m 7
MWOH
H.N” OH | o o
2 NH,  OH N NH, o
Garosamin Purpurosamin Sisosamin
. . 0] 0
+Duong 5 canh:  H;C OH HOH,C ,OH
CHO
| L-streptose — D-ribose
OH OH OH OH

Pho tic dung: Nhay cam vi khuan gram (-).
Mot s6 nhay cam ddc thu:

+ Streptomycin: Nhay cam cao véi TK lao.

+ Gentamicin, tobrramycin Nhay cam tu ciu vang, TK mu xanh.

+ Paromomycin: Diét amip va tay san rudt (KST).

+ Spectinomycin: Hi€u luc cao vdi lau cau (Neisseria gonorrhoeae)
Duwgc DH: Khong hap thu ¢ duong tiéu hoa. Thai trir 70-90% qua nudce tiéu.

So d61.5. Xép nhom cdac aminosid dan chat 1,3-diaminocyclitol
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e

Streptamin  Streptidin

N

Deoxy-2 streptamin

Genin
— \
Thé 4,5 Thé 4,6
Aminosid ;| Spectinomycin Neoknycin Kanamycin
thién Streptomycin Paromomycin Gentamicin
nhién Lividomycin Tobramycin
— Ribostamycin Sisomicin
Aminosid Dihydrostreptomycin Amikacin
BTH Dibecacin
Netilmicin

Nguén goc: Tir Micromonospora (M.); Streptomyces (S.) (Xem bang 1.11)

Bang 1.11. Aminosid d/c 1,3-diaminocyclitol va ching vi sinh cho KS

Tén khang sinh

Chung vi sinh san xuat

Apramycin S. tenebrarius

Kanamycin S. kanamyceticus

Lividomycin S. lividus

Neomycin S. fradiae va albogriseolus
Paromomycin S. rimosus va chrestomyceticus
Ribostamycin S. ribosidificus

Spectinomycin S. spectabilus

Tobramycin S. tenebrarius

Streptomycin S. griseus va oliraceus
Sisomicin M. inyoensis va cyaneogranulata
Gentamicin M. purpurea va echinospora
Fortimicin M. olivoasterospora

Ghi chu: S. = Streptomyces; M. = Micromonospora;
Tac dung KMM:
- Pdc tinh ctia aminosid 1am han ché st dung:
+ Gay ton thuong than kinh thinh giac: Tiém thudc bi U tai, diéc.
+ Kinh tng, hoai tir 6ng than gay bi dai, phu.
Dan chit thé 4,5-deoxy-2 streptamin ddc tinh cao, khong duoc tiém.

- Diing

thude, gidm thi lyc...
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Vi khuin khang aminosid:
- Bi khang nhanh (c6 thé ngay tir dot diéu tri déu)
- Khang chéo gitra cac aminosid xay ra phd bién.
* Mot so ché pham aminosid:
Dén chit Streptidin:

o ~ Streptomycin sulfat
Nguon goc: Tir moi truong nudi cay Streptomyces griseus (1943)
Cong thirc: (C21H3aN7012)2 .3 H2SO4 ptl: 1457,4

NH OH \
H3C_ HoN— c HN, NH—C—NH;,

L- streptose
CH,OH | \ .3 H,SO

OH | OH 3 Moy

Streptidin

I I L-glucosamin-2
OH NHCH; )2

N

Dac diéng: Vitri 1,3 lé’guanin; 9(’) 3 trung tam base Vé 1 nhém aldehyd;. )
Tinh chat: B6t mau trang, vi dang, hit am nhanh. D¢ tan trong nudc; dung dich bi két tua lai; kho
tan trong ether, cloroform.
Héa tinh-dinh tinh:
- Pun s6i streptomycin/NaOH: giai phéng NHz (guanin).
- Pun s6i v6i thude thir Fehling: 4 Cu20 mau do nau (tinh khir).
- Bun s61 streptomycin trong NaOH, thém FeCls: Mau tim do;
phan rng mau nay ting dung thir tinh khiét bang do quang.
- Séc ky, so voi streptomycin sulfat chuan.
Dinh lugng:
- Phuong phap vi sinh: Hoat lyc > 720 Ul/1 mg.
- Ham luong sulfat: 18,2-21,5% (P.p. complexon 111, qua BaClz chuan).
- Ham lugng streptomycin B < 3% (HPLC).
Chi dinh:
- Phéi hop diéu tri lao, vi du: INH + Streptomycin + Rifampicin.
- Phéi hop véi penicillin G tri nhidém khuan vét thuong.
Nguoi 16n, tiém IM 1 g/lan; 1-2 1an/24 h. Tré em tiém 1/2 lidu nguoi 16n.
Dang bao ché: Lo bot pha tiém 0,5 g va 1 g; chi pha khi dung.
Tac dung KMM, CCD: Chung cua aminosid.
Bdo qudn: Tranh am; dé & nhiét do thép.
Dan chit thé 4,6 ciia deoxy-2 streptamin:
Gom: Gentamicin, kanamycin, tobramycin, sisomicin va netilmicin (BTH).

Gentamicin sulfat
Nguon goc: T moi tredong Micromonospora purpurea va M. khac.
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Hon hop cac gentamicin A, B, Cy, Cia, C2, Caa, ...
Cong thirc chung: Rs_

CH— R4
o HoN NH, o
R/ 1! \ L < R6
3 ! H,CHN
R, © oH © =

Céc gentamicin khac nhau & cac gbc Ri.6 (bang 6.12)

Bang 1.12. Nhom thé R cia cdc gentamicin

Gentamicin R1 R2 R3 R4 Rs Re
A -NH:> -OH | -OH -H -OH -H

B -OH -OH | -OH -H -NH:> -CHs

B -OH -OH | -OH -CH3s -NH: -CHs

C1 -NH> -H -H -CHs -NHCH;3; | -CHs

Cia -NH> -H -H -H -NH> -CHs

C -NH> -H -H -CHs -NH> -CHs

) Caa -NH:> -H -H -CHs -NH: -CHs

Ghi chi: ) Gentamicin Caza 14 dong phan khong gian ctia C2 & vi tri 6.
Ché pham dwoc dung: Mubi sulfat hdn hop gentamicin Ci, Cia, C2, Caa.

Goi chung la Gentamicin sulfat.
Tinh chdt: Bot két tinh mau trang. Dé tan trong nudc.
Dinh tinh:

- Cho mau tim v6i ninhydrin (chung cua aminosid).

- Phan g ctia ion SO4%".

- Sic ky: Cho cac vét tuong tng voi gentamicin sulfat chuan.
Dinh lugng:

- Phuong phép vi sinh hoac HPLC. Hoat lyc 590 UI/1 mg.

- Ham luong S04 32-35% (p.p. complexon, qua BaCl chuan).
Pho tic dung:

- Nhay cam hau hét VK gram (-); dic biét véi Ps. aeruginosa.

- VK gram (+): Nhay cam tu ciu vang.

- Khang ty nhién: Lién cau.
Chi dinh: Tiém IM hodc truyén. Dot 7-10 ngay.

- NK toan than bao g6m nhiém TK mu xanh, tu cau vang.

(Thay thé hodc phdi hop penicillin tri nhim khuan vét thuong, 1au).

Nguoi 16n: 1-1,5 mg/kg/8 h; tong lidu 3-5 mg/kg/ 24 h.

Tré em: 2,5 - 3 mg/kg/12 h; tong liéu 24 h khong vuot qha lidu ngudi 16m.
Dang bao ché: Thubc tiém 40; 60 va 80 mg/dng 2 ml.
Tac dung KMM: Chung ctia KS aminosid.
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CCD: Phbi hop véi cephalosporin va thudc doc than khéc.
Bio qudn: Tranh am; dé & nhiét do thap. Thudc c6 han dung.

Tobramycin sulfat
Nguon goc: Tir Streptomyces tenebrarius odc BTH tir kanamycin B.
Céng thire: D/c thé 4,6-deoxy-2 streptamin.
(C18H37N509)2 .5 H2SO4

ptl : 1425,4 HLN— CH,

. BN _NH,
/ — 0
HO AN VR | .5H,S80,
|
NH,

OH D— Glucosamin—2

Neosamin C
Tinh chdt: Bot két tinh mau trang. D& tan trong nudc; kho tan trong alcol.
Phé tic dung: Tuong tu gentamicin sulfat.
Hoat tinh vé1 TK mu xanh: Tobramycin > gentamicin.
Chi dinh:
- Nhiém khudn toan than: Tiém IM hodc truyén; dot 7-10 ngay.
Nguoi 16n: 3-5 mg/kg/24 h . Tré em: 6-7,5 mg/kg/24 h; chia 3-4 lan.
Truyén dung dich pha trong NaCl 0,9% hoic glucose 5%.
- Nhiém TK mui xanh hoc t nhién: Xit khi dung 300 mg/12 h.
- Nhiém khudn mdt: Tra thudc nude hodc thude md 0,3%.
Dang bao ché: Thube tiém 6ng 20 mg/2 ml; 60 mg/6 ml; 80 mg/8 ml.
Thudc m& hodc dung dich nhé mit 0,3%.
Chéng chi dinh, thin trong: Tuong ty gentamicin.
Bio qudn: Dé & nhiét 46 < 15° C.
Déin chit thé 4,5 ciia deoxy-2 streptamin:
Neomycin sulfat
Nguon goc: Tir moi trudng nudi cay Streptomyces fradiae (1949).
Dang dwogc dung: Mudi sulfat ciia hdn hgp Neomycin A, B va C.
Tinh chét: Bot mau tring nga, vi dang.
Dé tan trong nudc; tan nhe trong ethanol; khong tan trong d/m hitu co.
Cong thirc: Neomycin B sulfat: C23HssNsO13 .X H2SO4

C|ZH2NH2
Neomycin A —0 HZN\‘NHZ
- Neomycin B / \O/ “OH
Ri=H \O
R;= -CH2NH °

L

/
HOH,C .
R22 /OH D-ribose

Re)—0 4  ToH
5
Ho” \OH



- Neomycin C
R1 =-CH2NH:
Ro=H
Phé tic dung: Nhay cam VK gram (-), hoat lyc trung binh véi tu cau vang. Khang tu nhién: Lién
cAu, TK mu xanh.
Chi dinh: Do ddc tinh cao chi dung ngoai hoic udng.
- Phéi hop véi gramicidin, nystatin diéu tri da nhidm da: Thue m& 3-5 mg/g.
- Lam sach rudt trude phau thuat 6 bung: Ubng 2-3 ngdy trude phiu.
Nguoi 16n, tré em > 12 tudi: 1 g/1 h; trong 4 gid; tiép sau 1 g/4 h.
Tré em < 12 tudi: 250-500 mg/lan; khoang cach udng nhu nguoi 16n.
Chéng chi dinh: Dung dudng tiém.
Bdo qudn: Dé chd mat.
4. TETRACYCLIN
Caiu triic: Gom cac khang sinh 1a dn chat octaléydronaphtacen

Octahydronaphtacen

Cong thirc chung tetracyclin
Cac tetracyclin khac nhau ¢ cac nhom thé R (1-6)
Phéan loai: (Bang 1.13)
Theo nguon goc: Tetracyclin thién nhién (TN) va ban tong hop (BTH).
Theo hiéu luc tic dung: Thé hé I va Il

Bang 1.13. Phdn logi cac tetracyclin

Tén KS Chung vi sinh Ng. goc | Th. hé tie Bén/ | Tan/

cho KS (h) acid H20
Clotetracyclin S. aureofaciens TN I 5-6 - -
Oxytetracyclin S. rimosus TN I 9 - -
Tetracyclin S. viridifaciens TN I 6-9 - -
Demeclocyclin S. aureofaciens TN I 10-17 - -
Demecyclin S. aureofaciens TN I - -
Doxycyclin BTH ] 15-20 + -
Metacyclin BTH ] -
Minocyclin BTH ] 12-20 + -

Ghi chl: Limecyclin, mepicyclin, rolitetracyclin 1a tién tetracyclin, tan /nudc.
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Tetracyclin BTH:

Bang 6.14. Mot so tetracyclin

BTH

Chuing vs cho KS KS thién nhién Tetracyclin BTH
S. rimosus Oxytetracyclin Doxycyclin
™ Methacyclin
S. aureofaciens Demecyclin ~ — % Minocyclin

Muc dich BTH: Tao ra cac tetracyclin hoat luc cao, cai thién dugc DH.

Tac dung KMM:

- Khéng sinh lién két véi t6 chirc xuong, ring giy:
+ Xin mau rang, giam lién két rang-lo1, gion xuong.
+ Can trd phat trién xuong, rang ¢ tré em, thai nhi.

- Gay sam vung da ho.

- Kich ung duong tiéu hoa; ro1 loan hé vi sinh c6 ich & rudt.
- Ton thuong gan, than do cac san pham chuyén hoa.
- Sai 1€ch cong thirc mau.

Chong chi dinh chung:

Tré em dang thoi ky phat trién xuong rang (<7 tudi).
Phu nir mang thai va ky cho con bti; thi€u nang gan, than.

Pic diém ly-hda tinh chung:

- Bt mau vang; phat huynh quang vang trong anh sang UV.
- Hap thu UV véi nhiéu cuc dai hap thu.
- Tinh khir: Khir thude thir Fehling (cho két tia Cu20 mau d6 nau).
- Ludng tinh: Dimethylamin (4) tinh base; cac nhom -OH tinh acid.
- Tao phtrc bén véi cac ion kim loai da tri: Fe®*, Zn?*, Cu?"...

+ Vi tri lién két véi ion kim loai thay d6i theo pH.

+ Pic biét voi ZnClz, mdi tetracyclin cho mau riéng:

clotetracyclin (do), oxytetracyclin (tim), tetracyclin (vang)...
- Cac tetracyclin khong bén trong khong khi, 4nh sang.

Mat hoat tinh & mai truong qua kiém hodc qua acid.

Pinh luwgng: Phuong phap vi sinh va HPLC.

* Mot so thuoc:

Cong thirc:
C22H24N20s .HCI
ptl: 480,9

Tetracyclin hydroclorid

. HCI

Nguon goc: Tir moi trudng nudi cay Streptomyces viridifaciens.
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Tinh chdt: Bot két tinh mau vang, vi ddng. Bién mau trong KK, AS.
Tan trong nude, dung dich nhanh két tia; khong tan trong nhiéu dung méi hitu co.
Dinh tinh:
- Phat huynh quang vang duéi dén UV (tdm dung dich 1én gidy).
- Tao mau v6i FeCls va H2SO4 dam dic.
- Sic ky, so voi chuan.
Dinh lwong: Phuong phap vi sinh hoac HPLC.
Pho tic dung: Nhu d3 néi & phan chung.
Chi dinh: Tetracyclin c6 phé KK rong, tri dugc nhiéu loai nhiém khuan.
Du ¢6 tac dung phu, tetracyclin van 1a thube dic tri mot s6 nhiém khuan:
- Bénh dich hach, bénh than: Udng sau an dé tranh kich tng.
Nguoi 16n: 250-500 mg/1an/6-8 h. Tré em > 8 tudi: 5-10 mg/kg/12 h.
- DUng ngoai: Boi kem 1-3% tri trimg c4; tri nhiém khun mat, da.
Dang bao ché: Vién nang 250 mg; Kem 1-3%.
Bdo qudn: Tranh anh sang.
Doxycyclin hyclat
Cong thirc: CooH24N20g .HCI .1/2 CoHs0OH .1/2 H,O - ptl: 512,9
He f, O H 3 ,N(CHz),
- : OH
"HCI . 5 H0 . CoHsOH
“CONH,

H

[0 T bul
oH ©O OH 'O

2 phan tr doxycyclin hydroclorid ngdm 1 H20 va 1 ethanol.
Nguon goéc: Ban tong hop tir oxytetracyclin.
Tinh chdt: Bot két tinh mau vang, vi déng; bién mau / khong khi.
Tan trong nudc, ethanol; khong tan trong dung méi hiru co.
Phé tic dung: Tuong tu tetracyclin hydroclorid; thudc thé hé I1.
Uu diém so véi tetracyclin:
Hiéu luc khang khuan cao hon 2 lan — giam liéu udng 24 h.
Bén trong pH acid, thoi han tac dung kéo dai (ti2 20-50 h).
Chi dinh: Nhu tetracyclin. Ngudi 16n uéng 50-100 mg/12 h.
Duing ngoai: Boi kem tri mun trimg c4, nhiém khuan da.
Dang bao ché: Vién nang 100 mg (qui ra doxycyclin base); Kem 0,5-2%.
Tac dung KMM, CCD: Chung cua KS tetracyclin.
Bido quan: Tranh &nh sang.
5. CHLORAMPHENICOL VA DAN CHAT
Chloramphenicol
Nguon goc: Nam 1947, nhom nghién ctru ngudi My phan lap tir dat ngoai 6 thu do Caracas
(Venezuela) chung xa khuan Streptomyces Sp. sinh cloramphenicol. Dit tén Streptomyces
venezueleae (xa khuan tir Venezuela).
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Phén tich c4u trac va tong hop toan phan nam 1949.
Hién san xuit bang tong hop hoa hoc. 4 OH (1)

>NHCO—CHCl,

Ciu tric: \ \
(I): p-nitrobenzen 0 N
(11): 2-aminopropandiol-1,3 / %';l)on\
(111): dicloroacetyl O,N

Tén KH: D(-)-threo -2-dicloroacetamido-1-p-nitrophenyl-1,3-propandiol. Zodc
2,2-Dicloro-N-[2-hydroxy-1-hydroxymethyl-2-(4-nitrophenyl)ethyl] acetamid

Piéu ché: Nhiéu qui trinh tong hop.
Vi du qui trinh dl tur p-nitroacetophenol (1):

N02
acetyl hoa
CH3COOH N4(CH2)6 *H
co I
H; CHzBI‘ CH2NH2 CHZNHCOCH3
N02 NO,
Thiy phan |
_HaHo (IPIO)sAl Téch doi
e
NaHCO3 IPrOH v C,H;OCOCHCI,
I I
(lj— H HO—C—H
?HNHCOCH3 H— C—NHCOCH; H—F— NHCOCHCl,
CH,OH CH,OH CH,OH
Cloramphenicol
Dong phén: Phan tir cloramphenicol ¢6 2 C®) — 4 dong phan khong gian:
NO, NO, NO, NO,
H——OH HO——H HO——H H——OH
H——Z Z——H H——2Z Z——H
CH,0OH CH,OH CH,OH CH,0OH
Cap erythro- Cap threo-

Z = Cl.CH-CONH-
Chi d6ng phan D (-)-threo (KS thién nhién) c6 hoat tinh khang khuén.
Pic diém ly-hda tinh:
1. Géc quay ciee riéng thay déi theo dung méi:
[a]o?® = +19.5° (5%/ethanol) va - 25° ( 5%/ethylacetat)
2. Hap thy UV: Amax 276-278 nm
3. Hoa tinh:Khtr hoa bang H méi sinh (Zn/HCI hodc H2SOa):
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(2). OZN_Q_ + H HoN— _— Pham mau nito

ZWHCI (mau do)

-CHCI; L Cl" : X4c dinh bang AgNO3
(Zn/H,S04)
(2). Phan tan cloramphenicol/NaOH, dun nong: Mau do.
(3). -CH20H : Tao ester véi acid — céac dan chat duoc dung.
Cac phuwong phap dinh luwgng:
a. Quang phd UV: Po & Avax 278 nm (nuéc); Eiem!%= 279
b. Po nitrit: phan tmg khir Ar-NO2 — Ar-NH; bang H (Zn/H")
Ar-NHz + NaNO; + 2HCI — [Ar-N"=N] CI- + NaCl +2 H.0
Do dién thé, cap dién cuc Pt-calomel (hoac Ag/AgCl)..
Dén chét cloramphenicol: 9
1. Thay doi con giwr hoat tinh khang khudn:
Thiamphenicol: Thay -NO; bang Me-SO2- (methylsulfonyl)
Pho tac dung gan nhu cloramphenicol; giam tic dung phu.
2. Ester héa nhém — OH cudi mach thang bang acid cho ché pham khong ding va ché pham tan
trong nudc.
* Mot s6 thudc:
Cloramphenicol dugc dung
Cong thicc: C11H,12C|N205 pt! : 323,10 o
Tinh chat: Bot két tinh mau tang, ¢6 thé anh vang, vi rat dang.
Kho tan trong nudc; tan trong ethanol, ethylacetat. ..
Chi dinh: Hoat pho rong, nhung nguy co doc tinh cao — Can sir dung hop 1y:
- Nhiém khuén dudng tiéu hoa: Ta, ly TK, thuong han....
Nguoi 16n udng: 0,25-0,5 g/lan; 2 1an/24 h. Téi da 3 g/24 h.
Tré em > 6 thang tudi udng: 0,05 g/kg/24 h.
- Viém néo do N. meningitidis (mang nio cau):
Tiém IV cloramphenicol natri succinat, liéu tinh theo cloramphenicol.
(1,4 g cloramphenicol natri succinat ~ 1 g cloramphenicol).
Tiém 2-3 ngay, tiép sau chuyén sang udng.
- Dung ngoai: Bot, kem 1% boi vét thuong; tra mét dung dich 0,4%.
Dang bao ché: Vién nén 0,25 g; Dung dich 0,4%; kem mat 1%.
Lo 1,0 g cloramphenicol (dang natri succinat) pha tiém;
Chéng chi dinh: ,
- Suy tuy xuong; roi loan cong thirc mau.
- Nhién khuan duong tiét niéu (uong kéo dai, nguy co cao suy tuy).
- Phu nir mang thai, ky cho con bu; Tré em < 6 thang tudi.
Than trong: Cloramphenicol c6 doc tinh, khuyén nén ding kéo dai. (Pot diéu tri ngan nhat c6
thé: Téi da 3 ngay lién).
Bdo quan: Tranh anh sang.
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6. Khang sinh macrolid

* Cau triic Heterosid:  Genin-O-o0se

- Genin: Vong lacton 16n, cau tao tir 12 dén 17 nguyén tir : pje

Me
QA 2 /MeO
Meo Z 7 Desosamin
" Z 7 Desosamin Me| A
S0k HO N Me
HO™ >~ Me
/ I Et O N
O i Me
0
Methymycin (12 ng. tir) Picromycin (14 ng. ttr)
Me
| .
HO, Cdc nhom thé:
CH, T CHO - hydroxy (-OH)
N .
Mycamllnose - Alkyl
- ceton (14 ng. tur
OMe 0 ( g. t)

“OCOEt Myc!alros . - aldehyd (16 ng. tir)

M
le\/Iydecamycin (16 ng. tu)

Ose: Cac duong amin 6 canh 1 phd bién

HC HC
3|

CH3 CHs OCH3
L-Mycarose L- Cladinose L- Oleandrose
1 H
(HsC)2N ~—OH A
(H3C)2N _ _
D-Mycanose D-Desosamin D-Forosamin

Pic diém ly-hoa tinh:
- Tinh base: Do cac osamin; khong than nudc; tan trong dung moi hiru co (thuan 1¢i cho
chiét suat tir dich nudi cdy vi sinh).
- Vi cac acid HCI, H2SO4 dam dac: cho mau déc trung.
- Hﬁp thu UV, diac bi¢t vong lacton 16n c6 day ndi A.
Cha y: Khong dimg pho IR vi thudng 1a cac hdn hop nhiéu dong phan.
Dugc dpng hoc: Hap thu t6t qua duong tiéu hoa.

Tap trung cha yéu & cic co quan ndi tang: gan, phéi, than, hanh nhan, tuyén tién liét; khop....
Thai tru: qua mat-rudt 70-80%; qua nudc tiéu 20-30%.
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So' @6 1.6. Phan loai cac macrolid

Genin 12 14 / 516

(ng. tr) —>» |
| | | |
KS Methymicin Picromycin Leucomycin Lankacidin

thién Erythromycin Spiramycin (genin)
nhién Oleandomycin Josamycin

-1 Lankamycin Midecamycin

TyITsin

KS Roxithromycin Roklitamycin
b:ém Clarithromycin Myocamycin
tong — |~ Dirithromycin
hop Flurithromycin

Azithromycin

Tac dung phu: ) q
- Erythromycin va d/c ¢6 anh huong xau toi chuyén hoa cta gan.
- Marcrolid 16 ng. tir déu 1a cac ché pham lanh tinh.

* Mot s6 thudc:
Macrolid 14 nquyén i

o Erythromycin
Nguon goc: Tu Streptomyces erythreus

Cong thirc:
Eryth. R1 Rz
N(CHz),
y -OH -CHs
OH HO/ o B -H -CHs
O— 1 CH C 'OH 'H
D-desosamin
"'CH3 R2
n o CHs
’O_l 2
< —OH
0 CHs

Dugc dung: Hdn hop eryth. A, B, C (chi yéu eryth. A).
T phan duong desosamin cho kha nang: Tao muoi vdi acid (do -N(CHs)a.
Tao ester véi acid (béo) & vi tri nhom -OH.
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— Cac ché pham mudi va ester ciia erythromycin:
Eryth. lactobionat (mudi)
Eryth. glucoheptonat (mudi) tan trong nudc
Eryth. ethylsuccinat natri (ester)

Eryth. ethylsuccinat (khong dang)
Eryth. stearat (ester)
Eryth. propionat (ester) khong tan trong nudc
Eryth. estolat (mudi cua ester)
Mot s6 ester ctia erythromycin khong con vi dang.
Tinh chét: Bot mau tring, vi dang. Kém bén trong pH < 4,0.
Kho tan trong nudc; tan trong dung mdi hiru co (dé chiét suat).
Dinh tinh:
- Tao mau xanh tim vo1 HCI dac.
- Sic ky, so voi chuan: Phat hién ca 3 thanh phan eryth. A, B va C.
Dinh lwgng: Phuong phap vi sinh hoac HPLC. Hoat luc: 830 UI/ mg.
Chi dinh: Nhiém vi khuan nhay cam vung chdu, h6 hap, tuyén tién liét..
Viém gan, khép do VK yém khi.
Nguoi 16n ubng 1 g/lan; 2-3 1an/24 h. TE ubng 1/2 liéu ngudi 16n.
Mubi hodc ester tinh theo liéu erythromycin.
Dang bao ché: Vién 250 va 500 mg.
Biét duwoc: Erybact 365. Thanh phan 1 géi:
Erythromycin 125 mg + Sulfamethoxazol 200 mg + Trimethoprim 40 mg
Chi dinh: Viém phé quan. Tré em udng 1-2 g6i/lan; 2 14n/24 h.
Chéng chi dinh: Bénh gan; di Gmg v&i erythromyein.
Bdo qudn: DPung trong bao bi kin.

* Cac din chit BTH tir erythromycin Tir erythromycin A gom:
Gom: Clarithromycin, dirithromycin, roxithromycin va azithromycin.

M@ hinh bén tong hop: o R,

- Céc chat BTH tur erythromycin A L [CHs
khac nhau ¢ cac nhom R1, Rz va Ra. 0 Rs

- Azithromycin: M6 rdng khung HsC OH
thém N, thanh 15 nguyén ta. H 0

O\f @ .
HsC. D—desosamin
---CHs

O — L—cladinose

HsC, o N
Erythromycin A | CHs
o]
Tén chat R1 R2 Rs
Erythromycin A =0 - CHs - OH
Clarithromycin = - CHs - OCHs
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Dirithromycin
Roxithromycin

Flurithromycin:
Azithromycin:

R1 =-NH(CH2).0(CH2).OMe - CH3

- CHs

- OH
- OH

R1: =N-OCH20(CH2)20CHz (Cy = oxim)

Erythromycin gan F (9).
Cau trac khung 15 nguyén tir.

Muc tiéu BTH: Bén / acid, udng ting hap thu, kéo dai va mé rong pho t/d.
Pho tac dung, tac dung phu: No61 chung tuong ty erythromycin.

Tuy nhién mdi chit lai c6 dic thu tac dung riéng.

Bang 1.15. Erythromycin va cdc ché pham BTH

Tén KS Liéu ding (mg) ti2 (h) Bén/ | Duong

1 lan 24 h acid ding
Erythromycin base 1000 2000 2-3 - ubng
Ery. stearat 500 1500 2-4 - udng
Ery. ethylsuccinat 400 2-4 - udng
Ery. lactobionat 500 2000 15 - tiém
Azithromycin 250 250 12-14 + udng
Clarithromycin 500 1000 4-5 + udng
Dirithromycin 500 500 8 udng
Flurithromycin 375 750 - udng
Roxithromycin 150 300 10-12 + ubng

* Mot so thudc:
Clarithromycin
Cong thirc: C3sHesNO13  ptl: 748,0
Tinh chdt: Bot két tinh mau trang hodc gan nhu khong mau.
Kho tan trong nudc; tan trong nhiéu dung méi hitu co.
Pho tic dung: Tuong tu erythromycin; cai thién DDH (xem bang 18.21)
Nhay cam dac hiéu véi H. pylori (gay loét da day-ta trang).
Dugc dpng hoc: SKD ubng ~ 55%. t1/ ~ 3-4 h; chiu pH acid da day.
Chi dinh, liéu diing:
- Viém amidan, tai giira, xoang, phé quan, da, mo mém; dot 5-10 ngay.
Ngudi 16n udng 250-500 mg/lan; 2 1an/24 h. Tré em udng 7,5 mg/kg/24 h.
- Viém loét da day- ta trang do H. pylori, udng lién tuc 14-21 ngay:
Nguoi 16n udng 500 mg/lan; 2 1an/24 h (xem bai 5).
Dang bdo ché: Vién 250 va 500 mg.
Tdac dung KMM, CCD: Tuong tu erythomycin.
Bdao quan: Tranh anh sang.

Azithromycin

Cong thirc: N(CHs),
CsgH72N2012 .2H20 ,
ptl: 785,0 oH HO! o |
1 CH3
D—desosamin
CHs




Tén KH: (dai)
. ,H,0

Nguon goc:
BTH tir erythromycin A;
mo rong vong — 15 ng. t, c6 1 N.
Tinh chét: Bot mau trang; F ~ 113° C .
Kho tan trong nudc; tan trong dung moi hiru co.
Pho tic dung: Tuong tu erythromycin.
Pdc diém riéng so véi erythromycin:
- VK gram (+): Hiéu luc véi tu cau, lién ciu: < Erythromycin.
- VK gram (-): Mo rong hon; nhay cam véi H. influenzae; E. coli; Salmonella, Shigella,
Vibrio cholera va VK gram (-) khéc.
- Vi Chlamydia trachomatis, Mycobacterium Spp.: > Erythromycin.
DBH: Bén trong pH acid da day. ti> ~ 68 h( >> erythromycin).
Sinh kha dung vién nang 40% (> vién nén). Thirc dn can trd hap thu.
Chi dinh: Nhiém khuin dudng ho hép, tiéu hoa; udng sau an 2 h:
Nguoi 16n: Ngay dau 500 mg/24 h; 4 ngay tiép: 250 mg/24 h.
Tré em > 6 thang tudi: 10 mg/kg/24 h; dot 3 ngay.
- Nhiém Chlamydia trachomatis sinh duc cép tinh: Udong liéu don 1g/lan.
Dang bdo ché: Nang 250 va 500 mg.
Bdo quan: Dung trong bao bi kin.
® Macrolid 16 ng. tir )
Nguoén goc: T moi truong nudi cay Streptomyces (S.)
- Spiramycin  tir S. ambofaciens
- Josamycin  tir S. nabonensis, S. josamyceticus
- Midecamycin tir S. mycarofaciens  cH;

Ciu triic chung: R,0. |CHO
Genin chira 2 day A luan phién. CH, N(CHs), o
"/ HO \O_ 2H 3
-~ o Jfo—L NG
12 AN CH3 CH3 OR3
D—- mycaminose
14 ‘OCH
; oR,  °
15 o

. GHs O L
Bang 1.16. Cac Macrolid 16 nguyén tur

Tén KS R1 R R3
Spiramycin | -H CHy -H
Spiramycin 11 - CO-Me AN T H

cHyTe
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Spiramycin 111 - CO-Et D-forosamin -H

Josamycin - CO-Me -H -CO-
CH>CH(CHs):
Midecamycin - CO-Et -H - CO-Et

7. Khang sinh Lincosamid
- Thién nhién: Lincomycin (1962) tir Streptomyces linconensis
- Bdn téng hop: Clidamycin (BTH tir lincomycin).

Ciu triic:

_CH; X
N X
! GHs  Lincomycin
2 6 HO—CH
\CO—NH—CH |
4
CaHy GHs . .
Acid hygric "CH—cClI Clindamycin
|
Lincomycin Clindamycin

Lincomycin hydroclorid
Cong thirc: C18H3aN206 S .HCI .H20  ptl: 461,0
Tén KH: Methyl 6-amino-6,8-dideoxy-6-[[[1-methyl-4-propylpyrrolidin-2-yl]
carbonyl]amino]-1-thio-D-erythro-a-D-galacto-octopyranoside. HCI
Tinh chdt: Bot két tinh mau trang. Dé tan trong nudc; tan trong ethanol.
Dung dich 6n dinh va bén véi nhiét. [a]p? = +135° dén +150° (nudc).
Dinh tinh: Sic ky, so v6i licomycin hydroclorid chuan.
Dinh lwong: HPLC. Ham lugng 82,5-93,0% Ci1sHz4 N2OsS (khan).
Pho tic dung: - VK gram (+); vi khuan yém khi.
-VK gram (-): Neisseria (N. gonorrhoeae, N. menigitidis).
Chi dinh: Thay thé hodc phdi hop véi penicillin diéu trj vét thuong. Viém gan, khép cdp do vi
khuan yém khi.
Tdc dung KMM: Tiéu chay do viém rudt két mang gia.
Bdo qudn: Tranh am.
8. RIFAMYCIN
Nguén goc: Rifamycin B, O, S, X tir Streptomyces mediterranei.
Pho tic dung: VK gram (+); dic hiéu tri TK lao va TK phong.
Hoat tinh thap, nhanh bi phan huy — khong st dung.
Ché pham BTH:
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Rifamycin SV natri: Tiém (IM, IV) tri nhiém tu cau: 250-500 mg/lan.
Rifampicin: Udng tri lao, phong.

Rifampicin
Tén khéac: Rifampin (M¥)
Cong thirc: Cs3HsgN4O12  ptl: 822,9
- Rifamycin SV:
R=H
- Rifampicin:

R= —CH=N—N N—CHs

Tinh chdt ly-h6a: Bot mau vang cam dén do nau; bén trong khong khi.
Dé tan trong Me-OH va cloroform; kho tan trong nudc, ethanol.
D@ bi pha huy ¢ pH acid va kiém; dung dich nudc khong bén.
Dinh tinh:
- Hap thu UV: Awax 237; 254; 333 va 475 nm.
- V6i amonni persulfat/pH 7,4: Mau dé ddm — d6 ti.
Dinh lwong: Quang phd UV, do & 475 nm.
Phé tic dung:
- VK gram (+): Tu cau vang, lién cau...;VK gram (-): Lau cau, mang ndo cau.
VK khang nhanh nén it str dung diéu tri nhiém céc vi khuan trén.
- TK lao, phong: Hi¢u luc cao, VK cham khang rifampicin.
DDH: Uéng dé hép thu, bi thirc dn can trd. tu 2-3 h. Thudc dé vao ndo khi ndo bi viém; phan bd
vao bao thai va stra me.
Chi dinh:
- Phéi hop tri lao va phong: Udng luc d6i. Nguoi 16n: t6i da 600 mg/24 h (xem phac d6 tri lao,
phong).
- Nhiém khuén da: B6i bot rifampicin truc tiép 1én vét thuong.
Dang bdo ché: Vién 150 va 300 mg.
Tdc dung KMM: ic ché chiic ning gan lam cham chuyén hoa & gan.
Chéng chi dinh, thin trong: Suy gan ning; di tmg; udng cung thude khac.
9. QUINOLON
Nguén géc:
Ra doi bat ddu tir nhan xét: 7-cloroquinolein, chat trung gian cta qui trinh téng hop thude
sot rét cloroquin, ¢ hoat tinh khang khuan.
Tién hanh cai tién 7-cloroquinolein ra doi thude khang khun quinolon.
Céu tric quinolon:
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- Vong A: Acid 1-alkyl 1,4-dihydro -4-oxopyridin carboxylic
- Vong B: Benzen hodc di vong, vi du:

Acid nalidixic (Th. hé I) Norfloxacin (Th. h¢ II)
(vong B = pyridin) (vong B = benzen)
Phén loai: Thé hé T va 1L, theo phé tac dung va hoat luc
a. Quinolon thé hé I: Vong B khong gian F (xem acid nalidixic).
b. Quinolon thé h¢ II: Vong B gan F, goi la cac “Flouoroquinolon”. (Bang 6.18)
Pho tic dung:
- Thé hé I: Nhay cam VK gram (-): E. coli, Salmonella, Shigella, Vibrio sp. , Yersinia sp.,
N. gonorrhoeae, Citrobacter, Klebsiella, Proteus, Nhay cam nhét dinh véi Ps.
aeruginosa (TK mu xanh).
Hoat lyc: < quinolon Th. hé II.

- Thé hé II: Nhay cam VK gram (-); mo rong hon sang VK gram (+): Staphylococcus, Bacillus
anthracis (TK than), Corynbacterium sp.
Hoat liec khéang khudn: > quinolon Th. hé I. Cai thién vé DPH.

Mot vai chat nhay cam TK phong, Protozoa va P. falciparum (KST sot rét).
Khéng tw nhién: Vi khuan yém khi, lién cau.
Co ché tic dung: Phong bé enzym sinh tong hop ADN vi khuan.

Bang 1.17. Thuoc quinolon

Tén thuoc / Th. hé

Chi dinh dac thu

Liéu ding (NL uéng)

Acid nalidixic / (1)

NK tiét niéu

1 g/lan; 4 g/24 h

Ciprofloxacin / (1)

250-750 mg/lan

Enoxacin / (I1)

NK tiét niéu

200-400 mg/1an/12 h

Fleroxacin / (1)

200-300 mg/1an/24 h

Garenoxacin / (I1) 400 mg/lan/24 h
Gatifloxacin / (I1) NK tiét niéu Liéu don 400 mg
Gemifloxacin / (1) Viém phé quan 320 mg/lan/24 h
Levofloxacin / (I1) 250-500 mg/1an/24 h
Lomefloxacin / (11) Tiét niéu, H. influenzae | 400 mg/1an/24 h
Moxifloxacin / (I1) 400 mg/lan/24 h

Norfloxacin / (II)

NK tiét niéu

400 mg/lan; 2 1/24 h
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Ofloxacin / (I Phong 400 mg/lan; 2 1/24 h
Pazufloxacin / (I1) 500 mg/lan/12 h
Pefloxacin / (ll) Phong 400 mg/lan; 2 1/24 h
Sparfloxacin / (1) 300 mg/lan/24 h

Tosufloxacin / (1)

300-450 mg/24 h

Chi dinh: Nhiém vi khuan gram (-): Tiét niéu, tiéu hoa, 1au.

Dot diéu tri: Chi dung quinolon lién tuc trong khéng quéa 7 ngay.

Tac dung KMM: Khi dung lidu cao, dai ngay thudng xdy ra:
- Kéo dai thoi gian dong mau; tang men gan (ddc gan).

- Thoéi héa mo sun, viém gan-khop: Nam gidi, nguodi gia nguy co hon nir.
- Xam da bt ning (nhay cam anh sang).
Chong chi dinh: Phy nir mang thai va ky cho con b{i; Tré em < 15 tudi.
Héa tinh: Tinh kht; tinh base: Tao mubi voi acid; d& tao phirc véi ion Me**.

Hdp thy UV: Cau trac quinolon hap thy UV cuong do cao.
Cac phwong phap dinh lwgng:
1. Acid-base/ CHsCOOH; HCIO4 0,1 M; do dién thé.

2. HPLC, quang phd UV...
* Mot s6 thudc:

Cong thirc:

C17H18FN3O3 .HCI. H2O  ptl: 385,8

Tén KH: 1-Cyclopropyl-
-6-fluoro-1,4-dihydro-4-oxo-7-
-(1-piperazinyl)-3-quinolein
carboxylic hydrochlorid

Ciprofloxacin hydroclorid

COOH

. HCI .H2.0

Tinh chdt: Bot két tinh mau hoi vang; bién mau do khong khi, 4nh sang.
D@ tan trong nudc, ethanol; kho tan trong nhiéu dung méi hiru co.

Phé tic dung: Quinolon thé hé II (xem phan chung).

DPH: Ubng d& hap thu (SKD 70-80%); ti2 4 h.
Thai trir nuéc tiéu 30-50% nguyén dang, da nong do diéu tri.

Thudc thAm nhap bao thai va sita me.

Chi dinh:

- Nhiém khuin duong tiét niéu, tuyén tién liét, bénh lau, viém tuy xuong....

Nguoi 16n, ung sau an 2 gio: 500 mg/lan; 2 1an/24 h.

Ning: Truyén ciprofloxacin lactat 100-200 mg/lan; 2 1an/24 h.

- Lau: Uébng liéu don 250-500 mg.

- Dung ngoai tri nhiém khuén tai, mit: Tra dung dich 0,2-0,3%.
Dang bao ché: Vién nén 100; 250; 500 va 750 mg;
Dung dich tiém (IV) 200 mg/100 ml (pha ciprofloxacin cung acid lactic).
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Tdc dung KMM, chéng chi dinh: Chung cia quinolon.
Thén trong: Ubng thudc v6i nhidu nude dé phong két tinh & dudng tiét niéu.
Bio qudn: Tranh am va 4nh sang.

Ofloxacin F

Ccong thirc: /\
C18H20FN3O4  ptl: 361,4 Me—N N—
Tén KH: (Dai) /
(Pong phan racemic) Oy \Me
Tinh chdt: Bot két tinh mau vang nhat, bién mau do 4nh sang. Tan nhe trong nudc, ethanol.
Pho tic dung: Quinolon thé hé II; nhay cam TK Hansen (bénh phong).
Duwoc dpng hoc: Sinh kha dung udng dat 100%. t12 5-8 h.

Thudc vao duogc ndo, bao thai va sita me; n6ng do cao ¢ mat.

Thai trir qua nudc tiéu 75-80% dang khong chuyén hoa.

Chi dinh:
- Viém niéu dao, tuyén tién liét; mat, dai trang; nhiém khuén da va mé mém:
Nguoi 16n ubng 200-400 mg/ 1an; 2 1an/24 h.
hoic truyén IV dung dich 0,2% trong 250 ml glucose 5%,
- HO tro tri phong: Ngudi 16n udng 400 mg/24 h.
Dang bao ché: Vién nén 200; 300 va 400 mg. Thubc tiém 4; 5; 20 va 40 mg/ml.
Tdc dung KMM, chéng chi dinh: Chung cta quinolon.
Bdo qudn: Tranh anh sang.
Levofloxacin: Pong phén ta tuyén cua ofloxacin.
Chi dinh: Tuong tu ofloxacin. Ngudi 16n ubng 250-500 mg/1an/24 h

Acid nalidixic
Biét dwoc: Negram; Nalidixin ?
Cong thirc:
C12H12N203  ptl: 232,2

N N{
CGHs

Tén KH: Acid 1-Ethyl-1,4-dihydro-7-methyl-4-oxo0-1,8-naphthyridin-3-carboxylic
Tinh chdt: Bot két tinh mau tring-vang nhat. Kho tan trong nudc; tan trong ethanol; dé tan trong
kiém lodng.
Phé tic dung: Chu yéu trén vi khuan gram (-), hoat luc thip. Ubng hp thu nhanh va gin hoan
toan; tyz 1-2,5 h. Thai trir qua nude tiéu 90% chuyén hoa. Thude vao bao thai, ndo.
Chi dinh: Nhiém khuan duong niéu, tiéu hoa (ly tryc khuén...).

Nguoi 16n udng 1 g/lan; 4 1an/24 h; dot 7 ngay.

Tré em udng (tham khao): 50-55 mg/kg/24 h; chia 4 1an. Han ché st dung.
Dang bao ché: Vién nén 0,25; 0,50 va 1 g.
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Tdac dung KMM: Chung cua quinolon.
Bdo qudn: Tranh anh sang.
1.9. POLYPEPTID VA GLYCOPEPTID
Ciu triic:

- Polypeptid: Mach peptid don thuan gom:

Bacitracin, colistin, gramicidin, polymycin B, tyrothricin
- Glycopeptid: Mach peptid gin duong: Vancomycin, teicoplanin
Polymycin B sulfat

Nguon goc: Tir moi trudng nudi cay Bacillus polymyxa

Cong thirc chung: o
Polymycin Bi: Y— DAB— Thr— DAB— DAB— DAB— Phe—xj
R,R>=-CH; X =-Leu <:\\ |—Thr— DAB— DAB
Polymycin Ba: /R
R=H; R’ =-CH; X = -Leu AR
Polymycin Ba:
R=-CH;R’=H; X=-Leu
Polymycin Bi.: DAB = acid 2,4- diaminobutanoic

R,R’>=-CH; X =-lle
Ché pham duoc dung:
Hon hop polymycin B1, B2, Bs va B1. dang mudi sulfat.
Tinh chét: Bot mau tréng duc, mui nhe dac trung.
Dé tan trong nudc; it tan trong alcol.
Chi dinh:
- Thay thé aminosid tri viém néo, tiét niéu, nhiém trung mau v.v...
NL, TE: Truyén 1,5-2,5 mg/kg/24 h (15000-25000 UI); pha/glucose 5%.
- Dung ngoai: Thudc m& phédi hop gramicidin, neomycin boi chéng NK da, mét, tai... Nong do
Polymycin B sulfat 0,1%.
Déc tinh: Dung lién tuc co tich lity thude.
Liéu cao giy doc vai than kinh, than. Nging thude s& hét.
Chéng chi dinh: Suy than, r6i loan than kinh.
Bio qudn: Tranh nhiét do cao va chét hoat dién (xa phong).

Vancomycin hydroclorid
Nguon goc: Hon hop glycopeptid, chit yéu 1a vancomycin B, tir cac chung
Amycolatopsis orientalis, Streptomyces orientalis va khac.

Cong thirc vancomycin B:  CgsH75C12N9O24 .HCI ptl: 1485,7
Tinh chdt: Bot mau tréng-néu nhat, hat 4am. Tan trong nudc, ethanol.
Pho tic dung: Nhay cam:

- Vi khuan gram (+): Tu cdu vang, lién cau....

- Vi khuén yém khi rut Clostridium difficile.
Duwoc dong hoc: t12 6 h.
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Chi dinh: Truyén tinh mach va udng.
- Nhiém khudn ndng: (nhiém tring mau,viém phiic mac, viém mang tim...do tu cau vang, lién
cau da khang penicillin).
Nguoi 16n, truyén 500 mg/6 h pha trong glucose 5%, nong d6 5 mg/ml.
Téng lidu 24 h: 1-2 g.
Dot diéu tri thy murc bénh, vi du: Viém mang trong tim truyén ti 3 tuan.
Tré so sinh va tré em, truyén 5-15 mg/kg/6-8 h.
- Viém ruét két do Clostridium difficile: Ubng dot 7-10 ngay.
Nguoi 16n: 0,5-2 g/24 h; Tré em: 40 mg/kg/24 h.chia 3-4 lan.
Dang bao ché: Lo bot pha tiém 0,5 g va 1 g. Vién 0,5 g.
Tac dung KMM:
- Truyén téc do nhanh gay d6 mit va co; tang huyét ap, triéu chimg shock.
- Gay hu than; U tai hodc diéc; udng kich tmg dudng tiéu hoa.
- Thoat mach khi tiém tinh mach s& gay hoai tir chd tiém.
Chéng chi dinh: Tiém bép; truyén ndng do thude cao voi toe do nhanh.
Nguoi roi loan thinh giac, than hu, bénh vé mau; di ung thude.
Phéi hop véi khang sinh aminosid diéu tri toan than.
Thdn trong:
Theo doi thinh lyc, chitc nang than, cong thirc mau khi dung vancomycin.
Bio qudn: Tranh am va 4nh sang.
10. SULPHONAMID KHANG KHUAN (Sulfamid)
Cong thirc chung:
H,N— — SO,NH—R

R = mach théng, di vong va #. Cac sulfamid khac nhau & géc thé R.

Vi du:
Tén sulfamid R
Sulfanilamid -H
N_/Me
Sulfadimerazin _< }
\
N \Me
Sulfaguanidin 1|TIH
—C—NH,

Hoat tinh khang Khuan:
- Kim ham vi khuén, tao thuén loi cho bach cau diét khuin
—> can tiép xuc 1au, lidu cao + hé mién dich mdéi c6 hiéu qua.
Co ché tic dung: Thuyét Woods (1940):
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Céc sulfamid canh tranh vi tri cia PAB (acid p-aminobenzoic) trong sinh tong hop acid folic
ctia vi khuan, tao acid folic gia:

OH | .
| N 1 :
Z i [
N | \—CH,+NH~— —CO-- NH—CH—CH,CH,CO0H
PAB
/K P COOH
H,N N N

. i i Acid glutamic
| :

sulfamid NHR

Vi khuan sir dung acid folic gia s& khong phat trién (nhan doi té bao) dugc.
Sulfamid nhay cam véi hau hét cac vi khuan ty tong hop 1y acid folic.
Sulfadoxin nhay cam véi ca KST sot rét.

Duwoc dpng hoc: Ubng dé hip thu & duong tiéu hoa.
Ngoai Ié: Sulfaguanidin, nhom thé R 13 guanin tinh kiém manh, khong héap thu ¢ rudt; dung diéu
trj nhiém khuan rudt hiéu qua cao.

- Dang mudi natri d& tan trong nudc, dung pha dich tra mat, thudc tiém.

Tuy nhién chi sulfacetamid natri cho dung dich bén.

Déc tinh: Licu diéu tri gan nhu khong doc vai té bao ngudi va dong vat bac cao.
Tdac dung phu:

- Di rng sulfamid, dac biét loai tac dung kéo dai.

- Két tinh & duong tiét niéu: Loai (2) c6 nguy co thuong xuyén hon.

- Udng kéo dai co thé gay rdi loan cong thirc mau (tac dong tuy xuong).
Chi dinh:

- Nhiém khuén toan than: Sulfamid tac dung kéo dai: Sulfamethoxazol.

- Nhiém khuan duodng tiéu hoa: Sulfaguanidin.

- Nhiém khudn mit: Tra dung dich sulfacetamid natri (sulfacylum).

- S6t rét: Sulfadoxin.

- Viém duong tiét niéu: Sulfamethizol

- Dung ngoai: T4t ca cac sulfamid va Ag-sulfadiazin.

Twong tac: Sulfamid va din chit PAB 1am mat hiéu luc 13n nhau.
Ly tinh chung: Bot két tinh mau trang, vi ding nhe du vi ngot.

Bién mau cham do 4nh sang, khong khi.

Do tan trong nudc: Dang acid kho tan; dang mudi natri dé tan.

Sulfamid dang acid luongz tinh: Tan trong NaOH va acid vo co.

Dinh tinh:
1. Khi H trong -SO2NHR chua thé, phan tir ¢6 tinh acid, biéu hién:

- Tan trong dung dich NaOH, tao mudi natri.

- Mubi natri tao mudi v&i cac ion kim loai, vi du:

V61 CuSO4: Ta mau khac nhau, dung phan biét cac sulfamid.
2. Phan rng dac trung ctia amin thom I: (= procain).
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3. Tinh khir (d/c cua anilin dé bj oxy héa):
Tron bot sulfamid vai kali bicromat/H2SO4: Mau xanh tim.
4. Cac phuong phéap vat Iy: Sac ky hodc phd IR, so v&i chuan.
Dinh lwong: Do nitrit (ap dung cho cac amin thom I — Xem procain).

* Mot s6 sulfamid thwong ding:

Sulfamethoxazol
Cong thirc: N _0

C10H11N303S | —CH
ptl : 253,28 HW_@_ ol /7

Tén KH: N!-(5-Methyl-3-isoxazolyl) sulfanilamid
Tinh chdét: Bot két tinh mau trang, vi ddng-ngot; bén / khong khi.
Kh¢ tan trong nudc; tan trong dung dich NaOH.
Dinh tinh: Vi CuSOs: Tao tia mau xanh lyc bén.
Dinh lwgng: Do nitrit (do nhém amin thom I)
Tdc dung: Nhay cam vé6i hau hét vi khuan.
Dung don ddc sulfamethoxazol hiéu qua hdm khuan khong cao bang phdi hop véi
trimethoprim.
DPH: Udng hap thu cham ,khong hoan toan. t1, 9-12 h.
Tham nhép té bao vi khuan cham (sau 4 h).
Chi dinh: Xem vién Co-trimoxazol.
* Biét dwoc Co-trimoxazol Vién nén.
Tén khac: Trimazon (T.M.), Biseptol, Bactrim, Trimeseptol,...
Thanh phan 1 vién: Sulfamethoxazol 400 mg
Trimethoprim 80 mg
Tdc dung: 2 hoat chét (rc ché 2 cong doan sinh tong hop acid nhan té bao vi khuan — Hiép dong
hi¢u lyc him khuan.
Chi dinh: Nhiém khuan ho hép, tiéu hoa (thuong han, ly tryc khuan...), ring miéng, tiét niéu. ..
Liéu diing: Nguoi 16n udng 2 vién/12 h. Tré em udng 1/2 liéu ngudi 16n.
Bdao quan: Tranh anh sang.

Bac-sulfadiazin

Biét duwoc: Silvirin (4n do) N—
Cong thie: HoN— _ SOZ_N_<\ )
CioHoAgN4O2S  ptl : 357,13 Lg N /

Tén KH: Nl-pyrimidinylsulfanilamid bac
Tinh chdt: Bot mau tréng anh vang nhat; bién mau cham do khong khi, anh sang.
Khong tan trong nudc; bi acid phan giai.
Tdc dung: Két hop tac dung khang khuan cta sulfamid va bac.
Hoat phé rong, dac bi¢t hi¢u qua cao trén TK mu xanh.
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Vi khuan khang bac-sulfadiazin chim do tac dung khang khuan kép.
Chi dinh: Dung kem 1%.

- Vét bong: Boi 1én vét thuong hang ngay, cho t6i khi vét thuong 1én da non.
Cha y: Khi bao ché, ta duoc va moi truong tic dong lam bién mau hoat chét. Phai chon ta dugc tro,
thém chét 6n dinh.

Tdc dung KMM: Khi diéu tri bong phai boi kéo dai va vét thuong rong:
Khoang 10% sulfadiazin, 1% Ag hip thu vao siu trong co thé.
Bio qudn: Tranh anh sang va chét oxy hoa.
* Cic sulfamid chong nhiém khudn ruét:
Gom: Sulfaguanidin, Phtalyl- (succinyl-) sulfathiazol
Sulfaguanidin

Biét duoc: Ganidan

Cong thirc: NH
C7H10N4O2S ptl : 214,24 H,N— — SO,—NH— C// H,0
Tén KH: “NH,

N-p-aminobenzensulfonyl guanidin
Tinh chét: Bot két tinh mau tring; bién mau cham do 4nh sang. Khong tan trong nudc, dung dich
kiém (gbc guanin); tan nhe trong alcol.
Dinh tinh: Cho phan ing dac trung amin thom I.
- Tron vao d.d. NaOH déc, dun séi: gidi phong NHz (Guanin thiy phan):
NH=C(NH2). + H2O — NHz + CO>
Tdc dung: Pho tac dung ctia sulfamid. Kho tan trong kiém — t6n tai 1au & rudt.
Chi dinh: Tiéu chay do nhiém khuan duong tiéu hoa.
Nguoi 16n ubng 1-2 g/lan; 3-6 1an/24 h. Tré em udng 0,1g/kg/24 h.
Tac dung KMM: Uéng thudc lién tuc gay r6i loan hé vi khuén rudt.
Bdo quan: Tranh anh sang.
11. THUOC KHANG NAM
Bénh nam ky sinh
Bénh do nim ky sinh thuong gip & ngudi lao dong trong dicu kién khi hau khac nghiét,
ngudi tudi cao, suy giam mién dich v.v....
Co quan nhiém: Mong, da va niém mac; phéi, mau, mang tim, nao...
Cic loai nim ky sinh giy bénh:
Ném biéu bi: Ky sinh da, niém mac:
Epidermophyton, Microsporum, Trichophyton, Tinea sp.
Néim men hoai sinh:
Aspergillus, Blastomyces (dermatitidis), Candida (albicans), Coccidioids (imitis),
Paracoccidioids (braseliensis), Cryptococcus (neoformans) v.v...
Ky sinh:
- Ngoai: Da, niém mac, mong, k& chan tay, rudt, am dao.
- Sau trong co thé: Mau, phdi, mang tim, ...
Thudc tri bénh nim
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Phén loai: Theo dich tac dung va cdu trac (bang 9.1).
- Thuéc tri ndm diing ngoai (bdi da, niém mac...):
a. lod va hop chdt gan iod: lod, providon-iod, clioquinol, haloprogin:
b. Acid carboxylic, muéi kim loai cua cac acid hitu co':
+ Acid salicylic va dan chét.

+ K&m propionat + K&m undecylenat
(CH3CH2CH2-COO0)2 Zn [CH2=CH-(CH)s-C0O0]2Zn
- Cac ester:
o
H,C—OCOCH; @_N_CS
X
H—\~OCOCH3 ) 0-
Hs;C
H,C—0OCOCH;
Triacetin Tolnaflat

c. Khéang sinh chong nam: Nystatin, natamycin.
d. Hop chat di vong.: Miconazol, clotrimazol, ketoconazol....
- Thuéc tri ndm diing trong (tiém, uéong):
Fluconazol, terbinafin, flucytosin, amphotericin B, griseofulvin...
Co ché tac dung ciia cac thudc chong nim:
1. rc ché enzym squalen epoxidase (SE) sinh tong hop céc sterol (ergosterol) cdu tao mang té
bao nam, kim ham phat trién ctia nam.
Hau hét thudc dang st dung tac dung theo co ché nay.
2. Phong bé sinh téng hop acid nhan té bao: Flucytosin.
3. Co ché hdn hop: Iod, formol v.v...
- Thuéc bdo qudn chéng ndm:
Céc paraben (methyl-, butyl-, propyl-) paraben, acid benzoic.
Céng dung: Ding bao vé thuc nude, thude vién, hdn dich...tranh bi nAm mdc.
Bang 1.18. Tém tit mét sé thudc chong ndm

Tén thuoc Chi dinh Dang bao ché
1. Haloprogin - Tri nam biéu bi va Candida | - Kem, dung dich 1%
2. Clioquinol - Tri ndm da va niém mac - Kem, m& 3%
3. Ciclopirox - Tuong tu haloprogin - Kem, m& 1%
4. Triacetin - Tri nAm biéu bi - M@, d.d. 15-25%
5. Zn-Undecylenat | - Tri nAm toc, ndm ban chan... | - Kem, bot 5-10%

* Ddn chat imidazol
6. Miconazol - Dung ngoai. - Kem 2%
7. Ketoconazol - Tri nAm Candida albicans | - Vién 200 mg;
Ubng, boi ngoai Kem 2%

8. Butoconazol - Tri nAm da va héc tu nhién - Kem, thudc dan 2%
9. Sulconazol - Dung ngoai diéu tri nam - Kem, bot 1%
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10. Econazol

- Dung ngoai diéu tri nam

- Kem 1%

11. Clotrimazol

- Tri nam da va hoc tu nhién

- Pan 100 mg; Kem
1%

* Dén chit triazol

12. Terconazol

- Tri ndm da va hoc tu nhién

- T. dan 80 mg; Kem

13. Itraconazol

- Udng tri nam men

- Vién nang 100 mg;

- Dung ngoai tri ndm da Kem 0,4%
14. Fluconazole - Udng, truyén - Vién 100 mg
tri nam men, nam bicu bi. - Dich truyén

* Ddn chdt pyrimidin

15. Flucytosin

- Udng di€u tri nam men.

- Vién bao 250 va
500mg

* Cac Allylamin

16. Naftifin

- Dung ngoai chong nam da

- Kem 1%

17. Terbinafin

- Udng, boi tri nam da

- Vién 250 mg; Kem
1%

* Khdng sinh chéng nim

18. Amphotericin B

- Dung trong (tiém IV) tri
nam men; ding ngoai.

- Th. tiém 50 mg/15
ml;  kem 3%

19. Griseofulvin

- Dung trong (udng) tri nAm
da; tac dung trén nim men.

- Vién boc 250 mg
- Hon dich ubng.

20. Nystatin

- Tri Candida ruot.
- Candida mong, da, am dao.

- Vién 500.000 UI

- Kem, bét: 100.000 UI

21. Natamycin

- Nam da, mat, am dao.

- Hon dich tra mat, bdi
da

* Mgt so thuoc:

Cong thirc:

C7HeO3

Tén KH:
Acid 2-hydroxy benzoic

ptl: 138,1

Tinh chdt: Bot két tinh mau trang; vi hoi ngot ndng; bién mau do khéng khi. Kho tan trong nudc;

dé tan trong ethanol.

Acid salicylic
|COOH

—OH

Hoa tinh: Tinh acid; dé bi oxy héa (do —OH phenol).
Dinh tinh: Vi FeCls 5%: Mau tim (-OH phenol).
Pho IR hodc SKLM, so véi chuan.
Dinh lugng: Acid-base (nhom — COOH) trong ethanol-nudec.
Tdc dung: Diét ndm, tiéu stng. sat khuan nhe.

Chi dinh:
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- Nam lang ben, vy nén: B6i kem 1%; dung dich ASA hoic BSI.
- Nam dau, nam toc: Xa phong goi dau 3,5%; goi 1-2 lan/ngay.
Tdc dung KMM: Kich tng da, c6 thé gdy viém da khi dung kéo dai.
Bio qudn: Tranh anh sang va khong khi 4m.
* Mt sé6 dang bao ché tiv acid salicylic:
1. Dung dich ASA. Thanh phan:

Aspirin 109
Natri salicylat 8,8¢
Cén 70° 100 ml

Hinh thirc: Dung dich khong mau; dong trong lo thuy tinh hoac lo nhuya.
2. Dung dich BSI. Thanh phan:
Aspirin 1-3¢ Acid benzoic  1-3g
lod thang hoa 2,59 Cdn 70° vd 100 g
Hinh thirc:Dung dich mau vang nau; dung trong lo thuy tinh khong mau.
Chi dinh: Chira hic 1o va ndm da khac. B6i trén vét ndim 2-3 lan/ngay.

Clotrimazol cl Ph
Cong thirc: |
—C—Ph
C22H17CIN2  ptl : 344,84 |C
(D/c imidazol) N
Tén KH:1-(o-Cloro-o,a-diphenylbenzyl) imidazole | W

Tinh chét: Bét mau tring vang nhat. N

Dé tan trong ethanol, cloroform, ethyl acetat; tan vira trong nudc.
Dinh tinh:
- Hoa 10 mg vao 3 ml acid sulfuric dac: Mau vang nhat; thém 10 mg HgO va
20 mg NaNO,, tron, dé yén: Mau vang — vang nau.
- Hap thy UV: Amax 262 va 265 nm (HCI 0,1 M/methanol).
- Sic ky hodc phd IR, so v6i chuan.
Dinh lwong: Acid-base/CH3;COOH khan; HCIO4 0,1 M; do dién thé.
Pho tic dung: Phong bé cac loai vi nAm gy bénh:
- Hau hét nAm men Candida, Malaseezia furfur...
- Nam biéu bi: Epidermophyton, Microsporum, Trichophyton, Tinea sp.
DPH: Bbi da, niém mac thudc it ngém sau.
Chi dinh:
- Nhiém nam da, mong, k& chan: Boi kem 1%; 2-3 1an/24 h.
- Nam am dao: Dat 1 vién thude dan 500 mg.
- Nam rudt: Udng 100-500 mg/lan.
Dang bdo ché: Kem 0,1-1%; Thudc dan 100-500 mg; Vién 100 mg.
Biét duoc Gentricreem: Kem 0,1%, éng 10 g.
Thanh phdn hoat chit/ 1 g cream:
Clotrimazole (trj nAm) 10,0 mg (0,1 %)
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Gentamicin sulfate (diét khuén) 1,0 mg
Betamethazone dipropionat  (chdng viém) 0,64 mg
Chi dinh: Vét thuong da nhiém da, niém mac, hdc ti nhién.
Boi vao vét thuong 2-3 lan/ngay.
Bido quan: Tranh anh sang.

Fluconazol
Cong thirc: N=\ ?H /N
C13H12F2N6O L N— CH,—C— CH,—N
ptl : 306,27 ~N e
(D/c triazol) @
Tén KH: 2-(2,4-Difluorophenyl)-
-1,3 bis(1H-1,2,4-triazol-1-yl) propan-2-ol {:

Tinh chdt: Bot két tinh mau trang. Kho tan trong nudc, ethanol.
Tdc dung: Diét nAm biéu bi va ndm men.
Phong bé sinh tong hop mang té bao nam.
DDH: SKD uéng 90%; phan bd khép dich co thé; thAm nhap nao.
t12 ~ 30 h. Thai trir qua nudc tiéu.
Chi dinh: Ubng, truyén cung liéu dung.
- Nhiém nim phdi, mau...(trong co thé) :. Ngwoi lon:
Liéu dau 400 mg; tiép dén 200- 400 mg/lan/ 24 h; dot 6-8 tuan.
- Nam da: Udng 50 mg/1an/24 h; dot 6 tuan.
- Candida albicans am dao: Udng liéu don 150 mg.
- Nam hong, rudt: Ubng 50-100 mg/1an/24 h; dot 14-21 ngay.
Tré em > 4 tuan tudi: 3-12 mg/kg/24 h. Tbi da 400 mg/24 h.
Dang bao ché: Vién 50; 100; 150 va 200 mg. Thudc tiém pha truyén.
Tdc dung KMM: Ubng gay kich ing dudng tiéu hoa; lac vi, dau dau.
Ting men gan, viém gan khi dung thudc kéo dai.
Chéng chi dinh: Phu nit trong ky cho con bu; suy gan, than; roi loan mau.
Bdao quan: Tranh anh sang.
Griseofulvine
Nguoén goc: Khang sinh tri ndm tir Penicillium (griseofulvum, patulum).
Cong thirc:
C17H17Cl0Os ptl: 352,8
Tén KH: 7-Cloro-2',4,6-trimethoxy- CH,
-6’-methyl-spiro[benzofuran-2(3H)- OCH; od

, e N /0
-1 -[2] cyclohexen]-3,4 -dion 3\
Tinh chit: L

B6t min, duong kinh hat 4 um, H3CO/ I

mau tring kem, khong mui. Cl Chs

Kho tan trong nudc; tan vira trong ethanol; tan trong dau md.
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Dinh tinh:
- Hoa tan 5 mg griseofulvin vao 1 ml H.SO4 dam dac; thém khoang 5 mg kalidicromat (b4t
min), tron déu: Xuét hién mau do vang.
- Hap thu UV: Amax 291 va 325 nm.
Dinh lwong: Quang phd UV; do ¢ 291 nm (ethanol)
Tdc dung: Kim him nim biéu bi; hoat Iyc thip v6i nAm men.
Thudc chi kim him nim nén phai udng dai ngay.
DDH: Hép thu sau uéng phu thudc cd hat:
Siéu min (® < 4 um): 100%; hat thé hon: 25-70%. t1» > 24 h.
Tap trung & 16p biéu bi, thai qua da — udng hiéu qua hon boi da.
Chi dinh: Ubng tri nAm da: Nguoi 16n: 0,5-1 g/24 h.
Tré em:: 5-10 mg/kg/24 h; udngl 1an hodc chia 2. t6i khoi (=10 ngay).
Dang bao ché: Vién 250 va 500 mg; Hon dich udng 125 mg/5 ml.
Tdc dung KMM: Giam bach cau, tiéu cau; gdy protein niéu.
Chéng chi dinh: Bénh gan, rdi loan mau va tiy xuong.
Thén trong: Pinh ky kiém tra cong thitc mau, chirc ning gan khi uéng thudc.
Bdao quan: Tranh anh sang.

Nystatin

Nguon goc: T moi trudng nudi cdy Streptomyces noursei.
Cong thirc:

HO

C47H7sNO17 ptl: 926,0 o M o
Céu trac polyen macrolid. Thanh phan chil yéu 1a nystatin Al:
Tinh chdt: Bot mau vang sang, mui dac trung; bién mau/ anh sang.
Tan rét it trong nudc; tan trong ethanol; khong tan trong ether, cloroform.
Dinh tinh: Tron 2 mg chét thtr v6i 0,1 ml HCI ddm dic: Mau nau.
- Hap thy UV: 4 Amax  230; 291; 305 va 319 nm (methanol).
Dinh lwong: Phuong phap vi sinh. Hoat tinh: 4400 -5000 Ul /1mg.
Tdc dung: Diét nAm men, c6 ¥ nghia nhat v6i Candida albicans.
DPH: Ubng khong hap thu; boi khong ngdm qua da va niém mac.
Chi dinh:
- Candida. rudt: Nguoi 16n udng 1 triéu Ul/lan; 4 1an/24 h.
- Candida 4m dao: Dit thudc dan 100 000-200 000 UI/24 h; dot 14 ngay.
- Candida méng, da: B6i kem 100.000 Ul/g; 2-3 lan/ngay.
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Dang bao ché: Kem 1 triéu UI/10 g; Vién 500.000 UL
Tdc dung KMM: Thudc it doc; udng c6 thé kich tmg dudng tiéu hoa.
Bido quan: Tranh anh sang.

N
Ketoconazol < J

Biét duoc: Fungarest; Nizoral N

Cong thirc: CH,

C26H28Cl2N4O4 Ow‘ ,,,,,, @_ a
ptl: 531,4 /\ { >
R N MeCO—N N— —OCH,~—O ./
Tén KH: (dai) N/ _ cl
Tinh chdt: Bot két tinh mau tring, khong mui; bién mau/ dnh sang.
Khong tan trong nudce; tan nhe trong ethanol va methanol.

Tdc dung: Diét da nAm: da, mong, niém mac do.... Candida albicans.
Chi dinh:

- Nam méng, da: Kem 2%; boi 2-3 lan/ngay.

- Nam da dau, ndm téc: Xa phong goi dau 1-2 %; goi 2 lan/tuan.
Dang bao ché: Kem 2%; xa phong goi dau 1-2%; Vién 200 mg.
Bdao quan: Tranh anh sang.

Amphotericin B
Nguon géc: Khang sinh polyene macrolid chdng nim tir Streptomyces nodosus.
Thanh phan chu yéu 13 amphotericin B.
Cong thirc: OH

C47H73NO17 ptl: 924,0 s _COOH

Tinh chdt: Bot két tinh mau vang cam. Nhay cam 4nh sang.
Khoéng tan trong nudc, ethanol; tan nhe trong methanol.
Tdc dung: Thubc Gc ché mang té bao nAm. Kim hdm ndm biéu bi va ndm men nhidm toan than.
Duroc ddng hoc: Ubng it hap thu; khé tham nhap vao ndo. ti2 24 h-15 ngay.
Chi dinh:
- Nam phoi va duong ho hip, ndo, mang tim, phiic mac:
Truyén dich keo phirc amphotericin B pha trong glucose 5%.
Nguoi 16n: Lidu dau 1 mg/kg/24 h; ting dan t6i 3-4 mg/kg/24 h.
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Chu y: Bé phong di timg thudc, truyén liéu thir 1-2 mg trong 10 phut. Theo ddi bénh nhan trong 30
phut. Néu an toan s& truyén du liéu dung.

- Nam ndo: Tiém thudc vao dich ndo tuy: O,25-1mg/1§n; 2-4 1an/tun.

- Candida miéng: Nhai ngdm vién 100 mg: 1 vién/lan; 4 1an/24 h.

- Candida ru6t: Udng hdn dich 100 mg/ml: 100-200 mg/lan; 4 14n/24 h.
Dang bao ché: Vién nén, vién nhai 100 mg.

Dich keo phttc amphotericin B natri cholesteryl sulfat hodc phirc khéc.

Tdc dung phu: Doc hai than; dé di tmg; giy loan nhip tim.
Bio qudn: Dé ¢ 2-8° C; tranh anh sang.
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BAI 8: THUOC TRI BENH DO KY SINH TRUNG
MUC TIEU
Kién thirc
1. Phan loai dugc cac nhom thude tac dong 18n céc loai ky sinh tring.

2. Trinh bay dugc ngudn gbc, tinh chat 1y hoa hoc, cong dung cia cac loai thude trj ky sinh
trung.

Théi do
1. Cothai @6 tich cuc nghién ctru tai liéu va hoc tap tai 16p.
2. Nhan thirc duoc tim quan trong ctia mén hoc dbi voi thuc hanh nghé sau nay

NOI DUNG
- Thuéc chong sot rét
- Thuéc tri giun, sdn
- Thuéc chong Iy amip
1. Thuéc diéu tri sot rét
* Bénh sot rét
- Do ky sinh trung (KST) gay bénh: Plasmodium (P.):
P. falciparum, P. vivax, P. malariae va P. ovale (Chau Phi)
- Vit trung gian truyén bénh: Mudi Anopheles (Ano.)
Viét Nam phat hién c6 15 loai Anopheles truyén bénh:
Ano. minimus, Ano. dirus, Ano. epiroticus (Nam bo).....
Phong va chdng sét rét van 1a muc tiéu quéc gia.
Vong doi ciia KST sot rét: Gom 2 giai doan khép kin:
S.S. vo tinh d ngudi < S.S. hitu tinh & mudi Anopheles. (So d6 8.1)

So @6 8.1. Vong doi ciia KST sot rét

2

Muoi Neguoi

Thé in (gan)

Nuwéc bot mubi ——» Mdu ngwoi ——> Gan ——> Hong ciu
(Thoa truing) Thoatring —  Thé hoa ciic — Thé phdn liét
(s.s. vO tinh) (s.s. vO tinh)

Vo hong cau

Mudi d6t ngudi Thé phan liét (mdu)
(s.s.. hitu tinh) l l
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Da day muéi Giao tir Hc lanh

A

(Giao tir) (dwe, cai)
Miéu td tom tdt so do: Tw hiiy

a. Sinh sidn vo tinh ¢ nguoi:
- Giai doan tién héng cdu:
- P. falciparum: Khong c6 thé an/gan; khong tai phat sau chita khoi.
- P.vivax va malariae: C6 thé an & gan, gay tai phat dai dang.
- Giai doan héng cau: Thé hoa cic — hong cau — thé phan liét (s.s. vo tinh)
> pha v& hang loat hong cau gay con sdt,giai phong thé phan liét / mau.
Giai doan hong cau kéo dai 48 gid vai P. falciparum, vivax (sbt cach nhat);
72 gio voi P. malariae (sbt cach 2 ngay).
> thé phan liét trong mau — giao bao (giao tir duc, céi).
Mudi dbt nguoi hiit theo giao bao; KST sinh san hitu tinh trong mudi.
b. Sinh sén hiru tinh & mudi: Mudi dét ngudi s6t rét hut mau chira giao tir; toi da day, cac giao tir
KST chui ra bam vao thanh ngoai da day, tién hanh giao hop:
Giao tir duc + giao tir cai — thoa tring — vé tuyén nudc bot mudi.
Mudi mang thoa tring d6t nguoi lai bat dau chu ky gay bénh méi.
c. Con sot rét: Vi cac triéu ching dién hinh:
- Rét run, dap chian khong hét rét.
- Than nhi¢t 40-41° C ; md hoi dam dia. Thiéu mau.
Con sbt thudng vé chiéu, tring véi cac dot hong cau bi pha v& hang loat.
- Tai phat: Gan (< 1 thang);  Xa (> 6 thang).
- S6t rét 4c tinh (thé ndo): Do P. falciparum, 1am tic cic mao mach nio;
ngudi bénh 1am vao tinh trang hon mé, dé tir vong.
* Thude diéu tri sot rét

Bang 2.1. Thuéc chong sot rét va phé tic dung

Tén thuoc Thé KST sot rét nhay cim thuéc
Hoa cuc Phan liét Thé an/gan Giao tir +
(merozoite) | (schizonte) | (hypnozoite) | (gametocyte)
Artemisinine + D/c +
Cloroquine + +
Halofantrine +
Lumefantrine +
Mefloquine +
Primaquine + + +
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Proguanil
Pyrimethamine (Pyri) +
Quinine
Sulfadoxine (Suldo)
Pyri + Suldo +
Clindamycin
Dapsone

I I S o

Ghi chu: Giao tir + : giao tir / thoa trung.
So bd phan loai thudc: Theo tac dung chia ra 4 nhom:
1. Thuéc cit con: Diét thé phan liét.
2. Thuéc chéng lan truyén: Diét giao tir va thoa tring.
3. Thuéc phong con sot: Diét thé tién hong cau.
4. Thuéc ngira tdi phdt: Diét thé an ¢ gan (tiéu thé hoa ctic P. vivax
va P. malariae).
* Mot sb phac dd diéu tri sbt rét
1. St do P. falciparum
a. KST chwa khang thuéc: Udng quinin > udng Fansidar hodc doxycyclin.
(Tré em udng clidamycin thay cho Fansidar).
b. KST khéng thuéc:Ubng artesunat > udng vién Fansidar hodc mefloquin.
c. Sot rét dc tinh: Tiém bap siu hodc tiém tinh mach quinin lidu cao odc tiém tinh mach artesunat
(thay quinin). Sau tiém hiéu qua, chuyén sang udng duy tri.
2. S6t do P. vivax
4. Ky sinh trimg chwa khang cloroguin: Ubng cloroquin hodc amodiaquin.
5. Ky sinh trimg da khdng cloroquin: Udng primaquin hodc mefloquin.
3. Phac do Iwa chon cho diéu tri sét rét & Viét nam:
- Cit con: Udng hodc tiém artesunat (khoang 5 ngay).
- Duy tri: ung primaquin phosphat t&i khi xét nghiém mau thay sach KST
(khoang 21 ngay).
Phong sot rét:
- Diét mudi va tranh mudi dét.
- Udng thude phong dang qui dinh.
* Mot so thudc:
Quinin
Nguoén goc: Alcaloid cua ciy Cinchona, dong phan ta tuyén.
Dang dwoc dung: Quinin sulfat, Quinin hydroclorid, Quinin gluconat.
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Quinin sulfat

Cong thirc:

(C20H24N202)2 .H2S04 ,2H,0
ptl: 782,9

(D/c quinolin)

.H,S04 .,H,0

2

Tén KH: bis [[5-Ethenyl-1-azabicyclo[2,2,2] oct-8-yl](6- methoxyquinolin-4-yl)
methanol] sulfat
Tinh chdt: Bot két tinh mau trfmg, Vi déng; bién mau cham do anh sang.
Tan nhe trong nudc, cloroform; tan trong hdn hop cloroform-ethanol tuyét doi; kho tan trong
ether.
Dinh tinh:
- Pho IR hoic sac ky, so v6i quinin sulfat chuan.
- Quinin/ H2S04 loang (acid c6 oxy); soi dén UV — Huynh quang xanh lo.
- P/u Thaleoquinin: D.d. nu6c + nuée Br + NHs: Mau hong — xanh luc.
Dinh lwgng: Acid-base/acid acetic khan; HCIO4 0,1 M; do dién thé.
Pho tic dung: Diét thé phan liét P. falciparum va P. vivax (cat con).
Diét thé giao tir P. vivax va P. malariae (chdng lan truyén).
DPH: Hép thu nhanh sau uéng. ti> 9-13 h.
Chi dinh: Ubng sau in; dot 7 ngay.
- Cat con sot: Nguoi 16n: 600 mg/lan; 3 1an/24 h; Tré em: 10 mg/kg/8 h.
Cép: Tiém mong thudc tiém quinin hydroclorid 0,25 g/2 ml
hodc Tiém IV rat cham quinin gluconat 0,05 g/5 ml glucose 5% (Quinoserum).
Dang bao ché: Vién 300 mg. Bd. Quinoserum.
Ngo doc quinin (Cinchonism):
- Trung binh: Gidm thi luc tam thoi, u tai, nhirc dau.
Ning: Truyén nhanh dé& giy hoang loan; tang co bop tir cung (nir).
- Thiéu mau tan huyét, giam bach cau.
Ché'ng CD: Qua man voi alcaloid cinchona; phu nit mang thai.
Thén trong: R6i loan thinh giac, thi giac; bénh mau; bénh tim-mach.
Bido quan: Tranh anh sang.
Quinin hydroclorid
C20H2aN202 .HCI .2H 0  ptl: 396,9
Tinh chdt: Bot két tinh hinh kim mau trang. Dé tan trong nudc.
Sir dung: Dung pha thudc tiém quinin; tiém cap ctru sbt rét.
Cloroquin
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Cong thirc: C1gH26CINs  ptl: 319,9
Diéu ché: Ngung tu 4,7-dicloroquinolein véi N,N-diethylamonopentylamin
(Dua theo cau tric cua quinin-D/c quinolin)
Duwoc dung: Cloroquin phosphat (hydroclorid, sulfat).
Cloroquin phosphat

Me
Cong thirc: Ci18H26CIN3 .2H3PO4 >CH—CH2CH2CH2—N<EI
ptl: 515,9 NH
Tén KH: AN - 2H3PO4
7-Cloro-4-[(4-diethylamino-
-1-methylbutyl)amino] o’ N/

quinolin phosphat

Tinh chdt: Bot két tinh trang, khéng mui, vi déng.
Dé tan trong nuéc, tan it trong ethanol, methanol.

Dinh tinh:
- Pho IR hoic sic ky, so v6i cloroquin phosphat chuan.
- Hap thy UV: Auax 220; 235; 256; 329 va 342nm (nudc).
- PO4*: Dung dich nudc cho két tia mau vang véi amoni molypdat.

Dinh lwong: Acid-base/acid acetic khan; HC1O4 0,1M; do dién thé.

Tdc dung: Diét thé phan liét P. falciparum, P. vivax; thé giao tir P. vivax.
Ubng hap thu nhanh va gan hoan toan. ti2 khoang 4 tuan.

Chi dinh: Liéu dung tinh theo cloroquin base.

- Dur phong: Udng 1-2 tuan trudc + trong khi + 6 tuan sau ra khoi ving sot rét.
Ngudi 16n: 300mg/lan/tuan. Tré em: 5-8 mg/kg/lan/tuan.
- Cdt con sét: Ngay dau: Nguoi 16n udng 600 mg; tiép theo 300 mg/6-8 h;
> ngdy thtr hai + tht ba: 300 mg/1an/24 h; trong3 ngay.

Cép: Tiém IM 200-250 mg/6 h.
Tré em udng 10 mg/kg/6 h; tiép sau ubng 5 mg/kg/6 h.
Phéi hop véi cac thude tri sbt rét khac (trir v6i quinin, mefloquin).

Tac dung KMM: Giam thi lyc, thinh lyc; loan cong thirc mau.

Chéng chi dinh: Phdi hop voi mefloquin, quinin (ting co co van dong).
Dung dong thoi voi thude chdng loan nhip tim.

Thdn trong: Suy gan, than; bénh mau; bénh tim-mach.
Theo doi thi luc, cong thirc mau khi diéu tri bé“mg cloroquin.

Bdo quan: Tranh &nh sang.

Primaquin phosphat
Tén khac: Primachin phosphate

M
Céng thirc: CisH21N30 .2H3POs ptl: 455,3 e\CH—CHQCHQCHz—NHQ
Tén KH: 8-(4-Amino-1- N
-methylbutylamin)- /ITI . 2H;3PO,
* 154
o AN

OMe



-6-methoxyquinolin diphosphat
(D/c quinolin)

Tinh chdt: Bot két tinh mau d6 cam, khong mui, vi déng.
Dé tan trong nuéc; kho tan trong ethanol.
Dinh tinh:
- Ph6 IR hoic séc ky, so v6i chuan.
- Hap thy UV: Amax 332 va 415 nm (15 mg/100 ml HCI 0,01 M)
- Kiém hoa dung dich bang NaOH loang két tiia primaquin base.
Loc loai tia. Phan dich loc cho phan tng ion PO4",
Dinh lwong: Acid-base/CHsCOOH khan; HCIO4 0,1 M; do dién thé.
Pho tic dung: Diét thé giao tir, thé ngoai hong cau P. vivax, P. falciparum.
DPH: Udng dé hap thu . ti2 3-6 h.
Chi dinh: Ubng tiép sau cit con bang artesunat; dot 14-21 ngay.
Liéu dung tinh ra primaquin base.
(13,2 mg primaquin phosphat twrong ing 7,5 mg primaquin base).
- S6t do P.vivax va P.ovale:
Nguoi 16n udng 15 mg/1an/24 h. Tré em udng 0,25 mg/kg/24 h.
C6 thé két hop véi cloroquin dé ting hiéu lyc diét KST.
- S6t do P. falciparum: Ngudi 16n uéng 30-45 mg/lan/24 h.
Dang bao ché: Vién bao 13,2 mg primaquin phosphat (=7,5 mg base).
Tdc dung KMM: Doc tinh thap. Tac dung phu c6 thé gip: Budn ndn; thiéu mau nhe,
methemoglobin, gidam bach cau hat.
Chéng chi dinh:
Suy tily va cac bénh vé mau; di ing primaquin.
Thén trong: Nguoi thiéu hut men GsDP (hong cau dé v, chdy méau kho cam).
Dinh ky kiém tra cong thirc mau; ngimg thude khi thiy xuat huyét da.
Bdo quan: Tranh anh sang.
Pyrimethamin
Cong thirc: Ci2H1sCINs  ptl: 248,7 N
Tén KH: 2,4-Diamino-
-5-(4-clorophenyl)- HZN_<\ :>_©_ “
-6-ethylpyrimidin NN N,
Tinh chdt: Bot két tinh mau tréng, khong mui; bién mau do anh sang.
Khong tan trong nudc; tan nhe trong ethanol; dé tan trong ether.
Pho tic dung: Nhay cam: P. falciparum > P. vivax.
Thé hoa ctc, thé phan liét. nhay cam nhét dinh véi thé giao tir.
Dwoc PH: Ubng d& hip thu; tap trung & gan, phoi, 14 lach. ti2 ~ 4 ngay.
Chi dinh: Udng vién phéi hop véi sulfadoxin (fansidar....)
Vién fansidar: Pyrimethamine 25 mg + Sulfadoxine 500 mg
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Phong sot rét: Mdi tudn udng 1 vién vao ngay ¢ dinh trong tuan.
Tdc dung KMM: Téc dung trén chuyén hoa folat gy thiéu mau.
Chéng chi dinh: Thiéu mau folat, suy gan; di tng sulfamid.
Dung fansidar cho ngudi suy thin, bénh gan ning, rdi loan tao mau, tré dudi 2 thang tudi,
phu nit mang thai va dang trong ky cho con bu.
Bdo qudn: Tranh anh sang.

Sulfadoxin
Cong thirc: Ne—
C12H14sN4O4S  ptl: 310,3 \
A - H2N _SOQNH_ N
Tén KH: N*-(5,6-Dimethoxy- \ /
-4-pyrimidinyl)sulfanilamid MeO.  OMe

Tinh chdt: Bot két tinh mau trang; vi dang nhe; bién mau/khong khi.
Khdng tan trong nudc; tan trong NaOH va acid loang.
Dinh tinh, dinh lwong: Chung cia sulfamid. (Xem thudc khang khuan)
Tdc dung: Sulfamid khang khuan nhay cam véi P. falciparum.
Chi dinh: Phdi hop vé6i pyrimethamin phong va tri sot rét.
Ty 1é phdi hop toi uu: Pyrimethamin / sulfadoxin (1 : 20).
Bdo qudn: Tranh anh sang.
Artemisinin
Nguon goc: Chiét tir cdy Thanh cao (hao) hoa vang (Artemisia annua L. , ho Hoa clic-Asteriaceae).
Lang son. Trung quéc goi 1a Qinghaosu. CH;
Céng thire: CisH220s ptl: 282,5 1
(Sesquiterpen vai lién két peroxide ¢ trung tam)
Tén KH: Octahydro-3,6,9-trimethyl-
-3,12-epoxy-12H-pyrano[4,3-j]-1,2-
-benzodioxepin-10(3H)-on
Tinh chdt: Bot tinh thé hinh kim khong mau,hoi ding.
Cau peroxid dé bi phan huy, mat hoat tinh.
Khéng tan trong nuréc; tan/ethanol, dau hoa.. ..
Pho tic dung: Diét thé phan liét P. falciparum va P. vivax .
DPH: D& vao TKTW, hiéu qua véi sbt rét c tinh (thé ndo).
Cit con nhanh va tai phat nhanh. Thoi han tac dung ngan.
Hap thu qua udng hodc dat tryc trang.
Chi dinh:
- Cat con sdt do P. falciparum va P. vivax,; dot 5-6 ngay.
Nguoi 16n udng ngay dau 1 g/lan; 2 1an /24 h; tir ngay sau 500 mg/1an.
Tiép sau udng thude diét thé tién hong cau (primaquin, mefloquin. ..)
Dang bao ché: Vién 250 va 500 mg.
Bio qudn: Tranh anh sang, khong khi. Dé chd mat.
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* Cdc din chit ciia artemisinin:
T artemisinin, d3 BTH ra artesunate, artemether, artemotil, artenimol, 1a cac dan chit co
hiéu luc diét KST cao hon artemisinin.
Artesunat: Tan trong nu6c khi c6 NaHCOs3; dung tiém IV.
Artemether, artemotil, artenimol: Tan trong dau; dung udng, tiém IM sau.

Artesunat
La ester cua artemissinin vo1 acid succinic. CH,
Cong thirc: HsC o
C19H280s ptl: 384,4 N
Tén KH:
(dai)

Tinh chdt: Bot két tinh mau trfmg, mui nhe.
Kho tan trong nudc; tan trong aceton,
cloroform, ethanol; tan trong kiém.

Dinh tinh:

- Phé IR hodc SKLM, so véi chuan.
- Tron véi cloroform, dun cach thuy toi gén can; dé ngudi, thém vanilin 2%/H2S04: Xuét
hién mau do.

Dinh lwong: Quang phd UV; do 6 289 nm (Et-OH + NaOH 0,1M).

Phé tic dung: Tuong tu artemisinin.

Chi dinh: Cit con sbt rét. Udng, tiém

- Cdt con sét do P. falciparum va P. vivax: Udng 4 mg/kg/24 h; dot 3 ngay.
Tiép sau udng primaquin téi hét ky sinh tring/mau.
- St rét thé ndo (ac tinh): Nguoi 16n, tiém IV:
Liéu dau 2,4 mg/kg; tiép sau 1,2 mg/kg vao cac gid 12 va 24.
Nhiing ngay sau tiém 1,2 mg/kg/24 h; trong 6 ngay.
Chuyén sang udng sau khi hét de doa do sdt 4c tinh.
Tiép theo udng primaquin phosphat, t6i khi hét ky sinh tring / mau.

Dang bao ché: Vién 200 mg; Lo bot pha tiém, kém NaHCOg3; pha khi dung.

Bdo qudn: Tranh anh sang va nhiét do cao.

2. Thubc tdy giun, sin ky sinh

I. Giun ky sinh & nguoi:

I
0CO— CH,CH, COOH

Bang 8.2. Cac loai giun ky sinh o nguoi

Nhom Tén giun Tén latinh T6 chire di tr(
Giun chi Brugia malayi  (VN) Bach huyét
(Nematode Brugia timori Bach huyét
filarial) Wuchereria bancrofti | Bach huyét

(VN) Duéi da chi; mit
Giun mat (mu) | Loa loa Nudc séng, mat
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Onchocerca volvulus
Giun long | Giun moc Ancylostoma duedeale Luc dia cli
rudt Giun méc Necator americanus Luc dia mai
(Nematode | Giun dfia l6n | Ascaris lumbricoides My9)
intestinal) | Giun kim Enterobius vermicularis
Giun kim My | Strongyloides stercoralis
Giun xo4n rudt Trichuris trichiura Niém mac ru6t
Giun di Giun moc ché | Ancylostoma Spp Di tra da
tra to Giun phdi Angiostrongylus Viém ndo
chure cantonensis
(Nematode Dracunculus medinensis | Dudi da chan
tissue) Gnathostoma spiniserum | Da, mat, TKTW
Syngamus Spp Phoi chim, d. vat
Giun xodn co | Trichinella spiralis Co van, co tim

Viét nam phat hién 2 loai giun chi ky sinh & nguoi:
Wuchereria bancrofti va Brugia malayi.
* Thudc tay giun: Phan loai theo dich tic dung:

- Thuéc tdy giun trong long ruét:

- Piperazin (hydrat, citrat, phospat); levamisol.
- Thudc dd ngirng sir dung: Santonin, dau giun....
- Thuéc tri giun di trii t6 chirc: Diethylcarbamazin citrat. ..
- Thuéc tri giun phé réng (1ong rudt va di tra to chirc):
a. Dan chdt benzimidazol: Mebendazole, albendazole, flubendazole...
Cong thirc chung: Ri

Céc chét khac nhau & nhom thé R (1-3).

RS

1\11H
2»—R
v

N

b. Dén chat tetrahydropyrimidin: Pyrantel pamoat Dan chat benzimidazol

c. Khang sinh: Ivermectin
Bang 2.3. Danh muc thuéc tri giun va dich tc dung

Tén thuoc Dich tac dung ? Liéu diing
long rugt di tru to chuc (NL)
Albendazol ++ 400 mg/24 h
Flubendazol ++ Giun xoan co 100 mg/24 h
Mebendazol ++ Giun xoan co 500 mg/24 h
Tiabendazol ++ Giun xoan co Toéida3 g/24 h

158




Levamisol ++ Liéu don 150
mg
Piperazin phosphat ++ 30/24h
Pyrantel pamoat + Giun xodn co 5-20 mg/24 h
Diethylcarbamazin Giun chi Xem trong bai
Ivermectin + Giun chi Xem trong bai
* Mot s6 thudc:
Mebendazol
Biét duoc: Vermox; Fugacar
Cong thirc: NH
C16H13N303 ptl: 295,3 1
Tén KH: N-(5-Benzoyl- ) %> NH= (= OMe
-1H-benzimidazol-2-yl) Ph—CO N 0
carbamat methyl
Tinh chdt: Bot mau tring- vang nhat, nhe; bién mau do khong khi, anh sang.
Khong tan trong nudc, ethanol va nhiéu dung méi hitu co;
tan trong acid formic dam dic; hon hop isopropanol-acid formic.
Dinh tinh: Pho IR hoic sac ky, so v6i chuan.
Hap thu UV: Amax 247 va 312 nm (acid formic + isopropanol)
Dinh lugng:
1. Acid-base/acid acetic + formic; HCIO4 0,1 M; do thé.
2. Quang phd UV: Po ¢ 247nm (acid formic + isopropanol).
Tdc dung: Tay dugc giun 10ng rudt; giun xoan co.
Co ché t/d: rc ché khong thuan nghich tai hap thu glucose, giy teo giun.
Hép thu rat kém & rudt, ting hap thu trong thirc in gitia mé .
Chi dinh:
- Nhiém giun 1ong rudt. Ngudi 16n, tré em > 2 tudi, udng liéu don 500 mg.
- Nhiém giun xodn co: Udng liéu tiy giun diia cing thic an giau ma.
Dang bao ché: Vién 500 mg.
Tdc dung KMM: Hay gip rdi loan tiéu hoa, budn nén.
Chéng CPD: Mang thai 3 thang dau, tré em < 2 tudi; di tmg thudc.
Bdo quan: Tranh anh sang.
Albendazol
Biét duwoc: Zentel; Albenza NH
Cong thire:
CiaHisN3OzS  ptl: 265,3 g N OMe
Tén KH: 5-Propylthio-1H- H,C—S” N O

-benzimidazol-2-yl carbamatmethyl
Tinh chdt: Bot két tinh tring-vang nau; bién mau/khong khi, anh sang.
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Kho tan / nuée, ethanol; dé tan / acid formic dam dic.
Hoéa tinh: Tinh base; carbamat khong bén v6i 4m va nhiét (thoat COy).
Tdc dung: Diét giun 10ng rudt, giun di tr to chirc; san nang.
Duwoc dpng hoc: Ubng cung thic an gidu md s& tang hap thu.
Chi dinh:
- Nhiém giun 1ong rudt: kim, diia, moc:
Nguoi 16n, tré em > 2 tudi, udng liéu don 400 mg; nhic lai sau 3 tuan.
- Nhiém san nang: Udng 3 dot (28 ngay/dot); khoang cach dot-dot 14 ngay.
Nguoi > 60 kg, udng 400 mg/lan; 2 1an/24 h.
Nguoi < 60 kg, ubng 7.5 mg/kg/lan; 2 14n/24 h.
- Phéi hop tay giun xodn co: Udng liéu giun rudt, cing thirc dn gidu md.
Dang bdo ché: Vién 200 va 400 mg.
Tdc dung KMM; chong chi dinh: Tuong tu mebendazol.
Bio qudn: Dé chd mat; tranh anh sang.

Pyrantel pamoat
Tén khéac: Pyrantel embonat

Cong thirc: o HOOC_ JOH  HO_ COOH
C11H14N2S .C23H1606 S y

A~ —CH,—
Cong hop (1:1) CH=éH 2
ptl: 594.7 N

O
N—Me
Tén KH: (1:1)

1,4,5,6-Tetrahydro-1-methyl-2-[2-(2-thienyl)vinyl]pyrimidine
4,4’- Methylen bis [3-hydroxy-2-naphthoate]
Tinh chét: Bot mau vang nhat, khong mui; bién mau do anh sang.
Khong tan trong nudc, methanol.
Tdc dung: Phong bé than kinh co gay liét giun.
Hiéu lyc voi nhidu giun 1ong rudt: giun diia, kim, méc...
Diét giun xoan (Trichinella spiralis) di tra co véan, co tim.
DPH: Udng hap thu rét it; thai trir chii yéu qua phan khong chuyén hoa.
Chi dinh: Nhiém giun dudng tiéu hoa va giun xoén co.
Liéu tinh ra pyrantel: 2,9 g py. pamoat ~ 1g pyrantel base.
Nguoi 16n, tré em udng cung thirc an:
- Tdy da giun ruét: Ubng lidu don 5-10 mg/kg; nhic lai sau 2 tuan.
Con phdi hop voi oxantel (10-15 mg oxantel/kg/24h); dot 2-3 ngay.
- Tay giun méc: Ubng 10-20 mg/kg/l1an/24 h; dot 3 ngay.
- Tri giun xodn co: Ubng 10 mg/kg/24 h; dot 5 ngay.
Dang bao ché: Vién 125 va 250 mg; Hon dich 125 va 250 mg/5 ml.
Tdc dung KMM: Ubng thudc c6 thé Réi loan tiéu hod, budn ndn, mat ngu.
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Bdo qudn: Tranh anh sang.

Diethylcarbamazin citrat
Biét duoc: Hetrazan; Notezine
5 Fes H,C— COOH
Cong thirc: / \ Et 2
C10H21N30 .CsHs0O7 Me—N N—C—N\E HO—-—COOH
t

ptl: 391,4 \ / ﬂ)

Tén KH: N,N-Diethyl-4-methylpiperazin-1-carboxamid dihydrogen citrat
Diéu ché: Ngung tu piperazin véi diethylcarbamoyl clorid.
Tinh chdt: Bot két tinh trang, mui nhe. D2 tan trong nudc; dung dich 6,29% dang truong véi huyét
twong.Tan trong ethanol; khong tan trong dm hitu co.
Tdc dung: Gay liét giun truong thanh va au tring giun chi:
Wuchereria bancrofti, Brugia malayi, Brugia timori Loa loa;
Hap thu tét qua rudt, qua da va giac mac.
Chi dinh: Pé han ché di tng udng liéu ting dan. Ubng sau an:
- Giun chi bach huyét Wuchereria bancrofti, B. malayi, B. timori:
Nguoi 16n, uéng sau an, ngay dau 1 mg/kg/lan/24 h; ting dan nhiing ngay sau dén 6 mg/24
h; lién tuc trong 2-3 tuan. Nén udng kém thudc chdng di tmg.
- Phong nhiém giun chi cho cong ddng: Toan dan udng 300 mg/lan/tuan.
Dang bao ché: Vién nén 50 va 100 mg; Siro 10 mg/ml (dang base).
Tdc dung KMM: Di Gng ning do 4u trung giun chi chét.
Thén trong: Mang thai, ting huyét 4p, suy than.
Bdo qudn: Tranh anh sang.

H,C—COOH

Ivermectin
Nguén goc: Hon hop 2 chat HoBia va H2B1s, BTH tir avermectin A1a, khang sinh macrolid tir moi
truong nudi cay Streptomyces avermitilis.
Cong thirc:

CasH74014 = H2B1a
ptl: 875,1

C47H72014 = H2B1»
ptl: 861,1

Tdac dung: Hiéu lyc cao véi giun chi mu song (Onchocerca volvulus).
Diét au triung giun chi bach huyét.
Tac dung nhat dinh trén giun 1ong rudt: giun kim, giun dia...
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Khong hiéu qua tri giun méc. Hap thu tét sau udng.
Dj tng do 4u tring giun: < diethylcarbamazin.
Co ché tic dung: Tang giai phong GABA, 1am liét giun va au tring.
Chi dinh:
- Tri giun chi mu song Onchocerca volvulus, giun chi bach huyét:
Nguoi 16n, tré em > 5 tudi, udng trude an 2 h, lidu don 3-12 mg.
Sau 6 thang nhac lai 1 lidu dé diét au trung giun con sot lai.
- Tay giun kim, giun diia: Udng khoang 200 ng/kg/24 h; dot 1-2 ngay.
Dang bao ché: Vién 6 mg.
Tdc dung KMM: Thubc an toan hon diethylcarbamazin.
Chéng CP: Man cam thudc; phu nit mang thai va ky cho con bu.
Bdao quan: Tranh anh sang.
Tw doc:
1. Thiabendazol

Biét duoc: Foldan; Tiabenzol HN NH S
Cong thirc: \_/m@i }—@
C10H7NsS  ptl: 201,2 N N
Tén KH: 2-(1,3-Thiazol-4-yl)-1H-benzimidazol Thiabendazol
Tinh chdt: Bot két tinh mau trang.
Kho tan trong nudc, alcol; tan trong acid loang.
Tdc dung: Diét vi nam. Diét 4u tring ctia hau hét cac loai giun ky sinh.
Co ché tic dung: Phong bé enzym khir fumarat (fumarate-reductase), mat ngudn ning luong cung
cap cho giun.
Duwoc dpng hoc: Hap thu & rudt, qua da va niém mac mat.
Chi dinh,:
- Nhiém giun long rudt: Udng cing thirc an. NL: 25 mg/kg/1an; 2 1an/24 h;
t6i da 3 g/24 h; dot 2-3 ngay.
- Nhiém giun xodn co: Can phéi hop voi thude dac hiéu; uéng dot 7 ngay.
- Con dung tiabendazol bao quan thyc phdm chéng nhiém nam.
Bido quan: Tranh anh sang.
2. Levamisol hydroclorid
Tén khéc: I-Tetramisole hydrochloride Biét dwoc: Decaris
Cong thirc: H N S
CuH12N2S .HCl  ptl: 240,8 ‘ j/
Tén KH: 6-Phenyl- 2,3,5,6- Ph \QNJ el
- tetrahydroimidazo [2,1-b] thiazole hydrochloride
Tinh chdt: Bot két tinh mau trang. Dé tan trong nudc; tan vira trong ethanol.
TAac dung: Gay liét giun 1ong rudt, bao gdbm giun diia va giun moc.
Chi dinh, liéu ding: Udng tiy giun diia va giun moc.
Ngudi 16n udng liéu don 150 mg. Tré em udng liéu don 3 mg/kg.
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Nhiém giun méc ning cé thé udng nhic lai sau 7 ngay.
Bio qudn: Tranh am va anh sang.
I1. San ky sinh ¢ nguoi:
- Nhoém sén 14 (trematodes): Hinh 14 trau. Ky sinh rudt, gan, phoi....
- Nhém séan day (cestodes): Co thé san det, nhiéu dbt; ludng tinh.
Dau san ty sinh dot méi khi dot cii bi dut.
* Thudc tdy san
- T4y san day: Niclosamid
- T4y san la: praziquantel, triclabendazol
- Tay san mang Schistosoma: Oxaminiquin, metrifonat
- Ty san nang: Albendazol
Co ché diét san: Pa dang, vi du:
Gay liét san trudng thanh va au tring, nhu dong rudt tong san ra ngoai.
Phai chung kién dau san day da ra thi diéu tri méi dit diém.
Bang 2.4. Cac logi san ky sinh trén nguoi gay bénh

Nhom Tén san Tén latinh Di tru
San day ca Diphyllobothrium latum | ruot
Séan nang Echinococcus spp. gan
San day San lun Hymenolepis nana rudt
(cestodes) Séan bo Taenia saginata ruot
San lon Taenia solium rudt
San hat dua Dipylidium caninum rudt
San la gan TQ | Clonorchis sinensis gan
San la gan Fasciola hepatica gan
Opisthorchis spp gan
San la ruot Fasciolopsis buski rudt
San la Heterophyes rudt
(trematodes) heterophyes rudt
Metagonimus yokogawi | rudt
San la phoi | Nanophyetus salmincola | Phoi chim
Séan la mau Paragonimus spp
(San mang) Schistosoma (S.) spp Huyét twong
S. haematobium
S. Japonicum Tinh mach mac treo,
S. mansoni gan
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* Mot s6 thude:
Niclosamid
Biét duoc: Niclocide: Yomesan Cl

Cong thirc: CONH— —NO,
C13HsCI2N2O4  ptl: 327,1

Tén KH: 5-Cloro-N-(2-cloro-4-nitrophenyl)- —OH
-2-hydroxybenzamid
Diéu ché: Tao amid giira acid 5-clorosalicylic voi 2 Cloro 4-nitroanilin.

Tinh chdt: Bot tinh thé min, mau kem; bién mau ngoai 4nh sang.
Khong tan trong nudce; tan nhe trong ethanol, aceton.
Dinh tinh:
1. Khir bang Zn/HCl (céach thay) —
- Hop chat amin thom ( I): Cho phan ting tao pham mau nito (d6).
- Acid salicylic: Tao mau tim d6 véi Fed*,
Cl

CONH—Q— NO, COOH
NH
—OH . OH Y )
_*H + + 201-
/ o
a Zn/HCl ,t HZN/

2. Phé IR hoic séc ky, so voi chuén.
Dinh lugng:
1. PP Acid-base/aceton-MeOH;terbutylammonium hydroxyd 0,1M.
2. Sau khir hoa Zn/HCI; chuan do do nitrit (amin thom D.
Tdc dung: Voi hau hét san day ky sinh 1ong rudt. Hap thu rét it ¢ ruot.
Co ché t/d: e ché hap thu glucose khi thudc tiép xtc voi dau san.
Chi dinh: Nhiém san rudt. Nguoi 16n udng:
- Tdy sdn bo, san ca: Ubng 1 g; sau 1 gio udng tiép 1 g.
- Tdy san lon: Ubng liéu duy nhat 2 g.
- Tdy san lun: Ngay dau udng 2 g; 5 ngay tiép ubng 1 g/24 h.
Tré em, tiy theo tudi, ubng 1/4 -1/2 liéu ngudi 16n.
Céach dung: Sau bira sang, nhai nat vién thudc truée khi nudt; kém thude tdy mudi nhu magnesi
sulfat dé dé tong san ra ngoai.
Dang bdo ché: Vien0,5valg.
Bido quan: Tranh anh sang.
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Praziquantel

Biét duoc: Biltricide; Pyquiton

Cong thirc:

C19H2aN202 ptl: 312,4 (|?

Tén KH: 2-Cyclohexylcarbonyl- N
-1,2,3,6,7,11b-hexahydropyrazino- NJ
-[2,1-a]-isoquinolin-4-on [
Tinh chit: Bot két tinh mau tréng, mui ddc trung nhe.
Tdc dung: Diét san va au tring trong va ngoai long rudt.
Co ché tac dung: Gay co rat manh cac sg¢1 co lam li¢t san.

Hap thu nhanh va hoan toan khi udng. ti2 1-1,5 h.
Chi dinh: Nguoi 16n, tré em udng thude cung thire an.
- Nhiém san 14 (gan, phoi, rudt), san méang: (Pic tri)
20-25 mg/kg/lan; 3 1an/24 h; dot 1-2 ngay; hodc liéu don 40 mg/kg.
- Nhiém san day (lgn, bo, ché): Udng liéu don 5-25 mg/kg.

Cha y: C6 thé cat nho vién thude cho d& udng, nhung khéng nhai (d& nén).
Dang bao ché: Vién 600 mg.

Tac dung KMM: Uéng thude c6 thé kho chiu, chong méat, mét moi, budn ngu.
Chéng CP: Phu nit mang thai va ky cho con bu; tré < 4 tudi.

Thén trong: Trong 72 h sau udng thudc khong 14i xe.
Bdo quan: Tranh anh sang.

Triclabendazol
Nguon goc: Thude dan chat benzimidazol nhu mebendazol.
Triclabendazol dugc nganh thi y dung diéu trj san 14 gan tir nim 1983, sau nay ap dung thtr
tri sén 14 gan trén nguoi dat hi€u qua cao hon praziquantel.
Nam 1999 thudc duge WHO dua vao danh muc thude thiét yéu tri san la gan va san 14 phéi.

Cong thirc: o NH
C14HoCI3sN20S ptl : 359,7 N 1
Tén KH: 5-Cloro-6-(2,3-diclorophenoxy)-c” I %>_S_Me
/
N

2-(methylthio) benzimidazole cl
Tinh chdt: Bot két tinh tréng-néu nhat; F = 175-176°C.
Tdc dung:

Diét san 14 gan 16n Fasciola (F. hepatica va F. gigantica), gdm san truong thanh va au
trung; san 1a phdi Paragonimus (Paragonimus westermari v.v...).
Duwoc dpng hoc: Udng hap thu tang khi c6 thire an.
Chuyén ho4 trong co thé thanh sulfocid hoat tinh.
Chi dinh:
- Tri san 14 gan 16n, san 14 phdi cdp va man tinh:
Ubng sau dn, nudt ca vién thude cing véi nudce (khong nhai).
Nguoi 16n, tré em > 6 tudi: Udng liéu duy nhit 10 mg/kg.
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Nhiém san ning c6 thé udng 20 mg/kg, chia 1am 2 1an cach nhau 12 gid.
Dang bao ché: Vién 250 mg.
Tdc dung KMM: Ting men gan, vang da; ngimg thudc sau 1 tuan sé& hét.
Dj tng man ngira c6 thé xay ra.
Chéng chi dinh: Phu nit ¢6 thai va trong ky cho con bi.
Pang van hanh may, 14i xe. Di ung véi triclabendazol.
Bido quan: Tranh anh sang.
3. Thuéc chiva ly amip
* Ly amip: Do amip Entamoeba hystolytica cu tri va gay bénh ¢ dai trang.
* Vong doi amip gdy bénh
Kén amip (thirc an)

Ruot gia \|/
Gan \ Thé kén
Ghi chd: Céc bién thé: i
- Tiéu thé (minuta) khong dn hong cau, Magna < Minuta
chua giy bénh.
- Thé magna an hong cau, gy bénh. v
- Tao 6 cic 4o ¢ rudt gia, di Ién gan. B30 namg

* Trigu chirng bénh kiét Iy amip:
- Pau quan bung, lién tuc muon di ngoai (5-10 lan/ngay).
- i nhiéu lan, it phan, chét nhéy 6 l1an mau, miii. Mét moi.

* Thudc chong ly amip
Phén loai: - Thudc diét amip 1ong rudt.

- Thubc diét amip trong va ngoai 10ng rudt.

Bang 2.5. Phdn logi thuéc diét amip

Tén thuoc Nguon goc Dich tac dung
long ruot ngoai rudt

Diloxanid Téng hop +
Paromomycine KS aminosid +
lodoquinol Tong hop +
Emetin Ipeca +
Dehydroemetin BTH tir emetin +
D/c 5-nitroimidazol +

(Metronidazole...)
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* Thudc diét amip trong va ngoai long rudt
Dén chit 5-nitro-1H-imidazol
Nguon goc:

Xuét phat tir azomycin (2-nitro-1H-imidazol), chiét tir méi trudng nudi cdy Streptomyces sp.
(Nhat ban-1954); hoat tinh khang khuan va Protozoa.

Dan chét 5-nitro-1H-imidazol hoat tinh cao hon azomycin nhiéu 1an, dugc dung tri bénh do
ky sinh tring Protozoa va vi khuan yém khi.
Pho tic dung: Thubc dan chit 5-nitroimidazol nhay cam:

- Protozoa, bao gdm Trung roi am dao (Trichomonas vaginalis), amip ly.

- Vi khuén yém khi.
Iﬁ '
N
1™ NO2 0N\ Rz
‘ 5 2| 5 2 |
3 ————» ‘ 4
N N

Azomycin D/c 5 -nitroimidazol

(2-nitroimidazol )

Bang 2.6. Phé tdc dung va liéu diing (uéng) mét sé d/c 5-nitroimidazol

Tén thuéc Amip Trichomonas | VK yém khi | tuz (h)
Metronidazole | 0,4-0,8 g/8 h 29 1-2 g/24 h 8
Nimorazole 0,59/12 h 29 0,59/12h
Ornidazole 0,59/12 h 159 0,59/12 h 12-14
Secnidazole 2 g/litudon | 2glibudon | 2 g/liéudon 20
Dimetridazole Thay
Tinidazole 20/24 h 29 1-2 g/24 h 12-14

Tinh chdt ly-h6a chung:

Bot két tinh mau tring anh vang; d& bién mau do anh sang. Hap thu UV.
Dinh lugng:

- Acid-base/acid acetic khan; HCIO4 0,1 M; do dién thé.

- Quang phd UV.
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* Mot s6 thudc:
Metronidazol
Biét duoc: Flagyl; Klion

CH,— CH,0OH
Cong thirc: | 2 g
CsHoN3O3 ptl 171,2 OZN\ 1\11\( Me
5 2
Tén KH: 2-(2-Methyl-5-nitroimidazol- ‘ 4 1|\I
-1-yl) ethanol

Tinh chdt: Bot két tinh mau tring hoi vang nau, khong mui, vi dang.
Kho tan trong nude va dung moi hiru co.
Dinh tinh: Pho IR hoic sac ky, so v6i chuan.
Hap thu UV: Amax 277 nm;  Amin 240 nm (HCI 0,1 M).
Sau khtr héa Zn/HCl; Ar-NOz2 — Ar-NHz: tao pham mau nito (do).
Dinh lugng:
1. Acid-base/acid acetic khan; HCIO4 0,1 M; do thé.
2. Quang phd UV: Po ¢ 277 nm (HC1 0,1 M).
Tdc dung: Diét amip, tring roi sinh duc (T. vaginalis), VK yém khi.
D PH: Sinh kha dung udng: 100%. ti2 ~ 8 h.
Chi dinh:
- Ly amip: Nguoi 16n udng 500-750 mg/lan.
Tré em udng 1/4 dén 1/2 liéu ngudi 16n, tuy theo tudi.
Pot diéu tri: Cap tinh: 1-2 ngdy. Man tinh: 5-10 ngay.
- Nhiém T.vaginalis: Udng 2 g/24 h; dot 2 ngay. Nir:dat thém thudc dan.
- Nhiém VK yém khi:
+ Vét thwong, phau thuét: Truyén 500-750 mg/lan; 2- 3 1an/24 h.
+ Phéi hop tri viém loét da day-t& trang do H. pylori, dau ring. ..
Dang bao ché: Vién 250 mg; Thude dan 500 mg; Dich truyén 500 mg/100 ml.
Tac dung KMM: Buon nén, chan an, kho miéng, vi kim loai.
Thdn trong: Phu nit mang thai va thoi ky cho con ba.
Bdo qudn: Tranh anh séng, dac biét tia UV.

Tinidazol
Cong thirc: ?HzCHz_ SO,~Et
CsH13N304S ptl: 247,3 05N N Me
Tén KH: 1-[2-(Ethylsulfonyl)ethyl] ‘ \W
-2-methyl-5-nitroimidazol N

Tinh chdt: Bot két tinh mau trang anh vang; bién mau do 4nh sang.

Kho tan trong nudc; tan nh trong methanol; tan trong aceton.
Tdc dung: Tuong ty metronidazol. Udng dé hap thu; ti, 12-14 h.
Chi dinh:
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- Ly amip trong long rudt va ngoai long rudt:
Nguoi 16n udng 2 g/lan/24 h; dot 2-5 ngay (voi amip gan udng 5 ngay).
- Nhiém T. vaginalis: Udng liéu duy nhat 2 g (ca vo va chong).
- Nhiém VK yém khi:
+ Vét thiong, phdu thudt: Phdi hop vé6i penicillin hodc cefuroxim natri.
Truyén 200 mg/lan, pha trong 100 ml glucose 5%; 2-3 1an/24 h.
+ Loét da day-ta trang do H. pylori: Phéi hop véi clarithromycin.
Nguoi 16n ubng 500 mg/lan; 2 14n/24 h; t6i hét dot diéu tri (21-28 ngay).
Dang bao ché: Vién 500 mg; Dung dich truyén 2 mg/ml.
Thén trong: Phuy nit mang thai khong udng thube dai ngay.
Bdao quan: Tranh anh sang.
Doc thém:
Dehydroemetin hydroclorid
Tén khac: DHE; Dametin
Nguon géc: BTH tir emetin, mot alcaloid ciia cdy Ipecacuanha.
Cong thirc: CyoH3zsN204 .2 HCI - ptl: 551,5
Tinh chét: Bot mau tring- vang, vi dang. Dé tan trong nudc.
Tdc dung: Diét amip 10ng rudt va thé kén & gan va noi khac.
Chi dinh: Amip trong va ngoai long rudt (4p xe gan amip).
Tiém IM hodc ti€m sau dudi da:
Nguoi 16n: 1 mg/kg/24 h; tdi da 90 mg/24 h; dot 5 ngay.
Nguoi gia, tré em: 1/4- 1/2 liéu nguoi 16n; dot tdi da 5 ngay.
Do ddc tinh cao, hién chi dung khi cac thude khac khong hi¢u qua.
Tac dung KMM: Sau ti€ém bi non, dau dau, yéu co ¢ va chan.
(Ipeca la mot duoc liéu tac dung gay non)
Tang nhip tim, ha huyét ap; de doa hoat dong tim (n@ng).
Khong tich luy nén doc tinh thdp hon emetin (chat me).
Ché'ng chi dinh: Suy tim, than; phu nit mang thai, tré so sinh.
Bdo qudn: Tranh anh sang.
Iloxanid furoat

Cong thirc:
C14H11CI2NO4 /i \\ o
pil: 3281 o Ne-0 —N—%—CHClz
Tén KH: 4-(N-Methyl-2,2- E) 1\|/1
(]

-dicloroacetamido)phenyl 2-furoat

Tinh chat: Bot két tinh mau tréng; rat it tan trong nudc.

Tdc dung: Diét amip thé hoat dong ¢ 1ong rudt.
Uéng hép thu rat cham — dat néng do cao O rudt, diét amip.

Chi dinh: Ly amip. Ngudi 10n, tré em, > 12 tudi, udng 500mg/lan; 3 1an/24h.
Tré em < 20 kg, ubng 20 mg/kg/24 h; chia 3 1an. Dot 10 ngay.
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Dang bao ché: Vién 500 mg.
Tdc dung KMM: Day hoi, udng kéo dai gy chan an, rdi loan tiéu hoa.
Bio qudn: Dé ¢ nhiét d6 phong, trang 4m va anh sang.

lodoquinol
Dan chét iodo hoa ciia hydroxyquinolin. OH
Cong thirc: I ' Na
CoHsI2NO  ptl : 396,98
Tén KH: 5,7-Di-iodoquinolin-8-ol @
Tinh chét: Bot két tinh mau vang nhat, mui nhe. |

Khong tan trong nudc; tan vira trong ethanol va ether.
Tdc dung: Diét amip trong long rudt.
Co tac dung nhét dinh khang khuén va diét nAm biéu bi.
Dugec PH: Ubng khong hap thu; bdi da thube ngam sau vao co thé.
Chi dinh:
Ly amip: Nguoi 16n ubng 650 mg/lan; 3 1an/24 h; dot 20 ngay.
Dang bao ché: Vién 650 mg.
Tac dung KMM:
Poc véi than kinh thi giac va than kinh co, ¢ thé dan téi liét chan va mu.
Lién quan t&i iod: Di tng, tang kich thudc tuyén giap...
Chéng chi dinh: Thiéu ning gan, than. Tré em . Dung thudc kéo dai.
Thén trong: Bénh tuyén giap va than kinh.
Bdo quan: Tranh anh sang.

o Paromomycin sulfat
Nguon goc: Khang sinh aminosid tir chung Streptomyces paromomycinus.

Cong thirc: C23HisNsO014 . X H2SO4 ptl: 615C(|5_|5 g?ase)
20

HoN ‘ NH,
' \ e YH2S04

Paromomycin I: NH,
R1=H; Ry= -CH2NH2
Paromomycin I1: HOHZC/@/
R1=-CH2NH2; R=H Ry // [ D-ribose
R,——o0 OH
5" @)
HO\OH _/
|
NH,

Lahdn h0’p hai dong phan paromomycin I va II, khéc nhau cu trac khong gian ctia hai nhém
thé Ry, R2 ¢ 5". Dang dugc dung 13 paromomycin sulfat.
Tinh chdt: Bot vo dinh hinh mau trang 4nh vang nhat, khong mui, vi dang.

Dé tan trong nuéc; tan trong alcol, cloroform.
Pho tic dung:

- Nhay cam v&i vi khuan gram (-) gdy bénh dudng rudt.
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- Diét amip thé hoat dong trong long rudt.
Duwoc dong hoc:
Ubng khong hap thu, thuan loi cho diéu tri nhiém amip va vi khudn rudt.
Chi dinh:
- Ly amip kém nhiém khuan ruét:
Nguoi 16n va tré em, udng 25-35 mg/kg/24 h; chia 3 1an; dot 5-10 ngay.
- Hon mé gan: Nguoi 16n udng 4 g/24 h; chia déu 2-3 lan.
Dang bao ché: Vién 250 mg.
Tac dung KMM: Pde voi than va thinh gide (KS aminosid).
Bio qudn: Tranh am.
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BAI 9: THUOC TAC PONG TREN HE THAN KINH TRUNG UONG
MUC TIEU
Kién thirc
1. Phan loai dugc cac nhom thude tac dung I8n than kinh trung wong.
2. Trinh bay dugc ngudn gdc, tinh chat hoa hoc, lién quan giira cau truc tac dung, kiém nghiém,
phuong phap diéu ché cua cac thudc trong nhom.
3. Trinh bay duogc co ché, doc tinh, tac dung phu ciia mot sé thube trong nhém
Thai 3§
1. Co thai d6 tich cuc nghién ctru tai liéu va hoc tap tai lop.
2. Nhan thirc duoc tam quan trong caa mén hoc ddi véi thuc hanh nghé sau nay.
NOI DUNG
1. THUOC ME
1.1 Dai cuwong

Thudc mé 1a thuée 1am mat y thire, cam giac va phan xa ma khéng 1am xao tron cac chirc nang ho
hap va tuan hoan. O liéu diéu tri, tac dung thuéc mé hoi phuc hoan toan.

Thudc mé dung gdy mé phau thuat nhim muc dich:

- Lam mat y thtrc, cam giéc tao thuan lgi cho thao tac mé.

- Phuc hdi sau phau thuat
Céc thudc mé (e ché trén than kinh trung wong theo thir ty: v6 néo — dudi vo ndo — tiy séng. Qua
trinh trc che than kinh trung wong nhanh chdm khac nhau ¢ timg ngudi bénh, tdy thugc vao hai yeu
to:

- Muc do nhay cam caa neuron than kinh véi thuéc mé.

- Liéu luong thubc mé sir dung.
Tiéu chudn mét thudc mé Iy twong:

- Khoi mé nhanh, nhe nhang, phuc hdi nhanh

- D& diéu chinh liéu luong

- Gian co van dong hoan toan

- Khéng anh huong tuan hoan, hd hap

- Khong doc, khdng tac dung phu

- Khdng gay chay no, gia thanh ha

Hién nay chua c6 thuéc mé 1y tuong.

Giai phap khdc phuc:

- Phéi hop nhiéu loai thuéc mé dé ting hiéu luc, giam doc tinh.
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- Dung kém thudc tién mé.
Phan logi thudc mé theo dwong sir dung:

Thudc mé dwrong hd hdp: Ether, Cloroform, Halothan, Enfluran, Isofluran, Methoxyfluran, Nitrogen
monoxid,...

Thudc mé dwong tiém: Thiopental natri, Methohexital natri, Ketamin, Etomidat, Propofol...
1.2. Mt sé thude thwong dung

Halothan
H F

Brln>—§F

cl F Ptl: 197,38
Tén KH: 2-Bromo 2-cloro 1,1,1-trifluoroethan

Tinh chat: Chat léng nang, linh dong, khong mau, mai gan véi cloroform, vi ngot nong; hoi
halothan khéng chay. Khéng tron lan vai nudce; tron lan véi dung moi hiru co.

Ty trong & 20°C: 1,872- 1,877; cat duoc ¢ 50°C.

DPinh tinh: Pho IR chét thir pht hop véi halothan chuan.

Chi dinh: Khoi mé va duy tri mé.

Hon hop gay mé: N2O + oxy + halothan (1-4%).

Han ché: Khong lam gidn co van (can kém thude gidn co).

Tac dung phu: Ha huyét ap, ting nhip tim. Liéu cao gy gin tir cung.
(khuy@n han ché dung halothan trong san khoa).

Dang bao ché: Lo thuy tinh dung 125 va 250 ml; ndt réat kin.

Bdo quan: Dé ¢ nhiét do < 25°C, tranh anh sang.
Khéng dung binh kim loai dung halothan vi bi an mon.

Enfluran
F Cl

L]

C—O—C——C—H

| | | Ptl : 184,49
F F F

Tén KH: 2-Cloro -1,1,2-trifluoroethyl difluoromethyl ether

Tinh chdt: Chét long trong, khong mau, dé bay hoi mui dé chiu. Khéng tron 1an véi nude. Hoi
enfluran khéng chay.

Ty trong ¢ 25°C = 1,516-1,519; nhiét do sbi 56,6°C.
Chi dinh: Khoi mé va duy tri mé.

Khoi mé nhanh, nhe nhang véi mui dé chiu; gidn co trung binh.
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Hoi enfluran khong chay, giai phong F ~/co thé mic d6 thap.
Hon hop gay mé: N2O va oxy + enfluran (2-4,5%).
Dang bao ché: Lo 125 va 250 ml, nat rat kin.
Thdn treng: Bénh nhan thiéu ning than. Pam bao thoang khi khi gay mé.
Bdo qudn: Dé noi mat, tranh 4nh sang.

Nitrogen monoxid
Tén khac: Nitrogen oxid; Khi cuoi
Cong thac: N20O ptl : 44,01
Tén KH: Dinitrogen monoxid
Lich su: Phét hién nito protoxyd tir nam 1776, dung gdy mé tir 1840).
Diéu ché: Pun & nhiét d6 170°C, amoni nitrat bi phan huy cho N2O:
NHsNOs  __07C NoO + H:0

Nhiét d6 cao, san pham phan huy s& la NH3, NO2, Na.

Ché pham dwoc dung: N2O > 98,0% (V/v).

Tinh chat: Khi khdng mau, khong mui. Ty trong 1,97 g/l (0°C; P = 760 mmHg). Hoi khong chay
ép dudi ap suat cao hda long va dung trong binh chiu ap luc.

Dinh tinh:
- Mau than hong dat trong ludng khi N2O: Bung ngon hia.
- Lic khi N20 véi d.d. kiém pyrogalon: Khong c6 mau nau.
Tha tinh khiét: Phat hién cac tap khi doc: khi X, NO, NOx.
Dinh Iwong: Sic ky khi.
Céach dung gay mé: Tron véi thubc mé 100% va oxy tao hdn hop gay mé.
Ty 16 N2O trong hdn hop: < 60% sé& an toan vé oxy; > 75% gay thiéu oxy.
Vi dy mét s6 hdn hop gay mé:
1. N2O 60% + Halothan 1% + Oxy 39%.
2. N2O 60% + Oxy 40%, xen k& tiém thiopental natri 1,25%.
Tac dung phu: Hoi ching gidng hysteri (co tén “khi cuoi”).
Bdo qudn: Bé ¢ nhiét d6 thap, than trong khi van chuyén.
Thiopental natri

Na S < <
Cong thac: \ > CH CaHy

17zp CH3



C11H17N2NaO2S Ptl: 264,32
Tén KH: Muéi natri caa 5-Ethyl 5-(1-methylbutyl)-2thioxo-1H,5H-pirimidin-4,6-dion
Tinh chdt: Bot két tinh mau trang, hat 4am, mui nhe.
D& tan trong nudc; dung dich dé bi két taa lai dang acid.

Dinh tinh:

- Phan {rng dac trung barbiturat: Thém vai giot cobalt nitrat vao d.d. thir:

Xuat hién mau tim (mugi natri khong can thém NaOH).

- lon Na*: D6t day Pt tam dich c6 ion Na*, ngon lira nhuém mau vang.

- Két tia dang acid bang acid HCI. Nhiét d6 nong chay can: 163-165°C.
Dinh luong:

1. Phan Na: Chuan @6 bang HCI 0,1 M; chi thi d6 methyl.
2. Phan acid: Acid-base véi cin thu duoc sau két tua dang acid bang HzSOa.

Tac dung: Thudc mé tiém tinh mach. Phat huy tac dung nhanh, duy tri mé ngan (15 phut).
Chi dimh: Tiém tinh mach gay mé phau thuat.

- Phau thuat ngan (15 phat): Tiém 1 liéu. Chi y khong tiém hét lo thudc.

- Phiu thuat kéo dai can phdi hop véi cac thuéc mé khac.
Dang b/c: Lo bot 0,5 va 1,0 g; kém dng nude pha tiém, chi pha khi dung.
Ngé déc: Suy tuan hoan, hé hap; co thit phé quan; cé thé tir vong do liét hd hap.
Chéng chi dinh: Ngudai hen phé quan hozc suy hd hap; di tng.
Bdo quan: Tranh anh sang.

Propofol
Tén khéac: Disoprofol IOH
Biét duroc: Diprivan; Klimofol (CHg),HC— —CH(CHy),
Cong thac: CioH180 Ptl : 178,27

Tén KH: 2,6-Di-isopropylphenol

Tinh chdt: Bot két tinh ¢ nhiét do < 19°C; chat long dau ¢ > 20° C.
D& tan trong ethanol va dau thyc vat; khé tan trong nuéc.

Tac dung: Thudc mé duong tiém tac dung nhanh; khdng giam dau.

Bao ché thudc tiém nhil dich 10 mg/ml bang cach pha trong dau dd twong cing lecitin tring
va chat 6n dinh.

Chi dinh: Gay mé cho phau thuat < 1 gio.
Liéu dung (tham khao): Nguoi 16n, tiém 1V 2,0-2,5 mg/kg.
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Dang bao ché: Thude tiém nhii dich, éng tiém 20 ml

Tac dung KMM: Gian mach, ha huyét 4p, dau dau, budn non.
Bdo quan: Tranh anh sang.

2. THUOC TE

2.1. Pai cuong:

Thudc té 1a cac thube 1am giam hoic bién mat tam thoi cac kich thich hozc/ va sy dan truyén
cua cac soi than kinh ma khéng lam mat y thic. Gom céc loai:

- Gay té bé mit: Boi, phun, dit...thudc té vao vi tri can phau thuat.
- Gay té tiém: Tiém IM, tiém hoa thubc t& vao dich ndo tay,...
Céc truong hop can dung dén thuéc té:
- Sinh thiét da/md
- Sinh d¢ khong dau
- Phau thuat cac chi
- Phau thuat mat
- Phau thuat lién quan tiéu hod, sinh duc
Lién quan cdu truc va tac dung gay té:
Cau tric chung cua cac thudc té gdom co:

- Phan than déu: la nhan thom hodc di vong vira lam tang cuong do, tang tic dong gay té do anh
huéng tryc tiep den tinh tham vao teé bao than kinh. Lién ket véi thu the tang phén phoi thuoc do
thu thé nam trong kénh Na*.

- Phan than nudc: ¢6 thé 1a amin bac 1, 11, 11, di vong, Amin bac IV khong con tac dong. Phan nay
lam tang doc tinh thuoc té nén khoang an toan diéu tri thudc té than nudc hep hon loai thén dau.

- Chuoi trung gian: phan nay & gitra hai phan than dau va than nudc, ¢ thé mang nhom ether, ester,
amid. Chudi nay anh huong dén chuyén hoa, doc tinh va thoi gian tac dung cua thudc: Ester thuy
phan nhanh ¢ gan va huyét trong boi AchE, tac dung ngan; Amid kho thuy phan, tc dung 1au hon.

Tiéu chudn cia mét thuéc té Iy twong:
- Cohiéuquagayté
- Thoi gian bat dau c6 dap ¢ng té cang ngan cang tot
- Muc d6 gay té phai da sau
- C6 kha nang twong hop véi thuc co mach
- Khdng gay kich ung tai chd
- Pac tinh toan than thap
Phan logi thuéc té:
Theo céu trdc héa hoc:
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- DAan chét ether: Procain, Tetracain, Cocain, Benzocain,. ..
- DAan chit amid: Lidocain, Prilocain, Mepivicain, Bupivacain,...
Theo duong dung:
- Puong tiém (tiém ngam, dan truyén): procain, lidocain, tetracain, ...
- Bé mat: ethyl chlorid, Cocain, benzocain,...
Chi dinh:
- Trong y khoa: dau miéng, yét hau, dau khap, gan. Ngua, phong, giam ho
- Trong phau thuat: du phong gay dau bai cac can thiép nho
- Trong nha khoa: phau thuat, chita ring, gay t& nuéu
- Trong nhén khoa: soi day mat, kham, tiéu phau
Tac dung phu:
- Phan tng di tng
- Hoaita
- Nhiém triing
Chéng chi dinh: Réi loan dan truyén co tim, di tng.
2.2. Mt s6 thudc té thong dung:
Lidocain hydroclorid

Tén khac: Lignocain hydroclorid CH
/ 3
Cong thaic: C,Hs
—NHCO—CH,—N{
C14H22N20 .HCI CoHs - HCI. H,0
ptl: 234,20 “CHy

Tén KH: 2-Diethylamino-2’,6 -dimethylacetanilid hydroclorid monohydrat
Tinh chdt: Bot két tinh mau tring, vi dang; nhiét ¢6 nong chay khoang 76°C.
Dé tan trong nudc; tan trong ethanol, cloroform.
Hoa tinh: Tinh base va tinh khu (amin 111)
Dinh tinh:
- Phan tng cua ion CI-.
- Phé IR.
- Phan tng mau xanh 4, tao két taa xanh lam véi Co(NO3)2
Dinh lwong: Moi truong khan (acid acteic, acid perclorid).
Tac dung: Gay té va lam cham nhip tim.
Chi dinh:
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- Gay té: Tiém hoic gay té bé mat déu hiéu qua. Dung dudng tiém phat huy tac dung nhanh, kéo
dai 60-75 pht.

Liéu gay té: Tuy vung rong, hep; tiém qua da 5-300 mg/lan. Gay té bé mat: Boi kem, gel 2-5%;
phun khi dung 4%.

- Loan nhip tim: Loan nhip that (phau thuat hoic nguyén nhan khéc).
Nguoi 16n, luc dau truyén 50-100 mg, téc dd 25-50 mg/phut;
Tiép sau truyén mot nira lidu ban dau. Toi da 250 mg/h.
Tac dung phu: Hoa mit, loan thi giac, run co; loan tdm than tam thoi.
Bdo qudn: Tranh anh sang.
Procain hydroclorid
Tén khac: Novocain hydroclorid

Cong thac: -
C13H20N202 .HCI H2N—©—COO_CH2_CH2_N< 2Hs ol

CaHs Ptl: 272,77

Tén KH: 2-Diethylaminoethyl-4-aminobenzoat hydroclorid

Tinh chdt: Bot két tinh mau trang; bién mau cham/ AS, KK. D& tan/ nuéc (1g/1ml), tan/ ethanol;
kho tan trong dung méi hitu co.

Hoa tinh: Tinh base va tinh khir (do cAc nhém amin).
binh tinh:
1. Phan ung dac trung nhom amin thom I:

Ar-NH; + NaNO; + 2 HCl — [Ar-N*=N] Cl- + NaCl + 2 H,0 (1)

Mudi diazoni O

Ar—N=N—
[Ar-N*=N] CI" + B-naphtol/NaOH — o
2. Dung dich procain 1am mat mau thudc tim.
3. Phé IR hoic sic ky, so véi chuan.
Dinh lwong: Phuong phap do nitrit - Phan ang (1) o trén.
Téac dung: Tiém thudc gy té. Bdi, phun da khong hiéu qua.
Thoi han tac dung 1 h. Ngoai tay séng can tiém ciing adrenalin.
Chi dinh: Gay té ngoai tuy séng. Tiém dudi da d.d. 1-2%; ti da 3 mg/kg.
Tac dung KMM: Chung cua thudc té.
Bdo quan: Tranh anh sang.
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Bupivacain hydroclorid

Me
cong thaec: et
CisH2sN2O .HCI .H.O  ptl: 342,91 N CONH— CHOL. FbO
Tén KH: Mé

1-Butyl-N-(2,6-dimethylphenyl)-2-piperidinecarboxamide hydroclorid
Tinh chdt: Bot két tinh mau tring. D& tan trong nuéc, ethanol.
Tac dung: Thudc té tiém. Gay té bé mat khdng hiéu qua.
Phat huy tac dung cham, kéo dai (ti2 5,5 h).
Chi dinh: Dung cho nhiéu k¥ thuat gay té, dac biét gay té tay song.
- Gay té ngoai tuy sdng: Tiém IM dung dich 0,25 — 0,5%.
- Gay té tuy sdng: Tiém dung dich 0,75%; c6 8,25% glucose.
Tac dung KMM: Qua liéu dé nging tim.
Chéng chi dinh: Gay té san khoa; tré em dudi 12 tuoi.
Bdo quan: Tranh anh sang.
Ethyl clorid
Biét duwroc: Kelen
Cong tharc: CoHs-Cl - ptl: 64,51 Tén KH: Monocloroethan
Tinh chdt: Chat khi ¢ nhiét do > 12°C. Dung dang khi héa long.
Chat long khéng mau, linh dong. Khéi luong riéng & -5°C: 0,921-0,926.
Bay hoi manh, hoi dé bat chay, tao hdn hop né véi khdng khi.
Khé tron 1an vai nudc; hoa 1an véi ethanol va ether.
Téac dung: Gay té do bay hoi nhanh, thu nhiét 1am lanh noi tiép xdc.
Chi dinh: Pau chan thuong, phau thuat ndng va ngan.
Dang bao ché: Binh khéa phun rat kin, dung 20 ml chat khi hoa long.
Thdn treng: Phun thudc qta mic s& gay hoai tir md ving gay té.
Bdo quan: Dé ¢ nhiét do thap; tranh hia.
Tetracain hydroclorid
Tén khac: Amethocain
Cong thac:

CH
C15H24N202 .HCI H9C4—NH_®_COO_CH2_CH2_N< ’ . HCI
ptl: 300,83 CHa

Tén KH: 2-Dimethylaminoethyl 4-butylaminobenzoat hydroclorid
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Tinh chdt: Bot két tinh mau trang, vi hoi dang va té ludi.
D¢ tan trong nudc; tan trong ethanol; khé tan trong dung méi hitu co.
Téac dung: Thudc té ciu tric ester; gay té bé mat (da, mét) hiéu qua.
Phéat huy tac dung cham, kéo dai (2-3 h). Bc tinh cao.
Chi dinh:
- Gay té nhan khoa: Nho mét dung dich 0,5-1%.
- Gidm dau bé mdt: Dung tetracain base bao ché kem 0,5-1%; bdi gay té.
Bdo qudn: Tranh anh sang.

3. THUOC AN THAN, GAY NGU
Phan loai:

- Barbiturat

- Dén chét benzodiazepin

- Thuéc cdu trac khac

@)
31 Barbiturat HN R,
Cau truc: O=( R
Lién quan gi#a cdu trac va tac dung /N 2
- Nhoém thé Ry va R 1a céc chudi carbon R3 ©

o Mach tir 1 -5 C c0 tac dung tang hoat tinh.

o Mach =5 C: tac dung gay ngu giam (cé thé gay co giat)

o Mach chua no tang hoat tinh.
- Gbc phenyl: mat tac dong gay ngu, ting tac dong chdng co giat (thé vao R1 hoic Ry)
- Nhom thé Rs = CHas: gay ngi manh.
- Nhém thé trén nito: néu thé ca 2 N bang nhém methyl s& gay co giat.
- Thiobarbiturat tic d6ng manh va cuc ngin, ding trong gay mé.

Bang 3.1. Mgt sé thudc ddn chat acid barbituric

Tén thuoc Chi dinh Liéu uéng (NL)
Butobarbital Mat ngu 100-200 mg/lan
Pentobarbital Mat nga 100-200 mg/lan
Phenobarbital Mat ngu, co co 100-300 mg/lan
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Mephobarbital Co co <600 mg/24 h

Methohexital Gay mé

Hoa tinh chung:
Nhom chuc diimid dé bj thay phan.
Tinh acid: tao mudi véi kiém manh, tan trong nuéc.
+ CuSO4 — tiia mau tim hoa ca.
+ Dd AgNOs / Na2CO3s — tia trang.
+ Dd mubi Cobalt / amoniac, ethanol hay methanol tuyét d6i — phtic mau tim khdng bén.
Dinh luong:
- Phuong phap méi truong khan
- Phuong phép do bac
- Phuong phéap do brom
Chi dinh: Mat ngii; cang thang lo au, bon chén, rdi loan than kinh nhe.
Ngé dac: Xay ra khi dung qua liéu: Ngu li bi; tha yéu; huyét ap tut sau.
Cép cau khong kip thoi sé tir vong do liét ho hap.
* Mot s6 thudc:
Phenobarbital

N : 0
Tén khac: Gardenal, Luminal HN—X /CZH5
Cong thaec: O=< \@
C12H12N203 ptl: 232,24 HN o

Tén KH: Acid 5-ethyl-5-phenyl barbituric
Tinh chdt: Dang acid.
Bot két tinh mau trang, vi ding nhe; bén trong khdng khi.
Kho tan trong nudc; tan trong ethanol va dung maéi hiru co.
D& tan trong dung dich NaOH (tao mubi).
Dinh tinh: Phan tng chung barbiturat. Sic ky, so véi chuan.
Dinh lwong: Moi truong khan.
Téac dung: Gay ngu, gian co van dong.
Chi dinh:
- Cang thang mdt ngu: Nguoi 16n ubng 100-300 mg/lan.
- Pong kinh dang cuc bé va toan thé; con co gidt:
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Piéu chinh lidu phd hgp bénh nhan.
Nguoi 16n, udng budi tdi 60-180 mg/24 h.
Tré em 1 thang-12 tudi, uéng 1,5-2,5 mg/kg/lan; 2 1an/24 h.
Nhiege diém: Liéu gidn co gan véi liéu gay ngu.
Mephobarbital (Methylphenobarbital)

Cong thirc: C1sH1aN203  ptl: 246,3 HN—C° C ot
Phenobarbital thém nhém methyl & vi tri 3. O=< :>(©
Tén KH: Acid 5-Ethyl-1-methyl-5-phenyl barbituric |}| %
Tac dung: Gian co, gy ngu. CHs

Liéu dung gidn co xa vai lidu gay ngu.
Chi dinh: Co co van dong ngoai ¥: Ngudi 16n uéng < 600 mg/24 h.
Bdo quan: Dung trong bao bi kin. Quan ly thuéc huéng than.
3.2. Dan chit benzodiazepin
Cau truc:

1,4-benzodiazepin la khung co ban.

Cac khung dan chat gom:
1. 2H-1,4-benzodiazepin-2-on:

- Thubc ngua: Flurazepam, Nitrazepam Vong 1,4-benzodiazepin
- Thudc an than: Diazepam, prazepam, halazepam R,
- Thubc chéng dong kinh: Clonazepam ! 0
2. 2H-1,4-benzodiazepin-2-on 3-hydroxy: 3
- Thuf}c ngu: Temazepam R;@FN
- Thuoc an than: Lorazepam, Oxazepam —x
3. 4H-1,2,4-triazolo[3,4-a] [1,4]-benzodiazepin: @
- Thudc ngu: Estazolam , triazolam
- Thuéc an than: Alprazolam Khung 2H-1,4-benzodiazepin-2-on

4. 1H-1,4-benzodiazepin-3-carboxylic:
- Thuéc an than: Clorazepat kali
5. 3H-1,4-benzodiazepin-4-oxid: Thudc an than: Clodiazepoxid
6. 2H-1,4-benzodiazepin-2-thion: Thudc ngu: Quazepam
Tac dung:
1. An than, gay ngu: Chia ra 2 phan nhom:
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- An than: Chdng lo au, cing thang.
- Gay ngu: Khic phuc tinh trang kho vao giac ngu, thire sém khé ngu lai.
2. Gian co vdn dong:: Hau hét thuéc benzodiazepin.
Clonazepam, clodiazepoxid du hiéu lyc chira dong kinh.
Ly tinh chung:
Bot két tinh mau trang; loai c6 nhdm - NO2 mau vang nhat.
Hau hét dung dang base; mot s chat & dang mudi hydroclorid.
Hap thu UV: Thudc dan chat benzodiazepin hap thu UV, vi duy:
Nitrazepam: Amax 280 nm; Flurazepam: Amax 240; 284 nm
Pinh tinh: Thuong ap dung:
1. Phan g mau dic trung ctia mdi chét.
Vi du: Nitrazepam trong methanol, thém NaOH — mau vang dam.
2. Cac phuong phéap hoa Iy: Sic ky hodc phé IR; quang phd UV.
Pinh lwgng: Dung mot trong cac phuwong phap:
1. Acid-base/CH3COOH khan; HCIO4 0,1 M; do dién thé.
2. Acid-base/Et-OH 96%; NaOH 0,1 M; do dién thé: Dang B. HCI (HBr).
3. Quang phd UV hoic HPLC: Thuong 4p dung cho dang bao ché.
Chi dinh:
- Lo 4u cang thang hoac mat ngi. Tién mé.
- Co co ngoai y: Sét cao co giat, udn vén, tac dung phu thuéc...
Téc dung KMM: Suy hé hap, tuan hoan; tram cam (khi dung kéo dai).

* Mot s6 thudc:
H\

Nitrazepam N—©
Cong thac: 3
CisH11N3O3  ptl: 281,3 OZN/ —N

Tén KH: 1,3-Dihydro-7-nitro-5-phenyl 2H-1,4-benzodiazepin-2-on Ph
Tinh chdt: Bot két tinh mau vang nhat; bién mau do khéng khi, anh sang.
Kho tan trong nudc; tan trong dung méi hiru co.
Dinh tinh:
- P/u mau: Nitrazepam/Me-OH, thém NaOH — mau vang dam.
- Hap thu UV: Amax = 280 nm (dung dich trong Et-OH).
- Phé IR hoic SKLM, so véi chuan.
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Dinh lwong: Bang mot trong cac phwong phap da noi chung.
Vi du: Dinh lwong nitrazepin trong vién nén bang quang phd UV:
- Chiét hoat chat bang dung mdi hitu co >
> C6 dudi dung méi, thu can (nitrazepam).
- Hoa can vao Et-OH; do ¢ 280 nm.
Téac dung: Gay nga manh, ngan han; gidn co van dong.
Chi dinh: Mat ngit; co co van dong: Ngudi 1on udng 5-10 mg/lan.

Cha y: San pham chuyén héa cé hoat tinh nén kéo dai tac dung; can diéu chinh giam liéu thuong
Xuyeén.

Diazepam Me

N—©
Biét duroc: Seduxen w
Cong thac:
g G _N
C16H13CIN2O  ptl: 284,7 Ph

Tén KH: 7-Cloro-1,3-dihydro-1-methyl-5-phenyl -2H-1,4-benzodiazepin-2-one
Tinh chdt: Bot két tinh mau trang, bén trong khéng khi.
Kho tan trong nudc; tan trong ethanol.
Dinh tinh:
- Hoa tan diazepam/H2S0Os dic: huynh quang xanh luc duéi den UV.
- Siac ky hoic pho IR, so véi chat chuan.
Pinh lwong:
1. Acid-base/CH3COOH khan ; HCIO4 0,1 M (nguyén liéu).
2. Quang pho UV: Po ¢ 284 nm (4p dung cho dang bao ché).
Téac dung: An than kém gidn co van dong.
Chi dinh: Lo au, cang thang; co co van dong:
Nguoi 16n udng 2-10 mg/lan; 3 1an/24 h hoac tiém IM 2-15 mg/lan.
Cha y: San pham chuyén hda con hoat tinh, diéu chinh liéu phd hop.
Bdo qudn: Ché do quan ly thudc hudng than.
3.3. Thuéc an than, gay ngi cau tric khac
Bang 3.2. Mgt sé thuac an than, gay ngui cdu tric khac

Tén thudc Téc dung Liéu ding (NL)

Cloralhydrat -An than, gay ngu Uéng 0,25-1,0 g/lan
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Methyprylon - Gay ngu Udng 0,2-0,4 g/lan
Zaleplon - Gay ngu ngan han Udng 5-10 mg/lan
Zolpidem - Gay ngu ngan han Udng 10-20 mg/lan
Zopiclon - Gay ngu ngan han Udng 7,5 mg/lan
Meprobamat - An than Udng 400 mg/lan
Buspiron - An than Udng 5 mg/lan

Zolpidem tartrat
Biét diroc: Stilnox, Jonfa

" , N
Cong tharc: = /J/ COOH
(C19H21N30)2 .C4HeOs HaC N | —CH; H—C::—OH
. CH '
CHj 2 COOH

Tén KH: N,N,6-trimethyl-2-(4-methylphenyl) imidazoIoI/[1,2-a] pyridin-3-acetamid- 2,3-
dihydrobutandioat tartrat

Tinh chdt: Bot két tinh mau tring. Tan trong nuéc; F = 196° C.
Tac dung: Tao giac nga nhanh, ngan (khoang 2 h); gian co nhe.
Hap thu tét & duong tiéu hod, bi thire an can tro.
Dung thudc > 7 ngay phai dé phong tich luy, dé gay qua liéu.
Chi dinh: Khé ngu lac dau; lo ling bdn chdn; co co van dong.
Nguoi 16n, udng trude lac di ngu 10-20 mg.
Dot dung thudc: < 7 ngay. Khong dung lién tuc qua 4 tuan.
Tac dung KMM: Mét moi, dau dau, giam van dong.
4. THUOC CHONG TRAM CAM
Tram cam
Triéu chung:
a. Khi sac giam:
- Chan nan sau sic, khong chia sé dugc.
- Budn rau khong 16i thoat; qua kha, hién tai, trong lai am dam.
- Tiéu tuy, that sic.
b. Hoang twéng tram: Ludn cam giac tu ti, yéu dudi
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Luong gia qua mac: Sai 1am nho = mac toi 1on. e ché van dong:
- Dirng & mot tu thé trong thoi gian dai : Ngdi bat dong; nam dai ca ngay...
- Noi it, giong té nhat; dap rng cau hoi cham chap.
¢. Xung ddng tram uit:
Dot xuit phat con kich dong budn rau ménh liét; tuyét vong cao do, tu tir.
Nguyén nhan: Giam hoat tinh dan truyén nor-adrenergic & TKTW.
Hé¢ théng than kinh thodi trién do tai nan, tudi tac. ..
Chén do4an: Quan sét, phong van.
Piéu tri: Hoa tri liéu: Dung thudc chong tram cam.
Thudc chdng tram cam (antidepressant)
* Phan loai : 4 nhom.
Nhom I: Tricyclic (3 vong)
Gom nhiéu cau tric, véi vong 7 canh azepin o giita (xem imipramin):
Tac dung: Phuc hung nor-adrenalin, rc ché serotonin & sinap noron TK
— Tang dan truyén TKTW, chdng tram cam.
Tac dung KMM: Khang cholinergic gay khé miéng, tao bon, giam thi luc.
Qua lidu chuyén sang pha hung cam.
Bang 3.3. Mgt sé thuac tricyclic chong tram cam

Tén thuoc Purong dung Lieu dung (NL)

Clomipramin .HCI Uong 10 — 150 mg/24 h
Desipramin .HCI uong 25 — 200 mg/24 h
Imipramin . HCI uong 75 — 200 mg/24 h
Opipramol .HCI uong 50 — 300 mg/24 h
Trimipramin maleat | Udng 50 — 300 mg/24 h
Amitriptylin .HCI udng budi toi 50 —100 mg

Nortriptylin .HCI udng 75 — 150 mg/24 h
Doxepin .HCI uong 25 — 100 mg/24 h

Nhom I1: IMAO (Monoamin oxidase inhibitors)

Tac dung: Phong bé chuyén hoa noi bao cac amin sinh hoc, nang cao néng do cac amin & dau mut
noron than Kinh TW.

— Tang dan truyén, chong tram cam.
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Bang 3.4. Mgt sé thusc nhom IMAO

Tén chat Duong diing Lieu dung (NL)
Iproniazid uong 100-150 mg/24 h
Isocarboxamid Udng 30-60 mg/24 h
Moclobemid uong 100-400 mg/24 h
Phenelzin sulfat Udng 15 mg/lan
Toloxaton Udng 600 mg/24 h
Tranylcypromin sulfat | Udng 10-20 mg/24 h

Nhurge diém: Thudng xuyén gay tut HA + tac dung phu khac.
Ty Ié bénh nhan dép (g thudc khéng cao.
Nhom 111: Thuéc wc ché chon loc tai hap thu serotonin hau sinap
SSRI = Selective serotonin reuptake inhibitors
Téc dung: Can trg tai hap thu serotonin (chat &c ché truyén dat TK) hau synap
—> tang din truyén than kinh, chdng tram cam.
Bang 3.5. Danh muc thuéc SSRI chéng tram cam

Tén thuoc Dirong diing Liéu dung (NL)
Fluoxetin .HCI uong 20-80 mg/24 h
Fluoxamin uong 100-200 mg/24 h
Paroxetin .HCI udng 20 mg/24 h
Sertralin .HCI uong 50 mg/24 h
Tianeptine natri uong 12,5 mg/lan

Uu diém: Téc dung phu thap; Ty 18 bénh nhan dap ung thudc cao — 1a thudc lva chon diéu tri TT
tram cam.

Tac dung phy: Roi loan tiéu hoa (6ng tiéu hoa sir dung nhiéu serotonin).

Nhom IV: Thudc cau tric khac (Heterocyclic)

Tac dung: Chéng tram cam. Hiéu luc trung binh va thép.

Tac dung phyu: Mot s chat ¢6 tac dung phu khong dang ké (= thudc SSRI).
Bang 3.6. Mgt sé thuoc heterocyclic chang tram cam

Tén thuoc Duong dung Lieu duing (NL)
Amoxapin udng 50 mg/lan ; 2 1an/24 h.,
Bupropion .HCI Uong 100 mg/ lan ; 2 1an/24 h
Marprotilin .HCI uong 25-75 mg/24 h

Mirtazapin uong 15-45 mg/24 h

Nefazodon .HCI uong 50-100 mg/lan; 2 lan/24 h
Trazodon .HCI udng 150 mg/24 h.
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Venlafaxin .HCI uong 75 mg/24 h,

* Mot s6 thudc:
Imipramin hydroclorid

Cdu truc:
11 10 /
C19H24N2 .HCI O ’ 8l
7 - HCI
ptl: 316,9 N
| ,CHs
CHZ_CHZ_CHZ_N\
Hs

Vong azepin (7 canh)

TKH: 5-[3-(Dimethylamino) propyl] 10, 11-dihydro-5H-dibenz[b,f] azepin hydroclorid
Tinh chdt: Bot két tinh mau tring, khdng mui; bi bién do khéng khi, &nh séang.

Dé tan trong nudc, ethanol; khd tan trong dung méi hiru co.
Hod tinh, dinh tinh:

- Dé bi oxy hoa: Tron voi HNO3 dic — mau xanh lo.

- Pho UV: Amax 251 nm, EY;cn= 260; vai 270 nm (nudc).

- Phé IR hoic sac Ky, so véi chat chuan.
Ding lweng: Acid-base / ethanol 96%; NaOH 0,1 M; do dién thé.
Tac dung: Hoat hoa dan truyén TKTW chdng tram cam. Thudc tricyclic.
Chi dinh: Tram cam.

Nguoi 16n ubng 25 mg/24 h; diéu chinh liéu. Téi da 100 mg/24 h.
Tac dung KMM: Chung cua thudc tricyclic.
Bdo quan: Tranh anh sang. Ché do quan ly thude hudng than,

Phenelzin sulfat

Cong thac:

/CHZ_CHz_NH_NHg
CgH12N2 .H2SO4  ptl: 234,3 © . H,SOy
(IMAO)

Tén KH: Phenethyl hydrazin sulfat
Diéu ché: Tao hydrazid giira phenethyl clorid véi hydrazin hydrat:

e CHz_ CH,— Cl - HCI - CHy— CHZ_ NH—NH,
—_—
* HoN—NH, Phenelzin

Tao mudi sulfat bing két tinh trong dung dich acid sulfuric.
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Tinh chat: Bot mau tring anh vang, vi cay, khdng mui. Bién mau khi tiép xtc lau véi anh séang.
Tan trong nudc; kho tan trong nhiéu dung moi hiru co.

Hoa tinh hydrazin: Tinh khtr, tinh base, tao osazon vai aldehyd.
Hoa tinh, dinh tinh:
- Bun va6i TT. Fehling: Tua do nau caa Cu20 (tinh kht).
- Bun véi p-nitrobenzaldehyd: Két tia vang (tao osazon).
- H2S04: Dung dich nudc cho két taa BaSOy4 (trang) véi BaCl,
- Phé UV: hmax & 252; 158 va 263 nm (0,1%/H2S04 0,05 M)
Dinh lwong: Do iod, dua vao tinh khir cua hydrazin:
HoH-NHz + 12 — 4HI + TN
Phan g trong madi truong kiém dé loai HI.
Tac dung: Chdng tram cam. Thuéc IMAO.
Chi dinh: Tram cam. Thay thé khi thuéc dic hiéu khdng hiéu qua.
Nguoi 16n udng 15 mg/lan; 3 1an/24 h.
Bdo quan: Tranh anh sang. Quan ly thudc hudéng than.
Fluoxetin hydrochlorid

Cong thaec: 0 'I(l'
RGN VR
C17H18F3NO .HCI ptl: 345,8 ||3h
(SSRI)

%
FsC
Tén KH: N-Methyl-3- (p-trifluoromethf}lphenoxy)-3-pheny|propylamin HCI

Tinh chdt: Bot mau trang. Tan it trong nuéc; tan trong ethanol, methanol.

Hoa tinh: Tinh base do phén tu c6 nhém amin 11 (methylamin)

Dinh tinh: Chu yéu bang cac phuong phap vat ly:

Pho IR, SKLM, HPLC so vai chat chuan.

Dinh lwong: Acid-base / ethanol 96%; NaOH 0,1M; do dién thé.

Téac dung: Thudc chong tram cam nhém SSRI.

DDPH: Chuyén hoa & gan cho demethylfluoxetin hoat tinh, ti2 7-9 ngay
— kéo dai tac dung; tich luy thudc.

Chi dinh: Tram cam hoic chung dé hoang so.

Nguoi 16n ubng budi sang: Ban dau 20 mg/lan/24 h; ting dan téi 80 mg/24 h.

Duy tri diéu chinh theo dap (ng thudc cua timg nguoi bénh.

Dang bao ché: Vién nang 10, 20 mg; dung dich uéng 20 mg/5 ml.
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Tac dung KMM: Ban dau c6 thé bon chon, mét moi, chéng mat, ra mé héi.
Chéng chi dinh: Suy than ning; dang dung thuéc IMAO.
5. THUOC CHONG PONG KINH
Bénh dong kinh
Cin nguyén: Lién quan ton thuong ndo: u ndo, tai bién mach nio. ..
Trong con DK, noron nhay cam bat thudng, dap (rng mau le kich thich.
Gia thiét: Bat thuong ¢ hé thong GABA, ha thap ngudng dap tng kich thich.
(GABA = Gama-amino butyric acid- chat c ché dan truyén noron)
R4i loan chirc nang ndo — rdi loan van dong co.
Triéu chirng dac trung:
- Con co giat kéo dai (> 10 phat), tai dién.
- Mat y thirc chép nhoang hozc kéo dai.
Cac kiéu dong kinh:
1. Con toan thé (generalized convulsion)
Can nguyén: Do rdi loan chirc niang vo ndo. C6 cac dang:

~a. Con lon (grand mal): Mat y thirc dot ngot, giat run lan ding (co co); sau con co van con
mat y thirc (khoang 30 phut).

b. Con nhé (petit mal): Mat y thiac dot ngot vai gidy, co thé giat tay, nham mat; khong co giat.
2. Con cuc b (partial convulsion); gom céc dang:
a. Pon thuan (d6ng kinh Jacksonian). Triéu chizng: Xoan van lan toa.
Bit dau ngén tay > ban chan cing phia > céc co khac cing bén.
b. Péng kinh vdn déng tam thdn (psychomotor epilepsy):
Thuong lién quan ton thuong thiy thai duong.
Can nguyén: Do rdi loan ving; tim diém & ving nao dé trong ndo, lan toa dan.
Triéu chitng: Van dong: nhai lién tuc, chép méi, co cac dau chi.
y thire: hoang tuang nhe, khéng phan xa phong van.
c. Pgng kinh go giac: Xuat phat tir thuy dinh, khu tri hozc lan toa.
Tri¢u chizng: Cam giac té cong; ngura ran; kién bd khip chd;
R&i loan mau; cac cam gi4c bat thuong Khac....
Piéu tri: Hoa tri liéu 1a chi dao, thoi gian diéu tri kéo dai (tinh bang nam).
Thuéc chéng dgng kinh
Phan loai: Theo cau tric héa hoc.
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a. Ddn chdt uré:
- Barbiturat va dan chat: Phenobarbital, mephobarbital, primidon
- Hydantoin: Phenytoin, mephenytoin.
- Uréid mg: Phenacemid

b. Ddén chat succinimid: Methsuximide, phensuximide, ethosuximide
c. Thuac di vong:

- Dan chat dibenzoazepin: Carbamazepin
- Ddn chat benzodiazepin: Clonazepam, clobazam...
- Ddn chat triazin: Lamotrigine
d. Acid hitu co chéng dpng kinh:Valproat natri, gabapentin.
Bang 3.7. Danh muc thudc chéng déng kinh

Tén thuoc Con PK todn thé Con PK cuc bo
con 16n con nho Jacks. | T.than |ao giac

Metharbital + + + +

Primidon + + +

Phenytoin + + + +

Mephenytoin + + +

Ethotoin + +

Methsuximid +

Phensuximid +

Ethosuximid +

Carbamazepin + + + + +

Clonazepam + + +

Phenacemid +

Valproat natri + + +

Gabapentin + + +

Tiagabin + + +

Lamotrigin + + +

Vigabatrin + + +
Tac dung :

- Lam ting ngudng kich thich cua cac TB TK quanh ving gay ra cac con DK ngin can su lan truyén
cac xung tac bénh 1y gay con co giat.

- Lam giam sy phong dién cua cac TB & ving tén thuong.
Nguyén tiac dung thudc diéu tri dong kinh:
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1. Phan logi diing dang bénh dé chon thudc ddac hiéu.

2. Bat dau bang liéu thdp, tang dan téi liéu hiéu qud..

3. Dung phdc dé phoi hop thuac, phil hep cho méi bénh nhan.
* Mt sé thudc:

H
N
Phenytoin natri Ph
A / —ONa
Cong thaic: Ph /
O// N

CisHuiNa N202  ptl : 274,2
Tén KH: Mubi mononatri cua 5,5-diphenylimiazolidin-2,4-dion
Tinh chdt: Bot mau tring, hat am; hap thu CO2 khéng khi chuyén vé acid.
Dé tan trong nudc; tan trong ethanol; khé tan trong dung méi hitu co.
Dung dich nuéc khdng bén do CO, khéng khi.
binh tinh:
- Pun sdi chat thir trong amoniac lodng; thém CuSO4/NHs: Mau héng.
- Can sau nung cho phan tng caa ion Na*.
- Phé IR hoic sac ky, so véi chuan.
Dinh lwong: Acid-base, nhu miéu ta & phan chung.
Téac dung: Gian co van dong. Hiéu qua véi dong kinh toan thé va cuc bo.
Chi dinh: Pong kinh; phong co co khi phau thuat than kinh. Ngudi 16n udng:
- Vién giai phong nhanh: 100 mg/lan; 3-4 1an/24 h.
- Vién giai phdng cham (d¢ tan 15-35%/30 phat): 300 mg/24 h.
Tac dung KMM: C6 thé song thi, mda giat, loan van ngon; ton thuong gan.
Chéng CB: Suy gan, réi loan cong thirc mau.
Bdo qudn: Tranh tiép xtc voi khong khi (tranh CO2).
Ethosuximid
Tén khac: Succimal
Cong thac:
C7HuNO2  ptl : 141,20
(D/c succinimide)
Tén KH: 3-Methyl-3-ethylsuccinimid
Tinh chdt: Bot hodc thé sap mau trang; bén/KK, AS va < 37° C.
Dé tan trong nudc; tan/ethanol, methanol, ether; kho tan/hexan.
binh tinh:
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- Hap thu UV: Amax ¢ 248 nm; E(1%, 1cm) 8-9 (ethanol).
- Phan tng dic trung barbiturat: Cho mau hdng (= barbiturat).
Dinh lwong: Phuong phap acid-base, dua vao H (1) linh dong;
dung méi DMF; d.d. chuan tetrabutylammonium 0,1M.
Tac dung: Chdng dong kinh. Udng d& hép thu. tyz ~ 60 h.
Chi dinh: Bong kinh khdng kém co giat (petit mal):
Nguoi 16n, tré em > 6 tudi: Udng lidu dau 250 mg/lan; 2 1an/24 h;
diéu chinh: ctr 4-7 ngay ting 250 mg; thudng udng duy tri 1-1,5 g/24 h.
Tré em < 6 tudi, udng lidu dau 250 mg/lan/24 h; ting liéu dan.
Tac dung phu: Thap nhat trong cac thudc d/c succinimid.
Thdn treng: Khong dung don doc do nguy co phat trién con toan thé.
Bdo qudn: Tranh anh sang.
Valproat natri

CHs-CH2-CH2-CH-COONa

|
CH2-CH2-CHs
Tén khac: Na-VPA (acid valproic = VPA)

Cong thirc: CHaCH2CH,-C(Pr)H-COONa
CsHisNaO. ptl: 166,2

Tinh chdt: Bot két tinh mau trang, vi man, khéng moi; hat am.
Dé tan trong nuéc; kho tan/ dung moi hitu co.

Téac dung:
- Ngin chin co co khi co bi kich thich (do héa chat hoic xung dién).
- Kiém soat dong kinh khdng co giat (petit mal), dic biét & tré em.
- Chat chuyén hoa 2-en-VPA hoat tinh, tac dung kéo dai.

Thudc tham nhap bao thai va sita me.

Chi dinh: Pong kinh khong kém con co giét.

NL: Lidu ddu udng 300 mg/lan x 2 1an/24 h; tang liéu dan toi ti da
2,5 g/24 h. Thuong duy tri 1-2 g/24 h.

TE > 40 kg: udng 200 mg/lan x 2 1an/24 h; ting t6i t6i da 35 mg/kg/24 h.

Cha y: Do ddc tinh véi gan, co quan tao méu... han ché dung don doc.

Tac dung KMM: Pau dau, run tay, mat nga, rung toc... Ton thuong gan.
Phong bé phat trién tiy song bao thai.
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Chéng chi dinh: Mang thai; suy gan..; TE < 3 tu6i. Pong kinh nang.
Bdo qudn: Tranh am.
Gabapentin
Tén khac: Neurontin CH,— NH,
Cong thazrc: <:><CH2— COOH
CoH17NO2 ptl: 171,2
Tén KH: Acid 1-(Aminomethyl)-cyclohexan acetic
Tinh chat: Bot két tinh mau tring; néng chay ¢ 164-166°C.
Tac dung: Phéi hop diéu tri dong kinh cuc bd ¢ nguai 16n.
Co ché tac dung chua giai thich day du:
Thay tang mic GABA trong ndo bénh nhan ung gabapentin.
Chi dinh: Bong kinh cuc bo:
Nguoi 16n, udng ngay dau 300 mg; ngay thar hai 300 mg/lan; 2 1an/24 h;
ngay thtr ba 300 mg/lan; 3 1an/24 h. Tang liéu tiép dén hiéu qua.
Thuong udng 0,9-1,2 g/24 h; c6 thé 2,4 g/24 h.
Tré em 6-12 tudi, udng ngay dau 10mg/kg; ngay thix hai 20 mg/kg;
ngay thtr ba 25-35 mg/kg. Duy tri 900 mg/24 h vai tré > 26-36 Kkg.
Tac dung KMM: Mét moi, mat diéu hoa, budn ngu.
Thdn treng: Tam than khong on dinh; suy gan, than; dai thao duong.
Bdo quan: Tranh anh sang.
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BAI 10: THUOC GIAM PAU NGOAI BIEN
MUC TIEU
Kién thirc:
1. Phan tich dugc sy lién quan giita cdu trac hoa hoc véi nhitng tinh chat Iy hoa va tac dung duoc
luc.
2. Trinh bay duoc tinh chét ly hda, phuong phap tong hop va phuong phap kiém nghiém cua cac
thudc giam dau ha sét chong viém thong dung
Ky nang: ) ) ) )
1. Nhan dién duoc cau truc hc')a hoc qﬁa cac tl}uéc théng7 dung, v& dugc cau truc cua cac thudc do
2. Van dung dugc nhitng kién thirc vé tinh chat Iy hoa dé giai thich duogc tac dung dugc luc cua cac
thudc
Thai do:
1. Panh gia dugc tinh quan trong, tinh ing dung cia mén hoc trong thuc hanh nghé nghiép
2. Thé hién tac phong nghiém tac, than trong, chinh xéc, ti mi, tiét kiém trong qua trinh hoc tap va
trong thuc hanh nghé nghiép.
NOQI DUNG
1. Pic diém chung nh6m NSAIDs
1.1 Cau tric: = steroid (NSAID = Nonsteroidal Anti-inflammatory Drugs).
(Thudc chéng viém hormon v6 thuong thin cau trac steroid)

1.2 Tdc dung: Giam dau, ha nhiét, chong viém. Thudc tac dung ngoai vi.
Co ché tdc dung: Phong bé cyclo-oxygenase (COX), enzym xuc tac sinh tong hop prostaglandin
(PG). Hai loai COX:

COX-1 ¢ thanh da day, thanh mach, than.

COX-2 ¢ to chirc mo ton thuong.

- Cac thube chdng viém thé hé dau phong bé ca COX-1 va COX-2.

- Thubc thé hé II &e ché chon loc COX-2, han ché tac dung phu.
1.3 Tac dung KMM chung:

- Giam sinh PG, mat diéu hoa tai hap thu mudi khoang & dng than, giit nudc gay phu.

- Phong bé COX-1 gay viém loét da day-ta trang. Dién hinh 13 aspirin.

- Giam ngung két tiéu cau; thiéu mau...

- Phan b6 m& bit thuong: mat, bung phi dai, chan teo (cushing gia).

(Mttc do < thude corticoid, van dé phong khi ding thudng xuyén).

- Réi loan hé thong enzym chuyén hoa ¢ gan, gay hoai tir gan.

- Gay tram cam, 1an 16n, loan thi, mét moi,  tai hodc diéc.

- Mot s6 chét anh huodng td1 hoat dong tim-mach.
1.4 Chéng chi dinh:

- Dung thudc thé hé I cho ngudi dang bi viém loét da day, ta trang.

- Nguoi dé chay méu kéo dai nhu giam tiéu cau, sét xuat huyét; dang dung thudc chong dong
mau v.v...

- R&i loan than kinh; thiéu nang gan, than; bénh tim-mach.
Thén trong: Phuy nit mang thai va ky cho con bi; tré em < 14 tudi.
1.5 Phan loai: Chia thanh hai nhom :
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Nhom 1. Thudc giam dau, ha nhiét salicylat va twong tu

- Dan chat acid salicylic: Methyl salicylat, aspirin

- Dan chat p-hydroxyanilin: Paracetamol, phenacetin

Tac dung troi: Giam dau, ha nhiét; (chdng viém la thir yéu).
Chi dinh: S6t, dau dau, dau minh... do nhidu nguyén nhén.
Tdc dung KMM: 1oét da day-ta trang: Aspirin > paracetamol.

Doc gan: Phenacetin > paracetamol > aspirin.
Nh6m 2. Thube giam dau, chong viém khong salicylat (NSAID thue thu).
Tdc dung tréi: Giam dau, chéng viém.
Chi dinh: Dau, viém . (xem bang 3.4)
Bang 4.1 So sdnh chi dinh cua corticoid va thuée NSAID thuee thu

Chi dinh Corticoid NSAID
Diéu trj thay thé + -
Viém + +
Shock phan v¢ + -
R&i loan da + -
Pau xuong khdp, mé mém +/- +
St (tang than nhiét) - +-
Hen phé quan + -
Loan cong thirc mau + -
Ghi chd: + : Iya chon +/- : ¢ thé chi dinh

Bang 4.2 Mot 5o thuoc NSAID thuec thu

Tén thuéc Duong dung |ty (h) Liéu dimg NL (24 h)
Celecoxib (Th. II) Udng 11 200 mg
Diflunisal Ubng 8-12 0,5-1,0 g
Diclofenac natri Ubng, IM 150 mg
Etodolac (Th. II) Ubng 7 0,6-109
Fenoprofen natri Ubng 3 0,3-0,6 g
Ibuprofen Ubng 2 0,3-0,4 g
Indomethacin Ubng 3-11 100-150 mg
Meclofenamat Ubng 3 200-400 mg
Nabumeton Ubng 12-36 19
Naproxen Ubng 13 0,5-1,0 g
Nimesulid (Th. 1) Ubng 100 mg/12 h
Oxyphenylbutazon Ubng 72 0,3-0,6 g
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Phenylbutazon Ubng 84 0,3-0,4 g
Piroxicam Ubng 50 20 mg
Sulindac Ubng 16 04g
Tolmetin natri Udng 1 <2g

Ghi chl: + : C6 tac dung - : Khéng tac dung +/- : C6 chét tac dung.
2. Mgt so thuoc:
- Dén chit acid salicylic (acid 0-hydroxybenzoic):

Aspirin
Tén khac: Acid acetylsalicylic COOH
Biét duwoc: pH 8-Aspirin
Cong thirc: —OCOCH;

CoHgO4 ptl: 180,2
Tén KH: Acid 2-acetoxybenzoic
Diéu ché: Ester hoa acid salicylic v6i anhydrid acetic.
Tinh chdt: Bot két tinh mau trang, khong mui/mui dam nhe.
Thity phan cham & khong khi am.
Kho tan trong nudc; dé tan/ethanol 96%; tan trong ether, cloroform;
tan trong cac dung dich kiém hydroxyd va kiém carbonat. Tinh acid.
Dinh tinh:
- Thay phén aspirin/NaOH 10%; két tiia bang HCI:
Phan tia cho mau xanh tim voi FeClz 5% (acid salicylic)

COOH COONa COOH

—OCOCH; —OH —OH

+H,0 HCI
—_— e
NaOH, t°

Trung hoa dich loc, thém FeCls 5%: Mau hong-do (acetat).
- Phé IR hodc sic ky, so v6i acid acetylsalicylic chuan.
Dinh lwong: Acid-base/ethanol-nudc; NaOH 0,1 M; phenolphtalein.
Tdc dung: (Phong bé COX -1, 2 + giin mach ngoai vi ting thoat nhiét).
Giam dau, ha nhiét, tang thai trir acid uric qua nudc tiéu.
Lam tan cuc mau dong (huyét khdi). Acid salicylic diét nAm da.
Chi dinh:
- Dau dau cam sét; dau minh mcfy:
Nguoi 16n ubng 0,3-0,9 g/lan/4-6 h; toi da 4 g/24 h.
TE < 6 tudi, udng 50-65 mg/kg/4-6 h.
Han ché dung aspirin cho tré em do than kinh chua 6n dinh.
(biu tai, diéc, ra md hoi nhiéu, non, loan than- hoi chung Reye).
- Huyét khoi: Ngudi 10n udng 100-500 mg/1an/24 h.
- Dung dich ASA: B6i tri hic 130, lang ben, nAim da khac.
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Dang bao ché: Vién bao tan trong rudt 81; 100 va 500 mg.
Tdc dung KMM: Nhu di n6i ¢ phan chung.
Chéng chi dinh: Viém loét da day-t4 trang; chay mau khé cam.
Thuéc khong ding khi dang udng aspirin:
Chéng dong mau, huéng than, NSAID va glucocorticoid (GC).
Bio qudn: Dé chd mat, tranh anh sang va am.
* Mt sé dan chit ciia aspirin giam kich teng khi uong:
- Calci acetylsalicylat: Giam kich tmg, cung cép calci cho co thé.
- Phurc nhom-acetylsalicylat (aloxiprin): Ngung tu Al2O3 véi aspirin.
- Lysin acetylsalicylat (Bd. Aspégic): Lién két lysin véi aspirin.

Methyl salicylat COOCH;
Biét duoc: Salonpas
Cong thirc: —0OH
CgHgO3 ptl: 152,1

Tén KH: 2-Hydroxybenzoat methyl
Tinh chit: Chat 1ong khong mau/vang cam nhat, mui ddc trung;

bi bién mau khi tiép xtic voi anh sang. T trong (25°C) =1,84.

Kho trén 13n voi nude, tron 13n véi ethanol (96%), dau béo.
Tdc dung: Giam dau.

Dé tham qua biéu bi vao sau bén trong phat huy tac dung.
Chi dinh: Bao ché cac dang thudc dung ngoai xoa boép giam dau, vi du:

Methyl salicylat 25%/dau lac: boi 3-4 lan/ngay.

Bang dinh Salonpas (methyl salicylat 15%): dan chd dau.
Tdc dungKMM: Boi lién tuc, liéu cao sé hai thi giac do giai phong alcol methylic trong co thé, du
chi la dung ngoai.

Mot s6 nguoi khong chiu duoc mui hodc di tmg voi methyl salicylat.
Bdo quan: Tranh anh sang.

* Dén chat p-hydroxyanilin:

Paracetamol
Tén khac: Acetaminophen

Cong thirc:
CgHoNO2  ptl: 151,2 HO— — NHCO—CHj;
Tén KH: p-Hydroxyacetanilid

Tinh chat: Bot két tinh tréng; bién mau cham do khong khi, anh sang.
Kho tan trong nudc; tan trong ethanol, dung dich kiém .

Dinh tinh:
- D.d./nuéc cho mau xanh tim véi FeCls 5% (-OH phenol).
- Thuy phan, giai phong p-hydroxyanilin, cho phan tng dac
trung ctia amin thom I (pham mau nito):

@ NHCO—CH; _*"H0 O—Q—NHz.HCI
HOLto
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- Pho IR hoic sic kY, so voi paracetamol chuan.

- Hap thu UV: Amax 250 nm (Et-OH); 257 nm (NaOH 0,1 M)
Dinh lugng:

1. Quang ph6 UV: Po & 257 nm (NaOH 0,1 M).

2. Po nitrit: Sau thuy phan cho p-hydroxyanilin (amin thom I).
Tdc dung: Giam dau, ha nhiét. t> 1-4 h.

Giam dau manh va kéo dai hon aspirin; it kich ing duong tiéu hoa.
DPH: Ubng dé hap thu; san pham chuyén hoa doc v6i gan (< phenacetin).
Chi dinh: Sbt, dau dau.

Nguoi 16n udng 0,3-0,6 g/lan/4-6 h; toi da 4 g/24 h.

Tré em < 5 tudi, udng 60-250 mg/lan.
Dang bao ché: Vién 0,1; 0,2 va 0,5 g paracetamol.u; Vién hdn hop, vi du:
Ngé déc paracetamol: Khi udng > 10 g paracetamol/24 h.

Triéu chung xuat hién cham: Tai nhot, budn nén, dau bung, chan an.

Ngo6 doc gan: hon mé, phu ndo, co thé tGi tur vong.
Gidi déc: Tiém hodc udng antidote: acetylcystein, methionin.
Chéng chi dinh: Suy gan, thian; bénh tim-mach khong udng vién da thanh phan.
Thubc NSAID thuc thu:

Ibuprofen
Cong thirc: H,C COOH
CisH1s02 ptl: 206,3 NcH CH2_©_ CH— CH,
Tén KH: Acid 2-(4-isobutylphenyl) H3C/
propionic

Tinh chdt: Bot két tinh mau trang; bén trong anh sang, KK.
Khong tan trong nudc; dé tan trong ether, methanol, dung dich kiém.
Hoéa tinh: Acid yéu (-COOH).
Dinh tinh: Phé IR hoic sic ky, so v6i chuan.
Dinh lugng:
1. Acid-base/MeOH-nudc; NaOH 0,1 M; phenolphtalein.
2. Quang phd UV hoic HPLC.
Tdc dung: Thubc NSAID. Giam dau hiéu lyc trung binh; chdng viém.
DDPH: Hiap thu & dudng tiéu héa va qua truc trang; tiz 2 h.
Chi dinh:
- Viém vieem khop, dau bung kinh,... Nén udng cuing sita hoic thtc an.
Nguoi 16n ubng 1,2-1,8 g/24 h; chia 2-3 1an; t6i da 2,4 g/24 h.
Tré em udng 20-30 mg/kg/24 h; chia 2-3 lan.
- Giam dau tai chd: B6i thudc m&, kem 5% hodc thude phun 10%.
Tdc dung KMM: Thudc NSAID néi chung.
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Bdo qudn: Pung trong bao bi kin.

Diclofenac natri

Biét duoc: Difenac; Voltaren COONa
Cong thirc: CH,
C14H10CI2NNaO,  ptl: 318,1 4 cl
Tén KH: 2-(2,6-Dicloroanilino) N
phenylacetat natri NH—
Tinh chdét: Bot két tinh mau trang, hut am; )

bién mau do 4nh sang. =

Tan trong nudc, methanol, ethanol; it tan trong aceton.
Hoéa tinh: Tinh khir (amin IT); dung dich nudc pH kiém.
DPH: Hip thu t6t & duong tiéu hoa, truc trang; tiz 1-2 h.
Tdc dung: Giam dau, chéng viém Thudc NSAID thé hé 1.
Chi dinh:
- Pau do viém khép, that lung, dau than kinh, dau bung kinh....
Nguoi 16n ubng 75-150 mg/24 h; chia 3 1; dit truc trang 100 mg/lan.
Tiém IM siu, cham: 75 mg/lan; 1-2 1dn/24 h; dot 2 ngay.
Tré em udng hoic dat truc trang 1-3 mg/kg/24 h; chia 2-3 1an.
- Bo6i giam dau tai chd: Thuée m& 10%.
Dang bao ché: Vién 25; 50 va 75 mg; éng tiém 75 mg; Kem 10%.
Tdc dung KMM: Chung cua thuéc NSAID.
Bdo qudn: Tranh anh sang.

Nimesulid
Biét duoc: Mesulid; Novolid NH— SO,CH,
Cong thirc: 0
Ci13H12N20sS  ptl: 308,3 <N

Tén KH: 2-Phenoxy-4-nitromethansulfonanilid
Tinh chdt: Bot két tinh mau vang nhat. |
Kho tan trong nuéc; tan nhe trong ethanol. NO,
Tdac dung: Thudc NSAID thé h¢ II.
Phong bé chon loc COX-2: Giam dau, ché)ng viém.
Chi dinh:
- Pau viém khdp, dau gan, dau bung kinh:
Nguoi 10n udng 100 mg/lan; 2 1an/24 h. hodc dat tryc trang100 mg /24 h.
Tré em udng 5 mg/kg/24 h; chia 2-3 1an.
- Giam dau tai chd: Boi kem 3%.
Dang bao ché: Vién 100 mg. Thude dan 100 mg. Kem, gel 3%.
Tdc dung KMM: Khong de doa loét da day-ta trang nhu thude thé hé 1.
Thudc anh hudng toi phat trién tuy xuong cia tré so sinh.
Chéng chi dinh: Phy nir mang thai; tré so sinh.
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Bido quan: Tranh anh sang.

Celecoxib

Biét duoc: Selecap-200

Cong thirc:  Ci17H14F3N302S ptl: 381,4

Tén KH: p-[5-p-Tolyl-3-(trifluoromethyl)
pyrazol-1-yl]benzenesulfonamide HzN_

Tinh chdt: Bot két tinh mau trang.

Tdc dung: Giam dau, chng viém. @
Thubc thé hé 1I: Phong bé chon loc COX-2

Chi dinh: Pau do viém khdp, dau bung kinh...

Nguoi 16n ubng 200-400 mg/24 h.
Dang bao ché: Vién 200 mg.

Tdc dung phu: Thudc it giy viém loét da day-ta trang
Chéng chi dinh: Suy gan, than; bénh tim-mach.
Bdo qudn: Tranh néng, am.
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BAI 11: THUOC KHANG HISTAMIN H;
MUC TIEU

1. Trinh bay duoc lién quan giita cdu tric va tdc dong Dugc ly, tinh chat Iy hoa va
phuong phap kiém nghiém cua cac thudc khang histamin H1

2. Trinh bay duoc tac dung, tic dung phu cua cac thude khang H1

Thai d¢

3. Co théi do tich cuc nghién ctru tai liéu va hoc tap tai 16p.

4. Nhan thirc duoc tAm quan trong ctia mon hoc ddi vai thue hanh nghé sau nay.

NOI DUNG
1. So lwgc ve Histamin

Histamin dugc tao thanh tur histidin dudi tdc dung cta men histidin decarboxylase va pyridoxin
phosphat

Pyridoxin phosphat

NlTGHZ - f|3H - NH, WTGHZ -CH, - NH,
k COOH Histidin decarboxylase k

M
N H
Histidin Histamin

Histamin & trong cac md cua co thé thuong két hop vai protein khong cé hoat tinh. Khi ¢6 phan

ing khang nguyén khang thé méi phong thich Histamin dang tu do. Chét nay khi gan vao céc thy

thé chuyen biét ciia Hi, Hz, H3 & tao cac hoat tinh sinh hoc cua histamin.

Cac khang nguyén c6 thé 1a: thire an (thuong 12 cac protein la), duoc pham (penicillin, aspirin ...),

pham mau, len, 16ng thd, noc ong, phan hoa. ..

Histamin thuong gay ra cac tac dong sau:

e Co co tron khi phé quan, hé tiéu hoa.

e Giam huyét ap, gian thanh mao quan, ting tinh thAm cua mao quan.

e Ting bai tiét nude bot, nuwdc mat, H* cua da day.

e Céc thudc khang Hi lam gidn co tron phé quan nhung khong ngan sy tiét H* & da day.

e Céc thudc khang Hz 1am giam bai tiét H* trong dich vi gay ra bai gastrin, cac thudc cuong
cholinergic, cac thudc kich thich phé vi ... (xem chuong thudc tri bénh da day).

2. Thudc khang histamin Hy

Thudc khang histamin c¢6 dic tinh 1am mat di hay wc ché tic dung cua histamin theo co ché dbi

khang tuong tranh thuan nghich tai cac receptor chuyén biét.

Cac thudc nay duoc sir dung diéu tri cac bénh di ung (s6 mii, may day ...), say tau xe, mot vai hop

chat ciing dugc st dung do tac dong cia né ddi véi hé than kinh trung wong nhu an than, kich thich

an ngon, tri parkinson...
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Lién quan céu tric va tac dong dwoc luc
C4u trdc chung cua céc thube khang Hi

L
Ar-—-X-C-C-N
< T

Ar — (CH3)n

R

A R

CAu trc chung cua cac thudc khang H;
e A:-CH>-, - NHz, -O-, -CH.0 — hay khong co
e n=0hayl
e Ar: nhan thom hay di vong
e R:gbc alkyl (thuong la methyl)
e X: O (ethanolamin), C (alkylamin), N (ethylendiamin, piperazin, piperidin)
Pé c6 tac dung khang histamin:
e N cudi mach 1a amin 111 (dimethylamin > diethlamin)
e Mach C dai > 2 hay phan nhanh: hoat luc s¢ giam
e Thé Brhay CL1, F vao vi tri para ciia nhan thom: hoat lyc ting (F>Br>CL>H)

Thi du: cac hop chat Phenothiazin
S
LI

A2

= — CH2— CH2 — N(CHz)2: Khang Histamin
R=— CH2— CH2 — N(C2Hs)2: anti-parkinson
R=— (CH2)2— CH2 — N(CHs)2: an than mach
3. CAC THUOC KHANG HISTAMIN H: THONG DUNG
Céc thudc khang Hi ¢6 dién duoc tim ra nam 1937 bai Bovet, Fourneau va Staub véi khoi dau 1a chat
Piperoxan (933F) va cac hop chat 929F, 1571F thuoc nhém Ethylendiamin.

Piperoxan
o}
L O
o}
3.1 Nhom Ethyendiamin

Khai dau tir nghién ciru hop chat Phenbenzamin ngudi ta da tim ra nhém cac hop chat Ethylendianmin , sau
d6 1a cac dan chat nhém Cyclizin va Phenothiazin.

Céc thudc khang Hi thudc nhém nay gom co

e Phenbenzamin, Antazolin, Histapyrrodin, Mepiramin.

e Tripelenamin, Cloropyramin, Methapyrilen, Thenyldiamin.

Trén thyc té, nhém nay hién nay it dwoc sir dung lam thuée.
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3.2 Nhom Cyclizin
Nhém nay c6 rat nhiéu dan chat ma cong dung khac nhau rat nhiéu
Cau tric chung caa nhém cyClizin

NCN—R

v
Tac dung antihistamin H1 X Y R
CyClizin H H CHsClI
ClocyClizin Cl H CHs
Clocinizin Cl H -CH>CH=CH-CsHs
Cetirizin Cl H CH2CH>0 CH,COOH.2HCI
Piéu tri chong mit, gidn mach oc tién dinh
Cinnarizin H H - CH2CH=CHCe¢Hs
Flunarizin F F - CH2CH=CHC¢Hs.2HCI
An Than kinh X Y R
Hydroxyzin Cl H CH2CH20CH2CH0H.2HCI

3.3 Nhém Aminoethanol
3.3.1 Thudc khéang histamin Hi nhém aminoethanol thé hé 1
+ DAn chét ether caa benzhydrol

. OH
N
X Y

Tac dung antihistamin X Y R

Diphenhydramin HCI (Diacephyllinat) H H  -CHx-CHx-N(CHa): -
|

Clemastin H H e CH.CH; N

Dimenhydrinat H H -CH2-CH2-N(CHa)z

Téc dung anti — Parkinson, chéng tram cam

Orphenadrin CHs H -CH2-CH2-N(CHa)z
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+ DAn chat caa Phenyl (2-pyridyl)-methanol

4
N O—R
N
R1
AN
X
Tac dung antihistamin H R1 R
Carbinoxamin Cl H -CH2-CH2-N(CHs3)2
Téc dung kich thich an ngon H Clz  -CH2-CH2-N(CHj3):

Doxylamin

DIPHENHYDRAMIN HYDROCLORID

e

N
J/ “CHs

o)

Tén khoa hgc: (RS)-2-(diphenylmethoxy-N, N-dimethylethylamin hydroclorid)
Piéu ché

Tinh chét

Bot tinh thé trang, khdng mui. D& tan trong nudc, CHCls, khdng tan trong ether.
pH dung dich 5%=4,6. Nhiét d6 ndng chay: 168-172°C

Kiém nghiém

Dinh tinh

UVmax(0,05% trong EtOH): 253, 258, 264 nm

Quang phd hép thu IR so sanh vai chit chuan

Séic ky 16p mong

Thu nghiém CL

Thar tinh khiét

Do trong va sic caa dung dich, gisi han acid-kiém, tap chat lién quan, giam khéi lwong do say khd, tro
sulfat.

Dinh luvong

Mbi truong khan véi HCIO4 0,1 N chi thi tim tinh thé
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Tac dung va chi dinh

Viém mui di ing theo mua, say tau xe, parkinson
Ngudi l6n: 25-30 mg x 3-4 lan/ngay

Tré em: 12,5 mg x 3-4 1an ngay

Chéng chi dinh

C6 thai, ngudi gia > 60 tudi

Nguoi bi viém loét duong tiéu hoa

DIMENHYDRINAT

& O
CH H‘”’C“NJEH
| . )\ | )/>7 Cl

o™, 0F N TN
[ L

C17H2:NO va C7H7CIN4O2 P.t.I: 470
Gom 53-55,5% diphenhydramin va 44-46,5% 8-Clorotheophyllin.
Tinh chat
Tinh thé trang khong mui, tan trong nuéc, dé tan trong CHCls, EtOH, hoi tan trong ether
pH dd 2%=7,4-7,6
Kiém nghiém
Dinh tinh
e Nhiét @6 nong chay: 102-1060C
e Quang phd hap thu IR so sénh véi chat chuan
e Téac dung acid picric, do nhiét d6 néng chay dan chat ¢ 130-1340C
e DD 10% trong hén hop con nudc (1:2) + HCI, 1am lanh s& cho két tiia hoi do. Loc lay tinh thé cho tac
dung véi KCLO3/HCI cho cén hoi d6, ho trén NH3 s& cho mau do tim.
Thar tinh khiét
Do trong va mau sic caa dung dich, pH, Theophyllin va cac tap chat lién quan dén Diphenhydramin, giam
khéi luong do siy khd, tro sulfat, kim loai nang.
Dinh luvong
e Phan Dimenhydrinat: bing méi truong khan véi HCIO4 0,1N
e Phan 8-Clorotheophyllin: phuong phap Charpentier-Volhar
Téac dung va chi dinh
Chéng nén va chéng mat, say tau xe
Nguoi on: 50-100 mg trudc ¥ gio di xe, lai sau 3-4 gio
Tré em <8 tudi ¥ vién, tir 8-14 tudi ¥z vién.
Chéng chi dinh
Glaucom, phi dai tuyén tién liét
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3.3.2 Thudc khang histamin Hi nhém Amionethanol thé hé 2

TERFENADIN
HaC
Q
CH3
HO N
OH
*HCI
C32H41NO2 P.tl: 471,7

Tén Kkhoa hec: (RS)-1-14[4-(1,1-dimethylethyl)phenyl)-4-04-hydroxydiphenyl)-methyl)-piperidin-1-
yl)butan-1-ol]]

Tinh chét

Bot két tinh trang, tan trong nudc, trong dd HCI lodng, methanol, dé tan trong CHCls.

Kiém nghiém

Dinh tinh

e Nhiét d6 nong chay 146-152°C

e UVmax(MeOH): 259nm. Quang ph hap thu IR so sanh véi pho cua chat chuan

e Sic ky 16p mong: silicagel GF2s4, hé dung mdi MeOH: CHCI3(10:90)

That tinh khiét

Tap chét lién quan, giam khéi lugng do sy khd, tro sulfat

Dinh luvong

Maéi truong khan, chuan d6 bang HClO4 0,1N

Tac dung va chi dinh

Khang histamin khong gay ngu, tri viém mii, di ing ngoai da, may day

Chéng chi dinh

Man cam, suy gan ning

Tac dung phu

Nhtc dau, buon non. ..

Twong tac thudc

Gay xoin dinh khi ding chung voi khang sinh nhom Macrolid, Ketoconazol. Do twong tac ndy ma hién nay
Terfenadin da bi FDA rat khoi thi trueong My nam 2004

Liéu ding

Vién nén 60 va 120 mg. trén 12 tudi 60 mg x 2 lan/ngay. Tir 6-12 tudi 30 mg X 2 lan/ngay. Dudi 6 tudi 2
mg/kg x 2 lan/ngay.
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FEXOFENADIN

HaC

COH

HO N
) :
*HClI
C32H39NO4.HCI P.t.I: 538,13

Tén khoa hec: (£)-4-[1-hydroxy-4-(hydroxydiphenylmethyl)-1-piperidinyl] butyl

a- o — dimethylbenzen acetic acid hydroClorid

Tinh chat

Bot két tinh mau trang hay tring nga. Kho tan trong nuéc, CHCls. Tan trong MeOH.

Kiém nghiém

Dinh tinh

Nhiét d6 ndng chay 142-143°C

UVmax(MeOH): 259 nm

Quang phd hép thu IR so sanh vai phd caa chat chuan.

Sic ky 16p mong: Siliagel GF2s4, he dung mdi MeOH: CHCls (10:90)

Dinh luvong

Maéi truong khan, chuan do bang HCIO4 0,1 N

Tac dung va chi dinh

La chat chuyén hoa c6 tac dung cua Terfenadin nén tic dung nhanh hon terfenadin va it gy twong tac thudc
do khdng anh huong dén hé cyt.Paso (khéng gay hoi chimng xoén dinh vai khang sinh nhém Macrolid hay
Ketoconazol). Khang histamin twong ty nhu Terfenadin, khong gay ngii (do cau trdc than nude hon). Tri
viém mili di tng, di mg ngoai da, may day.

Liéu ding , ‘ 7

Nguoi lon va tré em >12 tuoi: 60 mg x 2 lan/ngay. Khéng dung ¢ tré em < 12 tuoi

Than trong

Khi c6 thai va cho con ba

4. Phan doc thém
4.1 Nhom Propylamin

H3C\\N//CH3
)
S N
|
R
Tén thuéc R
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Pheniramin (maleat) H
DexClopheniramin (maleat) Cl
Clopheniramin (maleat) Cl
Brompheniramin (maleat)  Br
CLOPHENIRAMIN MALEAT

= | Cl 0
N OH
1 on
HaC~ N "CH3 ©
C16H19CIN2.C4H404 P.t.I: 390,9

Tén khoa hec: (RS)-3-(4-Cloophenyl)-N-N-dimethyl-3-pyrid-2-yl propanamin hydrogen (Z) butendioat
Piéu ché

Tinh chét

Bot tinh thé trang, dé tan trong nudc, pH cua dd 2%=5. Tan trong CHCls, EtOH.

it tan trong benzen, ether. Dang ddng phan dextrogyre (Dexclopheniramin) c6 tac dung manh hon nén
thuong st dung trong cac truong hop di ting nang.

Kiém nghiém

Dinh tinh

e Nhiét d6 nong chay: 132-135°C

e Quang phd hap thu IR so sénh vai phé caa chat chuan

® UVmax 6’ 265 nm

Tao tinh thé picrat, xac dinh nhiét d6 néng chay (196-200°C)

Tha tinh khiét

Do trong va mau sic cua dung dich, tap chat lién quan, ning suat quay cuc, giam khdi lugng do say khé,
tro sulfat, kim loai nang.

Dinh luvong

Maoi truong khan vai HCIO4 0,1 N trong acid acetic bang

Tac dung va chi dinh

Khéang histamin manh. Tri s6 mili, di tng, may day, di tng thirc dn

Ngudoi 16n 4 -16 mg/24 gio, tré em 0,3 mg/kg/24 gio (vién nén hay sirop)

Tiém phong ngira phan ¢ng di ang truyén mau, huyét thanh, séc phan vé 10-20 mg/lan, t6i da 40 mg/ngay
Tac dung phu

Buon ngi, than trong khi 14i xe hay van hanh may mac

4.2 cac antihistamin nhém tricyClic

CH,

| s
N
8 \
|
989 )
S CH:}
Pimethixen Pizotifen Ketotifen
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N \ Y
Ciproheptadin Loratadin Azatadin
* Pimethixen

Téc dung khang histamin Hi, khang serotonin, chéng co giat. Dung tri ho do suyén.

* Pizotifen

Dung dang mudi maleat, khang histamin Hi, khang serotonin. Dung tri dau nira dau.

* Ketotifen

Dung dang mudi fumarat, khang histamin Hi, chéng phan vé. Ding ngira bénh hen phé quan di tng.
* Cyproheptadin

Khang histamin Hy, khang serotonin. Dung tri di tmg cip hay man tinh, gitip dn ngon.

LORATADIN VA DESLORATADIN

o) O._-CHs
4

N

—

cl \/

C22H23CIN202 P.t.I: 382,89
Tén khoa hec: 4-(8-Cloro-5,6-hihydro-11-H-benzo{5,6-cyClohepta-1,2,6-pyridin-}yliden)-1-Piperidin
carboxylic acid ethyl ester
Piéu ché
Tinh chét
Bot két tinh trang, it tan trong nudc, ndng chay ¢ 134-136°C.
Kiém nghiém
Dinh tinh
Quang phdé UVmax & 254 nm
Quang phd hap thu IR so sanh vai phd caa chat chuan.
Thit tinh khiét
Giam khdi luong do say khd, can sau khi nung, kim loai nang.
Dinh luvong
Séic ky long hiéu nang cao (HPCL-UV 254 nm) hay UV
Téac dung va chi dinh
Tac dong khang histamin Hi manh va kéo dai (T12 khoang 20 gi®), hoat tinh chon loc manh trén thy thé Hy
ngoai bién. Duing trong cac trudng hop viém miii di wng, ngira mét, may day man tinh, céc di (g ngoai da
khac. Dang ddng phan Desloratadin c6 tdc dung manh hon nén lidu chi con 5 mg/ngay.
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Liéu dung

Ngudi 16n va tré em > 12 tudi 10 mg/ngay

Tré 2-12 tudi: dung dang sirop 5 mg/ngay (1 mg/ml) khi can ning < 30kg va 10 mg/ngay néu > 30kg.
Trén thi truong ¢ dang phdi hop véi Dseudoephedrin sulfat (5 mg loratadin va 120 mg pseudoephedrin
sulfat) dang vién c6 tac dong lap lai (repeat tablet).

Than trong khi tré < 2 tudi, phu nit ¢ thai, cho con bi va ding chung véi cac thudc ketoconazol,
erythromycin, cimetidin.

Tac dung phu

Mét moi, nhire dau, kho miéng, rdi loan tiéu hoa, d6i khi budn ngu, nhip tim nhanh.
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BAI 12: VITAMIN VA KHOANG CHAT
MUC TIEU

Nhén dang duoc ciu tric cta cac vitamin
Trinh bay dugc lién quan giita cdu tric va tic dong cua cac vitamin
Trinh bay dugc vai tro cua cac khoang chit trong co thé

NOI DUNG
1. So lwge vé vitamin
1.1 Vitamin va vai tro sinh hoc

Ttr hiéu biét day da vé vitamin, cac nha khoa hoc dua ra dinh nghia:
"Vitamin la cdc chat hitu co ¢é cdu triic khac nhau, hau hét co thé nguoi va dong vdt khong
tw tong hop deO'c véi liéu lirong thuwong rdt nhé, nhung lai la nhan t6 khong thé thiéu d@é duy tri sie
song bén viing".
1.2 Vai tro sinh hoc cia cac vitamin:
- Co-enzym trong cac chu trinh chuyén hoa, trao d6i chat.
- Duy tri sy ben vitng c4u tric mo va chirc ning cac co quan.
1.3 Ngudn cung cap vitamin
- Thién nhién: M6 dong vat (gan c4 bién); rau, ci, qua tuoi song.
- Vitamin 1am thudc duoc san xuat bang téng hop sinh hoc hay hoa hoc.
1.4 Phén loai: Theo kha ning tan ciia vitamin trong nudc hay dau béo.
- Vitamin tan trong dau béo (liposoluble): Vitamin A, D, E va K.
- Vitamin tan trong nudc (hydrosoluble): cac vitamin con lai.
Nhom vitamin A: Tan trong dau.
- Vitamin Ay, A2, Asz; vitamin A aldehyd; acid retinoic. Caroten.
Nhom vitamin B: Tan trong nudc.
Vitamin B = Thiamin Vitamin Bz = Riboflavin
Vitamin Bz = Vitamin PP Vitamin B4 = Adenin (6-Aminopurine)
Vitamin Bs = Acid pentothenic Vitamin Be = pyridoxin, pyrridoxal
Vitamin Bo, B11 = Acid folic
Vitamin Bi2 = Cyanocobanlamin va dan chét.
Nhom vitamin C: Acid L-ascorbic, tan trong nudc.
Nh6m vitamin D: Tan trong dau, gom:
Vitamin: D = Ergocalciferol; Dz = Cholecalciferol va Da-s;
Céc chét hoat tinh vitamin D truc tiép: Calcifediol, calcitriol...
Nhém vitamin E: Céc tocoferol (a-, B-, y-, 8-): Tan trong dau.
Vitamin H: Biotin, tan trong nudc.
Nhom vitamin K:
- Vitamin K thién nhién: Tan trong dau.
- Vitamin Kz (phylloquinon, phytomenadion); K (farnoquinon)
- Vitamin K tong hop:
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- Vitamin K3 = menadion (tan trong dau).
- Vitamin Ks.7 : Gom mot sé ché pham tan trong nude.

1.5 Céu tric tén vitamin: Theo truyén thong: X,
X = Chir ca1 hoa chi bénh vitamin chira khoi, vi du:
Vitamin PP (pellagra preventive factor) chéng Pellagra.
Vitamin A chita quang ga (amblyopie crepusculaire)
Vitamin By chita Beri-beri.
- Chi s di kém (n): Chi trat tu nién dai phat hién.
1.6 Mot s6 Vitamin
1.6.1 Cac vitamin tan trong dau béo
Vitamin A
Nhom céc chat ¢ cu tric gan nhau, hoat tinh vitamin A (bang 13.1).
Ciu triic: Vong cyclohexen + mach nhanh véi 4 day ndi A luén phién.

Cong thirc chung:
HsC. CHj
Bang 11.1. Cdc dang vitamin A
Tén vitamin A-hoat tinh R Pdc diém cdu triic
(so voi vitamin A1)
1. Vitamin A; (Vita. As) -CH20H | - 4 day A mach nhanh trans
Hoat tinh: 100% (chuan) (all-trans)
2. Vitamin Az -CH20H | - Thém day Az4 6 vong
Hoat tinh: 25-50% vita. A1 cyclohexen
3. Neovitamin A -CH20H | - Cau triic cis ¢ A
Hoat tinh: Rét thip
4. Vitamin A acid -COOH | - Nhdm -COOH thay -CH.OH
Hoat tinh: 2/3 vitamin Az cua vitamin A1
5. Vitamin A aldehyd -CHO - Nhom -CHO thay -CH.OH
Hoat tinh: tuong duong vita. A; cua vitamin Ay

Nhdn xét: Vitamin Az hoat tinh cao nhat; Thay doi cdu trac 1am giam hoat tinh.
Nguén vitamin A thién nhién:
- Vitamin Az: stra (bo, dé, trau...), long d6 trimg, gan...
- Dau gan mot s6 loai ca bién: C4 Map khoang 7000-8000 UI/1g dau;
Neovitamin A c6 ty 1¢ nho trong dau gan cé bién.
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- Vitamin Az c6 trong ddu gan mot s6 loai ca nudc ngot.
- Caroten: La cac hop chat mau vang nhat trong qua, 14 c6 diép luc.
C6 khoang 10 ciu truc caroten; Chi a-, p-caroten va cryptoxanthin (ngd vang) la tién
vitamin Az; trong do B-caroten la c¢6 y nghia:
HsC. CHs oHy cH HyC. CHs
—(CH:CH—C=cr@;Qa(EQLQ}%H—(CH:C—CHzcmz—
- Ly thuyd An tir B-caroten chuyén hoa ra 2 vitamin Aj.
- Thire té: Chi'1/ 6\Qt!z_mg B-caroten chuyén thanh vitamin Alfh@/at ti
Tuy nhién B-caroten van la ngudn cung cip vitamin A thudong xuyén va quan trong cho nhu
ciu co thé hang ngay.
* Vitamin A tong hop: Vitamin A; dugc tong hop toan phan.
Nguyén liéu dau: Citral c6 trong tinh dau: chanh, cam, mang tang...

Vitamin Ay
Tén khac: Retinol all-trans; Antixerophtalmic vitamin
Baxter va Robeson két tinh 1an dau tién nam 1937.

Cong thirc: HsC. CHs CH, CHs

CooH300 ptl: 286,5 | I

CH,OH
A P 2

\
Tén KH: CHa

[3,7-dimethyl-9-(2,6,6-trimethyl-cyclohex-1-enyl) nona-2,4,6,8-tetraen-1-ol
Ciu triic:
- Vong cyclohexen gan 3 nhom methyl & vi trf 2,6,6.
- Mach nhanh 9 C véi 4 day A a,b,c,d luan phién, xép trans; 2 nhdm methyl-3,7; két thic 1a
nhom OH alcol I.
Dwge dung: Cac ester Vitamin A: acetat, palmitat, propionat...
Tinh chdt: Dang tinh khiét:
- Tinh thé hinh kim, mau vang nhat; d& bién mau do KK, anh sang.
- Tan trong dau béo va nhiéu dung méi hiru co; khong tan trong nudc.
- Hap thu UV: Amax 324-326 nm (2-propanol).
Hda tinh:
1. Bi oxy hoa do oxy khong khi, enzym... mét hoat tinh.
2. Phan ung Carr- Price:
Vi SbCls/cloroform :Tao phirc mau xanh, mat mau nhanh.
3. Nhém -OH alcol (cudi mach nhanh) tao ester v6i acid (béo); dang ester bén virng hon dang
alcol.
Dinh lugng:
1. Quang phé UV: Retinol ¢6 1 cuc dai hap thu UV & 324-326 nm.
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3. Phirong phdp sinh hoc: Xac dinh sy ting trudng trd lai ciia chudt tring non 20-30 ngay
tudi, da nudi ché do an khong vitamin A.
Phuong phap nay chi c6 y nghia nghién cuu.
Don vi vitamin A: Ul (Unité internationale = don vi quc té.
1 Ul =0,33 pug retinol; 0,344 ug retinol acetat; 0,359 ug retinol propionat va 0,350 ug retinol
palmitat.
Hoat tinh sinh hoc: Dbi v6i ngudi va dong vat.
- Duy tri tinh bén viing cac t6 chirc biéu mo.
Thiéu vitamin A: Khd mit, sung hoa da, d& nhiém khuan.
- Duy tri sy tdng truéng cho tré so sinh va dong vat non.
- Ngan ngtra ung thu da va niém mac (vitamin A acid)
- Vai tro quan trong vaoi kha nang sinh san cua glong cai (long dot tring).
- Tang nhay cam anh sang yeu clia vong mac mat:
Té bao gay vong mac mat can vitamin A aldehyd sinh téng hop rodopsin, nhay cam véi anh
sang yéu. Thiéu vitamin A, thiéu rodopsin — bénh quang ga.
Nhu cau vitamin A hang ngay: Khoang 5.000 UL
Chi dinh:
- Quéang ga, kho mat, stmg hoa da; phu nit v6 sinh. Phong ung thu da.
Nguoi 16n, tré em > 8 tudi udng 10.000-20.000 UI/24 h; dot 7-10 ngay.
- B6 sung vitamin A liéu thp khi can thiét.
Déc tinh: Udng vitamin A liéu cao, kéo dai biéu hién cac rdi loan:
Kho nirt moi, rdp moi ludi, dau xwong, viém da troc Vay, loan thi...
Tré em: Tang ap luc hop so (phong thop).
* Mot s6 dang nguyén liéu vitamin A; dwegc dung:
Ester Vita. A1 phan tan trong dau thuc vat hodc bot ta duoc tro.
1. Retinol tong hop dim dic trong diu:
Ester cua retinol trong dau thyc vat, thém chét 6n dinh.
Ham luong vitamin Az > 1.000.000 UI/1 g dau.
2. Vitamin A1 tir nhién trong ddu thuee vit. Déng trong lo nhom 5-10 kg.
Bado qudn: Pung day lo, nut kin, tranh anh sang; dé & nhiét do 8-15°C.
M¢ lo phai ding hét trong thoi gian ngin nhét c6 thé.
DPoc thém: Tretinoin
Tén khac: Acid retinoic
Céng thirc: Vitamin A acid (all trans)  CooH2802 ptl: 300,4
Tinh chdt: Bot két tinh mau vang sang. Nhay cam anh sang va nhiét.
Kh¢ tan trong nudc; tan nhe trong alcol, aceton; tan trong methylen clorid.
Tdc dung: Kich thich gian phan va luan chuyén té bao biéu mé; giam lién két té bao — thai loai
mun trung ca, kim ham phat sinh mun mai.
Lam mong dan 16p té bao biéu bi hoa sing.
DDPH: B6i da gan nhu khéng hap thu. SKD udng ~ 50%.
Chi dinh:
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1. Tafy mun trieng cd, nét san da, mun mii: Dung kem 0,01-0,1%.
Lam sach ving da bang xa phong nhe, dé kho ty nhién.
> B6i kem 1-2 1an/ngay, thanh 16p méng (tranh kich tng).
Dot boi: Sau 6-8 tuan boi kem méi co hiéu qua ro rét.
Chu y: Khong bdi dong thoi véi cac kem da khac.
2. Ung thw mau: Ngudi 16n udng 45 mg/m? da/24 h; chia 2 lan.
Tdac dung phu:
- Dung ngoai: B61 lién tuc s& gy ban do, giop da troc vay.
- Udng trj ung thu mau bi ngd doc qua liéu (nhu vitamin A1).
Kho da nirt né, khdé mang nhay, niém mac...; - ri loan tim-mach.
Thén trong: Khong dé tiép xtic voi da, niém mac va mit.
Tréanh tiép xtuc v4i anh sang va tia UV khi dung thudc.
Bio qudn: Pyng trong lo kin, tranh anh sang; dé ¢ nhiét d6 < 25° C.

Vitamin D
Biét danh: Vitamin ch(‘)n’g coi xuong. N ’
Cau truc: Nhom cac chat cau truc gan nhau, dan chat cua sterol:
- Vitamin D2: Ttr chiéu xa UV cia ergosterol.
- Vitamin Ds: Dau gan ca bién; chiéu xa UV 7-dehydrocholesterol.
- Vitamin Dg: dan chit chiéu xa UV cua 22-dihydroergosterol.....
- C4c vitamin Da.g chi khac nhau & goc Riz (mach nhanh).
Cong thirc chung

18

Hoat tinh c6 y nghia nhét 14 cac vitamin D, va Da.
Ngudn vitamin D thién nhién:
- Giau Vita. D: nAm men, dau ca cao, dau gan mot s6 loai ca bién:
ca tuyét, ca trich, ca sardine, c4 ngtr, cd ngur vay xanh...
- Trimg, sita, thuc phim thong thudng chira vitamin D ty 1é thip.
- Duéi da c6 chat 7-dehydrocholesterol — vitamin D3 khi phoi ning.
Nhu vay phoi nang hop 1y 14 giai phap chéng coi xuong.
Chuyén hoéa vitamin D trong co thé:
a. Vitamin D2 va D3 (thién nhién): Chi 12 tién vitamin D.
Hé enzym & gan va than chuyén héa vita. D — san pham hoat tinh:
- Vitamin D, — 25-hydroxy-ergocalciferol (25-HEC) (1).
- Vitamin D3 — 25-hydroxy-cholecalciferol (25-HCC, calcifediol) (2).
Céc san pham (1) va (2) lai chuyén hoa & than ra cac chit hoat tinh truc tiép:
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- (D2): 25-HEC — 1, 25-dihydroergocalciferol (1, 25-DHEC).
- (D3): Calcifediol (25-HCC) — Calcitriol.
b. Vitamin D téng hop:
Alfacalcidol chuyén hoa nhanh & gan ra calcitriol hoat tinh.
Hoat tinh sinh hoc cua vitamin D:
Tham gia vao chu trinh hip thu-dao thai Ca, P cu truc xwong, khop, ring va to chirc khac.
* Cdc chdt chuyén héa hoat tinh truc tiép:
- Calcifediol; Hoat tinh tai hap thu phosphat ¢ dng than.
- Calcitriol: Piéu hoa hap thu-thai trir calci & mang rudt, xwong, co.
Coi xwong khdang vitamin D: Udng vitamin D kém hiéu qua.
Nguyén nhan: Do mét kha nang chuyén héa vitamin D.
Dwoc dong hoc vitamin D:
Vitamin D dé& hip thu ¢ dudng tiéu héa, acid mat can thiét cho hap thu.
Vitamin D gin véi a-globulin huyét twong; tich liiy trong mé mé& va co vén, giai phong khi
co thé can.
Vitamin D2 va Dz phat huy tac dung cham, kéo dai.
Calcifediol, calcitriol tic dung nhanh, thoi han ngan.
Vitamin D hoa tan trong sita me. Thai trir qua duong mat-rudt.
Nhu ciu vitamin D hang ngay:
- Nguoi 16n khoé manh, khong phoi nang: ~ 400 Ul/ngay.
- Tré em binh thuong: 100 Ul/ngay 1a du phong co1 xuong.
Poc tinh: Khi dung liéu cao va thoi gian dai, gay:
- 1.000 Ul/kg/24 h: Ngudi 16n bi ting calci/huyét, soi than.
- 2.000 Ul/kg/24 h : Tré em sinh trudng mat can doi.
Ndng hon: V6 co héa md xuwong, mém-xdp xuong dé gly.

Vitamin D3

Tén khac: Cholecalciferol; Colecalciferol

Cong thirc:

Co7H440 ptl: 384,6

Tén KH:

9,10-Secocholesta-

-5,7,10(19)-trien-3p3-ol

Diéu ché: HO
1. Dau gan ca bién: cat phan tir liy vitamin Ds.
2. Tong hop: Tir cholesterol acetat (xem HD 1II).

Tinh chdt: Tinh thé hinh kim mau tréng; mat hoat tinh do bic xa UV.
Hap thu UV: Amax & 265 nm (cyclohexan); [o]p?® = 110° (ethanol).
Khong tan/ nuée; tan trong ethanol, diu béo, dung méi hitu co.
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Phan g Car-Price (thudc thir SbCls/cloroform): vitamin Ds cho mau vang 4nh hong —
xanh luc nhat. Sic ky 16p méng, so v6i chuan.
Dinh lwong: Bang cac phuong phap sau:
1. Quang phd UV: ap dung cho ché pham thuan vitamin D.
2. HPLC: 13 phuong phap kha thi nhat.
Don vi quoc té: 1UI tuong duong 0,025 pg vitamin D2 va D3
Chi dinh: VVitamin D hi€u qua v6i tré em hon vitamin Ds.
- Loding xwong (cao tudi): Ubng, tiém IM 400 UI/24 h.
Thiéu nang gan dung lidu cao hon: 40 000 UI/24 h.
- Tré em coi xwong: Udng 100-200 U1/24 h.
Phong coi xuong cho tré em udng liu thap hon lidu diéu tri.
- Thiéu nang tuyén cdn gidp: Udng 50.000-200.000 UI1/24 h.
Cha y: Diéu chinh liéu hang tuan theo nong do Ca**/mau.
Khong dung lién tuc, phan thanh dot diéu tri 7-10 ngay.
* Cdc truong hop dung vitamin D dgng chuyén héa hiéu qiia hon:
- Coi xwong khang vitamin D, xop xwong:
Calcitriol: Nguoi lon uéng hodc tiém IM 0,25 pg/24 h; dot 2-4 tuan.
- Thiéu ndng tuyén can gidp: Calcitriol. NL, udng 0,5-4 nug/lan; 3 1an/tuan.
Vitamin D;
Tén khac: Ergocalciferol
Cong thirc:
C2sH440O ptl: 396,6
Tén KH: 9,10-Secoergosta-
-5,7,10(19),22-tetraen-3p-ol

Vitamin D,

Diéu ché: Chiéu xa dung dich ergosterol bang birc xa UV.
Tinh chét: Bot mau tring; khong khi, anh sang lam bién mau — vang nau.
Khong tan trong nudc; tan trong ethanol cao do, dau béo va d.m. hitu co.
Tdc dung: Vitamin D2 lam tang nong do Ca, P / méu.
Liéu cao gay voi hoa phéi, dong mach va than.
Khic phuc bang udng KI hoic acid gluconic.
Chi dinh: Tuong ty nhu vitamin Ds.
M&ét s6 chét vitamin D hoat tinh tryec tiép:
1. Calcifediol (25-HCC)
Cong thire: “Me

CaiHuO:2  ptl : 400,65 ,CH o R %";H
Tén KH: 9,10-Secocholesta- Me
5.7,10(19)-trien-3p,25-diol HO XX

La san pham chuyén hoa cta cholecalciferol & ong hop nam 1969.
Tinh thé mau trang; nhay cam véi 4nh sang, khong khi va nhiét. Khong tan trong nudc; tan
trong dung méi hitu co va dau béo.
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Duwoc DH: ti> khoang 16 ngay; thoi han tac dung 15-20 ngay.
Chi dinh: Dung trong cac trudong hop giam Ca**/mau, rdi loan dudng xwong va co co, thiéu ning
tuyén can giap.
Liéu diing: Ngudi 16m, ubng 300-350 pg/tuan; diéu chinh liéu phu hop.
Bio qudn: Dé & nhiét 46 2-8°C trong khi quyén No.
2. Calcitriol (1, 25- DHCC) M

OH
Cong thirc: _,CH 20 Me
C27Hu40s ptl : 416,65 O/\A e % OH
Tén KH: 9,1Q-Secocholesta- — NN € Me
5.7,10(19)-trien-1a., 33,25-triol

La san pham chuyén héa cua vitamin D3 ¢ than, chic nang thu hdi P.

Bot két tinh mau trang; nhay cam véi khong khi, anh sang va nhiét. Tan trong dung méi hitu
co va dau béo; khong tan trong nudc.
Duoc DH: t12 3-8 h; thoi han tac dung 1-2 ngay.
Chi dinh: Dung khi ndng d6 phosphat/méu thap, loan dudng xuong, coi xwong khang vitamin D,
thiéu niang tuyén can giap.
Liéu diing: Ngudi 16n udng 0,25-3 pug/24 h; hoic tiém IM 0,5-3 pg/lan/2 ngay.
Bio qudn: Dé & nhiét 46 2-8°C trong khi quyén No.

Vitamin E

G. Ermerson chiét suat nam 1936 tir ddu mam laa mi.
D3 biét t6i 8 hop chat, hoat tinh vitamin E & murc do khic nhau, goi chung 14 "cac tocopherol", phan
biét bang chir cai La mi a, p...
Ciu triic: Dan chét caa tocol va tocotrienol.

Nhan chroman chung cho 2 loai vitamin E; vi tri 2 ¢6 nhom thé -CHs va nhém Z (Z1 véi d/c
tocol va Z, véi d/c tocotrienol):
1. Dén chit tocol: Gom: a-, B-, y-, 8-, -, &-Tocopherol.

0 ( 4l
Me
3
HO J —
Tocol Cong thirc chung (1)
CH3

{Zl _ —(CHCH,CH,~CH)—CH  _ phyt)}

2. Dén chit tocotrienol: Gom: e- va &1-Tocopherol
6
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Tocotrienol

C|3H3 Cong thirc chung (2)
Z»= —(CHaCH,CH=C );—CHj

Trong d6 chi a-, B- ,y- va 8-Tocopherol ¢6 hoat luc vitamin E du y nghia.

Hoa tinh:

1. CAu tric nhan chroman + hé théng day A mach nhanh dua lai tinh khur.

- Phan rng mau véi tac nhan oxy hoa (HNO3), cac ion kim loai..., vi du:
V61 HNOs hoac FeCls cho mau vang va do.
Tinh chat nay dung dinh lugng vitamin E bang do ceri.

2. Nh6m -OH (nhan Chroman) tao ester vdi cac acid béo bén hon Tocopherol

Dinh lugng:
a). Ester sau khi thuy phan, dinh luong bang cac phuong phéap sau:
1. Sac ky khi, HPLC; quang pho UV.
2. Oxy-khur: Bo Ceri, d.d. chuan 14 ceri sulfat 0,1 M.
b). Phuong phap sinh hoc: Thir trén chudt cong duc va cai sinh san.
Don vi vitamin E: Tinh bang don vi quc té (UI).
1 Ul =1 mg dl-tocopherol acetat
= 0,91 mg (dl)-a-tocopherol
= 0,735 mg d-a-tocopherol acetat
= 0,671 mg d-a-tocopherol
Hoat tinh sinh hoc cua vitamin E:
- R0 rang nhat & mang té bao: La antioxydant, triét tiéu gbc ty do
(nhan t6 gay long lién két dinh to chitc) — bén viing mang té bao.
Thiéu vitamin E: Hong cau dé bi v.
Phuy nit: Thy tinh binh thudng; dé sdy thai, thai chét luu.
ban 6ng: Tinh trung kém va di dang, nguy co vo sinh.

- Lam tang tinh bo dudng clia cac acid béo chura no, methionin. ..

- Tang hoat lyc cac vitamin hoat tinh biéu bi: vita. A, C.

- Tham gia chu trinh chuyén hoéa acid nucleic.
Vitamin E du trit & cic mdé md, giai phong ciing chuyé hoa mé.
Nhiéu ngay khong bo sung vitamin E, co thé van du.
Nhu cau vitamin E hang ngay: ~ 3-15 mg.

Nguén vitamin E thién nhién:

- T4t ca cac mam ngil cdc, rau diép, cai xoong, co linh ling. ..
- Dau thuc vat: ca cao, co, dd tuong (giau d-tocopherol), lac, olive...
- Stra, trirng, md& (stra nguoi: 2-5 Ul/lit, du cho tré thoi ky bu).
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* Cac nguyén liéu duwgc dung cta vitamin E
Chiét tir dau thuc vat; Tir 1938 d3 tong hop dugc a-tocopherol.
(1). d-Alpha tocopherol (dang tu do hoac ester acetat).
(2). dI-Alpha tocopherol (tur do hoac ester acetat, succinat...).

d-Alpha tocopherol acetat
Tén khéac: d-Alpha tocopheril acetat

Cong thirc: CHa
C31H5203 KN © (\W\(CHS
ptl: 472,7 @ CHs CHs CHs CHg
fo0"
CHy  CHs

Tén KH : 2,5,7,8-Tetramethyl-2-(4,8,12 -trimethyltridecyl)chroman-6-yl acetat
Diéu ché:

1. Cét phén tr dau thuc vat dugc dong phan d-alpha-tocopherol, hoat tinh cao nhét (dong
phan I- hoat tinh yéu).

2. Tong hop hoa hoc: Ngung tu 2,5,5-trimethyl hydroquinon (I) véi phytyl bromid (hodc
phytol); dugc dong phan racemic:

e y

Me OH €

h G | (znCh)  Alpha-
HO Me  Me Me Me ———> Tocopherol

7

HO

| )
Me (1) Phytol
Tinh chét: Chat 1ong dau mau vang-xanh luc nhat, nhét, trong.
no®® = 1,4950-1,4972. Hoa ran ¢ -27,5° C.
Hap thu UV: Avax 284 nm (ethanol).
Khong tan trong nudc; tan trong dau béo, ethanol va dung méi hitu co.
Dinh tinh: Phan tmg mau v6i cac chat oxy hoa. Sic ky; hip thu UV.
Dinh lwong: Sic ky khi hoac HPLC.
Chi dinh:
- Phong sy thai, kinh nguyét khong déu; dan 6ng vo sinh.
- Phong, diéu tri bénh lién quan tinh bén vitng mang té bao: Chay mau tan huyét, ngd doc oxy
phoi, bong va ton thuong da khé lanh, xo vita mach mau va bénh tim; cac muc dich bo dudng khéc.
Liéu ding: Ngudi 16n udng 50-60 UL/lan; tré em udng 15-20 Ul/lan.
- Vitamin E 1a chat bao vé Vitamin A/dau.
Dang bao ché: Nang mém vitamin E/dau; Vién vitamin A + E /dau...
Bio qudn: Tranh anh sang va cac chat oxy hoa.

Vitamin K
Ciu triic: Khung co ban vita. K 13 I



2-methyl-1,4-naphthoquinon (Menadion).
a. Vitamin K thién nhién:
1- Vitamin Ky: Tur co Linh lang (Alfalta).
Cong thirc: i

/CHS
CH
AN 3
Il
0

CH;3 CH3 CH3 CH3

2-methyl-3-phytyl 1,4-naphthoquinon
Céu tric = phtiocol (2-methyl-3-hydroxy 1,4-naphtoquinon),
2- Vitamin Kz: Chiét suat tu vi khuédn gy thdi ca.

Ciu triic:
\/\/\,\/\/\,\/\/CH3
- n CH3

Mach thang (3) ¢6 sé don vi isopren thay d6i, tuy thudc ching vi khuan sinh vitamin Ko, vi
du do vi khuén lam théi c4, n=5; R =35 C:
2- methyl-3-all-trans-farnesylgeranylgeranyl-1,4-naphthoquinon.
b. Vitamin K tong hop: Cho dén nay da tong hop dugc cac chat:
- Khong tan trong nudc: Vitamin Kz, K4, K7 ...
- Tan trong nudc: Vitamin Ks, Ks

i o
CHg CHa
.HCI
I o
Menadion (K3) Vitamin Ks
(khong tan trong nudc) (tan trong nudc)
Tinh chat chung:

- Vitamin K thién nhién: Chat ran hodc dau mau vang sang.
Khong hoa lan nudc; hoa lan dung méi hitu co va dau ma.
- Menadion: Chat ran; kho tan trong nudc; thang hoa nhe.
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- Céc vitamin K c4u trac quinon: La cac chit khir, Hip thy UV.

- Céc vitamin K cu trac quinol: c¢6 cac nhom thé amin dé& tao mudi véi acid (HCL...) hodc ester
véi acid phosphoric, dé tan trong nudc.
Vai tro sinh hgc cia vitamin K:
1. Tham gia chu trinh tao cuc mau dong:

Gan: Vita. K_ Prothrombin Thrombin (Thr.) vao mau.
—_

—>
Mau: Fib,rinogen Thr. ﬁbrin Cuc mau dong

Thiéu vitamin K s€ thi€éu prothrombin — mau kho dong.

Vitamin K1 pht hop phong xuét huyét cho tré so sinh.
2. Xwong: Ton tai protein tao xuong phu thudc vitamin K.
— Thiéu vitamin K gy ting calci/mau.

Hdp thu ¢ dwong tiéu héa: Vita. Ky can dich mat va acid mat dé hap thu & rudt.
Nguon vitamin K thién nhién:

- Rau xanh, khoai tay, xtp lo, ) tuong, long doé trung, gan...

- Vi khuan rudt sinh vitamin K cung cip cho nguoi hang ngay.
Vitamin Kz Tén thuong goi: Menadion
Dwgce dung: Menadion (khong tan / nudc) va Menadiol natri diphosphat.

Menadiol natri diphosphat

Cong thirc: O PO;sNay

C11HsNasOgP2 .6H20 ! CHs
ptl: 530,2 g

Tén KH: Mudi tetranatri ciia 2-methylnaphthalen- . 6H0

-1,4-diyl bis(dihydro-phosphat), hexahydrat
Tinh chét: Bot mau tréng héng nhat, mui dac trung; hit Am.
Dé tan trong nuéc; khong tan trong Et-OH.
Dinh tinh:
- Pho hap IR, so v6i menadiol natri diphosphat chuan.
- Phan tng véi ceri sulfat + H2O2, menadion giadi phong (mau vang).
Dinh lwgng: Po Ceri, dung dich Ceri (IV) sulfat 0,02 M; do thé.
Nguyén ly: Menadiol 1a chit khtr, cung cap e, chuyén Ce** vé Ce*3,
Tdc dung: Vio co thé giai phong menadion phat huy tac dung.
Chi dinh: Chay mau kh6 cAm; qua liéu thudc chdng déng méu.
NL ubng, tiém (IM, IV, duéi da): 5-15 mg/24 h. TE: 5-10 mg.
Dang bao ché: Dung dich tiém 5 va 10 mg/ml; vién 5 mg.
Tdc dung KMM: Thira vitamin K gy nguy co huyét khéi.
Bio qudn: Tranh kiém va dnh sang.

|
O PO3Nay

Vitamin K1
Tén khac: Phylloquinone, phytomenadione
Cong thirc: C31H4602  ptl: 450,7
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Tén KH:
2-Methyl-3-(3,7,11,15-tetramethylhexadec-2-enyl)naphthalen-1,4-dion
Tinh chét: Chat 16ng mau vang hd phach, nhét; gan nhu khéng mui.
Bi hong trong khong khi, anh sang.
Khéi luong riéng: 0,967; chi sé khuc xa khoang 1,526.
Khong hoa 14n nudc; hoa 13n ethanol, d.m.hitu co, dau béo.
Dinh tinh:
- Hap thy UV: Amax 327 nm (10 mg/100 ml trimethylpentan):
Pha loang 5 1an: Awax 285; 243; 249; 261 va 270 nm.
- Dung dich trong methanol, thém NaOH: mau xanh luc.
- Sic ky 16p mong, so véi vitamin K; chuan.
Dinh lwong: HPLC hoic quang phd UV (do nhanh).
Tdc dung: Hoat tinh vitamin K, twrong ty menadion.
Chi dinh: Tuong tu Vita. K3; dac biét tdt voi tré so sinh.
- Chay mdu: Ubng 2,5-10 mg/24 h; ¢ thé 25 mg/lan.
Tiém cham (dudi da, IM, IV) cung liéu udng, khi can.
- Phong chay mau tré so sinh: Tiém IM 0,5-1 mg; me 1-5 mg, trudc sinh.
Dang bao ché: Dung dich tiém 1 mg/0,5 ml; 10 mg/ml; vién 5 mg.
Thén trong: Tién st thoi gian dong mau ngin; bénh huyét khoi.
Bdo qudn: Tranh anh sang, khong khi.
1.6.2 Cac vitamin tan trong nudéc
_ _ Vitamin C _CH,OH
Tén khac: Acid L- ascorbic
Cong thirc:
CeHsOs ptl: 176,1
Tén KH: 5-(1,2-Dihydroxyethyl)-
-3,4-dihydroxy-5H-furan-2-on
Nguén vitamin C thién nhién
- Dong vat: Tuyén ndi tiét, thé vang, stta chira ham luong cao.
- Thuc vat: Cam, chanh, ca chua, 6t, carot...
Tinh chdt: Bot két tinh mau tring, vi chua; bot kho bén trong khong khi; d.d. nudc, hdn hop dé bi
bién mau trong anh sang.
Ton kim loai, chat oxy héa chuyén vitamin C sang mau nau.
D@ tan trong nudc; tan trong ethanol, glycerin; khong tan: dmhc, dau béo.
Hap thu UV: Amax 243 nm; [a]o® = + 20,5° dén + 21,5°.
Lién quan cdu triic- Hoa tinh:

HO—CH o

HO/ \OH

Vong lacton + 2 OH enolic gin vao day A, tao cum en-diol; cac H linh dong cho tinh acid =
acid carboxylic.
Cum en-diol c6 tinh thuan nghich oxy héa- khir, hoat tinh sinh hoc.

O]

Acid ascorbic Acid dehydroascorbic (1)
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Dinh tinh:
- Phan I'Ing vo1 FeSOa, tao mudi sat (I1) ascorbat, mau xanh tim:

- HZO —

/

R o 0 o

+2NaOH 20 | Feso, ”
% .

/ AN

O\F/O

NaO \ONa

- Phan tng truc tiép véi AgNOs, cho mau nau va giai phong Ag.
- Hap thu UV: Amax 243 nm; El; 545-585 (nudc).
Dinh lwong: Phép do iod:

CH,OH
CH,OH 3
| HO—CH o
HO—CH o o
-0 ”
+ I — P A + 2HI
/ AN O O
HO OH

Acid dehydroascorbic
Dung dich chuan 1a dung dich iod 0,05 M; chi thi hd tinh bot.
Hoat tinh sinh hoc:
Nho cdp oxy hoa-khtr (1) cta vitamin C:
- Duy tri tinh dan hoi bén thanh mach mau.
- Tang hap thu Fe?* tao hong cau; ting tinh khang nhiém khuan.
- Tang d6 bén lién két t6 chirc xuong-khop, rang, da, niém mac.
- C6 thé can cho tang tiét hormon tuyén thuong than.
- Liéu cao: ha glucose/huyét, kim ham té bao ung thu.
Chi dinh:
- Bénh scorbut, d& chay mau (st xuat huyét).
- Phéi hop diéu trj chin thuong, nhiém khuén, ung thu, diabet.
- Thiéu méu nhugc sic thiéu sat: Udng kém thude Fe (11).
Liéu ding:
- Piéu tri: Ngudi 16n udng 100-600 mg/24 h.
- Ung thu, lao phdi: Udng 1 g/24 h; dot 7-10 ngay.
- B6 sung thiéu vitamin C: Ngudi 16n udng 50-100 mg/24 h.
Déc tinh: Khong dde. Thira sé tich luy & gan va than.
Tdac dung phu (khi lam dung):

Gay s0i1 oxalat than, sé1 mat néu dung vitamin C lién tyc, liéu cao.

Giam hoat tinh heparin, rat ngan thoi gian dong mau.

Mang thai lam dung vita. C tao cho thai nhi dé bi scorbut sau nay.

Dang bao ché: Vién 25-500 mg. D.d. tiém 50 va 100 mg/ml.
Bdo qudn: Dung trong bao bi kin; trdnh 4nh séng, khong khi.
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Chdng oxy hoa cho cac dang bao ché.

* Mot s6 din chit ciia vitamin C
1. Natri ascorbat
Céng dung: Lam chit chéng oxy hoa, 6n dinh dugc phdm va thuc phim.
2. Ascorbyl palmitat
Cong thirc: CxHzgO7  ptl : 414,5
Céng dung: Bao ché vién vitamin C giai phong cham;

Lam chat chdng oxy hoa bao quan dugce phdm va thuc pham.

Thiamin (Vitamin Bi)
Tén khac: Vitamin antiberiberic

Céiu tritc: Hsc\iNj (S _CH,— CH,0H
| n
+
N N
\| \/ A \CH3

NH,

Khung pyrimidin lién két thiazol qua cau methylen véi ammonium IV.
Nguon thién nhién: Phan 1ap tir cdm gao, men bia ...
Thudc vitamin B1 diéu ché bang tong hop hoa hoc.
Vitamin B: dwgc dung:
Thiamin hydroclorid: [C12H17N4OS]* .CI- .HCI; tan / nuéec.
Thiamin hydrobromid: [C12H17N4OS]* .Br ".HBr; tan/ nude.
Thiamin nitrat: [C12H17N4OS]* . NOz3"; kho tan / nudc.
Ester thiamin véi acid phosphoric (ester hoa -OH phan thiazol ).
Hda tinh: Bén trong pH acid; phan hity trong pH kiém
- Trong NaOH, thém chit oxy héa (H202, kali ferricyanid...), tao thiocrom, phat huynh quang
mau xanh lo dudi tia UV:
- Dung dich nudc cho tta véi cac thude thir chung alcaloid.
Cac phwong phap dinh luong:
1. Phuong phép moi truong khan, dya vao tinh base cia thiamin.
2. Phuong phap can: Phan tng thiamin véi acid silicotungstic cho két tia thanh phan xac dinh
(C12H17 XN4OS) . Ha(SiW12040); can tinh ham lugng.
3. Phuong phap héa 1y: Quang pho UV, do huynh quang, HPLC...
Vai tro sinh hoc:
- La Co-enzym (thiaminpyrophosphat carboxylase) trong chu trinh Kreb chuyén héa glucid.
- Diéu hoa dudng/huyét bang tac dong hoat tinh insulin trong mau.
- Tang hoat tinh cua chat truyén dat than kinh.
Thiéu vitamin B1: Chuyén héa glucid bi ngung tré, tich luy acid cetonic, gdy viém day than kinh,
giam dan truyén than kinh, teo co + cam giac dau dén, phui né (triéu chtng beri-beri).
Chi dinh: Xem thiamin nitrat.
Déc tinh: NO6i chung vitamin By khong doc, ké ca khi thira.
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Thiamin hydroclorid

Cong thirc: ,CHy;= CH,0H
C12H17CIN4OS .HCI r (
ptl: 337,3
Tén KH: 3-(4-Amino-2- methylpyrlmldln-
-5-yImethyl)-5-(2-hydroxyethyl)-4-methyl-thiazolium clorid hydroclorid
Tinh chdét: Bot két tinh mau trang, vi dang nhe, mui thom dic trung.
Dé tan trong nudc; tan trong methanol, glycerol.
Dung dich chiu tiét trung & 100°C; bi hong nhanh 6 pH > 5,5 .
Céng dung: Bao ché thudc tiém vitamin Bi.
Bdao quan: Tranh anh sang, khéng khi.
Thiamin nitrat
Cong thirc: C12H17N4OS @ . NO3° ptl: 327,4
Tinh chdt: Bot két tinh mau trang; mui dic trung.
Kho tan trong nudc nguoi, dé tan trong nudc soi; tan it trong ethanol.
Chi dinh:
- Viém da than kinh, t& phu (triéu chimg beri-beri):
Nguoi 16n ubng 50-100 mg/lan; 3 14n/24 h, hoic tiém IM cung liéu trén.
Tré em udng 10-25 mg/lan; 3 1an/24 h
- B6 sung thiéu hut do mang thai, lao dong ning, uéng khang sinh...
Nguoi 16n ubng 5-10 mg/lan; 3 1an/24 h. Tré em udng 10 mg/24 h.
Dang bdo ché: Vién 10; 50; 100; 250 va 300 mg; Vién 3B (B1, Bs va B1y).
Bdo qudn: Tranh anh sang.
* Céac ché pham hoat tinh vitamin B: khac:

Acetiamin, benfotiamin, bisbentiamin, cycotiamin, fursultiamine (TTFD),

octotiamine (TATD), prosultiamine (DTPT), sulbutiamine
Céach dung: Dung thay thiamin khi can tac dung nhanh.

Pyridoxin (Vitamin Be)
Nguon thién nhién:
Co trong ngo, vo hat ngili cde noi chung, men bia, sira...;
Ham luong vira trong dau lanh, thit c4, mam laa mi.
Hoat tinh sinh hoc:
La Co-enzym decarboxylase, desaminase, glycogen phosphorinase...
xuc tac sinh tong hop protein va acid amin.
Khong vita. Bs: Sung téy dau khop chi; ezema; rung toc; suy thoai than kinh.
(sau it 1an udng Be da cai thién tinh trang bénh).
Twong tdc thudc:
Thudc dan chat hydrazin: INH (chong lao), hydralazin (giin mach)...
pyridoxal, lam mat hoat tinh vitamin.
Dang dwoc dung: Mubi hydroclorid hodc phosphat.
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Pyridoxin hydroclorid
Tén khac: Adermin hydroclorid

Cong thirc: N
CgH11NO3 .HCI ptl: 205,6
Tén KH: (5-Hydroxy-6-methylpyridin- X

-3,4-yl)dimethanol hydroclorid
Tinh chdt: Bot mau trang, khong mui; bén voi nhiét.
Dé tan trong nudc; tan nhe trong ethanol; khong tan trong ether.
Hoa tinh: D& bi cac chét oxy hoa pha hity & nhiét do thuong.
Dinh tinh: Phan g mau: Vo1 acid phosphotungstic cho mau xanh lo.
Dinh lugng:
1. Acid-base/ acid formic khan — anhydrid acetic; HCIO4 0,1 M; do dién thé.
2. Quang phd UV: Po 6290 nm (HCI 0,1 M).
Duwoc dpng hoc: Udng hiéu qua hon tiém.
Chi dinh:
- Viém than kinh, dong kinh, thiéu mau, bénh da va niém mac, dau khép v.v...
Dung don ddc hodc phdi hgp vitamin nhom B khac.

- B6 sung luong vitamin Bg bi mat do uong INH, hydrazin... dai ngay:

Nguoi 16n ubng 100-200 mg/24 h /3 tuan; > duy tri 25-100 mg/24 h.

- Ngo doc cycloserin (KS chéng lao): Tiém IM hodc IV cham 300 mg/24 h.
Dang b/c: Vién 25; 50; 100; 250 va 500 mg; Thudc tiém 100 mg/ml. Vién 3B.
Twong tic: Giam hiéu luc ciia levodopa néu levodopa khong di kém chat bao vé.
Bdo qudn: Tranh anh sang.

Vitamin PP (Vitamin Bj)
Tén khac: Gom 2 chat: Acid nicotinic va Nicotinamid

Cong thirc:
s ‘/COOH P ‘/CONHZ
X N
N N
Acid nicotinic Nicotinamid

(Acid pyridin 3-carboxylic)

Nguon thién nhién: Vitamin PP ¢6 trong cam gao, men bia nén thuéc nhom B, mang tén vitamin Bs
. Vitamin PP con c6 trong thit nac, cé, gan va than.
Hoat tinh sinh hoc: Nicotinamid 12 thanh phan cic enzym sinh hoc:

NAD (nicotinamid-adenin-dinucleotit = Co-enzym 1) va

NADP (nicotinamid-adenin-dinucleotit-phosphat = Co-enzym I1)

can thiét cho chu trinh chuyén hoa glucid, va hoat dong té bao.

Vitamin PP 1am ha dang ké murc lipid/mau.
Thiéu vitamin PP gdy Pellagra:Triéu chtng:
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- Pdm do trén da, cung bi; loét miéng, roi loan ti€u hoa.
-Tén thuwong than kinh gy dau dir doi nhit 1a ¢ gan ban chan, ban tay.
- Thiéu mau (vi NADP gitp tao hong cau).

Acid Nicotinic

Cong thirc: CeHsNO2  ptl: 123,1

Diéu ché: Bing cac phuong phap:
1. Phoi nang dung dich nicotin, suc oxy — acid nicotinic.
2. Oxy héa quinolin hodc oxyquinolin bang KMnOsa.

Tinh chdt: Bot két tinh mau tring, bién mau chdm do anh sang, khong khi.
Tan it trong nudc; tan trong alcol s6i, dung dich kiém. Tinh acid.

Dinh tinh:
- V6i dong acetat: Tao phirc mau xanh lo ¢am
- Phé IR hodc sic ky, so voi acid nicotinic chuan.

Dinh lwong: Acid-base/nudc; NaOH 0,1 M; chi thi phenolphtalein.

Chi dinh: Ubng hiéu qua hon tiém.

- Pellagra (loét miéng, ludi...), thiéu mau tan huyét:
Nguoi 16n ubng 500 mg/24 h, chia 2-3 1an; Tré em: 200 mg/24 h.
- Can ha mirc lipid/mau: Ngudi 16n udng 600 mg/24 h.

Tdc dung KMM: Lién quan dén dung liéu cao, kéo dai.
Vang da (gan); giam thi luc; T glucose va uré/huyét.

Bdo qudn: Tranh anh sang.

Vitamin B1
Gom: Cyanocobalamin, hydroxocobalamin v.v...
Cong thirc chung:

H2NCOCH2CH2 |\|/|e l\/[e CH,CONH,
| e

HeNCOCH,, ---CH,CH,CONH,
Mé
Me/
--------------------------- N Me
= e g,
HNCOCH, ) ,Me '\|' Me
H MeE Ve HO “H
: Me CHZCHZCONHZ H
CHZCHQCONHCHZ CH-0— P o—’H
H “CH,OH

Hai phan lién két amid qua cau 1-amino isopropanol:
- Cobamid: Co** gén véi cac N cta 4 nhén pyrolidin thé;
nhém X (CN, OH); Co lién két phéi tri véi N nucleotit ngoai.
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- Nucleotit ngoai: Nhan 5,6-dimethylbenzimidazol + ribose ester H3POa.
Nhom X: - CN, goi la cyanocobalamin (vita. B1o thuc thuy).
- OH = Hydroxocobalamin, chét hoat tinh cta cyanocobalamin.
Vitamin B2 khong chira acid amin — khong polypeptit.
Nguon géc: Chiét suat tir gan chat két tinh mau hong, hoat tinh chéng thiéu mau 4c tinh cao; dit
tén 1a vitamin B12 (1948).
Nguén vitamin Bi thién nhién:
Tim théy trong bot ca, nudce sira, nude €p thit bo, gan...
Dich nuéi cdy vi sinh, dic biét tir moi trudng nudi cay Streptomyces.
Hoat tinh sinh hoc:
Trong co thé cyanocobalamin chuyén héa thanh cac chét hoat tinh:
Methylcobalamin (mecobalamin), adenosylcobalamin (cobamamide);
2 chét chuyén héa nay 1a coenzym trong sinh tong hop acid nucleic.
Methylcobalamin cung acid folic ¢6 vai tro trong nhiéu chu trinh chuyén
hoda quan trong khéc.
Hién cc chat mecobalamin, cobamamide duoc dung tryc tiép.
Tinh trang khong c6 B12 gy ra cac cac bénh ly:
- Thiéu mau nguyén hong cau khong 19, thiéu méau 4c tinh.
Thiéu mau s& trAm trong hon néu thiéu ca acid folic.
- Ton thuong tiry xuwong khong hoi phuc.
- Thoai hoa than kinh lam giam tri nhé va nhiing rdi loan TK khéc.
Hoat lyc: Tiém IM 0,100 mg/24 h, sau 10 ngay da cai thién thiéu mau.
Liéu cao hon cai thién bénh than kinh.
Duge dpng hoc: Tiém IV khong hiéu qua; chi udng hodc tiém IM;.
Hép thu can glycoprotein (yéu td ndi) dic hiéu ¢ dich da day
(thiéu mau 1a do thiéu yéu tb noi, khong hap thu duoc vita. Biy)
Chéng chi dinh: Ung thu; bénh than kinh thi gidc (trAim trong thém).
Cyanocobalamin
Cong thirc: CT chung, véi X = CN Ce3HgsCON14014P ptl: 1355,4
Tinh chdt: Bot két tinh mau do ti; phan hiy cham ngoai KK, AS.
Tan/nudc, alcol; khong tan/ aceton, ether;
Tiét trung & 120°C /15 phit khong mat hoat tinh.
Mat hoat tinh nhanh: pH qua acid hoic qua kiém
Dinh tinh:
- Hap thu UV: Awax 278; 361 va 547-559 nm; (2,5 mg/100 ml nudc).
- Sic ky 16p mong, so véi cyanocobal chuan.
Dinh lwong: Quang ph6é UV, do E 6 361 nm.
Chi dinh: Thiéu méu; suy thoai than kinh (xem vién 3 B).
Liéu ding: Ngudi 16n, tiém IM 100 pg/24 h. Tré em: 30-50 pug/24 h.
Bdo quan: Tranh anh sang.
Poc thém: Hydroxocobalamin
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Céng thire: Cong thire chung véi X = OH. (viét tit: HXC)
Diéu ché: Hydrogen hoa cyanocobalamin bang H.
Cdc ché phim dwoc dung:
1. Hydroxocobalamin acetat HxC . CH3COOH
2. Hydroxocobalamin hydroclorid HxC . HCI
3. Hydroxocobalamin sulfat ( HXC)2 . H2SO4
Pdc diem:
- Cac mudbi trén d& tan trong nuée; kho tan trong dung méi hitu co.
- Kém bén hon cyanocobalamin, khi sdy kho c6 thé phan hily mot phan.
Hoat lyc twrong tu cyanocobalamin nén ciing 1 vitamin B1z va dugc dung cung liéu luong.
Tuy nhién c6 mot vai uu diém: dé dang hon khi pha dung dich tiém; kha ning gdy hoai tir than kinh
thi giac thap hon cyanocobalamin rat nhiéu. Do d6 d6 an toan cao h(mH 0
Tw doc: Riboflavin (Vitamin B») H
Nguon goc: Co trong thyc vat va dong vat. g
Cong thirc:
C17H20N40s
ptl: 376,4
Tén KH: 7,8-Dimethyl-10-
-[2,3,4,5-tetrahydroxypentyl]
benzo[g] pteridine-2,4-(3H, 10H)dion
Tinh chdt: Bot két tinh mau vang-vang cam.
Kho tan trong nudc, alcol; dung dich bi bién mau do anh sang.
Hoat tinh sinh hoc: Co-enzym trong chuyén hoa sinh hoc; ting hoat tinh sinh hoc cua cic vitamin
nhém B (B1, Bs).
Triéu chung khong riboflavin:
Kho troc moi, viem ludi; ton thuong niém mac bao g@)m am dao, tr cung; viém da; cam giac
noéng & mat.... Cac triéu chimg nay ciing lién quan véi thiéu vitamin B1 va Be.
Nhu cau vitamin B2 hang ngay: 1,1-1,7 mg.
Duwoc dpng hoc: Ubng d& hip thu. Tich lu§ trong co thé khi qua thira.
Chi dinh: Triéu ching thiéu (khong) riboflavin.
- Piéu tri: Ngudi 16n ubng tdi da 30 mg/24 h; chia nhiéu lan.
Khi can, tiém bap hodc tinh mach thudc tiém riboflavin natri phosphat, cung liéu trén (1,27
mg riboflavin natri phosphat tuong duong 1 mg riboflavin).
- Phong thiéu hut: Udng mdi ngay 1-2 mg.
Bdo qudn: Tranh anh sang, dac biét véi thudc tiém.
2. Khoang chat
2.1 Cac mudi calci:
Vai tro sinh hoc cua calci:
Thiéu hut calci giy co cling co van (chudt rat); co that co tron (dau bung...).
Mudi calci duoc dung: Calci chlorid, calci gluconat, calci lactat,...
Céng dung: Cung cip calci thiéu hut cho co thé.
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Mét s6 thube:
Calci gluconat
Cong thirc: | HOCH2-(CHOH)4-COO ]2 Ca™ . H20 ptl: 610,5
Tinh chét: Bot két tinh hodc hat von mau tra"mg, vi ngot nong.
Tan trong nudce (1 g/30 ml); khong tan trong dung moi hitu co.
Dinh tinh:
- lon Ca**: Thém amoni oxalat 2% vao dung dich Ca?* cho két tia mau trang, tan trong HCI.
- Sic ky 16p mong.
Dinh luwgng: Phuong phap complexon.
Natri edetat 0,1 M; chi thi den eriocrom T tron trong NaCl (1 : 9).
Tdc dung: Cung cap calci cho co thé.
Chi dinh: Muc calci/mau thip (Xem CaCly).
C6 thé udng, tiém tinh mach. (Tiém IM dé bi ap xe).
Liéu dung: (1 g calci gluconat ~ 2,2 mmol calci).
Nguéi 16n ubng sau an: 10-50 mmol calci (4,5-22 g calci gluconat).
Thiéu hut calci nang: Tiém IV chdm hodc truyén: 2,25-4,5 mmol calci
(10 ml dung dich calci gluconat 10% ~ 2,25 mmol Ca).
Tdc dung KMM: Lam dung sé ting calci/huyét.
Bdo quan: Tranh anh sang.
Doc thém: Calci clorid
CaClz . 2H.0 ptl : 147,02 (khan: 110,99)
Tinh chdt: Hat hoic mang két tinh mau tring, d& chay nudc.
Dé tan trong nudc va ethanol; khé tan trong dung méi hitu co.
Tdac dung, chi dinh:
- Khic phuc céc tri¢u chiing thiéu hut calci.
- Kich thich tinh tir dong va co bop tim; dung hdi stc tim.
- Di mg, phui Quincke (do loan than kinh mach).
- Giai doc ngd doc magnesi (calci dbi khang tac dung véi Mg)
- Nguoi 16n, tiém tinh mach cham: 0,5-1 g/lan (5-10 ml dung dich 10%, toc do tiém 1
ml/ph(t); sau 1-3 ngdy tiém nhéc lai.
- Hbi sirc tim: Tiém truc tiép vao that trai 2-4 ml dung dich 10%.
Tré em: Tiém IV cham: 25 mg/kg/lan.
Tdac dung KMM: Tiém IV c6 cam giac nodng; thodt mach gay hoai tir lan toa.
Chéng chi dinh: Tiém bip va tiém dudi da.
Bido qudn: Tranh am.
2.2 Nguyén t6 vi lwong
Vai tro sinh hoc ciia mot s0 nguyén t6 vi lwong
2.2.1 Dong (Cu): . )
Thi€éu Cu lién quan t61 nhiéu dang thiéu méau,
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giam bach cau trung tinh va thoai hoa xuong.
Dang dung: Cu gluconat, CuSOs, Ca-Cu edetat...
Phong thiéu Cu: Nguoi 16n udng 0,5-1,5 mg Cu/ngay; tron trong thire an.
Tré em udng 0,02 mg/kg/ngay.

2.2.2 Kém (Zn):
Doéng vai tro thanh phan enzym chuyén hoéa & moi to chic.
Thiéu Zn: Tré chdm 16n; khuyét tit da va mang nhay tiéu hoa; suy mién dich.
- Puong udng dung Zn acetat, Zn gluconat.
- Tiém 1V: Dung ZnCl,, ZnSO4
Liéu di phong: 6,5 mg Zn/ngay.
2.2.3 Selen (Se): Thanh phan hé enzym glutathione peroxidase chdng phan huy céu tric ndi bao.
Trong co thé Se gin voi acid amin: Se-methionin, Se-cystein...
Thiéu Se: Lién quan bénh co tim & mot sé ving dia 1y.
Dang dung: Kali selenat, natri selenit, selen dioxid monohydrat.
Liéu dy phong: Ngudi 16n, tré em > 40 kg udng 0,031 mg Se/ngay.
Tré nho udng 0,002 mg/kg/24 h; tdi da 0,03 mg/ngay.
2.3.4 Mangan (Mn):
Chura xdc dinh ddy dii vai tro. Nhung cdn thiét.
Trong co thé: Mn-globulin/ méu; du trit & ndo, than, tuy, gan.
Dang dung: Phitc acid amin-Mn; Mn gluconat; Mn citrat; Tron thirc an.
Phong thiéu Mn: Ngudi 16n, tré em > 40 kg uéng 0,275 mg Mn/ngay.
Tré em < 40 kg udng 0,001 mg Mn/kg/24 h; t6i da 15 mg/ngay.
2.3.5 Fluorine (F): Bao vé men rang va lam tang mat d¢ xuong.
Dang dung: Natri fluorid (NaF).
Chi dinh:
- B4o vé men rang: Tron vao thudc danh rang hang ngay.
hodc pha vao nudc udng: Nguoi 10n, tré em udng 0,55-2,2 mg NaF/ngay.
- Loang xuong: Ubng 75 mg NaF/ngay.
Péc tinh qiia liéu: Poc voi than; xwong dé giy.
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PHAN 2: THUC HANH

NOI QUI PHONG THU'C HANH HOA DUQC
Mot sb qui dinh:
- bi hoc diing gid: sang 7h, chiéu 13h
- Vang hoc phai xin phép trudc budi hoc dé xin phép bu
- Sinh vién di tré qua 15 phiit xem nhu vang hoc khéng phép
- Sinh vién di tré qua 05 phit bi trir 2 diém/lan
- Sinh vién chuan bi phong, vé sinh phong thuc hanh sach s&, sip xép ngan nip hoa chat
dung cu.
- Sinh vién vi pham s& trir 2 diém/lan vao bai kiém tra
- Nhom vi pham ca nhom sé bj trir diém: 2 diém/l1an vi pham
- Sinh vién chia lam 6-8 nhém nho mdi nhém 2-3 sinh vién
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BAI 1: TONG HQP ACID BENZOIC
I.NGUYEN TAC:

Axit benzoic dugc diu ché tir sy thily giai benzyl corid thanh benzyl alcol. Sau d6 oxy
hoa bang kali permanganat

Phuong trinh phan trng:
H.O KMnO4
CeHsCH3 £sHsCH20 ——GsHsCOOH

Trong cong nghiép, acid benzoic dugc diéu ché tir sy oxy hoa truc tiép toluen bang
KMnO4, K2CrOs, HNO3 duéi 4p suat cao.

Ghi chu:
dBenzyI alcol = 1.04 glcm3 => Cn =0.02 mol
M Benzyl alcol = 108 Macid benzoic = 122 =>  MAcid benzoic = 0.02 X 122 = 2.44g

Hiéu suat phan ing = ms/mie X 100%

1. THU'C HANH:

1. Cho 100ml nudc cit vao binh cau 250 ml. Thém lan luot 7g KMnOs; 2,5ml benzyl alcol
va vai hat da bot

2. Gan sinh han nuée vao binh cau dé dun hoan lwu. Pun hdn hop phan Gmg dén sbi nhe
trong 90 phut. Phan Gmg hoan tit khi khéng con nhiing giot dau trong chit 1ong ngung tu
& 6ng lam lanh. Bé nguoi, loc dudi 4p suat giam qua gidy loc. Lam lanh dich loc trong
thau nudc da.

3. Can thén, thém tir tir HC1 dd dén khi méi truong acid (thuc hién trong ta hét)

4. Néu dich loc c6 mau hong tim, cho dung dich Na2SO3 20% vao tir tir va lic déu dén khi
hdn hop mét mau chi con lai tiia tring cta acid benzoic. Pé hon hop lanh hoan toan. Loc
duéi ap suat kém. Rua taa véi 10ml nude cat lanh

5. Hoa tan acid benzoic trong khoang 70ml nudce s6i (d4 chudn bi). Pun nhe va khudy manh
dén khi hdn hop trong sudt. Loc nhanh hdn hop con néng trén gidy loc xép. Phéu va gidy
loc dugc trang b?lng nude soi. Dé ngudi. Sau d6 lam lanh trong nudc da dé két tinh hoan
toan. Loc dudi ap suat kém. Rat kho. Siy ¢ 60°C. Tinh hiéu suat.
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BAI 2: KIEM PINH ACID BENZOIC

I. TINH CHAT:

AXxit benzoic 1a chét ran két tinh, c6 nhiét do nong chay 122°C, it tan trong nudc lanh, tan
tot trong nudc nong va mot s6 dung moi hiru co nhu benzen, clorofom, axeton, metanol.

IL. Chuén bi:
Nudce so61 500 ml

IV. THU'C HANH:
1. Pinh tinh:

- Hoa tan 0,1g ché pham trong 1ml dung dich natri hydroxyd 0,1N (TT) va thém nudc
vira du 10ml. Thém vai giot FeCls 10%: dung dich c6 tiia vang nau.

2. Kiém tinh Khiét:
2.1 Tap hiru co:

- Hoa tan 0,50g ché pham trong 5ml acid sulfuric dam dic > (TT) va dé yén trong 5 phut.
Dung dich thu duoc khong dugce ¢6 mau thim hon mau mau Vs

2.2 Cac chit khir Kali permanganat :

- Thém tung giot dung dich Kali permanganat 0,IN vao 100ml nu6c dang sdi da duoc
acid hoa bang acid sulfuric loang (TT) dén khi mau dé xuat hién va bén virng trong 30
gidy (Thyc hién trong binh nén 250 ml)

- Hoa tan 1,0g ché pham trong dung dich dang nong trén va chuén d6 bang dung dich kali
permanganat 0,1N dén khi c6 mau hong bén vimng trong 15 gidy. Luong kali permanganat
0,IN dung khong dugc qua 0,5ml (< 10 giot)

2.3 Kim loai nang (Thir chi) : khong dwgec qua 0,001%
- Pha 50ml dung dich ché pham 5% trong ethanol 96° (binh dinh mic).
- Ong thir : 14y 10ml dung dich trén, thém 2ml dung dich dém acetat pH 3,5.

- Ong dbi chiéu : gém 5ml ethanol 96° tron déu v6i Sml dung dich chuan chi 1 phan triéu
va 2ml dung dich ché pham, thém 2ml dém acetat pH 3,5.

- Thém 1,2ml dung dich thioacetamid (TT) vao 2 6ng thir va ddi chiéu, lic déu, dé yén
trong 2 phut. So sanh mau tao thanh trong 6ng thu véi mau ong doi chiéu: ong thir khong
dugc ddm mau hon 6ng doi chi€u (quan sat trén nén trang, nhin tir trén xuong).

3. Pinh lwgng :

- Hoa tan mot luong ché phrflm dugc can chinh x4c khoang 0,200g trong 20ml ethanol 96°
(TT) da trung tinh hoa bang natri hydroxyd 0,IN vai chi thi phenolphtalein (CT), thém
20ml nudc va vai giot phenolphtalein (CT), chudn dd bang dung dich natri hydroxyd 0,1N.

Iml natri hydroxid 0,IN tuong tng v6i 0,01221g C7HeO2.
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Hudng dan cach trung tinh hda alcol :

Lay khoang 20ml ethanol 96°, thém vao d6 1-2 giot phenolphatalein, ’néu dung dich khong
mau, nho tu tr tung giot dung dich NaOH 0,IN cho dén khi vira xuat hién mau hong bén
trong 30 giay
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BAI 3: TONG HQP ASPIRIN
I.NGUYEN TAC:

Aspirin dugc diéu ché tir sy acetyl hoa tryc tiép acid salicylic bang anhydrid

acetic. Phuong trinh phan ting:

COOH COOH
OH ﬁ ti'; OCCH;
+ CHyCOCCH; —= J!, + CH3;COOH
Il. THU'C HANH:

1. Tong hop Aspirin:
- Can 2,5 g acid salicylic cho vao erlen 250 ml da siy khd.
- L4y bang pipet 3,5 ml anhydrid acetic, cho tiép vao erlen, lic cho tan.
- Thém 1 giot H2SO4 dd, lic déu.
- Pun cach thuy erlen trén bép cach thuy & nhiét d6 70°C trong 30 phit, thinh thoang lic déu.
- Lam ngudi erlen dén nhiét ¢ phong.
- Chuén bi mot becher 250ml ¢6 chitra sdn 20 ml nudc lanh.
- Rot hon hop trong erlen vao becher ¢6 sin nudce lanh.
- Lam lanh becher trong 20 phut, tinh thé xuét hién.
- Loc tinh thé qua phéu loc ap suat kém.
2. Tinh ché:
- Chuan bi mot becher 50 ml ¢6 chira 10ml con va 10 ml H2O.
- Pua san pham rin thu dugc vao becher.
- Pun cach thuy cho san pham tan hoan toan.
- Lam ngudi, 1am lanh, tinh thé s& két tinh.
- Loc san pham qua phéu loc ap suat kém.
- Say san pham & 100°C.
- Can san pham, cho vao chai thu hoi.
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BAI 4: KIEM PINH ASPIRIN

CODH
0. _CHa

\H/

5
CoHgO4: 180,2

Acid acetylsalicylic la acid 2-acetoxybenzoic, phai chua tir 99,5 dén 101,0% CoHsOa, tinh
theo ché pham da lam kho.

I. TINH CHAT

Tinh thé khong mau hodc bot két tinh tring, khong mui hodc gan nhu khong mui. Kho tan
trong nudc

Il. THU'C HANH

1. Pinh tinh
Pun s6i 0,2g ché pham vé6i 4 ml dung dich natri hydroxyd 10% (TT), d¢ ngudi
Thém 5 ml dung dich Acid sulfuric 10% (TT) => Tua két tinh duoc tao thanh
Thém 1 giot dung dich FeCI3 5% - dung dich s€ c6 mau tim

2. Thir tinh Khiét

2.2. Thir tinh Khiét

2.2.1. Pha dung dich A: 4%

Can chinh xac 2,0g ché pham hoa tan v6i 50ml nudc cétq trong becher, dun soi trong 5 phut,
de r}gu(f)i, roi loc vao binh dinh mirq 50ml, tréng loc dé bo sung nudc dén thé tich mong
muon. Lay dich loc (dung dich A) dé lam cac kiém dinh dudi day.

2.2.2. Giéi han clorid, khong dwge qua 0,015%
- C)ng thu: cho 8,3 ml dung dich A, thém nudc cét vira du 16ml.

- Ong c,huén: cho 10ml dung dich chuan clorid 5ppm (10ml chira 0,05mg clorid) thém
nudce cat vira du 16ml.

ChO vao moi 6ng thir va 6ng chuin O,S,ml HNO3 30%; 0,5ml dung dich AgNOg 2%, lic
déu. Sau 5 phut, so sdnh do duc cua 2 ong: 6ng thir khong dwgc duc hon 6ng chuan.

2.2.3. Gi6i han sulfat, khong dwgce qua 0,04%
- Ong thir: cho 9,4 ml dung dich A, thém nudc cat vira du 16ml.

- Ong qhuén: cho 15ml dung dich chuén sulfat 10ppm (10ml chira 0,1mg sulfat) thém
nudc cat vua du 16ml.

Cho vao mbi ng thir va dng chuan 0,5ml HCI 3M; 1ml dung dich BaClz 5%, lic déu.
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Sau 5 phut, so sanh d6 duc ctia 2 6ng: dng thir khéng dwee duc hon 6ng chuén.
2.2.4. Gidi han acid salicylic ty do, khong duwoc qua 0,1%

Pha dung dich acid salicylic chudn: hoa tan 10mg acid salicylic (TT); 0,1ml acid acetic
bang (TT) va ethanol 96° (TT) cho vira da 100ml (Pha 50 du dung)

- f)ng thir: hoa tan 0,1g ché pham trong 5ml ethanol 96° lic déu, thém ngay 15ml nudc
cat lanh.

- Ong chuén:, cho 1ml dung dich acid salicylic chuan, 4ml dung dich ethanol 96° (TT),
15ml nudce cat lanh.

Cho vao mdi ng thir va dng chudn 0,05ml dung dich FeCl30,5% (TT), lic déu. Sau 1
phut, so sanh mau cua 2 ong: 6ng thu khong dwgc c6 mau tham hon mau cua 6ng
chuan.

2.3. Pinh lwgng
a. Trung tinh hoa alcol

Trong erlen cho 10ml alcol, thém 2 giot phenolphtalein. Néu alcol khong mau thi cho
tung giot dung dich NaOH 0,1N cho dén khi xuat hién mau hong nhat.

b. Chudn do

Hoa tan chinh xac 0,5g ché pham trong 10 ml ethanol da trung tinh hoa v61 NaOH 0,1N voi
chi thi phenolphtalein. Lam lanh dung dich dén 8-10°C, thém vai giot phenolphtalein, chuan
dd dung dich nay véi dung dich NaOH 0,1N.

1 ml dung dich natri hydroxyd 0,1 N (CD) twong duwong voi 0,01802g CoHgOs4
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BAI 5: TONG HOP SULFACETAMID

I. NGUYEN TAC:

Sulfacetamid duoc diéu ché tir sulfanilamid bang phan tng acetyl héa va thiy phan khong
hoan toan.

Phuong trinh phan tng:

Il. THUC HANH:

- Chuan bi ndi cach thuy & nhiét do 70-80°C.

- Erlen 100ml: Cho 5g sulfanilamid vao Thém lafm luot 8ml anhydrid acetic va 2-3ml dung
dich ZnCl, 50% trong acid acetic bang. Khuay déu va giit nhiét do cach thuy 70-80°C trong
khoang 30 phdt.

- Phan g két thuc khi san pham thu dugc tan trong dung dich NHsOH dd, nhung khong
tan trong dung dich HCI 10%. (SV lay mét it san pham (rdn) hoa tan trong 10ml amoniac
dd va 10ml HC1 10%). Thém 50ml nudc cat vao, khuay déu. Loc dudi ap suat giam thu két
tua.

- Chuyén két ta thu dugc vao becher 100ml, thém 25ml dung dich NaOH 40%, diéu chinh
nhiét do phan umg lén 50°C trén cach thuy, thinh thoang khudy déu (khoang 60-90 phut).
Phan mg keét thuc khi mot it san pham (dang 16ng) cho vao dung dich 10ml HCI 10% dur :
phai hoa tan hoan toan (Ong nghiém).

- Trung hoa san ph?tm bﬁng, HCI dd dén pH =3-4: tua tao thanh. Tiép tuc thém HC1 10%
cho dén khi san pham tan hét (pH=1).

- Thém than hoat dé tay tring (Khéng can ciing duoc) va loc trén phéu thuong 1y dich
loc.

- Trung hoa dich loc bang NaOH 10% cho dén pH = 3-4 : Sulfacetamid két ta (ngam
lanh 5 phut gitp két tinh hoan toan).

- Loc dudi ap suat kém va rtra sulfacetamid bang 20ml nuée cat. Sy kho ¢ 60°C. Tinh
hiéu suat.
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BAI 6: KIEM PINH SULFANILAMID

2.0
),
NH,

|. TINH CHAT :
- Bot két tinh trang, khong mui, do chay 163-167°C.

- [t tan trong nuéc, tan trong con, dé tan trong aceton. Khong tan trong benzen, cloroform.
Sulfanilamid tao muébi tan trong nudc véi cac dd acid va kiém.
II. CHUAN BI
- DD beta-naphtol: 0.85¢g beta-naphtol + vd@ 50ml NaOH 10% (pha trudce khi dung)

I11. THU'C HANH:
1. Pinh tinh
1.1 Phan w@ng véi dd - naphtol:
Hoa tan 100mg ché pham (bdng hat bap) vao 2ml HCI 10% (Binh non 50ml). Lam lanh
trong nude da (Ngam 3-5 phat). Thém 5ml dung dich NaNOz 1%, lay 1ml dung dich nay,
cho thém 5ml dung dich B-naphtol trong kiém (pha ngay khi ding), s& hién mau do tham.
1.2 Phat hién sulfaniamid bang phwong phap sic ky 16p méng:
Cham méiu thir:

- Ding mao quan cham cac mau thir va d6i chiéu 1én ban mong, cach mép dudi khoang 1
cm va moi vét chdm cach nhau 1 cm, duong kinh moi cham khong dugc 16n hon 2mm
(hinh 2).

- Mbi vét nén chdm nhiéu 1an, mdi 1an chAm xong phai sy kho ngay bang mdy say toc.
Trién khai sic ky:
- Cho vao binh sic ky 14ml hdn hop dung moi ety acetat- metanol- amoniac dd (8,5:3: 2,5).
- Pat ban méng vao binh trién khai sao cho vét cham cao hon muc dung méi. Pay nip binh lai.

- Trién khai dén khi mirc dung méi cach bia trén 0,5cm. Lay ban mong ra khoéi binh, siy
kho dung moi bang may say toc.

Phat hién vét sic ky: phun 1€n ban mong dung dich p- dimetylamino benzaldehyd (PDAB).
Lam kho ngay bang may say toc, nhimg vét mau s& hién ra. So sanh Rf cta Sulfamid can
dinh tinh vé&i cac sulfamid d6i chiéu. két luan tén cua sulfamid can xac dinh.

2. Gi6i han tap chat:
Pha dung dich thir (A): 1%
- Cho khoang 100ml nudce cat vao becher 250ml. Pun s6i 5 phut, 1am lanh trong thau nudc

dén ngudi.
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- Can chinh xac 500mg ché pham. Hoa tan véi 50ml nuée cat da dun soi déz ngudi, loc vao
binh dinh mtc 50ml, thu dugc dung dich (A) 1%. Dung dung dich nay dé lam cac kiém
dinh duoi day:

2.1 Gi6i han acid-kiém: Dung dich (A) phai trung tinh véi gidy qui.

2.2 Gi6i han clorid: khong qua 0,02 % (< 200 ppm)

Nguyén tic: ty theo ndng do, ion clorid cho voi dung dich AgNO3s 2% mot két tha tring
hay duc, khong tan trong HNO3 lodng.

Tién hanh:
- Ong dung dich thi: cho 10ml dung dich A, thém nuéc cét vira dung vach 16ml.

- Ong dung dich chuén: cho 10ml dung dich chuan thém nuéc cit dén vach 16ml. (10ml
chura 0,02 mg clorid).

- Cho vao méi 6ng (thir va chuan) 0,5ml dd HNOs 30%, 0,5 ml dd AgNOs 2%. Lac deu,
sau 5 phut so sanh 2 6ng. Dung dich thir khong duc hon dung dich chuén, (quan sat trén
nén den, nhin tr trén xudng, theo truc ong).

2.3 Gi6i han sulfat: khong qua 0,05% sulfat (<500ppm).

Nguyén tic: tiy theo ndng do, ion sulfat cho v6i dung dich BaCl, 5% két tia trang hay duc,
khéng tan trong HCI loang.

Tién hanh:
- Ong thir: cho 10ml dd (A) (pipet), Thém nudc cat vira dung vach 16ml.

- Ong chuan: cho 10ml dd chuan sulfat, thém nudc cat vira dung vach 16ml. (5ml chta
0,01 mg sulfat).

- Cho vao mdi 6ng (thu va chuan) 0,5 ml HCI 3M, 1ml BaCl, 5%. Lic déu, dé yén trong
10 phut. So sanh 2 ong. (cach quan sat: nhu phan kiém dinh clorid). Ong thir khong dugc
duc hon 6ng chuan.

3. Pinh lugng:

Cén chinh xac khoang 0,25g £5% (P) ché pham, hoa tan trong 10ml nuée va 10ml HCI
loang (TT). Lam lanh hon hop trong nu6e da dén t° <50C. Chuan d6 dung dich sulfanilamid
bang NaNO: 0,1N. biém tuong duong dugc xac dinh bang chi thi ngoai (gidy tam KI va ho
tinh bot).

Céch x4c dinh diém tuong duong:

Trong qua trinh dinh luong dung dia 14y mot it dung dich chuén do nhé 1én giéy chi thi,
quan sat mau va thoi diém chuyén mau. Ngung chuan do khi glay chi thi chuyén sang mau
xanh tim tirc khac. D& yén 2 phut 1ap lai cach thir trén néu van cho mau xanh tim tirc khac
thi két thac dinh luong (n ml)
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Song song tién hanh véi mau trang (khdng chia sulfanilamid): (0’
ml) Ti 1 phan trim Sulfanilamid duoc tinh theo cong thirc:
(n’-n).1,722
P

n’, n: thé tich (ml) NaNO2 0,1 N dung dinh lwvong mu tring va

ma thir P: khdi lwong sulfanilamid chuin d6

Ché pham phai chta it nhat 99% Sulfanilamid
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BAI 7: PINH TINH CAC CYCLIN, PENICILLIN, CHLORAMPHENICOL,
STREPTOMYCIN SULFAT, VITAMIN By, Bs

A. PINH TINH CAC CYCLIN:

|. TINH CHAT:
1. Tetracyclin hydroclorid: C22H24N20g, HCI
Bot tinh thé vang, khong mui, vi dang.

Tan trong 10 phan nudc, dung dich trong nudce vé sau van duc do phong thich tetracyclin
bazo. Tan trong 100 phan con 95°

2. Oxytetracyclin hydroclorid: C22H24N20s, HCI
Bot tinh thé vang, khong mui, vi dang.

Tan trong 3 phan nudc, dung dich trong nude vé sau van duc do phong thich
oxytetracyclin bazo. Kho tan trong con.

3. Doxycyclin hydroclorid: C22H24N20s, HCI, 1/2H20
Bot tinh thé vang.

Tan trong 3 phan nudc, 4 phan methanol, tan cham trong ethanol, khong tan trong
cloroform, ete. Tan trong dung dich ki€m carbonat.

4. Clotetracyclin hydroclorid: C22H23N20sClI, HCI
Bot tinh thé vang, khong mui, vi dang.
Rt it tan trong nudc, it tan trong con, khong tan trong cloroform, ete.
Il. THU'C HANH:
1. Phan @ng dinh tinh chung:
Thuc hién cing lac véi cac ché pham.
1.1. Phdn irng mau voi Fe:
- Hoa tan mot it ché pham (bang hat gao) trong 1ml nudc.
- Thém 2 giot hdn hop gdm 9ml ethanol va Iml dung dich FeCls 10%. C4c cyclin cho
mau nau sam.
1.2. Phan teng khir véi thuéc thiv Fehling -
- Lay mot it cheé pham (bang hat gao) hoa tan trong 2ml NaOH 0,1N. Thém 1,0ml thude
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thir Fehling, dun néng. Cho mau xanh 14 (quan sat nhanh), rdi tia d6 CuzO tao thanh.
Riéng
doxycyclin cho mau xanh la cay dam.
2. Phan tng dinh tinh phén biét :
Thue hién cing lac véi cac ché pham.
2.1 Phan wng mau H>SO4 dam dic :
- Tetracyclin: cho mau tim, thém nuéc chuyén thanh mau vang sam.
- Oxytetracyclim: cho mau d6 thim, thém nudc chuyén thanh mau vang.
- Doxycyclin: cho mau vang.

- Clotetracyclin: cho mau xanh duong, chuyén thanh xanh 14 cay rdi xanh thAm (mau réu
ban). Thém nudc chuyén thanh mau vang nau.

2.2 Phdn wng phdt huynh quang:

Trong 6 ong nghiém, cho ché pham vao (khoang hat gao). Thém 10ml dung dich NaOH
0,IN. Tham dung dich ché pham vao gidy loc, sdy kho ¢ 60°C. Soi dudi dén tir ngoai 360
nm.

Két qua:
- Tetracyclin: huynh quang vang
- Oxytetracyclin: huynh quang vang
- Doxycyclin: huynh quang vang
- Clotetracyclin: huynh quang xanh lo
3. Phan tng xac dinh mudi hydroclorid:
Hoa 0,1g ché phim voi Sml nude trong dng nghiém. Loc. Thém vao dung dich loc 3 giot

HNOs 10%. 3 giot dung dich AgNO3 5%. Cac mubi hydroclorid cho tia tring, von.
B. PINH TINH CHLORAMPHENICOL:

I.TINH CHAT:
- Bot két tinh tring, tring xam hay tring vang, khong mui, vi rat ding.

- D¢ hoa tan: dé tan trong con, aceton, ethylacetal, propylenglycol. Hoi tan trong ete va
cloroform. Kh¢ tan trong nuéc (1 phan 400 & 25°C)

- Do chay tuc thoi: 148-151°C

o
N
N —CHel,
Ol c t|: CH
2 - =~ 2
I H [
OH OH
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1. THU'C HANH:

- Lac mét it cloramphenicol v&i 2ml dung dich NaOH 10%, dun cach thuy s& hién mau
vang. Tiép tuc dun cach thily, mau chuyén dan sang cam.

- Pun dén s6i: chirc amin bj thuy phan, ddng thoi nito & mach ngang bi tach ra duéi dang
NH; (phat hién qua mui hoic gidy quy do) va c6 két tha d6 gach

- Dung dich dé ngudi, acid hoa bang HNOs lodng (2-3ml) . Loc bo két tiia. Dich loc thém
vai giot AgNO3 2%: c6 tia trang tao thanh.

C. PINH TiINH STREPTOMYCIN SULFAT [ NH ]
|. TINH CHAT: NH  NHONR,
- Bot trang, khong mui, vi déng hafen @
- D& chay nudc, bén viing trong moi trudng acid nhe, dé bi 2
phéan huy khi dun trong dung dich acid hay ki€ém. 0. %
- D2 tan trong nudc, khong tan trong con, metylic, ether, clorofom OO *Wa5%
OH
. 0
Il. THUC HANH: HO/cHoH
- H,CNH
1. Phan wng do nhom Guanidin:
Lay mot it ché pham (bang hat gao) thém 1ml NaOH 30%, dun L e

s6i, hoi bdc 1én 1am xanh gidy quy do da thim am bang nudc.
2. Phan wng do streptoza:

Lay 5ml streptomycin sulfat (dung dich A pha ¢ phan dinh lugng), thém 1ml NaOH IN,
cach thily s6i 5 phut, dung dich ¢6 mau vang. Pé ngudi, thém 1ml phén sat amoni 4% trong
H2SO4 2N: dung dich c6 mau tim

3. Phan @ng do nhom sulfat:
Cho v6i BaCl, mot két tia trang, khong tan trong HC1 5% lodng

Cho vao 6ng nghiémrl it ché phém, thém 1-2 ml nudc, thém 5 giot HCI 3M, sau d6 thém 5 giot
BaCl. s¢€ xuat hién ket tia trang

D. PINH TiNH CAC PENICILIN:

|. TINH CHAT: LO

1. Natri va Kali benzyl Penicilin: (R: C1s6H1704sN2SNa) HNi‘

- Bot két tinh trang, vi ddng, mui dic biét. Hd _18/ S\L/ Chig

- D& tan trong nudc, con L‘ —'1\‘—CI IQHﬂ‘
Neleley

- D bi chay nuéc khi tiép xuc véi khong khi am.
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2. Phenoxymetyl Penicilin: (R: C16H180sN>S)

- Bot két tinh tring, khéng mui, vi ddng hoi chua.

- R4t it tan trong nudc, tan trong c¢dn, aceton, cloroform, dung dich kiém
- Khong bi chay nudce

3. Ampicilin: (R: C16H1904N3S)

- Bot két tinh tring, khéng mui, vi ddng hoi chua.

- Rt it tan trong nudc, hau nhu khong tan trong cdn 95°, ether, clorofom,
aceton va cac dau khéng bay hoi.

Il. THUC HANH:
1. Phan wng dinh tinh chung:

Lam cung 1 luc 3 ché pham trén 3 mit kinh dong ho khac nhau (lam riéng timg mit
Kinh)

- Léy vai tinh thé ché phém (hat gao) cho 1én mat kinh déng ho.

- Thém I giot dung dich ¢6 chira 1 ml dung dich hydroxylamin
hydroclorid IN va 0,3 ml dung dich NaOH 1 N. Trdn déu.

- Sau 2- 3 phut, cho vao hén hgp mot giot dung dich acid acetic 1 N.
Tron that ki. Thém 1 giot dung dich Cu II: cho tia xanh ngoc.

2. Phan ing dinh tinh phan biét:
Lam cung 1 lac 3 ché pham
2.1 Phdn wng mau voi H2SOqdd:
Cho vai tinh thé ché pham 1én mat kinh dong ho thém 1 giot H2SO4dd
- Penicilin G: cho mau vang nhat
- Penicilin VV: cho mau vang cam
- Ampicilin: cho mau vang chanh
2.2 Phdn irng véi thuéc thir Fehling:

Cho vai tinh thé ché phém vao (A')n,g nghiém, thém 1 ml nudc, lic déu. Sau do
thém 2 ml hon hgp gdm 2 ml thudc thir Fehling va 6 ml nudc:

- Penicilin G: sau 5 phut chuyén dan sang xanh la

- Penicilin V: khong c6 phan tng

- Ampicilin: cho mau dé tim (sau 5 phtit d6 cang dé nhan thiy)
2.3 Phdn wng voi Formandehyd trong H2SO4

Cho vai tinh thé ché phdm vao ng nghiém, thém 1 ml nuéc. Thém 1 ml Formandehyd
trong H2SO4

- Penicilin G: cho mau vang
- Penicilin V: mau do tia

- Ampicilin: khéng mau



E. PINH TiNH VITAMIN By, Bs
I. VITAMIN B; HOCHCH.

[ .: + ‘ = H
- e
CHS H.C
CaH 2 CIN 405 « HCI
1. Tinh chat

+ Bot két tinh tréng hodc hoi vang nhat, mui dat biét, vi déng.

+ Do hoa tan: rat dé tan trong nude, tan dugc trong glycerin, hoi tan trong ¢,
khdng tan trong ether.

+ Piém chay 246 — 252°C kém theo sy phan huy.
2. THU'C HANH

Pha dung dich tht: hoa tan trong 200 mg ché pham trong 10 ml nudc cat, duoc
dung dich A. Thuc hién céc phan Uing sau:
2.1 V¢i Kali ferricyanid

Lay 5 ml dung dich A, thém: 1 ml dung dich NaOH 10%, 0,5 mldung dich kali
fericyanid 5%, 2 ml c¢6n buthylic. Lac manh trong 1-2 phut. Lop con s€ ¢6 huynh
quang tim xanh, hién ro khi soi UV (cling co thé quan sat dudi anh sang mat troi
nhung cuong d6 phat quang yéu hon). Khi acid hoa, huynh quang mat di va hién
ro khi kiém hoa tré lai.

2.2 Vé&i AgNO3

- Léy 2 ml dung digh A, thém: 2 ml nudce, 5 giot HNO3 30%, vai giot dung dich

AgNO3 2%: s€ xuat hién tla trang, von cuc, tan trong dung dich amoniac.

1. VITAMIN Be:

OH
HO

HsC~ N~ *HCI

1. TINH CHAT
Bot két til’ll:l nho, tréng khong mui, vi hoi déng, hoi chua. Dé tan trong nudc. it
tan trong con, khong tan trong ether. Ddierm chay 203 — 206°C (bi phan huy khi
do diém chdy, cho nhiét do ting vai toc do 5°C/phut)
2. THUC HANH
Pha dung dich A: can khoang 0,01g ché pham r6i hoa tan trong 10 ml nudc cét.
2.1 Véi sat (I1T) clorid



Lay 1 ml dung dich A, thém vai giot (2-3 giot) FeCL3 10%, s& xut hién mau
do.
Thém vai giot H2SO4 10% => mau do phai dan.
2.2 Véi AgNO:3
Lay 2ml dung dich A, thém: 2ml nudc, 5 giot HNOs 30%, vai giot 5 giot dung dich
AgNO3 2%: s€ xuat hién tia trang, von cuc, tan trong dung dich amoniac.
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