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TUYEN BO BAN QUYEN
Tai liéu nay thudc loai sach giéo trinh nén cac ngudn théng tin c6
thé dugc phép ding nguyén ban hoic trich ding cho cac muc dich
vé dao tao va tham khao.
Moi muc dich khac mang tinh 1éch lac hoac st dung vaéi muc dich

kinh doanh thiéu lanh manh sé& bi nghiém cam.



LOI GIGI THIEU

Vi thoi lugng hoc tap 135 gio (Ly thuyét: 42 gid; Thuc hanh, thi nghiém,
thao lun, bai tap: 88 gio; Kiém tra: 05 gi®). Mon Dugc lam sang giang day
cho sinh vién VOI muc tiéu: cung cip cho sinh vién y nghia vé cac thong so
Duogc dong, chi s6 xét nghiém trong viéc st dung thude trén 1am sang, tuong
tac thudc, phan Gmg c6 hai, cach xur tri va cach thong tin thudc cho nhimg dbi
tuong khac nhau. Van dung dugc nhiing kién thirc trén trong viéc lya chon
thudc, cach dung va diéu chinh liéu cho timg bénh nhan d6i véi mot s nhom
thude

Noi dung cua gi&o trinh bao gdm céc bai sau:

Bai 1. Pai cuong Duogc 1am sang

Bai 2. Dugc dong hoc Iam sang

Bai 3. Tuong tac thudc

Bai 4. Chi s6 xét nghiém lam sang

Bai 5. Phan (ing ¢ hai cua thudc - di tng thudc

Bai 6. Thong tin thudc

Bai 7. Str dung thudc trén ddi tuong dic biét

Bai 8. Nguyén tic st dung Glucocorticoid

Bai 9. Nguyén tic su dung thudc khang sinh an toan, hop ly

Bai 10. Nguyeén tac sir dung vitamin an toan, hop ly

Bai 11. Nguyén tic sir dung thude duong tiéu hod va hd hap

Bai 12. Thuc tap 1am sang tai bénh vién

Sinh vién mudn tim hiéu sau hon cac kién thizc Duoc 1am sang c6 thé st dung
Gido trinh danh cho dao tao Duoc si dai hoc Vé linh vuc nay nhu: Dugc 1am

sang, Duoc 1am sang va diéu tri, Chim soc duoc hodc céc kién thic lién quan

dén duoc 1am sang, bénh hoc chung toi khong dé cap dén trong chuong trinh
giang day. Trong qué trinh bién soan, chiing t6i dd tham khao va trich dan tur
nhiéu tai liéu duoc liét ké tai muc Danh muc tai liéu tham khao. Chang t6i chan

thanh cam on cac tac gia cta cac tai liéu ma chung t61 da tham khao.

Bén canh do, gido trinh cling khong thé tranh khoi nhiing sai s6t nhat dinh.
Nhém

tac gia rat mong nhan dugc nhiing y kién dong gop, phan hoi tir quy dong
nghiép, cac ban nguoi hoc va ban doc.

Tran trong cam on./.

Bac Liéu, ngay 25 thang 03 nam 2021
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GIAO TRINH CHI TIET MON HOC
Tén mon hoc : DUQC LAM SANG
Ma mén hgc :D.19
Thaoi gian thwe hién mén hoc  : 135 gio' (Ly thuyét: 42 gio; Thuc hanh, thi
nghi¢m,
thao luan, bai tap: 88 gid; Kiém tra: 05 gid).
I. Vi tri, tinh chit mén hoc:
Vi tri: Mon hoc Dugc 1am sang duoc thuc hién sau khi sinh vién hoc xong cac
mon hoc Bénh hoc, Dugc ly
Tinh chat: Mon hoc Duoc 1am sang cung cap cho sinh vién y nghia vé cac thong s6
Duoc dong, chi sb xét nghiém trong viéc sir dung thudc trén 1am sang, twong tac
thudc, phan Gmg c6 hai, cach xir tri va cach thong tin thude cho nhitng d6i trong khéc
nhau. Van dung dugc nhiing kién thtrc trén trong viéc lya chon thubc, cach dung va
diéu chinh lidu cho ting bénh nhan d6i véi mot sé nhém thude.
I1. Muc tiéu mon hoc:
1. Kién thiec:
1.1. Phén tich dugc ¥ nghia cta céc thong sé Duoc dong d6i voi viée st dung
thudc.
1.2. Giai thich dugc y nghia cua mot s6 chi sb xét nghi¢m sinh hoa va huyét hoc
d6i voi viéc lya chon thude, diéu chinh lidu thude sir dung.
1.3. Phan tich duogc cac loai twong tac thude va ¥ nghia trong diéu tri.
1.4. Trinh bay duoc bién phap phong ngira va xu tri khi xuat hién phan tng c6 hai
ctia thudc trong diéu tri.
1.5. Trinh bay duoc ndi dung va cach thire thong tin thude.
1.6. Trinh bay dugc nhiing thay ddi anh huong dén Dugc dong hoc, Dugc luc hoc
cta thude & cac ddi tuong dac biét.
1.7 Trinh bay duoc nhitng nguyén tac stir dung mot s6 nhom thude an toan, hop 1y.

2. Ky nang:



2.1. Huéng dan dugce ngudi bénh st dung thude an toan, hop 1y.

2.2. Lwa chon duoc thude va lidu dung phu hop véi tirng ddi tuong bénh nhan.

2.3. Phan tich dugc viéc str dung thude trong diéu trj ndi tra va ngoai tru.

2.4. Thu thap va bio céo cac phan tng c6 hai cia thubc (ADR)

3. Nang luce tw chi va trach nhiém:

C6 kha nang lam viéc doc 1ap hodc theo nhom trong nhiing diéu kién thay ddi. Chiu

trach nhiém c4 nhan, trach nhiém hudng dan t6i thiéu, giam sat, danh gia doi véi

nhom thue hién nhirng yéu cau duge giao.
III. N§i dung mon hoc:

Noi dung tong quat va phan bo thoi gian

Thoi gian (gio)

TT Tén bai trong mén hoc TS | LT | TH | Kiém tra

1 Dai cuong Dugc 1am sang 1 1 0

2 Dugc dong hoc 1am sang 4 4 0

3 Tuong tac thude 4 4 0

4 | Chi sb xét nghiém 1am sang 6 | 5] 0 1

5 Phan g c6 hai cia thuéc — Di tng thudc 2 2 0

6 Thong tin thudc 2 2 0

7 Str dung thudc trén cac d6i tuong dic biét 6 6 0

8 Nguyén tac sir dung Glucocorticoid 6 ) 0 1
Nguyén tac sir dung thudc khang sinh an

9 toan, hop ly 6 6 0

10 | Nguyén tac str dung vitamin an toan, hop ly | 4 4 0
Nguyén tac su dung thudc duong ti€u hoa va

11 | ho hap 4 3 0 1

12 | Thyc tap l1am sang tai Bénh vi¢n | 0 88 2

Cong 135 | 42 | 88 5




BAI 1. PAI CUONG DUQC LAM SANG

MUC TIEU

1. Kién thire

1.1. Néu va phan tich dugc 4 tiéu chuén can thiét trong Iya chon thudc an toan, hop ly

1.2. Phan tich duogc 4 k¥ nang ma Duoc si 1am sang can co dé thuc hién duoc huong
dan diéu tri tot.
2. K¥ niing: Hudng dan dung viée st dung thude an toan hop 1y cho bénh nhén.
3. Thai d§: Rén luyén tac phong lam viéc khoa hoc, than trong, chinh x&c, trung
thuc trong hoat dong nghé nghiép

NOI DUNG

1. PINH NGHIiA

Duoc 1am sang 1a mén hoc ciia nganh Dugc nham téi wu hoa viéce sir dung thudce trong
diéu tri va phong bénh trén co s¢ nhitng kién thirc vé Duoc va Y- Sinh hoc.

2. VAI NET VE SU RA POI VA PHAT TRIEN CUA MON DUQC LAM SANG

Dugc 1am sang & mdn hoc rat tré so véi cc mon hoc truyen thong ciia nganh dugc
nhu Bao ché, Hoa dugc, Dugc liéu... Mén hoc nay dugc khai sinh & My vao nhirng

ndm 60 cua thé ky XX va dén nay da tro thanh mon hoc chinh thirc trong chuong trinh
dao tao Duoc cua nhiéu nudc trén the gioi.

Sy ra doi cia mon duoc 1am sang xuat phét tir 2 yéu té:
- Khéch quan:

Sy phét trién nhanh chong trong linh virc san xuat thude 1am cho thi trudng thude vira
phong phu vé s6 luong duoc pham véi sy ra doi nhiéu dang duoc chat méi, vira da
dang vé cac dang bao ché véi sy ra doi nhiéu dang bao ché méi khéc han cc dang kinh
dién da giy khong it ling tang cho cac thay thudc ké don. Tir d6 nay sinh nhu Cau tir
phia nguoi ké don vé sur ¢6 mat bén canh ho cac duoc si véi nhiém vy tu van va huéng
dan sir dung thubc, d6 1a cac duoc silam sang.

- Chu quan:
Sy ra doi cua nhiéu thiét bi hién dai cho phép xac dinh duoc nong d6 thudc trong
mau va cac to chirc trong co thé, giup nguoi dugce si co vai tro tich cuc hon doi vai thay
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thudc; tu van cho béc si vé nong d6 thude trong mau 1am co s cho viéc hiéu chinh liéu
lugng theo tung cé thé nguoi bénh va lya chon thudc phu hop vai trang thai bénh ly.

3. VAI NET VE HOAT PONG DUQC LAM SANG TREN THE GIOI VA O
VIET NAM

TREN THE GIOI

Nhu da néu ¢ trén, My 1a nudc dua dugc 1am sang vao chuwong trinh giang day tai
trong cac trudng dai hoc Duoc som nhat. Sau mot loat hoi nghi chuyén dé vé dé tai nay
tai Bic My, duoc 1am sang tré thanh mon hoc chinh thic tai My tir ndm 1964; tai nuée
nay, dugc 1am sang duoc gi6i diéu tri don nhan mot cach ndng nhiét va cuong vi
“chuyén gia vé thudc” dugc chinh thirc trao tay cho cac dugc si.

Tai Canada, dugc 1am sang dugc dua vao giang day ¢ bac dai hoc tir nam 1972 va
khong bao lau sau, nam 1983 sinh vién duoc budc phai thuc hanh tai bénh vién bén
canh thay thuoc.

Tai chau Au, tir 1971 dén 1979, nhiéu hoi nghi chuyén nganh vé dugc 1am sang dugc
t6 chuc va ciing trong khoang thoi gian nay, Hoi Duoc 1am sang chau Au da ra doi. Tai
Phap, nam 1984, mon dugc lam sang dwoc chinh thirc dua vao chuong trinh dao tao
duoc si dai hoc

Tai chau A, nhimg nuéc chiu anh huong cuia My nhiéu nhu Thai Lan, Philipin,
Singapore,... Dugc lam sang phat trién rat som va hién nay da c6 nhieu thanh qua nhat
dinh trong hé thong dicu tri.

T4l VIET NAM

Dugc lam sang du nhap vao Viét Nam nam 1990 tir chuong trinh su dung thudc an
toan — hop ly véi su tai trg cta to chire “Tam nhin the gidi Australia”.

Nhan thirc duoc tam quan trong ciia mon hoc nay, Truong Dai hoc Dugc Ha Noi da
tién phong trong viéc dua moén Dugc 1am sang vao dao tao ¢ bac dai hoc tir nam 1993.
B mon Duoc 1am sang dugc B Y té cong nhan nim 1998 tai truong Pai hoc Dugc
Ha Noi. Theo quyét dinh cia Vu Diéu tri - Bo y té, cac té6 Duogc 1am sang duogc hinh
thanh tai nhiéu bénh vién vai su két hop caa Y va Dugc. Mén hoc Dugc 14m sang ciing
duoc dua vao chuong trinh dao tao cua nhiéu trudng dai hoc, cao dang Dugc trong ca
nudc.

4. NHUNG NQI DUNG PHAI THUC HIEN PE PAT PUQC MUC TIEU SU
DUNG THUOC AN TOAN — HOP LY

Sir dung dugc thude hop 1y 1a nhiém vu quan trong cia nganh y te. e dat muc tiéu
nay, trach nhiém truc tiép thuoc vé ba ddi tuong: Nguoi ké don (béac si diéu tri), duoc
sT 1am sang va ngudi st dung thude, trong d6 duoc si 1am sang dong vai tro 13 cau ndi
gitra bac si — nguoi dua ra y 1énh va nguoi s dung- nguoi phai thuc hién y Iénh.



Dé str dung thudc hop ly trudc hét phai chon thude hop 1y. Hop Iy 1a phai can nhic
sao cho chi s6 Hiéu qua/ Rui ro va Hiéu qua/ Chi phi dat cao nhat.

Tuy nhién, mot thudc hop 1y phai nam trong mot don hop 1y, nghia la ngoai tiéu chuan
hop ly cta tung thuoc riéng biét con phai tinh dén nhiéu mat khac, trong d6 ba van de
quan trong la:

- Phéi hop thudc phai dung (khong c6 tuong tac bat loi).

- Kha niang tuan thu diéu tri cia nguoi bénh cao (sé 1an dung thubc trong ngay
it, kha nang chi tra phu hop vdi nguoi bénh).

- C6 chi dan dung thudc dang.

Mudn sir dung thudc hop 1y khong chi can dén céc kién thirc lién quan dén thuoc va
bénh ma con phai dua céc kien thic nay 1én nguoi bénh, c6 nghia la phai hiéu rd cac
déc diém cua nguoi bénh nhu cac bénh mac kém (gan, than, tim, phai..) cac bat thuong
vé sinh 1y (béo phi, c6 thai...), tudi tac (tré em, nguoi gia...) dén cac thoi quen (nghién
ruou, thuoc 14, n kiéng...) va cd hoan canh kinh té. Nhu vay trong qua trinh dieu tri
phai tinh dén nguoi bénh chir khéng phai chi la bénh don thuan.

Sau ddy 1a mot s6 noi dung cu thé lién quan dén sir dung thudc an toan - hop Iy

4.1 C4c tiéu chuan dé lya chon thudc an toan - hep ly

Bang 1.1 Bén tiéu chuan can thiét dé lya chon duoc thude hop ly

STT Tiéu chuan lya chon Ky
hiéu
1 Hiéu qua diéu trj tot H
2 An toan cao A
3 Tién dyng (Dé sir dung) T
4 Kinh té (Ré nhat so végi cac thudc di dat 3 tiéu chuan trén) K

- Hiéu qua 1a kha nang khoi bénh tét, ty 1& bénh nhan dugc chira khoi cao

- An toan 1a kha ning xuét hién tac dung khéng mong muébn thap, nghia 1a ty 1¢
Hi¢u qua/ Nguy co rui ro cao.

: Tién dung hay dé sir dung bao gom cach dwa thudc, s6 1an dung thudc trong
ngay... phu hgp, cang don gian cang tot

- Kinh té c6 thé tinh theo chi phi tién cua loai thudc do cho 1 ngay didu tri hodc
cho ca liéu trinh diéu tri. Gia thuoc co thé chon la thuoc san Xuat trong nudc hodc cua
ngoai nhap. Co nhirng treong hop nguoi ta tinh vao chi phi diéu tri ca tien cua cac xet
nghiém can Iam sang can phai lam khi sir dung thuoc.
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C6 nhiéu tai liéu con dua thém mot tidu chuan “Sin c6” nghia la thudc phai c6 & co
so diéu tri, nhu vay la phai wu tién cho nhitng thuoc nam trong danh muc thuoc thiét
yeu.

4.2 Céc ky ning cin c6 cia dwoe si lAm sang khi hwéng din diéu tri

Huc’rng‘dﬁn diéu tri 12 nhiém vu cia duoc si1am sang. Dé hudng dan diéu tri tot, nguoi
DSLS can cé cac ky nang sau:

- K§ nang giao tiép vai bénh nhan

- K¥ nang thu thap théng tin

- K¥ nang danh gia thong tin

- K§ nang truyén dat thong tin

Nhu da néu ¢ trén, muén diéu tri thanh cong thi ngoai yéu to nam viing thudc va bénh
con phai biét rd vé bénh nhéan va tao dugc su hop tac cua ho trong diéu tri.

Véi nhitng trudong hop diéu tri ngan ngay, su tuan thu cua nguoi bénh dé dang hon.
Tuy nhién trong tgubng,hqp bénh man tinh hoac kéo dai nhiéu ngay thi van dé tré nén
kho khan hon nhieu. Ket qua dieu tri cac bénh man tinh khdng phai luc nao cling nhu
y muon. Vay khi gap that bai hodc khi ket qua dicu tri chua dat yéu cau thi pahi lam gi
dé dat muc tiéu diéu tri da dat ra.

J K¥ niing giao tiép véi bénh nhan:

Pé thuc hién dugc ky nang nay, dugce si lam sang phai tao lap mbi quan hé gan giii
véi bénh nhan boi vi diéu tri tot khdng thé khéng co su hop tac tir phia bénh nhan.
Muon lam duge nhu vay phai lam cho bénh nhan hiéu dugc 1y do dieu tri, phuong thuc
diéu tri ya nhitng viéc ma ho can lam dé tham gia vao dicu tri thanh cong. Khi bénh
nhan hiéu vé bénh thi ho sé€ tu giac chap hanh y Iénh va nhiéu truong hop gitp bac si
tim ra nguyén nhan that bai do quan hé coi mao vai thay thuoc.

J K¥ ning thu thap thong tin:

Thu thap thong tin lién quan dén dic diém cua bénh nhan (tudi, gioi, thoi quen, nghé
nghiép...). Thong tin thu thap phai ti mi va chinh xac. Thuong thi qua trinh nay duoc
lam tur lan kham dau tién trudc khi bat dau th,iét lap ché do dicu tri cling c6 thé chua
khai thac hét hoac lai xuat hién nhirng tinh huong mai lién quan den bénh.

o K§¥ niang danh gia thong tin:

Panh gia cac thong tin lién quan dén viéc ding thude trong qua trinh diéu tri 12 mot
viéc lam can thiét trude khi dua ra két luan va bién phap can thiép.

Phai danh gia dugc cac thong tin lién quan dén viéc dung thudc trong qué trinh diéu
tri d¢ tim ra nguyén nhan that bai (néu gap).
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Nguyén nhan thit bai trong diéu tri rat phac tap, trong d6 viéc bénh nhan tu y bo
thudc hoic st dung khong dung lidu, khong du thoi gian la rat thuong gap. Nhing
hguyén nhan nay co thé lién quan dén tac dung phu cua thudce, ciing c6 thé do gia thanh
thudc qua cao so véi diéu kién kinh té. That bai diéu trj cling c6 the do phac do cii
khong con phu hop do bénh tién trién nang thém (v6i ngudi cao tudi, do tudi tac ngay
cang cao nén nhiéu bénh mic kém hon, vi du xuat hién thém bénh tidy duong hoic xo
vita dong mach ciing 1am cho huyét 4p khong thé binh 6n véi muc liéu cii duoc nita...).

Khi tim dugc nguyén nhén, duoc si lam sang c6 thé giup ngudi bénh thyc hién lai y
Iénh dé 1ap lai mot lich trinh diéu tri dang.

) K¥ niing truyén dat thong tin:

Céc thong tin phai truyén dat c6 lién quan dén huéng dan ding thude va theo ddi diéu
tri.

Pé thuc hién dugc muc dich huéng dan diéu tri tot, ngudi duoc si 1am sang phai
hudng dan ti mi chinh xé&c cach thuc hién y 1énh bao gom viéc dung thubc va cac dau
hiéu can nhan biét tién trién theo chiéu huong xau cua bénh. Mudn l1am tét viéc nay,
ngudi dugce silam sang phai tao duoc niém tin tir phia bénh nhan va phuong phap kiém
tra kha niang nhan thtc caa ho voi cac thong tin dugc truyén dat; thuong thi nén dé nghi
bénh nhan hodc ngudi nha bénh nhan (voi bénh nhan nho tudi hoic nguoi bi bénh tam
than...) nhac lai.

Vi du céac thong tin lién quan dén gio uéng thude, cach uéng thudc 1a nhitng thong tin
thudng gap nhat. V&i bénh nhan mac bénh man tinh nhu bénh lao, bénh ting huyét ap. ..
thdng tin vé do dai lidu trinh diéu tri ma bénh nhan phai thuc hién rat quan trong. Nhitng
thong tin lién quan dén céch thuc theo ddi tién trién cua bénh tai nha (thi du cach kiém
tra huyét ap), chu ki tai kham... 1a nhitng théng tin phai truyén dat va phai xac dinh
chic chan bénh nhan d3 hiéu va tin twong thuc hién.

KET LUAN

Str dung thudc hop ly 13 muc tiéu dat ra voi ca nganh y té, trong d6 vai tro ctia nguoi
duoc si 1am sang la rat quan trong.

Lya chon dugc mot thude hop ly 13 viéc 1am dau tién; nhiém vy nay khdng chi nguoi
ké don phai lam ma ca dugc si lam sang.

Lua chon thudc hop Iy nham thiét lap dugc mét phac do diéu tri hop Iy cho bénh nhén.
Trong khau nay, nhiém vu hudng dan diéu tri thugc vé DSLS.

Mot phéac do diéu tri dugc thiét lap ding 1a rat quan trong nhung néu thuc hif:n khong
duang (khoang cach dua thuoc, gio uong thuoc, cach st dung cac dang bao che) thi hiéu
qua dieu tri s€ khong thé dat dugc. Nhu viy, vai tro nguoi DSLS xuyén suot tir khau
dau den khau cuoi.
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Nhing noi dung trén chinh la nhiém vu ma nguoi DSLS phai hoc hoi va ren luyén dé
gop phan thyuc hién muc tiéu st dung thuoc an toan — hop ly.
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BAI 2. DUQC PONG HQC LAM SANG

MUC TIEU

1. Kién thire

1.1. Néu duogc dinh nghia 4 thong s6 Dugc dong hoc: sinh kha dung F, thé tich phan

bb Vd, do thanh thai Cl va thoi gian ban thai T1/2

1.2. Trinh bay ¥ nghia cta hai théng sd sinh kha dung va thoi gian ban thai trong

diéu tri

1.3. Trinh bay duoc cac yéu t6 anh hudng dén hai thong sé sinh kha dung va thoi gian

ban thai

2. K¥ niing: Huéng dan dung viéce st dung thude an toan hop 1y cho bénh nhan

3. Thai d¢: Rén luyén tac phong lam viéc khoa hoc, than trong, chinh xéc, trung thuc
trong hoat dong nghé nghiép

NOI DUNG

1. Giai doan hap thu

2. Giai doan phan b6

3. Giai doan chuyén hoa

4. Giai doan thai trir

Y nghia céc thong sé duoc dong trong ing dung diéu tri

DUGC LY HOC (Pharmacology) la khoa hoc nghién ctiu su twong tac gitta THUOC
va CO THE, trong d6 c6 hai linh vuc quan trong:

DUGC PONG HQC (Pharmacokinetics): nghién ctru anh huong cia co thé déi voi

thudc (hap thu, phan b, chuyén hoa, bai tiét thudc tiy thude vao co thé).

DUGC LUC HOC (Pharmacodynamics): nghién ciu tac dung cua thude doi véi co

thé (tinh chat, cudong d6, thoi gian).

Riéng DUQC PONG HOC duoc dinh nghia 1a “Khoa hoc nghién ctu sé phan cua
thudc khi thude duge dua vao co thé s& dugc hap thu, phan bd, chuyén hoa va dao thai
nhu thé nao dé cho tac dung diéu tri, phong bénh, chan doan”.

Nhu véy, duge dong hoc I&m sang Ia mén hoc tlnh toan cac théng s6 trong mdi giai

doan tuan hoan cua thudc trong co thé va tim ra méi lién hé cua cac thong s nay voi
dap tmg duoc ly cua thudc.

Duoc dong hoc 1am sang c6 vai tro rat quan trong trong viéc ca thé hoa qua trinh diéu
tri ¢ tirng bénh nhan, khau mau chot trong viéc thuc hién st dung thuoc hop ly- an toan.

Nhiém vu co ban cua dugc dong hoc 1am sang 1 giam sat diéu tri dwa trén ndng do
thuoc trong mau (huyet tuong, huyet thanh), hiéu chinh lieu va khoang cach dua thuoce
cho phu hop véi ting cé the.

Céc qua trinh tuan hoan cua thude trong co thé duoc phan anh théng qua nhiing théng
50 dugc dong hoc lién quan dén moi giai doan tuan hoan cua thuoc:
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Kha ning tham nhap cua thudc vao vong tuan hoan chung, thé hién qua théng sé sinh
kha dung (SKD, F%).

Kha néng phén b cuia thude dén cac co quan va to chic cua co thé, thé hién qua thé
tich phan bo (Vd)

Kha niang chuyén hoa va bai xuét thudc cua co thé, thé hién qua hé sé thanh thai
(Clearance = Cl) va thoi gian ban thai (hay nira doi thai tr, ti).

1. SUHAP THU THUOC VA SINH KHA DUNG F

Sy hap thu thude 1a phurong thirc hodc todn bo cac hién tuong gilp mot thudc tir bén
ngoai hoac tir mot vung nao d6 trong co thé vao trong hé tuan hoan mau. Tuc 13, cach
gilp thuoc di vao trong mau.

Co thé dugc xem nhu hé thdng gom hang triéu khoang ngin cach bai cac mang sinh
hoc va thuéc mudn dén noi tac dung phai tham qua cac mang sinh hoc d6. Thube di vao
mang theo cac co ché sau:

Khuéch tan: gom hai loai, khuéch tan thu dong va khuech téan bang chat mang, khdng
can nang luong.

Chuyén van chu dong: can nang luong

Su hap thu thubc & dudng tiéu hoa tiy thude vao duoc chat (tinh chat ly hoa), dang
bao ché (rin hay long) cua thudc nhung con tuy thudc nhiéu yéu té khac nhu: sy 1am
trong da day; anh huong khi thude di qua gan 1an dau (first-pass effect: thudc sau khi
hap thu vao mau s& qua gan va chiu sy chuyén hoa dé su bién doi sinh hoc); tuong tac
thudc- thirc 4n, thudc — thudc; bénh 1y duong tiéu hoa...

NONG PO THUOC TRONG HUYET TUONG (Cp): 1a lugng thudc sau khi hap thu
vao hé tuan hoan chira trong mot don vi huyet trong (meg/ml, pmol/L). Sau khi dung
thudc, dinh lugng nong do thuoC trong huyet twong theo thoi gian va vé duong biéu
dién, ta s& co do thi biéu dién nong d6 thudc trong huyét tuong. Cp 1a dai luong rat quan
trong trong DDH vi 1y thuyét co ban caa DDH dua trén moi lién quan gitra tac dung
dugc ly cua thude (tac dung diéu tri) voi nong do thudce tai noi trong co thé thudc cho
tac dung ma cu thé va téng quat la Cp.

DIEN TICH DUCI PUONG CONG (AUC: area under the curve): phan anh tong
lugng thuoc dugc hap thu vao mau sau thoi gian t (don vi cia AUC la pg.hr/ml).

15



45
40 7§
3BT
307
257 -
20 Tiém
157

10 7T B

Néng dd (C)

Théi gian (T)

Dé c6 AUC, ngudi dung thudc s& duoc lay mau dé do nong do thude ¢d trong mau
nhiéu lan theo nhitng khoang thoi gian ke tiép nhau d€ vé duge duong cong goi 1a do
thi biéu dién nong do thudc trong huyét twong theo thdi gian va sau d6 tinh dién tich
dudi duong cong.

Néu tam chap nhan lugng thudc vao méu ¢ dang con hoat tinh cho tac dung duoc Iy
thi tri s6 AUC cho phép déanh gia dugc chat lugng cua dang bao ché gilp thuoc hap thu
tot co nao.

SINH KHA DUNG (Bioavailability, F): Ia phan thuoc (ty 1é phan thude dugc hap thu
s0 Vi licu da dung), dugc hap thu vao trong mau con nguyén ven dé cho tac dung. Day
14 thong so danh gia sy hap thu thuoc tir mot dang thuoc, dac biét 1a dang thuoc uong.

SINH KHA DUNG TUYET DPOI: so sanh ndéng d6 thudc dat dugc trong méau cua
dang thuoc uong véi dang tiém tinh mach theo cong thic sau:

AUC (PO) o D (v «
AUC (IV) D (PO)

F tuyét doi= 100

Néu thubc duoc dua qua dudng tinh mach (IV) thi F=1.

Con néu thuéc’dua ngoai duong tinh mach thi luén c6 mgt lugng nhét dinh bi tén hao
khi di tr vi tri hap thu vao mau hodc bi mat hoat tinh qua gan, do d6 F luon <1.

SINH KHA DUNG TUONG DOI

Sinh khd dung twong ddi 1 ty 1¢ so sanh giita hai gia trj sinh kha dung ctia hai ché
pham c6 cung hoat chat, cung ham lugng, cung dang bao ché nhung cta hai hang san
xuat khac nhau
FU cia hing A
FU% cia hing B

F% tuwong d6i =

Thyc chat khi so sanh, nguoi ta sir dung hai ché pham & cung mdt muc liéu, do do:
AUC cia hing 4 N
AUC cua hing B

F% tuwong d6i = 100
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Y NGHIA CUA SINH KHA DUNG

Sinh kha dyung tuyét dbi thuong duoc cong b véi cac loai thudc vién ding theo duong
ubng. Nhimng loai thudc c6 SKD > 50% duogc coi 1a tot khi | dung theo duong ubng. Néu
SKD > 80% thi c6 thé coi kha niang hap thu ctia dudng udng tuong duwong véi dudng
tiém va nhiing trudng hop nay chi tiém trong trudng hop khong thé udng duoc.

Nguoi ta hay dung SKD tuong dbi dé danh gia ché pham moi hodc ché pham xin dang
ky lwu hanh véi mot ché pham c6 uy tin trén thi truong. Néu ty 18 nay tur 80 -125% thi
c6 thé coi hai ché pham thudc twong dwong nhau va c6 thé thay thé nhau trong diéu tri.
Luu ¥ 1a twong duong diéu tri trong nhiéu trudng hop con phai xem xét dén ca Tmax VA
Cmax, dic biét thudc c¢6 pham vi diéu tri hep.

TUGNG DUONG SINH HOC: 1a khéi nigm cho biét hai thuéc cung mot dang bao
ché chtra cuing duoc chat nhung dugc san xuat ¢ hai noi khac nhau tao mtrc d¢ dap ting
sinh hoc nhu nhau.

Hai ‘ché pham goi la twong dwong sinh hoc voi nhau khi hai thqéc nay sau khi uépg
cho nong dg thudc dat dugc trong mau hoan toan giong nhau. Mudn vy, hai ché pham
phai dat:

Tuong duong bao ché, tie 1a cung dang bao ché, cung duong st dung, cung loai va

ham lugng dugc chat, vi du cung 1a vién nén diazepam Smg.

AUC giéng nhau (nam trong khoang 80%- 125% dugc chap nhan)

Cmax, tmax gi6ng nhau (nam trong khoang 80%- 125% duoc chip nhan)

Thubc gdc (generic) nhu diclofenac bao ché & dang thudc tac dung kéo dai can thir
tuong dgong sqinh hoc so sanh véi thude biét dugc dau tién nhu Voltaréne dugc dung
lam thudc chuan.

Hai ché pham cung twong duong sinh hoc s& cho hiéu qua tri liéu trong duong.

Nhiéu yéu t6 co thé anh huong dén su hap thu tirc anh hudng dén F nhu: tinh chat 1y
hoa cua dugc chat, dang bao ché, thire an, trang thai sinh ly (nhu dong da day — rudv),
bénh 1y (161 loan hap thu).

NHUNG YEU TO ANH HUONG DEN SINH KHA DUNG

Tuwong tac thuoc: Tuong tac ctia thude — thude, thude — thirc an, thuoc — do ubng,
c6 thé 1am thay ddi sinh kha dung cua cac thudc ding theo dwong udng néu ding
ddng thoi.

Anh huéng cia hira tudi: Cac Itra tudi & hai cuc:

tré nhd va nguoi gia, do cac dac diém bién ddi cua duoc dong hoc so voi nguoi trudng
thanh nén cling c6 nhiing khac biét vé sinh kha dung cia mot s6 thuoc khi sir dung
cho céac doi tuong nay
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- Anh huéng ciia chire niing gan: Sy suy giam chtrc ning gan 1am giam kha ning
chuyén hoéa thuoc ¢ vong tuan hoan dau, do do co6 thé lam tang SKD ctia nhiing thudc
chuyén hda manh qua gan.

2. SU PHAN BO VA THE TiCH PHAN BO Vvd

SU PHAN BO: Sau khi hip thu vao mau, thudc s& phan bé di khip cac co quan nhd
su sai biét nong do thuoc gitra mau va cac mo.

C6 3 cach phan bd thude:  + Chi & huyét twong
+ Trong huyét twong va gian bao
+ Trong huyét trong, gian bao va bén trong té bao
THE TiCH PHAN BO : 1a thé tich biéu kién trong co thé chira thudc.
Goi la biéu kién (gid trj tuéng tuong) vi toan bd nude & ngudi 70 kg = 42 lit nhung
Vd cuia digoxin = 645 lit qua 16n, 1o rang la thé tich bicu kién.

P . . Lo
Cong thuc tinh Vd:  Vd= P P: tong lugng thuoc dua vao co thé (lieu dung)

Cp: nong do thude/ huyét twong
Vd< Vplasma (4-5 1it): thudc chi phan bé trong huyét trong
Vd> Vplasma : thudc phan bd trong huyét twong va cic co quan (co, md, xuong...)
Y nghia ctia Vd:

- Vd thuong duoc tinh sin va duoc str dung cho ddi twong binh thuong khong
c6 bénh gan than.

- Tinh luong thudc dang c6 trong co thé
- Tinh liéu ban dau, liéu bd sung

- Dya vao Vd dé chon thudc hodc phan bd nhiéu trong huyét tuong (diéu tri
nhiém trung huyét) hoac phan bo nhiéu & mo (tri nhiém trung xuwong)

2. CHUYEN HOA: 1a phan tng bién ddi c4u triic hoa hoc cua thude (thuong dé cho
de tan dé dé bai ti€t qua nudc tiéu) do do co thé 1am thay doi hoat tinh cia thuoc de
loai trir thuoc ra khoi co theé.

3. SU THAI TRU THUOC VA PQ THANH THAI Cl, THOI GIAN BAN THAI
Tz

3. 1. PO THANH THAI CUA THUOC (CLEARANCE - CL)
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Dinh nghia

Do thanh loc hodc do thanh thai cua thubc (Clearance - Cl) biéu thi kha ning
ciia mot co quan nao dé cua co thé (thuong 1a gan va than) loc sach thuéc ra khoi
huyét tuong khi mau tudn hoan qua co quan dé thudng dugc tinh theo ml/ph hoic I/h.

C0 2 cach tinh d0 thanh thai:
3.1.1. Tinh tir liéu lwgng va dién tich dwéi dwong cong

Cle .« = _F_XD_

Cing nhu khi tinh d¢ thanh thai creatinin (Clcr), ngudi ta tinh téc d6 thai tri
thuoc ¢ dang con hoat tinh theo nuéc tiéu bang cdch thu gom nudc tiéu sau khi dung
thu&e va dinh lugng néng do thudc con hoat tinh trong nudc tiéu, tir dé tinh ra Clp,

Cu x Vu
Cl'!huﬁc =
Cp
O day:
- Cly oo 12 do thanh loc thude (mlL./ph)
- Cu néng dé thuéc & dang cdn hoat tinh trong nuée tiéu (mg/mL)

- Vu: thé tich nudc tiéu trong 1 phit (mL/ph)
-Cpe ndng do thude & dang con hoat tinh trong huyét tuong (mg/mL)
(thudng Cp duge do & trang thdi thude dat can bang - Css).

(Cu x Vu) chinh 14 t&c do bai xuat cua thude, do d6 cong thirc trén con duge viét
dudi dang:

Vel
CIT]'II.I.(':IC
Cp
8] day:
— Vel: t6c do bai xuat cla thudc qua gan va/hodc than ( mg/ph )
(el. = elimination - bai xuat)
— Cp: ndng do thudc trong huyét tuong (mg/mL)

3.1.2. Tinh @9 thanh thai thuéc tir toc do thai trir thude qua nwéc tiéu
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3.2. THOI GIAN BAN THAI (T13): 1a thoi gian can thiét dé nong d6 thudc trong
huyét tuong gidm di mot nira so véi gia tri ban dau

)

Tao= K

K: héng s6 tbe do thai trir duoc tinh tir tir dd thi ban logarit
Dinh nghia
Khai niem tuz (half-life) duoc bidu thi theo 2 nghfa:
T 1124 0 hay ti2 hdp thu la thoi gian can thiét dé mot nira lugng thude di udng
vao duoc vong tuan hoan.
Néu thude dugc dua qua dudng tinh mach hoic duong tiém bap thi pha nay
khong c6 hoic khong dang ké, nhu vay khong co tuz a.
T12p hay ti2 bai xuat la thoi gian can thiét dé nong do thude trong mau giam
di mot nia.
Ti2p cOn goi la thoi gian ban thai hay nira doi thai trir.
Trong thyc hanh diéu tri, ngudi ta st dung ty2 nay. (hinh 1.4)

C (mg/L)
o pha hdp thu
B: pha thai tru
Cmax
k
} o _a-.- _’ 1-
o

l N

C------ Cl-e* +cy. e -kt ;

i t(h}
Hinh 1.4. M6 hinh biéu dién qua trinh di chuyén cua thudc tir vi tri hap thu
vao co thé (mau 1 ngan) va su bién d6i nong do thudc trong mau khi
dua thudc ngoai dudng tinh mach
Cach tinh thoi gian ban thai
Tinh tir hang sé toc dg thdi trir(Ke)

Tinh truc tiép tir do thi
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Dua vao db thi ban logarit (InC- 1) 1a cach don gian nhat (hinh 1.5
moC_Z(mgiL) InC

so 4 -Wsoz

&0 - oW 12.5%

; N, 6,252

u - : H
l..-‘.‘.‘;..““._..._... '?......;:'.-uu: 132

I, N

~1X

t(h) ost— — 4+ t(n)
12 14 16

&

o

L]

oy .
o

™

s

Hinh 1.5. Buong cong bién d6i nong do thudc theo thoi gian
khi dua qua duong tinh mach (1.V)

Y nghia cia tri s ti
Lién quan gisa theéi gian ban thdi va Iweng thuéc dwoc thdi trie
- Quy tac 5 X ti: Tir thoi diém 5 X /2 tré di, lwgng thude trong mau hau nhu
khong thay d6i nita vi luong thudc tai cac t chire di bio hoa, luong thudc thAm nhap
vao to chuc bang lugng thude dugc thai trir, ngudi ta goi thoi diém nay ta thoi diém
thuéc dat trang thai can bang.
Bang 1.1. Lién quan giita ty va luong thude dugc thai trir
S6 lan

Lwong thude dwoc thai trir (%)
50
75
88
94
97
98
99

~N| oD WIN |-

- Quy tac 7 X tuz: Thube duogc coi 1a bai xuat hoan toan ra khoi co thé sau 7x

t12 Vi 1Gc ndy ndng dd thudc trong mau chi con chua day 1% so véi nong do ban dau.

B¢ thay thuoc, nguoi ta phai cho it nhat 12 7 x tu2 dé tranh hién tugng tich luy.

- Tri s6 taz 1a mot trong nhirng yéu to quyet dinh nhip dua thudc. Nhitng thubc
CO t1/2 dai s& dugc dua it 1an hon nhitng loai ngan.

- Khi chirc nang co quan bai xuét thube (gan, than) bi suy giam thi ty2 bi keo
dai, c6 nghia 14 thudc bi tich lily lau hon trong co thé va nguy co ngd doc 16n hon
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4.3.2. Lién quan giaga thoi gian bdn thai va khoang cach dua thudc vao:

G,

In
T= S Xty (h)

0,693

Trong d6:

~ T la khoang cach dua thuéc, ¢6 nghia la thdi gian cdn thiét sao cho néng do
thuoc giam tir mie da cé (C,,) dén tri s6 mong muédn (C,).

4.3.3. Lién quan gida thoi gian ban thadi va dé thanh thai, thé tich phan bé

Sy lién quan gitta th&i gian bdn thai va do thanh thai, thé tich phan bd dugc thé
hién qua cong thirc:
0,693 x Vd

Cl
NHUNG YEU TO ANH HUONG DEN THOI GIAN BAN THAI
- Anh huwéng cia twong tac thu(‘)c:’Tucmg tac thude, dac biét la tuong tac o
giai doan thai trur c6 thé kéo dai hodc rit ngan ti2 cua nhitng thudc thai trir phan 16n &
dang con hoat tinh qua than

by =

- Anh huéng ciia hira tudi: Cac lra tudi 6 hai cuc: Tré nho va nguoi gia, do su
yéu kém hodc suy giam chirc nang than cling lam thay doéi ti2 cia nhirng thuoc thai trir
phén 16n & dang con hoat tinh qua than.

- Anh huwéng ciia chire niing thin: Sy suy giam chtic nang than lam cham bai
xuat thuoc, do d6 co thé kéo dai t 1 cuia nhiing thuoc thai trir phan 16n & dang con hoat
tinh qua than.

- Anh huéng ciia chire ning gan: Su suy giam chtic ning gan lam giam qua
trinh chuyén hoa thudc. do vy nhitng thudc thai trir phan 16n nho chuyén hoa thanh
din chat khong con hoat tinh tai gan s€ bi cham bai xuét, tich Ity 1au hon trong co thé,
din dén kéo dai tip.

Bénh gan Luu lugng mau qua gan | Khailugng gan : Chirc ning té bao gan
. gan b ..............................
- Vira d % © hodc T | P
- Nang Ll l !
v gan ....................................................
- Virus o hoac T & hoac{
- Rugu «» hodc | e hoac |

Sau day la nhitg bién déi cla céc thong s6 duge dong hoc qua timg giai doan:
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KET LUAN

Nhitng kién thtrc lién quan dén Duoc dong hoc 14m sang co vai tro rat quan trong
trong str dung thudc hop Iy — an toan. Nam ving dugc dac diém cac duong dung thudc,
cac quy luét cua tuan hoan thudc trong co thé s& giip cho cac dugc s hiéu duogc y 1énh
ctia thay thudc va hudng din bénh nhén tuan tha diéu tri tot hon.
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BAI 3. TUONG TAC THUOC

MUC TIEU:
Kien thic: ,
1.1. Trinh bay duoc co che} tuong tac Duoc luc hoc. , , q
1.2. Trinh bay duogc co ché tuong tac thude ¢ giai doan hap thu, phan bd, chuyén
hoa, thai trir. , o ‘
1.3. Néu duqy,c cac lgi ich cuia nude khi udng thuoc. Keé tén 4 loai nudce can tranh
khi uong thuée. , q ’ ,
1.4. Néu duogc 4 yéu to quyét dinh thoi di€ém uong thude.
MO PAU
~Trong diéu tri, viéc su dung dong thoi nhiéu thudc trén mot bénh nhan la
0 thé gap phai do bénh nhan ty y mua thém thuoc ngoai don cua bac si; cling ¢
thé do bac si chu y ké. Muc dich stir dung nhiéu thuéc cung mot Idc la rat khac
nhau:
— Co6 thé do bénh nhan mac mét lic nhiéu bénh.
— C6 thé do bac si mudn loi dung tac dung hiép dong cua cac thudc trong
diéu tri bénh.
— C6 thé do thay thuoc mudn phéi hop thém thude dé giam mot tac dung
khéng mong muon nao d6 do thudc chinh gay ra.
— Co6 thé do mudn sir dung thém thuéc nham hd trg suc khoe (cac vitamin
hoac thuoc bo khac).
] Piéu dang luu y trong truong hop nay la liéu c6 gap phai nhitng tac dung
bat lgi nao do phoi hop thuoc khéng?

Tuwong tac {huo‘c la tac dong qua lai giira cac thudc Xdy ra trong co thé khi
dung dong thoi dan dén thay doéi ve tac dung duwroc ly hodc doc tinh.

Ty Ié twong tac thude ting theo cap s6 nhan so vai sé thude c6 trong don.

Nhu vay, viéc nam virng kién thirc vé tuong tac thudc sé gilp cho viéc diéu
tri dat ket qua tot hon véi do an toan cao hon.

Chuyén dé& nay nhim muc dich cung cp nhitng kién thtc vé co ché trong
tép thudce va hudng xur tri kKhi gap tuwong tac. Cac loai tuong tac s€ trinh bay bao
gom tuong tac duoc luc hoc, twong tac duge dong hoc cua thuoc vai thude, tuong
tac cua thudc véi thic an, twong tac thude véi dd udng. Ching toi khong trinh

bay tuong tac thudc voi két qua xét nghiém sinh hoéa (kha ning gay sai lac két qua
xét nghiém do dung thudc).
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1. TUONG TAC DUQC LUC HQC
Tuong téc loai nay xay ra khi cac thudc phdi hop ¢6 vi tri tac dung trén
cung mat thu thé (receptor) hoac khac thu thé nhung cung muc dich tac dung.
Hau qua cua tuong tac co thé la:
e L¢i dung nhiam tao ra nhiing hiép ddéng co lei cho diéu tri.
Vi du:

— Dé diét vi khuan gay loét da day — ta trang Helicobacter pylori , viéc pho|

hop 2 khang sinh (vi du amoxicilin va clarithromycin) véi mét thubc giam tiét

acid dich vi (vi du: omeprazol) sé& dem lai ti I€ thanh cong cao hon nhiéu so véi
chi dung moét khang sinh hoac chi dung thuoc giam tiét don doc.

— D¢ diéu tri lao thuong phai phdi hop 2, 3, 4 hogc tham chi 5 thudc nham
tang cuong hiéu qua va giam kha nang khang thuoc caa vi khuan lao.

e Loi dung tac dung ddi lap nham giai déc thudc

Vi du:

— Naloxon la chat d6i khang véi morphin do tranh chap véi thy the morphin,

dugc dung dé giai doc morphin.

— Atropin duogc dung giai doc physostigmin do tranh chap thu thé M.
® Phdi hop tao tac dung do6i khang lam giam tac dung dwoec Iy hodc ting déc
tinh

Vi du:

— Su dung dong thoi cloramphenicol véi erythromycin, tao ra su canh tranh
tai thu thé 50S cua ribosom vi khuan, hau qua giam tac dung khéng khuan cua
khang sinh.

— Dung furosemid (Lasix) c6 thé gay giam K* trong mau, lam ting doc tinh
cua digoxin trén co tim.

‘ Vi cac tuong tac dugc luc hoc dugc hoc ky trong mén Duoc ly nén chuyén
de nay chi nhac lai mot so nét co ban. Cac kien thirc ve phan nay Xxin xem lai trong
phan “Dugc 1y dai cuong”.

2. TUONG TAC DUQC PONG HQC

Dugc dong hoc cua thUOc la qua trinh hap thu (A), phan bé (D), chuyén
hoa (M), thai trir (E), nghia 1a s phan cua thudc tir khi vao co thé cho dén khi bi
loai trir ra khoi co thé. Cac kiéu phdi hop thudc lam thay doi qua trinh nay goi la
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cac tuong tac dugc dong hoc. Hau qua trong tac duoc dong hoc thuong dan dén
thay doi nong d6 thuoc trong mau.

2.1. Twong tiac anh hwéng dén hip thu thudc
® Twong tic do thay déi pH caa dich vi

Dich vi c6 pH tir 1 — 2. Sy thay ddi pH tir da day do mot thudc gy ra s&
anh hudng dén su hap thu cua thude dung dong thoi.

Nhirng thubc 1am thay doéi pH dich vi theo kiéu lam tang pH 1a cac thubc
diéu tri loét da day — ta trang nhu céc antacid (Maalox, Phosphalugel...) hoac cac
thubc giam tiét HCI (omeprazol...). Khi pH da day ting, mot sé thubc nhu
ketoconazol s& hap thu kém hon.

Thuéc 1am pH dich vi giit mac d6 acid 1au hon 1a vitamin C. Khi dich vi
gitt mirc d6 lau hon s& anh huong cac thuoc kém bén trong mdi truong acid
(ampicilin, cephalexin, erythromycin...) lam tang phan huy cac thuoc nay va gay
giam sinh kha dung.

e Twong tac do tao phirc khd hap thu

Diéu nay hay xay ra khi ta st dung cac thuéc c6 chira cac ion kim loai hoa
tri cao nhu A%, Ca?*, Mg?*, Fe?*, Fe®* ... phuc chat tao ra giita ion kim loai véi
thuoc s€ khong qua dugc niém mac rudt va do dé su hap thu bi can tré. Thuoc
hay bi tao chelat nhat 1a cac khang sinh nhom tetracylin, fluoroquinolon. Tuong
tac nay ciing gap khi dung cac khang sinh néu trén véi stra.

Cholestyramin (mot chat 1am tua mudi mat dung dé ngan can qué hap thu
cac chat béo, dung trong dieu tri chirng téng lipid huy€t) ciing c6 thé tao phtc véi
mot so thuoc va can tré hap thu; thi du véi digoxin.
® Twong tic do can tré bé mat hap thu

_ Cac thuéc bao niém mac nhu Smecta, Sucralfat...ngan can sy van chuyén
nhiéu thuoc qua niém mac ong tiéu hoa va lam giam nong do thuoc phoi hop.

Pé tranh xay ra tuong tac dan dén giam néng do thudc véi cac truong hop
trén, phai udng cac thuoc cach nhau to6i thiéu 2 gio.

e Twong tac do tthay doi thoi gian tiép xic giira thudc véi niém mac do tac dung
trén nhu dong cia rugt.
Cac chat khang cholinergic, cac ch’ét khang histamin co tinh khang cholinergic,
cac chat phong bé hach, cac chat tir thuoc phién, acid acetylsalicylic lam cham su thao
sach céc chat qua da day.

2.2. Twong tiac anh hwéng dén phéan bé thudce
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Trong giai doan dwoc dong hoc c6 nguy co twong tic mot khi thude da dugc
hap thu vao mau. Nhung c6 nhiéu thudc lién két véi protein huyét trong, dic biét véi
albumin. Sy gan thudc vao protein 1a mot quéa trinh can bang thuan nghich, tuong tu
mot enzym véi mot co chat, trir khi phtic hop khdng phan huy dé tao ra mot chat méi.

Phan thL!OC lien két co vai tro nhu mot kho du trit dé thay méi phan ﬂ]UOC tu do;
nhung can ghi nhé la phan lién két d6 khong duoc phan bo trong co the, khong bi
chuyén hoa va thai trur.

Sy canh trang gan két chi thdy 15 d6i véi nhitng thuc cd pham vi diéu tri hep; voi
cac thudc nay, su giai phéng mot phan thudc gan vai protein huyét trong c6 thé dugc
phat hién qua céc hién twong doc hoic qua liéu (nguy co xuat huyét véi nhitng thude
chéng dong mau, nguy co ha duong huyét voi nhitng sulfamid chong dai thao dudng
dung duong udng).

Nhitng hau qua tac thi cua su giai phong mot phan thudc hoat dong va su gan mot
thuoc khéac vao protein huyét twong, dap tng nhirng diéu kién noi trén, cé thé nhu
sau:

- Tang ndng do thudc trong huyét thanh phan hoat dong cua thube bi day ra.
- Tang thai trir thudc bi day ra do loc qua cau than.

- Tang tac dung duoc ly cua thudc tai cac thu thé nhay cam

2.3. Twong tiac anh hwéng dén su chuyén hoa thudce

Khi mot thude duoc hap thu cé thé dugc thai trir nguy@n ven khong bi bién
doi, hoac bg nhitng bién doi sinh hoc trudc khi bi thé,i trir (Cac ch?t chuyén hoa tao
thanh c6 the c6 hoat tinh hogdc khong c6 hoat tinh), cudi cung co the lién hop voi chat
khac ma khoéng bi bién doi trudc khi bi thai trur.

Nhitng diic tinh ciia mét thudc cim teng enzym

Sy cam ang enzym té bao gan 1a mot qua trinh khong dic hiéu. Qua trinh nay doi hoi
mot thoi gian dé hinh thanh, thoi gian nay thay d6i tuy theo chat cam &ng, tir vai ngay
dén vai tuan 1é, va tac dung cam ing con kéo dai mét thoi gian sau khi ngirng ding
chdt cam ng. Céc chat cam tmg enzym thuong 13 nhirng thude tan trong ma, c6 nira
doi trong huyét trong dai, va su thai trir twong déi cham. Ching thuong lién két manh
Vi protein, va tap trung nhiéu ¢ gan.

Hau qua cua su cam ang enzym thudng thé hién qua giam tac dung diéu tri hoic giam
doc tinh cua thude dugce cam @ng, trir truong hop 1a néu két qua cua cam (ng enzym
lai ddn dén céc chat chuyén hoa c6 hoat tinh cao hon hoidc ddc hon.

Vi du truong hop diéu tri dong kinh bang phenobarbital phéi hop vai diphenylhydantoin,
chat sau s& bi chuyén hoa nhanh hon binh thuong, kéo theo la ndng do cua né trong
huyét tuong sé& thip hon, do d6 c6 nguy co khong hiéu qua. Can thiét phai hiéu chinh
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lai liéu lwong. Mot bénh nhan dwgc diéu tri bang thudc kh‘élng vitamin K va dung déu
dan céc barbituric, khi ngirng dung barbituric phai giam liéu cac thuéc khang vitamin
K (loai bé cam rng enzym) vai ngay sau do.

Cubi cung trong y van dd mo ta nhiéu ca c6 thai & phu nit dang dung vién thudc tranh
thai (nhat l1a V6i loai lidu thip) va dung thuong xuyén phenobarbital (phu nir dong
kinh hoic mét ngu) hay rifampicin (diéu tri lao) - Su cam tng enzym gay ra boi cac
thudc trén lam tang di hoa cac steroid tranh thai, nén khong dat dugc mot nong do du
dé &c ché qua trinh rung tring.

Vi du vé cac tac dung c6 loi caa sy cam ang enzym:

Diéu tri vang da do bilirubin khéng lién hop bang phenobarbital (kich thich
glycuronyl-transferase, enzym dam nhiém lién hop bilirubin).

Dieu tri mot s6 hoi chirng the hién o sur tang tiét hormon bang cac chat cam ang enzym
nhu: diphenylhydantoin, phenobarbital va OP’DDD (chat chuyén hoé caa DDT ) da
duoc dung trong diéu tri hoi ching Cushing thuwong than va trong trang théi ting
vitamin D.

Biéu tri nhiém doc digital (digitoxin) bang spironolacton. Thudc nay tac dung thong
qua cam tng enzym, chir khong qua thay d6i nong do kali trong mau.

Nhitng chat cam tng enzym chinh: Barbituric (dac biét 1a phenobarbital) gluthetimid,
thuéc chéng co giat (diphenylhydantoin), khang sinh (rifampicin), steroid
(spironolacton, thudc tang dong hod), ethanol, hydrocacbon thom da vong (dic biét
benzo (a) pyren, methyl-3-cholanthren), thudc diét con tring c6 clo (DDT).

Sw rc ché enzym

Co ché nay ciing phirc tap khong kém co ché cam &ng. Su ¢ ché c6 thé khéng chon
loc, do hién tugng doc vai gan (Vi du carbon tetraclorid) hoac do giam tong hop
enzym gan.

Nhitng ¢ ché hay gap nhat thuong xay ra ¢ cac monooxygenase va dic biét & mot sb
cytochrom Paso (Vi du IMAO)

Sy e ché ¢ thé canh tranh, khong canh tranh, tham chi hdn hop. Trén thuc té tat ca
con can tim hiéu tiép. Véan dé cang tro nén phic tap khi nguoi ta biét 1a mot s6 san
pham ctia chuyén hoa, dic biét cac chat chuyén hoa hydroxyl hod, cé tac dung tc ché
bién d6i sinh hoc cua chit me hoic mot sé co chat khac. Nhu vay, su ¢c ché enzym
dan dén tang cuong tac dung caa thudc bi tc ché, thé hién ¢ ting nira doi cua thude
trong huyét tuong, va (hoic) ting doc tinh.

Cimetidin 12 mot chat rc ché dang quan tam, thudc nay lam ting thoi gian tac dung
cua diazepam do kéo dai nira doi va giam d6 thanh thai. Cimetidin wc ché hoat tinh
ctia microsom, hoat tinh nay chi phéi cac phan ung khir alkyl va hydroxyl hoé cac
benzodiazepin nhu diazepam, chlordiazepoxid, di-kali chlorazepat, prazepam va
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medazepam. Trai lai, cac benzodiazepin khac nhu oxazepam hay lorazepam do lién
hop vai acid glycuronic (hién twong nay khong chiu sy kiém soat cua microsom gan)
nén hoat tinh cua chiing khdng bi thay doi khi dung dong thoi véi cimetidin. Cling
nhu vay, cimetidin 1am tang nong do cua phenylhydantoin, theophylin, carbamazepin
trong huyét twong. Do cac thuéc nay c6 pham vi diéu tri hep nén can theo ddi can
th@n nhéeng phai hep nay, hogc nén tranh.

Cin ghi nhé:

- Su rc ché enzym 1a mot hién twgng xay ra sém hon nhiéu so véi sy cam tng
enzym.

- Su e ché enzym c6 thé xay ra khong chi ¢ té bao gan, ma con ca & rudt.

- Cuing mot thude c6 the ¢d tac dung cam ing hogc Gic ché enzym tuy theo licu
lwong dung va thoi gian diéu tri (vi du ruou)

- Su e ché enzym c6 thé dic hiéu.

Chat neostigmin wrc che cac cholinesterase huyét twong, nén cho phép loai bo téc dung
cua cac cura khong khur cuc. Nhiing chat irc ché monoamin - oxydase (IMAO) tuong
tac véi nhiéu chit nhu cac chit glong than kinh giao cam, céc thuéc giam dau kiéu
morphin, cac barbituric. Cac thudc giam dau kiéu morphin 1am tuy thuong than giai
phong catecholamin vao tuan hoan. Nhu vay nguy co con ting huyét ap ting Ién, vi
catecholamin trong tuan hoan khong bi enzym MAO phéa huy sé tac dong trén nhitng
thu thé alpha khdng bi kich thich (phong bé bai cac IMAO).

M@t sé chat sic ché chuyén hoa thuéc: Ruou, & lidu rat cao hay ¢ liéu thap hon nhung
dung dai ngay cd tac dung nhu chat cam ing enzym. Cloramphenicol, cac estrogen,
cac chat estro - progestogen dung duong uong, diltiazem, disulfiram, cimetidin (va ¢
muc do thap hon la ranitidin) valproat, erythromycin, T.A.O, isoniazid, verapamil,
cac thuoc khang nam azol.

2.4. Twong tdc do canh tranh ¢ khéu thdi triv thudc (thdi triv qua thgn va mgt)
Luong thudc théy trong nuGce tiéu tuy thudc vao cuong do cua ba co ché thai trir cua
than: loc qua cau than, bai tiet tich cuc ¢ ong than va tai hap thu thu dong ¢ ong than.

- Sy loc qua cau than: Chi c6 phan thudc tw do 1a dwoc loc qua cau than; Hon
nira, tat ca cac thuoc co kha nang lam tang luu lwgng mau qua cau than déu lam cho
su thai trir cac chat khac duoc dé dang hon.

- Sy bai tiét tich cuc ¢ 6ng than: & 6ng lwon gan, mot sé thudc chuyén tir mau
vao nuGce tiéu nguoc vai gradien nong d6. Su chuyén do thuc hién dugc la nho mot
co ché tich cyc co tieu thu nang lwong. Qua trinh bai ti€t nay sir dung nhitng phan tu
van chuyéen nam trong mang té bao ong than.
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Ngq:c‘yi ta phan biét hai hé van chuyén qua mang: Mot hé chiu trach nhiém thai trur cac
thuoc acid, hé tha hai thai trir cac thuoc base.

Khi ¢ mat hai thuéc ciing nhém, ching cé thé canh tranh nhau & vi tri van chuyén,
thé hién la sy dao thai ching bi cham lai. Hién tugng nay cé loi la duy tri nong do
thuoc cao trong huyét trong nhung ciing c6 thé dan den qua lieu.

Nhu chat probenecid, mot sulfamid bai acid uric niéu, trude kia di duoc dung do tac
dung @c ché thai trir penicilin, ¢ nhuge diém git lai nhiéu thube 6 tinh acid (vi du
indometacin). Ciing nhu vy, phéi hop dicoumarol véi mét sulfamid chong déi théao
duong (clorpropamid) 1am giam bai tiét tich cuc chat nay, dén muc c6 thé gay tai bién
do ha duong huyét néu khéng cha y giam bét liéu lwong. Hién twong nay ciing da
dugc phat hién voi cac thuéc chéng viém nhu acid acetylsalicylic, indometacin,
phenylbutazon, oxyphenylbutazon va nhiing thudc loi tiéu thiazid.

3. TUONG TAC THUOC VOI PO UONG

Trong moi truong hop, nude 1a d6 uéng thich hop cho moi loai thudc vi
khong xay ra twong ky khi hoa tan thuoc.

e Uu diém cia viéc dung nwée dé udng thude

—  Nudc lam thudc dé dang tréi tir thuc quan xuéng da day, tranh su
dong vién thudc hoic hoat chat lai thanh thuc quan va nho d6 giam tac dung gay
kich ung va gay loét cua mot s6 thudc nhu quinin, erythromycin, doxycyclin, sat,
aspirin.. . biéu nay dac biét quan trong voi ngu’ol gla vi & d6i tugng nay luong
dich tiét it va thanh thuc quan khd nén khé dan thudc.

—  Nudc lam ting do tan cua thudc, gitp cho thudc khuéch tan dén khap
bé mit dng tiéu hoa va do dé tao diéu kién cho su hap thu tét hon. Nhu vy, nuéc
¢6 anh huong I6n téi nhitng thube c6 do tan thip nhu amoxicilin, theophylin,
penicilin V dang acid...

- Luong nudc nhiéu s& gitp thudc bai xuat nhanh qua than va do dé
giam dugc doc tinh caa nhiéu loai thudc nhu cyclophosphamid; hoic giam tac
dung phu do tao séi cua cac sulfamid. N6i chung, luong nuéc can dé uéng phai
tir 100 - 200 ml. Khéng nén nuét chirng thudc khéng c6 nudce. Ngoai 16 ¢ mot sb
loai thubc chi can mot luong nudc nho chirng 30 — 50 ml dé chiéu thuée. Thi du:

e Thudc tay san niclosamid — can tao nong do thudc dam dic quanh than
san.

e Kavet hodc cac thuoc dang goi bot chira viem loét da day theo co ché giam
toan (antacid) — can tao mét luong bot sanh giwr lau trong da day dé tang
tac dung trung hoa acid.

e Cac loai thuoc ¢ dang vién bao tan trong rudt hoac vién giai phong cham
chi can udng khoang 50 ml nuéc, du dé dua vién thudc xudng rudt. Néu
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ubng qua nhiéu nudc thude co thé bi chuyén qué nhanh trong 1ong rudt va
ra ngoai trudc khi hap thu hoan toan tai vi tri da dinh.

e Nhiing loai d6 uéng nén tranh:

Céc loai nuéc hoa qua, nuéc khoang kiém hoic cac loai nudc ngot dong
hop cb gas vi cac loai nudc nay co thé lam hong thuéc hoac gay hap thu thuoc
qua nhanh.

- Khéng dung sita dé udng thudc vi ban chat cua sira 1a caseinat calci.
lon calci c6 thé tao phac vai nhiéu loai thuoc, thi du tetracyclin néu uong cung
vai stra s€ bi can tré hap thu.

- Céc lipid trong sira ¢ thé hoa tan mot sb thudc vao trong d6 va giir
thuoc lai. Cac hgp phan protein trong stra ¢é thé lién két véi mot so thuoc co ai
luc cao vai protein. Tat ca cac qua trinh nay déu can trg hap thu thudc. Pa phan
cac khang sinh thdng dung déu bi sira lam giam hap thu nhu erythromycin,
penicilin V, cac tetracyclin...

- Ca phé, ché: tannin trong cheé c6 thé gay taa nhiéu loai thudc co chira
sat hoac alkaloid. Cafein trong ca phé c6 thé lam tang d6 hoa tan caa mot so6 thuoc
nhu ergotamin nhung lai can tré hap thu cac loai thuoc liét than (neuroleptic).

- Ruou (alcol): nhiéu bénh nhan bi tam than do nghién ruou, do do

kha nang gdp phai truong hgp bénh nhan vira uéng thuéc vira udng ruou khéng
phai la hiém. Can luu y dé tranh nhimng tuong tac sau:

+ Ruwou va céc thudc tac dung 1én than kinh trung wong:
= Céc benzodiazepin nhu diazepam khi uéng ciing véi ruou s&
gdy thay doi tam tinh rat manh ngay ¢ liéu thuong dung. Sy thay do6i nay chi cé
thé gap o liéu rat cao néu dung don doc khong co ruqu.
= Téc dung kich thich & liéu nho, e ché & lidu cao & ruou lam
anh huong nhiéu dén tac dung diéu tri cia cac nhdm thuoc chong tram cam, thuoc
ngu, thuée chong dong kinh.

+ Ruwou vathuoc gidm dau khéng steroid: raou 1am ting tac dung phu
trén duong ti€u hdéa nhu viém, loét, chay mau cua cac thuoc chong
viém khong steroid (aspirin...).

+ Rwou uéng cung véi paracetamol: lam ting nguy co viém gan.

+ Ruwou va thusc khang histamin:

= Cé4c loai khang H1 c6 tac dung &c ché than kinh trung uong,
do d6 khi ubng cling véi ruou sé xuat hién tac dung @c ché qua muc ngay ¢ liéu
thap.
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= Cé&c loai khang H2 do tac dung kim hdm men & microsom
gan, lam cham qua trinh chuyén hoa rugu va tang muc alcol trong mau, gay nhuc
dau, budn non...

+ Ruou va thudc chéng ting huyét &p:

= Do téc dyng gian mach ngoai vi ciia ruou, néu ding dong thoi
V@i cac thuoc chong tang huyét ap ¢ thé c6 nguy co gay tut huyet ap dot ngot
gua muc can thiét.

= Alcol con Ia dung méi tét cho nhirng thudc c6 hé sé ma/ nuée
cao (nhu thuoC chen beta), lam cho thudc hap thu qua nhanh, gay tac dung dot
ngot do tang nong do thudc trong mau trén muc diéu tri.

+ Ruou va thudc chéng dai thao duong:

= Téc dung hiép dong Ién chuyén héa hydratcarbon dan dén
nguy co ha duong huyét dot ngot, gy hén mé.

= M5t s6 sulfamid nhu tolbutamid khi udng cung véi rugu gay
phan &ng antabuse (s¢ ruou).

+ Ruou va thuéc khang khuan: mot sé chat khi ding voi rugu sé gay
phan rng antabuse (s¢ ruou) nhu cac cephalosporin, isoniazid, metronidazol...

4. ANH HUONG CUA THUC AN PEN THUOC

Trong chuyén dé nay, ching toi chi d& cap dén dnh huong cua thuoc doi
v6i quéa trinh hap thu thude, 1am co s& cho viéc huéng dan cho gid udng thuoc so
vOi bira an.

— Thtre 4n lam thay ddi thoi gian rong cua da day. Neu ubng lac doi, thuoc
chi luu lai da day chung 10 — 30 phut rdi duoc tong ngay xuong rudt. Trai lai, néu

ubng thubc sau bira an, thoi gian luu lai da day cua thudc c6 thé tir 1 — 4 gio. Piéu
nay anh huong dén sinh kha dung cuaa nhiéu thubc.

Vi du:

= Cac thudc co do tan kém (nhu propoxyphen) s& c6 lgi khi luu
tai da day lau vi thoi gian nay giup thuoc chuyén thanh dang tan tot hon trudc khi
chuyén xuong ruét dé hap thu.

= Trai lai, cac thuéc kém bén trong méi trudng acid nhu
ampicilin, erythromycin, lincomycin... néu bi luu tai da day lau s€ tang kha nang
bi pha huay va do do6 giam sinh kha dung.

= V§i cac thube duoc bao ché dudi dang vién bao tan trong rudt,
vién giai phong cham thi viéc gitr lai da day lau la hoan toan bat lgi vi mang bao
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vién c6 thé bi v&, gay anh hudng dén téc dung cua thude. Do d6 nén ubng cac
thuoc loai nay trudc bira an chirng 30 phat dén 1 gio hoac 1 — 2 gio sau khi an.

— Thuec an lam can tré sy di chuyén cua thuéc trong long rudt, do do
néu udng thuoc sau bita an, thuoc s& bi khoi thirc an can trg va di chuyén cham
trong dng tiéu hoa. Loi dung: cac thubc giai phong cham, thubc can tac dung tai
chd trong 1ong rudt, néu udng vao thoi diém sau khi an ching 1 — 2 gio 12 thich
hop.

— Thare an kich thich sy tiét mat, dac biét 1a thirc an giau chat béo.
bicu nay sé cé loi cho viéc hap thu cac tan nhiéu trong m& nhu griseofulvin;
vitamin A, D, E, K...

— Thuc an hoat h6a hé théng men van chuyén céc chat qua thanh rudt,
nho vay ma sy hap thu cac thuoc co ban chat 1a cac hop phan dinh dudng nhu céc
vitamin, glucose, acid amin, cac muoi khoang... s€ dé dang hon.

— Anh huong caa hop phan thite an dén su hap thu thudc: bira an giau
chat béo, qué nhiéu duong, qua min hoic qua chua déu can tro su di chuyén cua
khéi thue an tir da day xudng rudt. Biéu nay s& anh huang khong tét ¢én cac thude
kém bén trong méi truong acid cua da day va lam cham su di chuyén cua thubc
dén vi tri hap thu tdi vu 1a rudt non.

— Anh huong cua thire n dén sy hap thu thuoc con phu thudc nhidu
vao dang bao ché cua thuoc: cac dang thuoc ran, thuoc co6 do tan thap bi anh
huong boi thie an nhiéu hon cac dang thuoc léng, thuoc ¢ dang dung dich, con
thude. ..

Vi du: aspirin dang vién nén uéng sau khi an s& bi giam sinh kha dung
50%, trong khi d6 aspirin sui bot lai khéng bi thirc an can tré hap thu.
O day can phai phan biét khai niém: giam hap thu va cham hap thu.
+ Mot sb thubc bi thtre an lam giam hap thu tuc la tong luong thudc

vao mau néu uong cling v&i bira 3n s& bi giam so véi udng cach xa bira an. Truong
hop nay nén udng cach xa bita an (trudc 30 phat — 1 gid hodc sau khi dn 2 gid).

+ Mot thude bi thirc dn 1am cham hap thu c6 nghia 1 thoi gian dé thude
dat ndng d6 tdi da trong mau néu udng sau khi dn s& dai hon néu ubng xa bira in
(lac d6i), nhung tong luong thudc vao mau cé thé khong bi anh huong. Vi du: cac
sulfamid khang khuan, amoxicilin, digoxin... trudng hop nay co thé udng thubc
sau khi dn dé tranh tac dung phu do kich ung duong tiéu hoa (néu co).

, + Nhiing thudc khong bi thire dn 1am anh huéng dén hap thu co the
uong luc nao tuy y nhung uong vao bira an van tot hon vi s€ giam dugc tac dung
phu do kich trng duong ti€u hoa. Truong hop nay thuong xay ra véi thuoce co do
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tan kém; luc nay lwong chat long diing kém c6 anh husng nhiéu dén sy hap thu
thuoc; lvgong nudc cang nhicu thuoc hap thu cang tot.

+ Nhiing thudc duoc thirc an lam tang hap thu nén uéng trong hoac
ngay sau khi an dé tang sinh kha dung.

5. HUONG DAN THOI GIAN UONG THUOC HQP LY
5.1. Nhirng yéu té quyét dinh thoi diém udng thuéc
e Muc dich ditng thuéc
Vi du:
— Thudc ngu udng vao budi téi trude khi di ngu.
— Thudc ha sét giam dau udng khi c6 sét, c6 dau.

e Duwoc |y thoi khdc tic 14 dnh hwong ciia nhip theéi gian déi véi tac dung sinh
hoc cua thuoc

Vi du: Céc thudc loai corticoid nén uong vao buoi séng mdi 6 — 8 gio, vi
day 1a thoi diém ndng d6 hydrocortisol trong mau dat cao nhat trong ngay. Udng
IUc nay sé& khdng pha v nhip sinh Iy hoat déng cua tuyén thuong than va it gay
hién tuong @c ché truc dudi doi — yén — thuong than.

e Twong tdc cia thuéc - thiee dn

Nhitng thudc bi thirc an lam giam hap thu s& dugc udng xa bita an (trude
khi an tir 30 phat dén 1 gio). Nhitng thuoc khdng bi anh hudng cua thire dn nén
uong khi dn dé giam tac dung phu trén 6ng tiéu héa. Cac thuoc duoc thirc dn lam
tang hap thu cling c6 thé chon thoi diém uong vao bita n. Tuy nhién, mot s6
truong hop toc do hap thu nhanh qua cé the gay nhieu tac dung phu hodc doc tinh
thi nén chon uong xa bira an.

e Tuong tic giwa cac thuéc véi nhau

Nhing thubc khi udng cung nhau gay can tr¢ hap thu Ian nhau phai dugc
chi dinh udng cach nhau it nhat 2 gio va luu ¥ thudc nao can hap thu phai duoc
dua truoc.

Vi du: khi udng lincomycin cung Smecta, phai ubng lincomycin trugc, 2
gio sau moi uong Smecta, néu lam ngugc lai thi do kha néng gay can tro be mat
hap thu cua Smecta kéo dai nén 2 gio sau van khong thé dung lincomycin duoc.

5.2. Lwa chon thoi diém dé uong thudc
e Uédng vao bita dn

Nhitng thudc kich ang manh dudng tiéu hoa nhu doxycyclin, khang sinh
nhom quinolon, mudi Kali...Nhirng thuoc nay uong vao luc an vi thirc an khong
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lam giam hap thu thudc. Néu thube kich tng duong tiéu héa manh nhung lai bi
thtre an lam giam hap thu thi cé thé udng vao bira an véi diéu kién chuyén thubc
thanh dang 16ng (nhai va uéng nhiéu nudc) hoic chon dang bao ché thich hop, thi
du truong hop aspirin.

Nhing thudc hap thu qua nhanh luc doi, dan dén viéc tang tac dung phu do
su tang nong do dot ngot trong mau nhu levodopa, diazepam...

Nhitng 'ghuéc duoc thure an lam tang hap thu nhu cac loai vitamin, mudi
khoang, mot so khang sinh chong nam (ketoconazol).

e Uéng cach xa biza in

Tic la khoang 1 gio trude khi an hoac 1 — 2 gio sau bira an

Thuoc nhém nay gom co:

Céc thudc bi giam hap thu do thirc an, thi du lincomycin.

Céc dang vién bao tan trong ruét, thi du aspirin pH8.

Céac thudc kém bén trong moi truong acid dich vi, thi du erythromycin,
ampicilin.
e Thudc cé thé uéng vao theoi diém tly y

~ Thugc nhém nay la cac thuée khdng bi giam hap thu do thire &n hoac c6

the bi thirc an lam cham hap thu. Véi nhitng thuoc nay ta cd theé cho uong vao bira
an neu thuoc kich tng manh duong tiéu hoa hoac khi muon st dung thirc an deé
gitr cho nong d¢ thuoc trong mau o6n dinh.

5.3. Hwong dan thoi gian udng thudc (véi mét sé thusc thong dung)

Bang 3.1. Hudng dan thoi gian udng thudc

Tén quéc té Thai gian Po udng | Nén udng Luu y khac
udng thudc can tranh | nhiéu nwéc
Xa |Luacan | Tuy
bira y
an
Amoxicilin X +
Ampicilin X +
Oxacilin X
Penicilin V-K X +
Pivmecilinam X Sira, alcol
Amoxicilin X Stra
A. Clavulanic
Cefalor X
Cefalexin X Sira, alcol
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Cefadroxil X
Cefradin X Alcol
Tat ca Khoang cach 2 —
tetracyclin X Sita 3 gio gitra thude
thé he 1 va thirc an c6 stra
Doxycylin X Sira Khong uong
. . . thuoc o tu thé
Minocyclin X Stra nim
Erythrom_ycin Nueée qua | + chh 1:mg duong
ethylsuccinat tiéu hoa
Erythromycin | X Nudc qua | + nt
propionat
Josamycin X nt
Spiramycin nt ,
. Khoén uon
Clindamycin Nugc thuécg g tu th%
soda 3
nam ,
. Khoén uon
Lincomycin X Nugc thuécg g tu th%
soda 3
nam
Cloramphenicol alcol
Co-trimoxazol X ’ ‘
Acid nalidixic X Khong uong ve
dém vi gdy ngu
Acid oxolinic X nt
Acid pipemidic X nt
Peflacin X nt
Udng trugc khi
Rosoxacin X di ngu dé giam
tac dung phu
Ethambutol X Tat ca thudc
Isoniazid X Alcol Tranh thtc an | chéng lao uéng
cO tyramin cung mét luc vao
Rifampicin X budi sang luc doi
Amphotericin B | X
Griseofulvin X Alcol TDHS an mg lam
‘ de hap thu
Ketoconazol X Alcol Nh?'eu UOC | g
qua
Metronidazol X Alcol
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cloroquin

ﬁgﬁnpg\soKng Vao mét gio ¢o dinh | Alcol ;?St]/i tz::]nlff] Kan
Hydralazin X Alcol
Prazosin Alcol
Captopril X Alcol
Enalapril Alcol
Ramipril Alcol
Atenolol X Alcol
Bisoprlol Alcol Buoisang
Celiprolol X Alcol ]:moc bira diem
tam
Labetalol X Alcol Sau khi an
Nadolol Alcol
Propranolol X Alcol D\ang ;L.P, Hong
vao buoi sang
Sotalol X Alcol
Oxpenolol X Alcol
Acebutol Alcol
Hydrocloro Téc dung tot vao
thiazid X budi sang
Furosemid nt
Amilorid X nt
Khéng duoc
Carmabazepin X Alcol uong  nhiéu | Luén uéng mot
nuéc gid nhat dinh so
Phenytoin X Alcol Vi bira an
Valproat Natri | X Soda
Gitt ché do
Lithi Alcol mubi Na hang | nt
dinh
L-Dopa X Alcol
D/C sulfunulure | x AIC,OI’
nuGC ngot
D/C biguanid X Alcol,
nuGC ngot
Corticoid Nuae U,éng Véo ?Uéi
ngot sang (phan l6n)
L-thyroxin X
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Uéng 1 gio 30

Antacids Alcol phut sau an hoac
luc dau
C6 thé uong mot
Khéng H2 cafe lidu duy nhat ldc
ngu
Sucralfat Uf) ng 1gid trude
bira an
Tac dung giao
Aspirin Alcol dong theo thoi
diém udng
Paracetamol AIC,OI’ ,
nuocC qua
Propoxyphen Alcol
Theophylin Sita Tac dung tot vao

budi sang

Theophylin LP

Nhu trén nhung
thuong uong
dém dé bao v¢

giic ngu
Thuoc  chong Khong nhai hoac
ung thu phé vo vién

Vitamin + mudi
khoang

Ghi chu:

X: bt buoc tuan thi;

KET LUAN

x: 6 thé thay doi thoi diém udng

Tuong tac thude c6 ¥ nghia quan trong trong diéu tri. Nhimg twong tac c6 loi
duogc sir dung rat nhiéu nham lam tang hiéu qua hoac dé lam giam tac dung phu. O
goc do duoc 1am sang, nhimg thong tin trén giup cho nguoi duge si nim dugc cac
tuong tac bat loi dé ¢d thé bao dam an toan cho ngudi sir dung. Méi quan hé cua thude
—thirc an, thuéc vé6i d6 udng ciing 1a nhiing kién thirc co ban dé huéng dan cho nguoi
bénh cach udng thudc diing vi viéc udng thudc tly tién khong dung nguyen tac sé dan
dén nhitng hau qua khoé luong, khong chi gay lang phi thuéc ma con co thé gay ngod

doc.
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BAI 4. CHI SO XET NGHIEM LAM SANG

MUC TIEU

1. Kién thirc

1.1. Trinh bay duoc dic diém va ¥ nghia cia cic xét nghiém sinh hoa
mau:

Creatinin, ure, acid uric, glucose, bilirubin, cac enzym (ASAT, ALAT, CK).
1.2. Trinh bay duoc dit diém va ¥ nghia cta cac xét nghiém huyét hoc: hong cau,
bach cau, tiéu cau.

2. K¥ niing: Hudng dan dung viée sir dung thude an toan hop 1y cho bénh

nhan

3. Thai d§: Rén luyén tac phong lam viéc khoa hoc, than trong, chinh x&c, trung
thuc trong hoat dong nghé nghiép

NOI DUNG

1. Céc chi s6 xét nghi¢m sinh héa mau va y nghia trong diéu tri

2. Céac chi s6 xét nghiém huyét hoc va y nghia trong diéu trj
MO DAU

Xét nghiém 1am sang bao gém céc linh vuc sinh hda, huyét hoc, mién dich,
vi tring, ky sinh trung, virus la nhitng cong cu ngay cang phong phu, hién dai
khong thé thiéu dugc giap ich cho nguoi thay thudc trong chan doan, diéu tri va
theo ddi tién trién cua bénh. Bén canh do, két qua mot s xét nghiém 1am sang
con duoc sir dung dé gilp cho viéc sir dung thudc hop 1y, an toan, phat hién kip
thoi nhitng tac dung khdng mong mudn trong qua trinh diéu tri.

Vi xét nghiém 1am sang 1a mot linh vuc rat rong, trong chuong trinh nay
chi dé cap dén mot sb xét nghiém sinh hoa va huyét hoc thuong duogc sir dung
trong 1am sang.

1. HE THONG SI TRONG Y HOC

Mau, nudc tiéu va mot sé dich sinh hoc thuong dugc sir dung dé phan tich.
Céac két qua thu duoc & nguoi khoe manh nam trong mot giéi han nhat dinh goi
1a “tri s6 binh thudng” hoic “tri s6 quy chiéu”. Nhitng két qua ra ngoai gigi han
trén goi 1a “bat thuong”. Mdi xét nghiém co6 thé phan tich nhiéu phuong phap
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khéac nhau, do d6 c6 thé cho két qua hoi khac nhau. Vi vay, khi bién luan nén st
dung tri s6 quy chiéu lam tai co s& minh.

Pé thdng nhat cach biéu thi két qua, trong vai thap ky qua nguoi ta da
chuyén dan sang dung hé théng don vi qudc té SI (Systeme International). Hé
théng Sl dya trén 7 don vi co sd: mét (d6 dai), kilogam (trong luong), gidy (thoi
gian), mol (lwong chat), Kelvin (nhiét d6), ampe (cuong d6 dong dién) va candela
(cuong @6 anh sang). Tir 7 don vi co s& ndy, M rong ra cac don vi dan xuat khac
nhu: m? — dién tich, m3® — thé tich, Newton (N) — luc, Pascal (Pa) — &p suat, Joule
(L) — cong hoic ning luong, Hertz (Hz) — tan sé. Khi nhitng don vi co s& va don
vi dan xuat c6 do 16n khéng thich hop trong cac hing sé sinh hoc, ngudi ta ding
nhitng boi s6 va wéc sé thap phan cua cac don vi bang cach ghép nhirng tiép dau
Nnglr trong tng vao tén cac don vi do.

Bang 6.1. Nhitng tiép dau ngir thong dung trong xét nghiém 1am sang

Tiép dau ngir | Ky hiéu | Hé sb
Kilo k 10°
Mega M 106
Giga G 10°
Mili m 103
Micro u 10®
Nano n 10°
Pico P 1012

Tu nam 1977, Hoi nghi Y té Thé gidi 1an thir 30 da quyét dinh chap nhan
str dung hé thong Sl trong y hoc, tuy nhién nhiéu tai liéu sach bao van sir dung ca
hai cach biéu thi két qua cii va mai. Do vay, trong nhiéu truong hop, muén bién
luan duoc két qua, can phai chuyén d6i két qua tir don vi cii sang don vi mai va
nguoc lai. Pé lam duogc diéu ndy, cd thé truc tiép tinh toan (vi du: Bé bién luan
két qua mot lugng chat, ngudi ta s dung don vi SI 1a mol, néu muédn chuyén doi
tir don vi cii (g/l, mg/dl)...sang don vi Sl thi ¢ thé tinh toan dya vao phan tu
luong cua chat d6). Tuy nhién, viéc tinh toan truc tiép thuong phuc tap, do vay
trong thuc té nguoi ta hay sir dung hé sé chuyén doi theo cong thuc:

X (don vi cii) x hé s6 chuyén d6i =Y (don vi SI)

Bang 6.2. Tri s6 quy chiéu vé sinh héa cia mau

. . Tri s6 quy chiéu A A 2z
Xét nghiém : .q ~y T Hé so chuyén doi
) DPon vi cu DPon vi mol )
Acid uric 2,0-7,0 mg/dI 120-420 umol/I 59,48
Alanin  amino  transperase
(ALT, APT) 0-35 U/I 0-0,58 pkat/l 0,01667
Albumin 4,0-5,0 g/dI 40-50 g/l 10
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'(AASgZ”Ta,tGg%'”O transperase | .35 uy) 0-0,58 pikat/I 0,01667
Bilirubin toan phan 0,1-1,0 mg/dl 2-18 umol/l 17,10
Bilirubin tryuc tiép 0-0,2 mg/dl 0-4 pmol/I 17,10
Calci 8,8-10,3 mg/dl 2,20-2,58mmol/l 0,2495
Cholesterol toan phan 160-180 mg/dI 4,1-4,6 mmol/I 0,02586
Cholesterol LDL 50-130 mg/dI 1,3-3,3 mmol/l 0,02586
Cholesterol HDL 30-70 mg/dl 0,8-1,8 mmol/I 0,02586
CO, toan phan 22-28 mEq/I 22-28 mmol/Il 1
Clorua 95-105 mEqg/I 95-105 mmol/Il 1
Creatinin kinase (CK) 0-130 U/I 0-2,16 pkat/I 0,01667
Creatinin 0,6-1,2 mg/dl 50-110 pmol/I 88,40
Hé s6 thanh thai creatinin 75-125 mg/phat 1,24-2,08 ml/phat 0,01667
Globulin 2,3-3,5 g/dl 23-35 g/l 10
Glucose 70-110 mg/dI 3,9-6,1 mmol/I 0,05551
Kali 3,5-5,0 mEqg/I 3,5-5,0 mmol/I 1
Lactat dehydrogenase 50-150 U/l 0,82-2,66 ukat/l 0,01667
Natri 135-147 mEq/| 135-147 mmol/I 1
Osmol* (4p suét tham thau cua 208-300 mOsm/kg

huyét tuong)

Phosphat 2,5-5,0 mg/dl 0,8-1,6 mmol/I 0,3229
Phosphatase acid 0-5,5 U/l 0-90 nkat/I 16,67
Phosphatase kiém 30-120 U/l 0,5-2,0 pkat/I 0,01667
Protein toan phan 6,0-8,0 g/dl 60-80 g/l 10
Transaminase (GOT) Xem ASAT

Transaminase (GPT) Xem ALAT

Triglycerid <160 mg/dI <1,8 mmol/I 0,01129
Ure 20-40 mg/dI 3,3-6,6 mmol/I 0,165

Osmol*: osmolalité plasmatique — ap suat tham thau cua huyét twong do natri,
glucose va ure/ mau tao ra.

2. MOT SO XET NGHIEM SINH HOA MAU
2.1. Creatinin huyét thanh
* Piic diém

— Creatin (acid methyl guanidin acetic), dugc tong hop & gan roi dugc
mau van chuyén dén co. Tai té bao co, creatin gian phosphat dé tao thanh
phosphocreatin — mot dang dq tru nang }u:gng st dung cho viéc co co. Bay la mot
phan tng thuan nghich, khi t€ bao co can nang luong, dudi tac dung xUc tac cua
creatinkinase, phosphocreatin lai duoc chuyen thanh creatin, giai phong phosphat
giau ning luong. Trong qua trinh trao d6i nay, mot phan creatin bi mat nude, dong

vong tao thanh creatinin. Pay 1a mot san pham can ba, khong duoc sir dung, ra
khoi co vao mau roi dao thai qua than.
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— Moi ngay c¢6 1,6 - 1,7% creatin chuyén thanh creatinin, su tao thanh
creatinin twong doi hang dinh, phu thuéc cha yéu vao khoi luong co cua moi
ngudi. Do do, nam gidi co creatinin huy€t twong cao hon ¢ nit gisi. Ham lugng
creatinin trong huyet twong it thay doi, khong phu thugc vao cac yeu to ngoai lai
(vi du ché d6 an, ché do van dong hoac cac thay doi sinh ly khac).

— Creatinin dao thai chu yéu do loc & cau than, bai tiét & dng than hoic
tai hap thu rat it, coi nhu khong dang keé.

* Y nghia:

— Tri s6 binh thuong: 0,6 - 1,2 mg/dl, SI = 50-110 pmol/I

- Tél}g: do su tao Fhélnh tuong dé! hing dinh va gan nhu thai tror hoan
toan qua loc & cau than, tri so creatinin huyet thuong duoc sir dung d€ danh gia
chirc nang loc cau than. Khi chitc niang cua loc cau than giam, nong do creatinin

cua huyét tuong tang. bé danh gia chinh xac hon chirc nang loc cau than, ngudi
ta con cd thé can ctr vao hé sb thanh thai creatinin.

Pugc coi la suy than khi nong do creatinin huyét twong 16n hon 130 pumol/l
hozc khi hé sd thanh thai creatinin dudi 80 ml/ phut. Suy than dugc coi la nhe néu
hé sé thanh thai creatinin 50 — 80 ml/ phut, 1 trung binh vi tri s tir 15 — 50 ml/
phit va nang 1a véi tri s thap dudi 15 ml /phdt.

Nhiéu thuéc dugce dao thai hoan toan hoac mot phan bai than. Hé sé thanh thai
creatinin la can ctr giup cho viéc diéu chinh licu lugng thudc thich hop.

2.2. Hé s6 thanh thai Creatinin (Clearance- creatinin, Clcr)
Mtic binh thuong: O nam: 75 - 125 ml/ph hozc 1,24-2,08 ml/s
O nit bang 85- 90% cua nam.

Mic du hé sb thanh thai creatinin 1 cach danh gia chirc nang cau than tét hon 14 cin cir vao
creatinin, nhugc diém cua no 1a khé thuc hién & 1am sang vi phai liy nudc tiéu 24 gio hodc
it ra 1a 8 gio. Vi vy, di c6 nhidu cong thic suy tir creatinin huyét thanh sang hé sé thanh
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thai ma khong can phai hing nuéc tiéu. Hay dung nhat 1a cong thuc cua Cockroft va Gault
cho phép uéc tinh hé sb thanh thai nay.

2.3. Uré

* Piic diém

Uré 1a san pham thoéi hoa chinh cua protein, duoc tao thanh & gan théng qua chu
trinh uré. Uré co thé khuéch tan dé dang qua phan I6n cac mang té bao va phan

Cl = hé¢ s6 thanh thdi tinh bang ml/phit

Cl = UxV U = néng do chat d6 trong nuéce tiéu

-

P = ndng do chat dé rong huyét tuong
V = thé tich nudc tiéu trong mot phiit

Trén thuc t€, ngudi ta coi 12 suy than khi hé s6 thanh thai creatinin dudi
80ml/phit. Suy thian duoc coi la nhe néu hé s6 thanh thai creatinin trén 50 mi/phit, la
trung binh véi tri $6 tir 15 -50ml/phut va 14 nang véi tri s6 thap dudi 15ml/phiit.

Su tuong quan gia hé s thanh thai creatinin va ham lugng creatinin duge trinh
biay trong bang 3.4.

Bang 3.4. Lién quan gilia hé sd thanh thdi va ham lugng creatinin- huyét thanh

Hé s& thanh thai creatinin (ml/phat) | Creatinin huyét thanh (umol/L)

100 110
50 220
25 440

ClL. = -(140-Tudi) x Thé trong
CR —

Creatinin x 72

Trong d6: Tudi tinh bing nam,

Thé trong bang kg,
Creatinin huyét bing mg/dL.

Pay Ia tri s6 cha nam gidi, khi d4p dung vdi nir gidi thi nhan két qua véi 0,85.
Cong thic trén khong ding duge véi bénh nhan suy gan, vi s&€ cho két qua sai léch.

Hé s6 thanh thai creatinin la cin ci gitp cho viéc hiéu chinh liéu lugng thudce
thich hop vdi nhitng thudc dugc dio thai hoan toan hoac phdn 1én & dang con hoat tinh
qua thin (xem chuong 2).

tan rong khip céc dich ndi va ngoai bao trong co thé. Uré duoc dao thai chu yéu
qua than, nhung khac vaéi creatinin, sau khi loc qua cau than, mot phan uré dugc
tai hap thu & ong than. Ngoai ra, n6 con dugc thai trir mot phan nho qua mo héi
va qua ruét.

* Y nghia
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+ Tri sé binh thuong: 20 — 40 mg/dl; SI = 3,3 — 6,6 mmol/I.
7 + Giam: Giam uré mau hiém gap, thuong gap ¢ giai doan cudi cua
thiéu nang gan do suy giam tong hop uré.

+ Tang: Uré huyét cao c6 thé do nguyén nhan trudc than, sau than
hoac tai than.

Nguyén nhan truée than nhu méat nudce, ndn mua, ia chay, giam luu
lugng mau, soc tim, suy tim.

Nguyén nhan sau than nhu tic duong tiét niéu (soi).

Nguyén nhan tai than nhu viém cau than cap hoac man, viém ng than
cap do nhiém doc.

2.4. Glucose
* Pic diém
Glucose dugc tao thanh tir 3 nguon chinh: thirc an, do phan huy glycogen,

do qué trinh tan tao duong tir cac thanh phan khéac. Glucose 1a ngudn ning lugng
chu yéu cua nao, co.

Glucose huyét ludn hang dinh do co ché diéu hoa than kinh — diéu tiét. Cac
hormon diéu hoa glucose huyét dugc phan thanh 2 nhém dbi 1ap: mot bén 1a
insulin 1am giam, mot bén 1a nhitng hormon 1am ting glucose huyét (adrenalin,
glucagon, glucocorticoid, somatostatin).

* Y nghia
— Tri s6 binh thuong: luc d6i 70 — 110 mg/dl; SI = 3,9 — 6,1 mmol/I.

— Tang: Hay gap nhét 1a ting duong huyét do dai thao duong. Nong
do glucose huyét luc d6i cao hon 126 mg/dl (7,0 mmol/l) dugc coi la bénh y.
Pudng huyét cao téi 290 — 310 mg/dl (16 — 17 mmol) ¢6 nguy co gay hon mé dai
thao duong. Tuy nhién khoéng thé néu 18n mét gigi han cu thé vi tri s6 nay thay
ddi kha nhiéu vai tirng ca bénh.

— Ngoai dai thao dudng, ting dudng huyét con do mot s6 bénh nai tiét
khac: Hoi ching Cushing (cudng ning vo thugng than), ting nang tuyén giap.
Tiang dudng huyét ciing c6 thé do ding mét sé loai thubc: Glucocorticoid, thubc
loi tiéu thiazid, phenytoin.. .

q — Giam: Ha duong huyét dudi 45 mg/dl (2,5 mmol/l) ciing r::?it nguy
hiém. Nguyén nhan thuong lién quan dén dung qua lieu insulin va cac thuéc uong
trong diéu tri dai thao duong.

~ Ha duong huyét con do mot s6 nguyén nhan khac nhw u tyy tang, suy gan,
thi€éu nang tuyen yén, thiéu nang tuyen gidp, thiéu nang vo thugng than.
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2.5. Acid uric
* Piic diém

— Acid uric 1a san pham thoai hoa cudi clng cua nhan purin trong
nucleoprotein. Acid uric khong c6 vai tro gi trong co thé, sau khi dugc tao thanh,
khodng 2/3 dugc dao thai qua than (loc qua cau than nhung sau d6 mot phan duoc
tai hap thu ¢ ong than) va khoang 1/3 dugc dao thai qua ruét.

— Nong do béo hoa cua acid uric trong huyét thanh 1a 7 mg/dl (420
pmol/l), néu vugt qua ngudng nay thi cac tinh thé urat co thé tich dong trong sun,
khop, than. D6 1a nguyén nhan gay bénh Gout.

— pH nudc tiéu ting s& 1am ting d6 hoa tan cua acid uric, nhung nguoc
lai néu pH nuéc tieu ha, @6 hoa tan cua acid uric giam, c6 thé dan dén tao soi, dac
biét trén cac bénh nhén c6 nong d6 acid uric trong nudc tiéu cao.

* Y nghia
— Tri s6 binh thuong: 2 — 7 mg/dl; SI = 120 — 420 pmol/I

— Tang: Tang acid uric trong mau co6 thé do ting san xuit (ting pha
hay nucleoprotein, an ché do an giau protid) hoic do dao thai kém (suy giam chuc
ning than). Nhitng tac nhan co tac dung doc té bao co thé 1am ting acid uric mau
(cac chat khang chuyén hda, mot s6 thude diéu tri ung thu nhu methotrexat,
busulfan, vincristin, prednison, azathioprin). Cac tac nhan lam giam bai tiét acid
uric & 6ng than ciing 1am ting acid uric mau (thudc loi tiéu thiazid, furosemid,
acid ethacrinic).

— Giam acid uric mau it gap, thuong do giam qua trinh tai hap thu acid
uric & dng than. Mot sé thude nhu probenecid, cac salicylat, phenylbutazol c6 thé
gay tc ché thai trir acid uric khi dung vai liéu thap, nhung khi dung véi lidu cao
lai 1am giam tai hap thu, dan dén giam acid uric mau. Giam acid uric con gap
trong mét sé trudng hop ¢ téon thuong dng than nhu trong bénh Wilson, hoi
ching Fanconi.

2.6. Enzym

Enzym khu trt trong cac m6 lam nhiém vu xuc tac cac phan g chuyén
hoa céc chat trong té bao. Khi té bao bi pha hay, mét luong 16n enzym duoc giai
phéng vao huyét thanh. Do hoat do nhirg enzym nay giap danh gia ton thuong
ctia md: Ton thuong cang rong va cap tinh thi luong enzym giai phong vao mau
cang nhiéu. Ton thuong man tinh &m i thuong chi giai phéng enzym véi luong
vira phai.

Isoenzym hoac isozym Ia nhitng enzym Xuc tac cung mot phan tng hoa
hoc nhung chiing khac nhau vé mét sé tinh chat Iy héa. Su phan b isozym c6
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khac nhau tly tang mé. Do d6 isozym cling duoc su dung nhiam x4c dinh vi tri
ton thuong.

_ Hoat do enzym dugc biéu thj bing don vi qudc té (U) hodc theo hé thong
Sl bang don vi katal (kat). Mot microkatal (pkat) bang 60U.

2.6.1. Creatinkinase (CK hoac creatin phosphokinase CPK)
* Pic diém

Creatinkinase xuc tac chuyen phosphocreatin thanh creatin, giai phong
phosphat giau nang lugng chi yéu cho co tim va co xuong. CK 1a mot dime gdm

2 tiéu don vi 1a M (Muscle) va B (Brain). Nhu vay sé c6 3 loai CK: CK - BB, CK
- MM, CK — BM. Ba iso nay c6 dac tinh phan bo khac nhau:

— M6 néo c6 khoang 90% BB va 10% MM.

— MO0 co tim ¢6 40% MB va 60% MM.

— MO co xuong gan nhu 100% MM.

— Huyét thanh binh thudng c¢6 100% la MM nhu & co xuong.

Cac truong hop 1am sang giy ting CK trong huyét thanh thuong 1a co
xuong hodc co tim. Con loai BB & ndo khdng bao gio thay xuat hién trong huyét
thanh, ké ca khi bi tai bién mach mau nio, vi enzym nay khong di qua duoc hang
rao mau - nao.

* Y nghia
— Tri s6 binh thuong: 0 — 130 U/I, SI =0 — 2,16 pkat/I
— Tang:

— T6n thuong co xuong: Moi ton thuong & md co xuong déu giy ting
CK huyét thanh. Phan huy co xuwong cap do chan thuong, do hon mé kéo dai, cac
trudng hop ton thuong co xwong khac nhu loan dudng co, viém nhiéu co hoic
thiéu niang tuyén giap déu cd thé gay ting CK dang ké. Tiém bap ciing c6 thé lam
taing CK huyét thanh tir 2 dén 6 lan va tro vé binh thuong sau 48 gio ké tir khi
ngung tiém. Nhiéu thudc dung ¢ liéu diéu tri hoic qua lidu cé thé gay ra ton
thuong co xuong. Lam ting CK: Ché pham c6 thubc phién, cocain, amphetamin,
theophylin, khang histamin, cac fibrat, barbiturat, mot sO khéng sinh, chloroquin,
corticoid, vincristin. Dac biét luu y voi cdc nhém thude statin nhat 1a khi két hop
v&i mot sé thude khac nhu fibat, niacin, cyclosporin, erythromycin vi c6 thé gay
ra tiéu co nang, tham chi dan dén t vong.

— Tén thuong co tim: CK 13 enzym tdng s6m n’hét‘trong nhdi mau co
tim. Sau khi bi con khoang 4 gio, CK trong huyet thanh bat dau tang va dat dinh
cao ¢ khoang 24 gio roi tro vé binh thuong sau ngay thir hai dén ngay tha tu. Vi
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luong co tim nho hon nhiéu so véi luong co xuong nén trong nhoi mau co tim,
hoat @0 CK thuong chi taing nhe. Bé chan doan phan biét chinh xac, can dua vao
xét nghi@m isozym, ph@n CK — MB cao trén 6% hoat d6 CK toan phan duoc coi
la mot dau hiéu cua nhoi mau co tim.
2.6.2. Aspartat amino transferase (ASAT)
* Pic diém

Enzym nay co6 tén khac la glutamat oxaloacetat transaminase (GOT). Day

la enzym c6 vai tro chuyén van nhom amin. Enzym nay c6 nhiéu nhat & md tim
va gan, & moé khac it gap.

* Y nghia
— Tri s6 binh thuong: 0 — 35 U/I; SI = 0 — 0,58 pikat/l.
— Tang:
+ Nhoi méau co tim: Sau CK, ASAT la enzym thtr 2 ting som trong

huyét thanh sau nhoi méu co tim, tang bét dau sau 6 — 8 gio, dat dinh cao sau 24
gio roi tré vé binh thuong sau 4 — 6 ngay.

+ Ton thuong té bao gan: ASAT ting trong cac bénh ¢é ton thuong té
bao gan, dic biét trong viém gan virus hoic do nhiém doc. Truong hop nay ASAT
va ALAT huyét thanh ting sém trudc cac biéu hién 1am sang gap hang chuc lan
binh thuong. Truong hop viém gan man, xo gan, hoac & mat, hoat do ASAT tang
vira phai tily theo mirc d6 tiéu hay té bao.

Nhiéu thubc c6 thé gay tang ASAT vi gy ton thuong té bao gan, thi du
isoniazid, dac bigt khi phéi hop vai rifampicin. Khi tiép tuc uong thuéc ma enzym
Vvan tiép tyc tang, thi du gap hon 3 1an gigi han cao cia binh thudng thi can ngiring
tam thoi hodc vinh vién thude do.

2.6.3. Alanin amino transferase (ALAT)
* Piic diém
Enzym nay co tén khéc la glutamat pyruvat transaminase (GPT). bay ciing

la enzym c6 vai trd chuyén van nhém amin. Enzym nay chu yéu tap trung & té
bao nhu mé gan.

* Y nghia
— Tri s6 binh thuong: 0 — 35 U/I; SI = 0 — 0,58 pkat/I.
— Tang:

Ton thuong té bao gan: ALAT ting chu yéu trong cac bénh c6 ton thuong
te bao gan. Mac du ca hai enzym ASAT va ALAT déu tang trong cac bénh
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vé gan nhung ALAT duoc coi 13 enzym dic hiéu v6i gan hon vi it khi tang
trong cac bénh khac ngoai nhu mé gan.

2.7. Bilirubin
* Diic diém
Bilirubin 1a sic t6 c6 nhan pyrol va la san pham thoai héa cua nhéan
porphyrin cua hem. Moi ngay co the tao khoang 50 pmol (hoac 50 x 0,585 = 29
mg) bilirubin tu do (con goi la bilirubin gian tiép hoic bilirubin trudc gan) voi
dac diém khong tan trong nudc, tan trong ma. Bilirubin tu do vao huyét tuong
duogc van chuyén dudi dang gan véi albumin. Téi gan, bilirubin lién hop véi hai
phan tur acid glucuronic va trg thanh bilirubin diglucuronic (con goi la bilirubin
Iié[l hop hoac 7bi|irubin truc tiep) véi dac diém tan trong nu6c, qua 6ng mat do co
ché van chuyeén tich cuc va duoc tich ¢ ti mat. Khi mat do vao‘ ruot trong qué
trinh tiéu hoa, bilirubin bi thuy phan boi vi khuan duong rudt roi bi khu thanh
urobilinogen va stercobilinogen. Nhitng san pham nay khdng mau va tiép tuc
dugc chuyén hoa theo 3 con duong:
— Oxy héa thanh urobilin va stercobilin c6 mau, phan lén dao thai qua phan
Qua chu ky gan rudt tro vé gan va dao thai lai qua mat.
— Mot phan nho dao thai qua nudc tiéu.
Khi ndng d6 bilirubin huyét thanh > 34 pmol/I thi xuat hién vang da.
* Y nghia
— Tri s6 binh thuong: Toan phan < 1,5 mg/dl, truc tiép < 0,5 mg/dl,
(SI: Toan phan < 26 pmol/l, truc tiép < 8,6 pmol/l)
— Tang:
Cac nguyén nhan gy ting bilirubin huyét c6 thé phan thanh 3 loai:
+ Trudc gan: Tan mau

+ Nguyén nhan giy tang bilirubin truéc gan la do pha hay hong cau
nhiéu vuot qua kha ning lién hop ctia gan, nhu vay trong cac bénh ly thiéu mau
tan mau, bilirubin ting va chu yéu ting loai gian tiép. Mot s thudc co thé gay
thiéu mau tan mau do co ché mién dich (methyldopa, penicilin, cephalosporin,
quinidin, ibuprophen, triamteren) hoac do co ché gay oxy hda hemoglobin
(dapson, mat sé thude chdng sét rét, sulfonamid...).

+ Tai gan: ¢6 3 ngudn géc

, + Ngudn géc t& bao gan: Do ton thuong té bao gan, bilirubin ting chu
yéu la loai truc tiep, kem theo transaminase tang rat cao (ALAT thudng cao hon
ASAT). Cac nguyén nhén ton thuong té bao thuong gap: Do virus, do thuoc
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(acetaminophen, halothan, tetracyclin, acid valproic, INH, rifampicin,
methyldopa...), do ruogu.

+ Nguén gdc tic mat: Do tat dng dan mat trong gan
+ Ngudn gbc hdn hop.

+ Sau gan: Do tic 6ng dan mat ngoai gan, cha yéu do soéi than, ung thu
dau tuy. Mot s6 thuoc gay vang da « mat: Estrogen, chlopromazin, erythromycin
estolat... Bénh nhan vang da tic mat thuong c6 phéan trang béch mau dat sét va
nudce tiéu sim mau vi cé su nhleu sic té mat qua nuGe tiéu con & phan thi khéng
co. Thiéu acid mat trong bng tiéu hoa do tic mat gay ching phan ma.
Transaminase thuong tang it.

2.7. Protein huyét thanh
Mtc protein huyét thanh binh thuong 1 (6,0 - 8,0g/dL; SI=60-80 g/L).
- Protein huyét thanh phan tich bang dién di chia thanh albumin va globulin:

- Albumin Ia protein chinh chiém 60% protein toan phan, duoc tong hop boi gan.
Albumin gitr vai tro quan trong duy tri ap suat keo va trong van chuyen nhiéu hup
chat hitu co va v co. Nhiéu thubc khong tan trong nude dugc gan nhidu voi
albumin huyét twong, vi du phenytoin, salicylat, phenylbutazon, warfarin,
sulfonylure thé hé 1, acid valproic va mét sé sulfonamid. Vi thuéc ¢ dang tu do 12
dang c6 hoat tinh, nén khi ndng do albumin thay d6i c6 thé anh huéng nhiéu dén sy
phan bd va tac dung dugc ly caa thudc.

- Globulin (2,3-3,5 g/dL; SI=23-35 g/L) c6 thé tach thanh nhiéu phan nhém nho:
globulin al. 02, p vay. Globulin Y con ¢6 thé phan thanh nhiéu globulin mien dich
khac nhau (1gG, IgA, IgM, IgD va IgE). Viéc phén tach céc globulin gilp ich trong
chén doan nhiéu bénh mién dich.

- Protein toan phan c6 thé tang giam trong nhiéu trang thai bénh ly:

- Trudng hop ha (cha yéu 1a albumin) gip trong suy dinh dudng, rdi loan tiéu hoa,
ung thu, suy gan, xo gan. Do 1a do thiéu hut trong tong hop. Protein huyét ha con
do tang dao thai: hoi chiing than hu, mét protein theo nudc tiéu nhiéu, bong rop.
mét qua da...

- Tang protein huyét gap trong truong hop c6 dic mau, do co thé mat nuéc va mot sé
bénh roi loan globulin huyét: da u tuy (bénh Kahler), bénh macroglobulin huyét
Waldenstrom...

3. MOT SO XET NGHIEM HUYET HQC

Trong mau c6 ba loai huyét cau: héng cau, bach cau va tiéu cau. Xét
nghiém té bao mau gilp cho chan doan va theo dai tién trién cua bénh, mat khéc
gilp cho viéc theo ddi tac dung cua thudc va ca nhiing tac dung khéng mong
mudn cua thudc.
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3.1. Hong cau

Hong cau 1a mot trong nhitng thanh phan hitu hinh cua mau vaéi vai tro chu
yéu 1a van chuyén hemoglobin (huyét sic t6) réi hemoglobin s& van chuyén oxy
tir phdi dén cac moé. Hong cau o6 hinh dia 16m hai mat nén ty 18 giira dién tich cua
mang bao boc té bao so vai cac thanh phan chira bén trong té bao 1a rat Ion. Hong
cau ciing c6 thé thay d6i hinh dang khi di qua cac mao mach. Xét nghiém vé hong
cau rat phong phd, ¢ day chi trinh bay mét sé xét nghiém co ban sau:

« S6 lwong hdng cau

~— Binh thuong ¢ nam c¢6 4.200.000 + 200.000/1 mm?3 (SI: 4,2+ 0,2 x 10%2/L).
O nir 3.850.000 + 150.000/1 mm? (SI: 3,85 + 0,15 x 10%2/L).

— Hong cu giam: Thiéu méau do nhiéu nguyén nhan — c6 thé do giam tong
hop (suy tay, roi loan tong hop porphyrin...), ting pha huy (thiéu mau tan mau)
hoac do mat mau.

— Hong cau tang (da hong Cau) trong trudng hgp mo bi thiéu oxy, s& c6 qua
trinh diéu hoa kich thich tao héng cau & tay xwong. Nguyén nhan giy thiéu oxy
& md c6 thé do sdng & ving cao, suy tim, cac bénh duong hd hap... va nhiing
nguyén nhan nay c6 the gay tang hE)ng cAu thir phét va s lugng hong cau cé the
ting dén 6 — 8 triéu/ Imm3. Bén canh do, con co céc truong hop tang hong cau
do bénh ly, vi mot nguyén nhan nao do, tuy xuong san xuét ra qua nhiéu hong
cau, trong truong hop nay sé luong bach cau va tiéu cau déu tang.

 Nong d6 hemoglobin

Nong d6 huyét sac té nguoi Viét Nam binh thuong 1a: Nam 14,6 + 0,6 g/dl
(SI: 2,26 = 0,09 mmol/L); Nt 13,2 £ 0,5 g/dl (SI: 2,04 + 0,08 mmol/L). Pugc coi
la thiéu mau khi ndng do huyét sac té thap hon 13 g/dl & nam va 12 g/dl & ni;
nhung ciing ¢6 trudong hop thiéu mau gia tao do mau bi hoa lodng tang thé tich
huyét tuong.

* Hematocrit

— Neu ly tam mau toan phan da chong dong trong mot ong mao quan, s& tach
duoc 2 phan: phan trén long 1a huyét tuong, phan dudi dic 1a cac huyét cau. So
sanh ty Ié phan tram gitra thé tich huyét cau véi mau toan phan dugc goi la
hematocrit. Trén thuc té, dé dé dang tinh toan ngudi ta st dung mat loai éng ly
tam riéng c6 khic cac vach tir 0 ¢én 100 goi la 6ng hematocrit. Sau khi ly tam,
khong can tinh thé tich cac 16p ma thuong tinh hematocrit bang cach so sanh chiéu
cao cua 2 16p.

— O nguoi binh thuong, hematocrit cé gia tri 39 — 45% hoac 0,39 — 0,45 &
nam; 35- 42% hoac 0,35 - 0,42 ¢ nir.
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— Hematocrit giam trong chay mau cam, tan mau va ting trong mat nudc do
ia chay, ndn mira, sot kéo dai.

* Toc dd ling mau

— Tbc d6 ling mau (huyét tram) Ia toc do lang cua hdng cau trong mau da
duoc chong dong va duoc hit vao mot 6ng mao quan c6 duong Kinh nhat dinh dé
& tu thé dimg. Thuong lay két qua chiéu cao cua cot huyét trong sau 1 hay 2 gio
dau.

— O nguoi binh thuong: tée do lang mau 1a 3 — 7 mm/ giv d6i véi nam va 5
— 10 mm/ gi¢ doi véi nir.

— Téc do ling mau ting trong cac bénh cd viém nhiém nhu thap khép, lao
dang tien trién, ung thu (gio dau cd the toi 30 — 60 mm). Xét nghiém nay tuy
khong dac hiéu nhung don gian thuong dugc dung dé theo dai tien trien caa bénh.

3.2. Bach cau (3200 — 9800/ mm3; SI: 3,2 — 9,8 x 10%/L)

Bach cau giup co. thé chéng lai tac nhan gay bénh bang qua trinh thuc bao
hoac bang qué trinh mién dich. Can ctr vao hinh dang va Cau truc nguoi ta chia
bach cau thanh 5 loai: Bach ciu da nhén trung tinh, bach ciu da nhan wa acid,
bach cau da nhan wa base, bach cau mono va bach cAu lympho. Ca 3 loai bach
cau da nhan déu co rat nhiéu hat dic trung trong bao twong nén ngudi ta con goi
chung 1a bach cau hat.

Cong thirc bach cau c6 ty Ié % nhu sau:
Bach cau hat trung tinh 50 — 70%

Bach cau hat wa base 0-1%
Bach cau hat wa acid 1- 4%
Bach cau lympho 20 — 25%
Bach cau mono 5 - 7%

S6 lwgng bach cau trén 10.000/ mm? dugc coi 1a tang bach cau. Khi c6 s6
lugng xuong dudi 3.000/ mm3 coi la giam bach cau.

Téing bach cdu gdp trong cdc truwong hep:

— Trong dai da s cac bénh nhiém khuin gay mu.

— Trong cac bénh nhiém doc.

— Khi ¢6 sang chan, thuong ton té bao, sau phau thuat.

— Pic biét, bach cau ting rat cao trong bénh ung thu dong bach cau.
Gidam bach cau gap trong cdc trwong hep sau:
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Sbt rét.

Thuong han.

Bénh do virus.
— Chtring mat bach cau hat, giam san hoac suy tuy xuwong.
3.3. Tiéu cau
La nhiing té bao khdng nhan, tham gia vao qué trinh cdm mau. Khi thanh

mach bj tén thuong, tiéu cau s& tap két tai d6 cho dén khi hinh thanh nat tiéu cau
bit kin cho bi ton thuong.

Mic binh thudng (150 — 300) x 10°/mm?; SI = (0,15 0.3) x 10'%/L

La nhing t€ bao khdong nhan, tham gia vao qud trinh cam mdu. Khi thinh mach

bt t6n thuong, tiéu cdu s& két tap tai dé cho dén khi hinh thanh nat tiéu cdu bit kin chd
bi ton thuong.

Gidm ti€u cdu xuéng dudi 100.000/mm” dé sinh chay mau.

Giam tiéu cau ¢d thé do suy tuy, do ung thu, do nhiém doc asen, benzen, nhiém
khudn va virus. Nhiéu thudc ¢6 thé gay giam tiéu cdu (chloramphenicol, quinidin,
heparin, nhicu thuéc ung thu).

~Nhicu thuée c6 kha nang Gc ché két tap tiéu cdu nhu nhém thude chéng viém khong
steroid (NSAID), trong d6 c6 aspirin fa iic ché khong hoi phuc.
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3.4. Mot s6 xét nghiém déng mau
Su hinh thanh cuc mdu déng duge thuc hién qua ba giai doan: hinh thanh phic hgp
prothrombinase, hinh thanh thrombin, hinh thanh 1u6i fibrin.

Su hinh thanh phitc hop prothrombinase la phic tap nhédt cua qué trinh dong
mdu, Xay ra theo 2 con dudng lién quan mat thiét véi nhau: Con dudng ngoai sinh néu
co Chdl] thuong cua thanh mach hoac cdc 16 chitc xung quanh; con dudng ndi sinh bt
ddu tir trong mdu t6n thuong.

~Con dwong ngoai sinh

Nhi'rng pho%pholipid ctia mang cic 1€ bao bi vd cha té chitc (gm 14 yéu t8 ngoai)
di vao mdu va hoat hod cdc yéu t6 dong mdu. Yéu t8 VII s& gén v6i cic phospholipid
thanh y€u (6 Vlla, sau dé VIIa s& hoat hod yéu t6 X v6i sy ¢6 mat cha ion Ca’*:

VII + Ca™ + y€u 16 ciia té chitc — Vlla
X l Xa.

—T
Thai gian prothrombin (PT) 1d test ciia con dicéng ngoai sinh
= Con duong néi sinh

Con duong néi sinh phu thude vao cic yeu t6 déng miu ¢é trong huyét twong. Co
ché néi sinh khdi dau boi su hoat hoé clia yéu 16 XII thanh XIia réi Xlla lai hoat hod
yéu to Xl... theo trinh tur :

Xl —— Xlla
XI —-L- Xla

IX+Ca" ¥ , IXa
VII + Ca™ + phospholipid + X—‘b Xa
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Nhu vy, tr con duong ngoai sinh va con dudng noi sinh, yéu 16 X duoc hinh
thanh (Xa) s¢ la mét trong nhitng véu té tham gia hinh thanh prothrombinase, tir do
prothrombin duge chuyvén thanh thrombin. sau dé thrombin hoat hod {ibrinogen thanh
fibrin d¢ tao thanh cuc mau dong. Su hoat dong cua 2 con dudmng nay ¢ thé duge danh
21d qua cac xét nghiém:

- Thoi gian prothrombin (Prothrombin Time, PT)

- Thoi gian thromboplastin ting phan hoat hod (Activated Partial Thromboplastin
Time, APTT)

Dudi day la ciac xét nghiém thuong dung d¢ giam sat khi sir dung thude chong

dong mau.

3.4.1. Thoi gian prothrombin (PT)
Binh thuong la 1O - 14 giay.

Thoi gian prothrombin (PT) hay con goi la thoi gian Quick la thoi gian dong
huvét tuong da duge chong dong bang natri oxalat hoic citrat, nay dugce phuc héi calci
vit thém véu 1§ cha 16 chire (thromboplastin).

PT cho biét hoat tinh cta con dudng ngoai sinh.

Chi 50 nay ding d¢ gidm sdt hi¢u qua khi sit dung warfarin (warfarin ¢ ché su
hinh thinh cic véu 1o I, VI va X).

Cli 56 binh thicong hoda Qroc 127 (INR - International Normallized Ratio)

Thromboplistin la mot phospholipid Iy tir ndo dong vat ¢é vii (thuong dung la
nio tho). Vi cic mau thromboplastin mdi dgt xét nghi¢m la khong dong nhat nén dé
cho kél qua thong nhal, ngudi ta dung chi s6 INR.

INR la luy thua ISI (International Sensitivity Index) cua ty 1€ gilra thoi gian
Prothrombin (PT) cua bénh nhan trén thoi gian Prothrombin (PT) cda ngudi binh
thutmg doi chimg.

Viy: 18!
PT benh nhan

INR =
T chung

[SI bang 1. d6i v&i miu thromboplastin chudn hod theo quy ude quée t€, méi
phong thi nghiém c6 gia tri riéng ISI sau khi so sanh véi mau.

Chi s0' INR kéo dai khi:

~ Giam prothrombin, proconvertin, proacceirin hay yéu 16 Stuart (c6 thé giam

14t ca cdc véu 10 hay tiing véu o).

— Giam fibrinogen nhiéu. .

Chi & PT va INR 12 nhitng chi s6 dé gidm sdit khi diéu tri cic thudc chéng
dong mdu (nhém khang vitamin K); ngudi ta cling sut dung chi $6 nay dé danh gid
chiic nang gan.



INR mong muén, phu thugc vao viéc chi dinh thuéc chéng déng mdu va giéi han
lua chon cua ting trung tam. Thi du: bénh nhan rung nhi ¢ sir dung thude chéng dong
miu c6 the ¢6 INR 2,0 dén 3,0 trong khi nhitng bénh nhan méi bi nghén tac tinh mach
sau hoac nghén tac tinh mach phéi lai cin INR khoang 3,0 dén 4,5.

3.4.2. Thoi gian.thromboplastin hoat hod ttmg phan (APTT)
Binh thudng: 25 dén 30 giay.

APTT duge sir dung d€ dénh gid hoat tinh cia con dudng nodi sinh va la chi sé
pho bi€n nhai khi diéu tri biang heparin.

Thromboplastin (mét ché pham phospholipid chiét tir ndo thd) hoat dong nhu
mot chat thay the cho phospholipid cia tiéu cdu. duge thém vao mot chit hoat hod nhu
siticon hodc koalin hoat hod. Hon hgp thromboplastin va chat hoat hod duge tron lan
vGi huyét tuong did chong dong bing citrat va da thém calci trd lai. Thai gian dé huyeét
trong dong la APTT.

APTT thich hgp khi sir dung heparin 1a khoang 1,5 dén 2,5 14n gi4 tri binh thutmg.

KET LUAN

Trén day 1a mot so kién thire co ban vé cac xét nghiém sinh hoéa va huyét
hoc thuong hay st dung trong lam sang. Cac kién thire ‘nay cling chi chu yéu tap
trung vao nhitng van dé co6 lién quan dén st dung thudc, dic biét 1a nhim danh
gia hiéu qua cua thudc va theo ddi ADR trong qua trinh diéu tri. Bé c6 dugc danh
gia chinh xac, it khi chi theo d&i mot xét nghiém don 1¢ ma can nhan dinh tong
hop nhiéu két qua xét nghiém khac nhau. Dong thoi ciing phai tly timg truong
hop cu thé dé can nhic cac thoi diém can thiét phai tién hanh theo ddi danh gia
cac xét nghiém 1am sang: Trudc khi co6 quyét dinh dung thude, trong sudt qua
trinh diéu tri va ca biét c6 nhirng truong hop ngay ca sau khi da nging thude.
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BAI 5. PHAN UNG CO HAI CUA THUOC - DI UNG THUOC

MUC TIEU

1. Kién thirc

1.1. Trinh bay dugc dinh nghia va ba cach phan loai ADR

1.2. Trinh bay dugc hai nhom yéu t6 lién quan dén su phat sinh ADR

1.3. Trinh bay duoc bdn bién phap han ché ADR

1.4. Trinh bay duoc ba linh virc wu tién cua canh giac thude.

1.5. Trinh bay duoc nguyén tic xir tri va nhom thude sir dung trong diéu tri di tmg

Ky nang

2.1. C6 kha ning nim bit, khai thac, str dung cac thong tin lién quan dén sir dung
thudc.

2.2. Huéng dan dung viée sir dung thude an toan hop 1y cho bénh nhén.
Thai d§: Rén luyén tac phong lam viéc khoa hoc, than trong, chinh xac, trung thuc
trong hoat dong nghé nghiép.

MO DAU

1. Phan #ng bat lgi cia thudc (Adverse Drug reaction - ADR)

Hau hét cac thude, cho du dugc ké don bai cac thay thudc 1am sang gidi ciing co
thé gay ra phan ing bat loi (ADR) trén bénh nhan, tham chi 1a nhitng ADR nghiém
trong. Thay thudc va bénh nhan c6 thé chap nhén nguy co cua mot ADR nghiém trong
néu nhu ban than cian bénh dang dugc diéu tri rat nang, nhung khong thé chap nhan
thudc c6 nguy co ADR cao dé diéu tri nhitng bénh thong thuong. Do vay, kha ning
gay ADR cua mét thudce (ke ca tan suat, mirc do nghiém trong va loai ADR ching
gay ra) quyet dinh viéc lua chon thuoc d6. Nhiéu ADR c6 thé tranh duoc, neu nhu
thay thudc ké don co hiéu biét ro vé dic tinh duge 1y, co ché cua ADR va céc yéu to
anh hudng, dic biét 1a nhiing yéu té tao nén tinh nhay cam dic trung ctia nguoi bénh.
Thay thudc 1am sang cé trach nhiém nhan ra ADR, huéng dan, canh bao bénh nhan
vé kha ning xay ra ADR va bao céo cac ADR cho co quan c6 trach nhiém.

1.1. Pinh nghia va phan loai ADR
1.1.1. Pinh nghia

Theo T chtc Y té Thé gioi (WHO): Phan tng bat loi cua thubc 1a mot phan tng
doc hai, khong duge dinh trude va xuat hién ¢ liéu thuong dung cho nguoi dé phong
bénh, chan do4n hoac chira bénh hoac 1am thay d6i mot chirc nang sinh 1y.

Dinh nghia nay khéng bao gom nhitng phan ung do dung sai thUOc ding sai liéu,
dung lidu cao c6 chu dinh hodc vo tinh. Trong dinh nghia ndy, yéu té dap ung ca thé
|a rat quan trong

C6 nhiéu trudng hop tai bién phat sinh trong qué trinh diéu tri ma nguyén nhan
chua duogc xac dinh. Nguyén nhan trong nhitng truong hop nay khdng chi do thuoc
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gay ra ma c6 thé do cac yéu td khac nhu sy tién trién nang thém cua bénh hoac do
mot bénh khac phat sinh. Nhiing truong hop nhu vay goi la bién co bat lgi caa thuoc
(adverse drug experience/adverse drug event).

1.1.2. Phén loai ADR

a. Phan loai theo tan suat gap:

— Thuong gap ADR > 1/100

— it gap 1/1000 < ADR < 1/100

— Hiém gip ADR < 1/1000

b. Phan loai theo mirc d¢ nang cua bénh do ADR gay ra

— Nhe: Khdng can diéu tri, khong can giai doc va thai gian nam vién khong kéo dai.

— Trung binh: Can c6 thay doi trong diéu tri, can diéu trj ddc hiéu hoac kéo dai thoi
gian nam vién it nhat 1 ngay.

— Ning: C6 thé de doa tinh mang, gay bénh tat lau dai hoic can cham soc tich cuyc.
— T vong: Truc tiép hoic gian tiép lién quan dén tir vong cua bénh nhan.

Céc cach phan loai nay gitp nguoi thay thuoc can nhéc true khi ké don mot
thuoc o ty I¢ ADR cao hoac co thé gay cac ton thuong tram trong dé co bién phap
theo ddi, xur tri thich hop.

c. Phan loai theo typ

*Typ A

Cac ADR typ A c6 cac dic diém sau:

— Tién lugng duogc.

— Thuong phy thudc liéu ding (do do cac ADR typ A thuong gap doi véi cac thude
c6 pham vi diéu tri hep).

— La t&c dung duoc ly qué, muc hoic 14 mot biéu hién cua tac dung dugc ly & mot vi
tri khac. Sau day la mot s6 vi du cho cac ADR typ A:

— La tAc dung diéu tri nhung cudng do vuot qua muc can thiét nhu: Chay méu khi
dung thuoc chong dong mau, ha d—ong huyét khi dung thuoe diéu tri dai thao duong,

— L& tac dung diéu tri nhung & vi tri hoic co quan khac hoac do tinh chat khéng chon
loc trén cac thu thé, vi du: Tac dung trén hé tiéu hda cua cac chat uac ché
cyclooxygenase khdng chon loc (cac NSAID).

— La tac dung dugc ly khac cua thudc nhung khong phai la tac dung djéu tri, vi du:
Céc thuoc chong tram cam 3 vong thé hién ca tac dung khang thu the muscarinic,
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khong c6 vai tro trong diéu tri chdng tram cam nhung thuong gay khd miéng, giam
thi luc... hoac tac dung khang androgen caa cimetidin.

*TypB

Cac ADR typ B c6 cac dic diém sau:

— Thuong khong tién luong duoc.

— Khoéng lién quan dén cac dic tinh duoc 1y da biét cua thude.

— Thuong c6 lién quan téi céc yéu to di truyén hodc mién dich, u budu hoic cac yéu
to gay quai thai.

Di @ng thubc 1a mét vi du dién hinh cho ADR typ B vi khong tién lugng duoc va
khong phu thudc licu dung. Di tng thudce dugc giai thich hoan toan thong qua co che
mien dich di tng, khong lién quan dén cac tac dung duogc ly cua thuoc. Biéu hién 1am
sang cua di trng thuoc rat da dang, cac co quan bi ton thuong cé thé 1a da, gan, than,
duong tiéu hoa hoac toan than; mae d6 nghiém trong tur nhe (phat ban ¢ da, ngtra...)
dén rat nang, tham chi gay tir vong cho bénh nhan nhu s6¢ phan vé, hoi chirng Lyell,
Stevens - Johnson...

Tuy khong tién luong duoc nhung c6 thé han ché su xuat hién caa di tng thude
néu cac nhan vién y té cé bién phap theo ddi chat ché va phat hién sém.

1.2. Nhitng yéu to lién quan dén su phéat sinh ADR

1.2.1. Yéu to thugc vé bénh nhan

a. Tuoi

Tré so sinh va nguoi cao tudi la nhitng ddi trong c6 nguy co cao:
« Nguoi cao tudi:

Mot s6 nghién citu cho thay nguoi cao tudi gap nhiéu ADR hon nhitng bénh nhan
khéc do:

— Lam dung thudc.

— Thay ddi vé dugc dong hoc, duoc luc hoc do giam chire ning céc co quan.

— Nguoi cao tudi thuong mac nhieu bénh, sir dung nhiéu thudc nén dé gap twong tac
thuoc.

* Tré so sinh

Nguy co gip ADR 6 tré so sinh tang 1én, dac biét 12 ¢ tré dé non béi vi mot sb
enzym lién quan dén chuyén hda va thai trir thudc chua day du. Céc thudc hay gay
doc 1a: Morphin, cac barbiturat, cac sulfonamid, cac dan xuit caa vitamin K va
cloramphenicol.

b. Giéi tinh
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NOi chung khdng cd su khac bit Ion vé nguy co gap ADR gitta hai gigi. Tuy nhién,
mot so ADR hay gap ¢ phu nir hon so vai nam gidi.
Vi du:
— Phu nit ¢6 thé nhay cam hon véi doc tinh cua digoxin, heparin va captopril.
— Thiéu mau bét san do cloramphenicol gip & phu nit nhiéu gap 2 1an so véi & nam
giai.
c. Pa dang vé gen va chiing toc

Nhiéu phan tng trude d6 duoc mO ta la cac phan Gmg dac ung ngay nay da duoc
lam sang to la co cac nguyén nhan vé gen. Vi du ¢ nhitng nguoi thieu hut men G6PD
do di truyén khi dung nhitng thuoc c6 tinh oxy hda thi cé thé bi thieu mau tan mau.
d. Bénh mic kém

Nhiing bénh mac kém ¢ thé lam thay d6i dap (ng cua bénh nhan ddi vai thuoc

hoac lam thay d6i dugc dong hoc cua thuoc, dan tai phéat sinh ADR.
Vi du:
— biéc khi diing khang sinh aminoglycosid ¢ ngudi ¢6 bét thuong vé thinh giéc; hosc
chay mau tram trong do dung warfarin, heparin ¢ nguoi co6 san thiéu hut vé yéu to
dong mau.
— Céc bénh nhan méc céc bénh vé gan va than ¢6 nguy co cao bi cac ADR cua nhiing
thuoc thai trir & dang con nguyén hoat tinh qua cac co quan nay.
e. Tién sir dj ing hodc phan &ng véi thude

Nhitng bénh nhén c6 tién sir di tmg véi mot thude cling ¢6 thé gap di ang voi mot
thuoc khac c6 cau trac twong ty. Vi du nhu cac truong hop di ung véi khang sinh
penicillin cling c¢6 thé c6 di tng chéo véi khang sinh nhém cephalosporin.
1.2.2. Yéu t6 thugc vé thudc
a. Pic tinh caa thudc
— anh huong cua k§ thuat bao ché: Kich thudc tiéu phan, lugng thudc trong ché pham,
tinh chat va khoi lugng ta dugc... cé thé dan tgi thay doi toc do giai phong hoat chat,
gay ADR typ A. Sir dung mot so ta dugccho cac nhom bénh nhan nhay cam nhu cac
bénh nhan hen, cac tré so sinh nhe c&n va sy thay do6i hon hop ta dugc lam thay doi
sinh kha dung cua thuoc nhu digoxin va phenytoin ciing gy ra mét so ADR.
— anh huong cua chat lugng san pham: Trong phan I6n cac truong hop, khi diing mot
thuoc da bi phér] huy thi dan dén that bai di€u tri, nhung mot s6 san pham phan huy
cua thuoc co the gay doc hodc tham chi gay tir vong (vi du nhu st dung diethylen
glycol Iam dung méi cho con thuoc sulphanilamid da gay ra 105 ca tir vong tai My
nam 1937, san pham phan huay cua tetracyclin gay hoi chirng Fanconi,...). Cac ta duoc
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hay gay phan tng qua man la: Polypropylen glycol, carboxymethyl cellulose va
tartrazin.

b. Twong tac thudc

Tuong téc bét loi cia cac thudc ¢d the lam thay doi sinh kha dung hogc thay doi
duoc luc hoc cua thuoc va do vay gay ra cac ADR trén bénh nhan.

Vi thé, khi diéu tri nhiéu thudc trong ciing mot thoi diém thi tan suat gap ADR
tang 1én theo cap so6 nhan vai so Iugng thuoc.
c. Liéu trinh diéu tri kéo dai

Nhiéu ADR it xuét hién khi dung thudc trong thoi gian ngan nhung ty I€ ting 1én

khi dung dai ngay. Vi du: Xuat huyét tiéu hoa do dung cac thudc chdng viém khong
steroid hoac corticoid kéo dai...

1.3. Bién phap han ché ADR
1.3.1. Han ché sé thudc dung
— Chi ké don cac thudc that sy can thiét.

— Néu bénh nhan dang sir dung dong thoi qué nhiéu thude thi can can nhac dé tam
ngung nhiing loai thuoc chua that sy can thiét. Can danh gia c6 tuong tac bat loi
khong.

— Kiém tra va hoi bénh nhan vé nhiing thuéc bénh nhan tu dung.
1.3.2. Nam virng thong tin vé loai thuéc dang ding cho bénh nhan

— Hiéu rd tinh chat duoc 1y, twong tac, co ché chuyén hod va ADR cua thubc. Chi nén
ké don nhitng thuoc da biét day du thong tin.

— Thuong xuyén tham khao, cap nhat cac thdng tin vé thudc va tuong tac thudc.

— Than trong khi ké don nhitng thudc dé xay ra twong tac, dic biét 1 cac twong tac
do vo tinh nhu tuong tac cua thuoc vai thire an, véi ruou...

1.3.3. Nam virng thong tin vé cac ddi twong bénh nhan c6 nguy co cao

Tre em, nguoi gia, c6 co dia di tng, c6 bénh Iy vé gan, than va cac bénh nhan c6
bat thudng vé gen.

1.3.4. Theo ddi st bénh nhan, phat hign sém céc biéu hién cia phan ng bat lgi
do thuoc va c6 nhirng xir tri kip tho.

1.4. Bao cdo ADR
1.4.1. Sw can thiét phai giam sat va bao cao ADR
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Cac thong tin vé tinh an toan trong qua trinh nghién cau va thu nghiém lam sang
cua mot thuoc khdng thé ghi nhan tat ca cac ADR c6 thé xay ra do cac nguyén nhan
sau:

— Céc thir nghiém trén dong vat khong di dé xac dinh do an toan caa thude trén nguoi.

— Nhitng bénh nhan tham gia thir nghiém la nhirng dbi trong da qua lya chon va co
sb luong han ché, diéu kién thir nghiém thudc cé khac biét so véi thuc té st dung trén
lam sang va thoi gian thir nghiém thuodng 1a ngan. Do vay nhitng dir liéu vé tinh an
toan trén nhirmg d6i twong nay chua phan anh day da cac ADR cua thudc.

— Tai thoi diém luu hanh thudc, thong tin vé cac ADR, céc twong tac thude... thuong
khong day dﬁ‘do s0 luong nguoi da su dung thuoc chua dua I6n, khé phéat hién duoc
cac ADR c0 tan suat thap.

Do vay, viéc giam sat sau khi Iuu hanh thudc rat quan trong, cho phép phat hién
cac ADR khdng pho bién nhung d6i khi rat nghiém trong va dé thuc hién tbt cong
Viéc giam sat nay, viéc bao cac ADR cho cac co quan c6 trach nhiém la mét trong
nhitng nhiém vu cua c4c can bo y té.

1.4.2. Vai tro cua cac bao cao ADR

— Cung cap théng tin gitp thu hdi cac thube co doc tinh cao: Trude ddy, trai qua thoi
gian dai, ngudi ta méi xac dinh rd rang ADR cua cé4c thude nhu aspirin, phenacetin,
amidopyrin... va phai mat vai nim méi lién quan giira di tat bam sinh mat chi va
thalidomid mai tré nén rd rang. Sau tham hoa thalidomid, nhiéu qudc gia da thiét lap
hé thdng theo ddi thudc dé sém phat hién va ngén ngua ADR va tir vong do thudc, do
vay da gitp thu hoi cac thuéc gay nguy hiém trén thi truong hoic han ché viéc su
dung chiing nhu bromfenac, temafloxacin, terfenadin,...

— Thay d6i thong tin trén nhan cua san pham: Rat nhiu thudc da phai thay doi hogc
b6 sung thém thong tin ghi nhan cua san pham sau khi ghi nhan nhitng thong tin mai
tir cac bdo cao ADR.
Vi du:
+’Losartan dugc dua ra thi truong My nam 1995. Sau khi thudc duge luu ,hénh, mét
so0 ADR m¢i da dugc phéat hién va dugc bo sung nhu viém mach, ban xuat huyét di
ung, soc phan v¢, phan tng kiéu phan v¢.
+ Levofloxacin dugc luu hanh tai My ndm 1997, dén thang 2/2000, thdng tin ghi nhan
cua thuoc da bo sung thém ADR mai la gay xoan dinh.
1.4.3. Vai tro cia cac nhan vién y té trong viéc bao cdo ADR

Céc can bo y té 1a nhitng nguoi truc tiép cham séc bénh nhan hang ngay va c6 diéu
kién tot nhat d€ bao cao cac nghi ngo vé mot ADR xay ra & bénh nhan. Tat ca nhiing
nguoi tham gia vao hé thong cham séc stic khoe nhan dan nhu bac si, nha si, dugc si,
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y si, y ta, diéu dudng vién... déu can phai béo cao cdc ADR va viéc lam nay tré thanh
mot phan trong trach nhiém chuyén mon cua ho, ngay ca khi ADR bi nghi ngo chua
cd moi quan hé rd rang vai viée diéu tri.

1.4.4. Nhirtng ADR (hoic nghi nge' ADR) can béo céo

— Ddi véi cac thubc méi duoc dua ra thi truong, phai bao cdo moi phan tng dang
ngo, ké ca cac phan tng nhe (nhic¢u nudc coi mot thuoc 1a méi khi thoi gian dua ra
thi truong chua qua 5 nam).

— Doi véi nhitng thude da duoc biét rd hodc nghién ciru day di: Bao céo tat ca cac
nghi ngo vé mot ADR nghiém trong hoac chua dugc ghi nhan trude do (bat thuong).

— Bé&o cao khi thdy mot ADR nao d6 xuat hién ngay cang nhiéu.

— BA&o c4o tat ca cac ADR nghi ngd lién quan dén twong tac thudc - thude, thude -
thire an, hoac thuoc - thuc pham bo sung (ké ca cac san pham lam tir duoc liéu va
thuoc bo).

- Béo cép cac ADR trong nhtrng linh vuc dugc quan tam dac biét: Lam dung thudc,
dung thuoc cho phu nir cé thai va cho con bu, vé ADR lién quan dén viéc ngung
thude.

— Bé&o cdo cac phan ung xay ra do ding qué liéu hay do sai sot trong diéu tri.
— Béo c4o khi thudc khéng cé hiéu qua hoic do nghi ngo ¢d sai sot vé
san pham.

Nhu vay, can bao cao cang sém cang tét tat ca cac nghi ngd vé ADR duoc coi la
quan trong trén lam sang.

1.4.5. Cach bao cdo ADR

Mau bao c&o do trung thm ADR quéc gia (hodc trung tam canh giac thudc) phat
hanh (xem phu luc). Moi quoc gia c6 mét mau bao cdo ADR riéng, nhung bao gid
cling c6 4 phan nhu sau:

a. Thong tin vé bénh nhan

— Thong tin xac dinh bénh nhan (ho va tén, dia chi...).

— Tudi bénh nhan tai thoi diém c6 ADE (Bién c¢6 bat loi) hoic ngay sinh.
— Gidi tinh.

— Trong lugng co thé.

b. Théng tin vé ADR (hoic ADE) hoic c4c véan dé vé dwgc pham

— M@ ta su ¢6 hoidc van dé vé san pham.

— Thoi gian xay ra sy cd.
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— Thoi gian lam béo céo.

— Cac két qua xét nghiém can 1am sang c6 lién quan dén su ¢ (néu co).
— Théng tin khac caa bénh nhan (lich st dung thudc, tién sir bénh...) c¢6 lién quan.
— Hau qua cua ADE trén bénh nhan.

¢. Thong tin vé dwgc pham bi nghi ngor

— Tén thude (tén qudc té va biét duoc).

—Liéu dung, sb lan dung va duong ding.

—Ngay bat dau diéu tri.

—Ly do dung thudc.

—Két qua sau khi ngirng dung thudc hoic sau khi giam liéu.

-S4 10.

—Han dung.

—Sy ¢b xuat hién sau khi tai sir dung thude do.

—Céc thudc khéc ding kém va thoi gian diéu tri cac thude nay.

d. Thong tin vé ngudi béo céo

— Ho va tén, dia chi va sb dién thoai.

— Chuyén mon va nghé nghiép. Cac bao céo sau khi hoan thanh, can gui dén trung
tdm ADR quoc gia hodc dén nha san xuat cua d—¢c pham bi nghi ngo.

2. Canh giac thudc (pharmacovigilance)
2.1. Khai niém vé canh giac thudc
2.1.1. Pinh nghia

Canh giac thudc 1a mot khoa hoc va nhirng hoat dong lién quan dén viéc phat hién,
danh gia, xu ly va ngan ngua phan ng bat lgi hoac bat ky su ¢6 nao lién quan dén
thuaoc.

Gan day dinh nghia nay dugc ma rong khong chi doi véi thuoc ma ca déi vai cac
san pham sinh hoc, duoc liéu, thuoc y hoc ¢o truyen, thuoc bo, san pham mau, dung
cu Yy té va vaccin.

Nhu vay thyc chat canh gidc thudc 1a mot mon khoa hoc nghién ciu giam sét tinh
an toan cua thuoc, vi vay pham vi cua canh giac thuoc khong chi dung lai & ADR ma
con bao gom ca cac van dé:

- Thubc kém chét luong.
- Ngo doc thude.
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- Tir vong lién quan dén thudc.

- Lam dung hoic dung sai thudc.

- Tuong tac bat lgi cua thudc.

2.1.2. Muc tiéu ciaa hoat ddng canh giac thudc

- Phéat hién sém nhirng phan tng bat loi hodc tuong tac thude chua biét.

- Phéat hién su thay d6i tan suét caa cac phan tng bat loi da biét.

- X4c dinh céc yéu td nguy co va co ché cua cac phan tng bét loi.

- Danh gia chi s6 loi ich/nguy co va phd bién nhitng thdng tin can thiét dé cai thién
viéc ké don va quan ly thuoc.

2.2. Mt s6 linh vure wu tién ciia canh giac thuac

Pé thuc hién cac muc tiéu hoat dong cta chuong trinh canh giac thudc, cac hoat
dong sau dugc chu trong tang cuong:

2.2.1. Phét hién cac ADR

- Phéat t‘rién va b sung hé théngqgiém st ADR & céc co s diéu tri cling nhu trong
cong dong nham phat hién va chan doan chinh xac cac ADR trén lam sang.

- Thuc hién céc nghién ctru vé van dé an toan thuc nhu: Nghién ctru ca d6i chung,
nghién ctru dich te hoc, ...

- X4c dinh d6 an toan cua cac san pham chuyén khoa nhu vaccin, san pham sinh hoc,
thude thu y, duoc lidu, cc san pham caa cong nghé sinh hoc va cac thudc dung dé
tham do, chan doan. Viéc xac dinh tinh an toan cua cac san pham nay kha kho khin
va doi hoi su hop tac cua nhiéu chuyén gia trong cac linh vuc khac nhau.

- Cai thign hg thong phét hién “dau hiéu” bang céch cho phép tiép can thuan tién hon
cac dir liéu vé ADR c6 sin. (“Dau hiéu” 1a thong tin dugc bdo c4o vé mot bién cb bat
loi lién quan dén mot thube. Bién cb nay, trude d6 chua duogc biét hodc chua dugce dé
cap day du. Thong thuong, phai can nhiéu bao cao dé phat hién ra mot dau hiéu, phu
thudc vao mirc do nghiém trong cua sy ¢b va chat lugng cua thong tin).

2.2.2. Panh gia ADR

Viéc danh gia cac ADR thuong duoc thuc hién tai cac trung tam ADR quéc gia
hoac qu<>c té. Pé thuc hién cong viéc nay, can tang cuong hon nira h¢ thng phat hién
cac “dau hiu” trong cac chuong trinh giam sat ty nguyeén va Can su hop tac chat ché
gitra cac qUOc gia, khu vuc trén thé gisi dé chia sé thdng tin vé cé4c dau hiéu thu thap
duoc va dé c6 cac hop tac hanh dong khi xay ra cac su ¢ vé an toan thude.

2.2.3. Dw phong ADR
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Dé du phong tét cac ADR trén 1am sang can chu trong thuc hién cac cong viéc
sau:
- Cung cép céc thudc higu qua va an toan trong dieu trj cac bénh thuong gap o céc
nude dang phat trién, dac biét 1a trong cac chuong trinh y t€ I6n (vi du: Chuong trinh
chong lao quoc gia, chuong trinh chong sot rét, tiém chiang mé rong,...).
- Tang cuong nhan thirc vé an toan thudc va st dung. thude hop 1y dbi voi cac chuyén
gia y té va cong ddng, ké ca céc thudc y hoc cd truyén va dugc liéu. Cung cap thdng
tin thudc chinh xac cho cac nhan vién y té.
- Két hop cac hoat dong canh giéc thudc voi chinh sach thude quéc gia va cac chuong
trinh y té€ khac (vi du: Cac hudong dan diéu tri chuan, danh muc thuoc thiét yéu...).
- Pua cac nguyén tic canh giac duoc vao thuc hanh 1am sang va dao tao y - duoc
khoa.

2.3. Vai tro va nhigm vu cia c&¢ to chire va ca nhan dé thyuc hién cong tac canh
giac thuoc
2.3.1. Co quan dam bao chit lwgng va an toan thuéc caia WHO

bay la mot bo phén cua T6 chuc Y té Thé gidi (WHO) phu trach vé thudc thiét
yéu va Chlnh sach y te Co quan nay c6 nhiém vu cung cp cac huéng dan va hd tro
cho cac quéc gia vé van dé an toan thudc.

2.3.2. Trung tam theo déi Uppsala (Thuy dién)

Chire nang chinh cua trung tam 12 quan 1y co s dir ligu qudc té vé cac bao céo
ADR nhén duoc tir cac trung tam ADR qudc gla Gan day, trung tam nay da mo rong
vai tro nhu 13 mot trung tdm ddo tao tuy@n truyén vé an toan thudc thdng qua cac ban
tin thu (Newsletters), hoi nghi hang nam cua cac trung tdm ADR quoc gia, cac nhém
thao luan, trang web,...

2.3.3. Trung tam canh giac thuéc (trung tam ADR) quéc gia
- Thu thap va phan tich cac béo céo vé ADR.
- Phéat hién cac “dau hiéu” tir cac thong tin thu dugc.
- Canh béo thay thudc ké don, cic nha san xuit dugc pham va cong dong biét vé cac
phan tng cé hai mai.
2.3.4. Co quan quan ly

Quan tAm dén chét luong, hiéu qua va d¢ an toan cua thudc (cac thudc méi trong
giai doan thu nghiém lam sang va ca cac thuoc trong giai doan sau cap phép luu hanh)
thdng qua viéc giam sat tich cyc va theo ddi cac ADR tiem an va lau dai cua thuoc,
qua do6 dua ra cac bién phap quan ly nhu thu hoi, han ché sir dung hoac bé sung thong
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tin ghi nhan cua san pham...Nhiém vy cua cic co quan quan ly 1a giam sét céc thu
nghiém lam sang

théng qua hoat dong cua hoi déng dao duc, gidm sat thyc hién tiéu chuan thir nghigm
lam sang tot (GCP), giam sat cac hoat dong quang céo thudc, ting cudng tuyén truyén
vé an toan thudc cho céc nhan vién y té va cho ngudi bénh..

2.3.5. Bénh vién, vién nghién ciru, co sé dao tao

- Thiét 13p h¢ thong giam sét phan ang bat loi va céc sai s6t trong tri liéu tai cac khoa,
phong kham, phong cap cuu va diéu tri.

- Tién hanh cac nghién ctru dé xac dinh nhitng ADR cua thude sau khi luu hanh.
- Giang day, dao tao va xay dung chinh séch vé an toan thudc.
2.3.6.Canbo y té

Xt tri va tich cuc béo cdo nhitng tai bién lién quan dén viéc sir dung thudc cho cac
to churc, co quan co tham quyeén.

2.3.7. Nha san xuat dwec pham

Cac nha san xuat dugc pham c6 trach nhiém cao nhat déi véi d6 an toan caa thude
tir khi bat ¢au nghién ctu trién khai dén khi két thic doi sdng cua san pham va co
trach nhiém thiét Iap hé thong theo ddi chat luong thude va ting cuong trao d6i théng
tin véi cac co quan quan ly.

KET LUAN

Thudc 14 con dao hai ludi. Bén canh nhitng lgi ich to 16n trong phong ngira va
diéu tri bénh, ban than thude ciing c6 thé gay ra nhitng phan tng bat loi, nhitng bénh
ly nghiém trong, tham chi gay tir vong cho ngudi dung thubc. Khi 4p dung céac bién
phap han ché ADR, cac can bo y té da han ché duoc tan suat xuat hién ciing nhu muc
d6 nghiém trong cia cac phan &ng bét lgi nay trén timg ngudi bénh cu thé. Bong thoi
khi phat hién va bao céo day du cac su cb bat loi cia thude cho cac co quan cé trach
nhiém, cac can bo y té da tham gia vao hé théng canh giac thuéc nham han ché cac
ADR ¢ tam qudc gia va quoc té. Bén canh d6, chinh nhiing thdng tin thu thap duoc
tir cac bao cao nay lai gitip cac can bo y té str dung thudc an toan hop 1y hon cho bénh
nhan. Chinh vi vay, bat ky can bo y té nao cling can y thirc vé trach nhiém caa minh
trong hé thong hoat dong canh giac thudc nham hudéng téi muyc tiéu st dung thude an
toan hop ly.

Tw lwgng gia
Pién tir thich hop vao chd tréng (tir cau 1 dén cau 12)

1. Theo dinh nghta ciia WHO: Phan ing bat loi cua thudc 1a mot phan ang ...(A)....
khong duogc....(B)...va xuat hién ¢ licu...(C).... cho nguoi d€ phong bénh, chan doan
hoac chira bénh hoac lam thay doi mot chirc nang sinh 1y.
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2. Trong dinh nghia ADR ctia WHO, yéu t6 ....(A) .... 1a rat quan trong.

3. ADR nhe: Khéng can ....(A)..., khdng can ...(B)... va thoi gian nam vién khong kéo
dai.
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DI UNG THUOC

MUC TIEU

1. Trinh bay dwoc dinh nghia, phan logi dj #ng thuac.

2. Liét ké dwoc ba nhém thude thuong dimg trong diéu tri di iing thusc va néu

co ché diéu tri di iing thudc ciia mai nhém.

3. Liét ké dwoc 5 nguyén tac xi tri khi gap di sing thuac

4. Néu duwoc 3 viéc can lam dé xi tri soc phan vé.

5. Neéu duwoc c&c bién phap cdn lam dé phong tranh d; #ng thuac.

NQI DUNG

Di tng thudc (DU'T) 1a mét kiéu di tng ma tac nhan gay ra la thuéc véi hau qua
la cac phan &ng, cac hoi chieng xuat hién trong hoic sau qué trinh st dung thudc, anh
huong 16i sac khoé hoac de doa tinh mang ngudi bénh.

Nhiing nim gan day do nén kinh té thi truong tac dong, thudc chira bénh nhap
vao nudc ta ngay cang nhiéu, viéc quan Iy thudc khong chat ché, viéc sir dung thude
khong dung chi dinh di dwa dén hau qua nghiém trong, tham chi tir vong, trong dé ¢
nguyén nhan do dj tng thudc.

Chuyén dé nay sé& trinh bay nhirng kién thirc co ban vé dinh nghia, phan loai di
rng thudc, cac nguyen tac xir tri va cac bién phéap du phong nham han ché cac truong
hop di tng thuéc.

1. PINH NGHIA VA PHAN LOAI DI UNG THUOC
1.1. Dinh nghia

"'Di trng thudc 1a mét loai phan wng phu ciaa thudc xay ra théng qua
hé mien dich cia co the"

Di ttng thudc c6 nhitng biéu hién dic trung cua phan &ng di wng véi tinh da dang
va khong phu thudc vao lidu lugng thude. Do ban chat la phan ung di tng nén bao
gio cling can c6 thoi gian “cam ung" trudc, goi la thoi gian “u”

DUT thuong do cac phan tir thuc c6 cau tric phan to Ion va c0 tinh khang
nguyén nhu cac thudc c6 ban chat 1 polypeptid, polysaccharid...

Ciing c6 truong hop DUT khong phai do chinh phan tu thuéc gay ra ma do tac
dong cua phan tir thudc gay bién dang cAu triic protein noi sinh, tao thanh chat la cua
co thé hoic DUT do cac chat 1An vao thudc khi thuc khdng tinh khiét, thuong gap
véi cac thude co ngudn goc tir phu tang dong vat (hormon téng truong, hormon tuyén
giap trang...) hoic la ché pham chiét xuat tir méi trudong nudi cay (cac khang sinh).
1.2.  Phén loai

C6 nhiéu céach phan loai vé di tng thudc, dudi ddy chung toi gidi thiéu 2 cach
phan loai:

12.1.  Cdn cir VAo toc dg xudt hign cac phan #ng di ang:
Phdn ng di ing cap tinh:
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Xuit hién trong vong mét gio sau khi dung thude, bao gém: sbc phan vé, may
day cap. phu Quincke, con hen phé quan, thiéu mau dung huyét cip, giam bach cau
hat.

- Phan ing d; izng ban cdp:

Xuit hién trong ngay dau sau khi dung thudc, gom c6: ching mat bach cau va
giam tiéu cau, ngoai ban san hat...

- Phan ung di itng mugn:

Xuat hién trong vong vai ngay hoic vai tuan sau khi ding thuéc, 12 nhitng phan
g kiéu bénh huyét thanh, viém mach di @ng va ban xuit huyét, cac qué trinh viém
trong cac khép va hach bach huyét, & noi tang khac (viém gan di ang, viém than...).
1.22. Duwa trén co ché cia qué trinh mién dich

(theo phan loai cua Gcell va Coombs)

Theo cach phan loai nay, cac phan (ng di (ing thudc duoc chia thanh 4 typ:

- Typ 1: Phan ung kiéu phdn vé (anaphylactic):

Phan ung kiéu phan vé la nhitng phan tng thong qua khang thé IgE. Pay 1a loai
phan tng nhanh, thoi gian u khoang 24h nén con goi la phan tng qua man tac thi.
Phan @ng c6 the xuat hién ¢ duong tiéu hoa (viem miéng, ludi, ia chay, xuat huyét
tiéu hod), trén duong hd hap (viém miii, hen), da (may day, viém da tréc vay, ngaa
san), trén mach mau (choang phan vé, truy mach).

Tuyp 2: Phdn ing dgc té bao (cytotoxic reactions):

La nhitng phan ung qua trung gian khang thé IgG va IgM, phuc hop khang
nguyén (KN) - khang thé (KT) gay hoat hoa hé théng bo thé va lam vé té bao. M6
dich 1a cac té bao mau.

Vi du:

Thiéu méau do tan mau khi dung primaquin, thiéu mau ty mién do alpha-
methyldopa, ban xuat huyét giam tiéu cau do quinidin, giam bach cau hat hoic giam
toan thé huyét cau khi ding co-trimoxazol...

Khéng thé
Thu thé Fe

Té bao K
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Khang thé

( BE thé >>

Sy phan huy t& bao vdi
sy tham gia clia bd thé

Hinh 6,2. Co ché phan tmg doc té bao (Typ I1)

- Typ 3: Phan #ng phic hop mien dich (immune complex reactions)

La nhitng phan ung qua trung gian khang the 19G. Phuc hop mién dich dugc tao
thanh do su két hop cua KN-KT, lang dong o noi mo mach mau va gay cac biéu hién
l[&m sang tuy theo vi tri ton thuong:

- Mang tim: viém mang tim

- Mang phoi: viém mang phoi
Da: Input ban do, viém da, xo cting bi
Khép: viém da khop dang thap

- Mao mach: viém mach mién dich (vi du hoi chiung Stevens-Johson)

Vi du: vé thudc gay phan ang lyp 111 1a cac khang sinh nhém beta-lactam, céc

dan chat sulfonamid. streptomycin, mét sé thuc chéng dong kinh...

Sv l&ng dong Gac O

phtrc hop mién dich

:@O
S
Khang thé :@O
f O

Mé 'ﬂ—"O

Thanh mach

70



Hinh 6.3. Co ché phan ung phic hop mién dich (Typ 111)

Typ IV: Phdn #ng mudn qua tiling gian té bao (cell-mediated, delayed
reactions):

Loai nay xay ra théng qua trung gian té bao lympho T. Lympho bao T di duoc
cam ung tiép xudc véi khang nguyén dic hiéu, tao ra ton thwong mién dich do tac dung
doc truc liép hoic théng qua sy giai phong lymphokin/cytokin khi tiép xuc véi khang
nguyén, tao ra phan &ng viém tai chd, gay ton thuong t6 chuc.

Biéu hién 1am sang: viém da di ¢ng, viém da tiép xdc, cham hod, san ngta, u
hat.

Thusc gay di iéng thwong gap la: cac din chat sulfonamid, dan chét
phenothiazin, streptomycin, cac tetracyclin, cac penicillin...

Cac biéu hién lam sang cua di ung thudc rat da dang, mot thudc ¢ thé gay nhiéu
triéu chimg 1am sang va nguoc lai, cac thudc khac nhau cé thé gay cung mét triéu
chung 1am sang; mat khéc biéu hién 1am sang cua di (ing thudc vai cac trang thai di
tring khong phai do thudc (do thuc pham, do hoé chét, do byi nha, phan hoa,,.) ciing
rat kho phan biét, Nhitng biéu hién caa di ing duoc trinh bay ¢ phan phu luc cudi bai,

2. CAC NHOM THUOC SU DUNG TRONG PIEU TRI DI UNG THUOC

Thudc dung trong diéu tri khi gap di ¢ng thudc chi 1a mot bién phép bai vi trong
nhiéu truong hyp, tinh mang bénh nhan cd thé bi de doa nghiém trong doi hoi phai
tién hanh ngay cac bién phap hd trg khac can thiét theo tinh chat riéng biét cua ting
loai triéu chimg. Hon nita chinh ban than thudc sir dung dé diéu tri di ang thude ciing
c6 the gay ra di ang, do d6 viéc sir dung thudc Iic nay gap rat nhiu kho khan doi hoi
ngudi thay thude phai rat than trong; chinh vi vay vai tro tu van cia dugce si 1am sang
trong trudng hop nay 1a rat quan trong.

Trong phan nay chung tdi chi gidi thiéu 3 nhom thude thuong ding nhat trong
moi loai di tng thuéc,
2.1. Corticoid

Corticoid 1a nhém thude sir dung nhiéu trong di tng thudc nho tac dung e ché
cac phan @ng mién dich (von 1a ban chat cua di wng thudc). Ngoai ra, kha ning chéng
viém manh cua corticoid ciing rat can cho céc truong hop viém cap de doa tinh mang
nhu phtt Quinck thanh quan dan dén nghén tic duong ho hap.

71



Trong diéu tri sé¢ phan vé, corticoid c6 gia tri ngin ngira phan tng qua man
mudn (tac dung cham) nhung bao gio ciing phai tiém, cang sém cang tét ngay sau khi
tiém adrenalin dé ngin chan tinh trang bénh tién trién xau hon

2.2. Khang histamin H1

Trong qué trinh xay ra di ang, histamin 12 mot trong nhiéu chat trung gian hoa
hoc duoc san sinh va gay ra cac triéu ching tai nhiéu co quan, to chtc trong co thé;
chinh vi vay vai trd bao vé cua cac khang histamin 1a rat quan trong. Hiéu qua cua
khang histamin tuy thudc trang thai di thg ma né gay ra: mot sé biéu hién nhu phu
né va ngira thuong dé& duoc kiém soét, tuy nhién, mot so' triéu ching khac nhu ha
huyét &p, co that phé quan thi hiéu qua rat han ché.

Céc khang histamin HI 1a nhiing thudc cé tac dung tot nhat trong céc phan tng
di trng cap tinh biéu hién bai cac tridu chimg nhu s6 mili, ndi ban d6, viém mo lién
két. Tuy nhién, tac dung cla ching chi ding lai & mac kim hdm sy tac dong cua
histamin gay ra bai phan tng két hop giira khang nguyén va khang thé.

S6c¢ phan vé, viém mao mach xay ra tai khi quan véi hién twong pht Quinck c6
thé dan dén tir vong, nguyén nhan do cac chat trung gian ho hoc khéac histamin dong
vai trd quan trong thi phac do diéu tri chu yéu la epinephrin con cac khang histamin
chi co tac dung hd tro.

Viém mao mach di tng cling dap tng tét ddi véi phac d6 dung cac thude khang
histamin HI, tuy nhién trong truong hop ndy vai trd quan trong lai thudc vé
cpinephrin, dic biét 1a trong cac truong hop nguy hiém dén tinh mang lién quan dén
phé quan, & day c6 thé 1a hop ly néu dung thém mot thude khang HI bang duong tiém
tinh mach.

Khéang HI con cho két qua diéu tri tot & nhiéu bénh nhan viém da biéu bi, viém
da tiép xdc do thubc mac du trong cac truong hop nay céc corticosteroid ding ngoai
c6 tac dung tt hon.

Céc thudc khang HI c6 tac dung véi cac biéu hién may day va phu né do bénh
huyét thanh nhung khong giai quyét duoc céc triéu ching sét va dau khop, ldc nay
phai dung cac NSAID
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Can luu ¥ 1a cac dang thudc khang HI dung ngoai ciing c6 kha nang gay viém
da di ung.

Céc thubc khang HI c6 thé sir dung dé diéu tri du phong khi st dung mot thude
ma biét trudc 1a s& giai phong hislamin vi thudc c6 thé 1am giam nhe duoc céc triéu
chung.

Tat ca cac khang histamin thé hé 1 déu c6 tac dung tc ché than kinh trung wong,
an than nhe va con dugc ding dé chéng say tau xe.

Nhitng chat khang histamin thé hé 2 it qua hang rao mau nio nén it cd tac dung
an than.

Ngoai 2 nhém thudc trén, rat nhiéu thudc duoc sir dung trong diéu tri di ung
thudc tuy theo triéu ching bénh ly ma thudc dé gay ra.

Viéc diéu tri cac triéu chung ciing rat quan trong trong diéu tri di ung thudc, dic
biét ddi voi nhitng trudng hop di tng nédng nhu s6¢ phan vé; nhitng truéng hop nhu
vay thi cac bién phap hoi stc cap cau. cac thude trg tim, dich truyén... 12 v cung can
thiét; con véi cac truang hop Stevens - Johnson va Lyell thi ngoai viéc truyén dich,
cac cham soc ho ly déi véi da gidng nhu d6i véi nhitng truong hop bong nang lai rat
quan trong. Vitamin, dic biét 1a vitamin ¢ ciing 13 thudc hay dugc dung.

2.3. Adrenalin va nor-adrenalin

Pay 1a nhitng thuéc cé tac dung kich thich hau hach giao cam. Adrenalin tac
dung ca Ién thu thé alpha va beta nén vira kich thich hoat dong cua tim lai vira gay co
mach con nor-adrenalin chi tac dung 1én thu thé alpha nén tac dung chu yéu trén mach
mau gay co mach.

2.3.1. Adrenalin (epinephrin)

Chi @inh: Soc phan v, phii mach, hdi stc tim mach.

Than trong: Tang nang tuyén giap, dai thao duong, thiéu méau cuc bo co tim,
tang huyét ap, nguoi cao tuoi.

Twong tdc thudc:

Nguoi bi phan vé nang dang dung thudc chen beta khéng chon loc (thi du
propranolol) cé thé khong dap wng vai adrenalin, lic nay thudc thay thé co thé 1a
thudc kich thich chon loc thu thé beta I, thi du: salbutamol.

Nguoi dang dung thudc chdng trim cam ba vong dé bi tac dung khdng mong
mudn loan nhip tim, do d6 phai dung adrenalin liéu thap hon nhiéu liéu thong thuong.

Liéu lirong va céch ding

Adrenalin tiém bip hap thu nhanh hon tiém dudi da trong séc phan veé. Tiém
tinh mach chi danh cho truong hop tdi cap.

Liéu adrenalin tiém bap lap lai cach nhau 10 phut, tuy theo muac huyét p va
mach cho téi khi d&. Chi tiém tinh mach khi bénh rat nang, hoic nghi ngo hap thu
cham khi tiém bp. Tiém tinh mach cham véi liéu 500 microgam (5 ml dung dich
1/10.000) voi toc d6 100 microgam/kg (1 mg dung dich 1/10.000) moi pht, nging
khi di dat két qua mong muédn. Tré em c6 thé cho liéu 10 microgam/kg (0,1 ml dung
dich 1/10.000) tiém tinh mach trong vai phit. Can cha y dung déng nong d6. Trong
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bo cap cru, 2 loai dung dich 1:1000 va 1:10.000 phai dé riéng r&, ghi rd dé tranh nham
lan.
2.3.2. Nor~adrenalin (nor-epinephrin)

Chat nay rat it anh hudng trén tim, chii yéu gay co mach nén 1am ting huyét ap;
tac dung tdng huyét 4p manh hon adrenalin khoang 1,5 lan. Khdng c6 tac dung trén
phé quan vi khong tac dung trén thu thé beta-2.

DPuong dua thude 12 truyén tinh mach. Khéng dugc tiém bap hoic tiém dudi da
vi gay co mach kéo dai 1am hoai tir chd tiém.

2.4. Thudc khéc
Céc thudc khang thu thé histamin H2 ciing duoc dung néu huyét &p ha trg lai:
cimetidin 300 mg hodc ranitidin 50 mg tiém tinh mach trong 3-5 phdt.
Néu bénh nhan 1 ngudi 16n bi sé¢ phan vé do dung thudc chen thy thé beta'.
Tiém tinh mach atropin (0,5 mg) mdi 5 phut hozc isopreterenol (isoprenalin)
2-20 pg/phit cho dén khi mach trén 60 lan/phat hoic glucagon 0,5 mg/kg
tiém ngay, sau do tiép tuc truyén 0,07 mg/kg/gio.
3. NGUYEN TAC xir TRI VA CAC BIEN PHAP PHONG TRANH DI UNG
THUOC
3.1. Nguyén tic xir tri
(1) . Loai bo ngay thubc gay di tng néu dang dung.
(2) . X tri cac triéu chang tuy trudng hop: thudc tro tim- mach, hd hap, chong
di ttng, giam mién dich... nhu da néu trén tuy truong hop.

(3) . Tang cudng chirc niang gan than bang cach truyén dich hozc cac thudc phu
hop.

(4) . Chdng boi nhidm néu c6 (phai luu y chon nhdém khéang sinh an toan, it gay
di ung).

(5) . Nang d& suac khoé cho bénh nhan (cung cap dinh dudng, bao dam than

nhiét, vé sinh canhan...).
3.2. Nhirng viéc can lam a@é xir tri soc phén v¢
3.2.1. Phuc héi ngay céac chirc nang Song

Giam sat chirc nang séng (neu c6 thé phai lam lién tuc trong suét qua trinh diéu
tri). Bénh nhan dugc dé & tu thé nam, dau thap va ké cao chan.

Ho hdp: Bao dam thong khi duong hé hap bang cach mg théng khi quan hoac
hd hip nhan tao, cho thd oxy tuy tinh trang bénh. Néu bi co thit khi quan, ding
aminophylin.

Hoi sitc tim mgch: adrenalin 1a thudc chi lyc. Thuong dung tiém dudi da hoic
tiém bap dung dich 1:1000 0,3-0,5 ml cho nguoi 16n va 0,01 mi/kg cho tré em. Néu
dung duong tinh mach thi dung dung dich 1/10.000. Néu ngudi bénh dang dung thudc
chen beta, thi thay adrenalin bang salbutamol hozc isoprenalin (kich thich ca thu thé
beta-1 va beta-2). Néu tut huyét ap, noradrenalin dugc truyén tinh mach dé duy tri
huyét ap; sau d6 c6 thd truyén tinh mach dopamin dé ting cuong hoat dong caa tim.
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Truyén dich NaCl 0,9%, Ringer lactat hoic dung dich keo nhu albumin 5%, hetastarch
4%... cling rat quan trong.
3.2.2. Ngdn cdn sy tham nhdp tiép tuc ciia khdng nguyén vao co thé

Khang hguyeén ¢ day la thudc gay phan ung. Phan ng phan v¢ c6 thé gap voi
moi dudong dua thubc nhung duong tiém thuong nguy hiém hon. Néu thudc dung
duong tiém thi phai lam cham sy tham nhap cua thudc vao mau bang cach dat garo
gan chd tiém (ni long sau tung khoang 10-15 phut) va sau d6 c6 thé tiém adrenalin
vao ngay Vét tiém cua thudc di gay phan tng néu duong dung trude d6 1 tiém bap
hoac dudi da (adrenalin dung dich nuwdc 1:1000, tiém 0,15-0,25 ml cho nguoi 16n va
0,005 ml/kg cho tré em, tiém dudi da). Néu la duong uéng thi c6 thé rira da day hoic
ding céc chat hap phu (than hoat).

3.2.3. Ngdn chan phan i#ng qua mén mugén bang corticoid

Hydrocortison sodium succinat 100 mg tiém tinh mach truc tiép, sau dé cu 2 -
4 gio mot 1an tiép tuc tiém tinh mach 100 mg pha trong NaCl 0,9%.

Soc phan vé 1a phan ung di ang thudc nghiém trong nhat, dé dan dén tir vong,
do @6 xur tri sé¢ phan vé can phai duoc coi 1a mot quy trinh bat budc thanh thuc & moi
co so diéu tri. Xu tri séc phan vé ngoai adrenalin con can rat nhiéu thudc khéc.

Phan thiéu sot hay gap khi xt tri sc phan vé 1a bé qua qua trinh ngan can sy
xam nhap cua thudc vao mau, do d6 sau khi xir tri thanh cong thi thudc lai tiép tuc
vao mau gay phan tng. Do d6 viéc nam viing cac budc tién hanh s& gilp cho viéc
diéu tri thanh cong hon.

3.3. Cé&c bién phap phong tranh di &ng thuéc
3.3.1.  Tuyén truyén s dung thuéc hgp Iy an toan cho ngwoi dan

- Khéng tu y dung thudc.

- Poc ki husng dan sir dung truéce khi dung.

- Khi ¢c6 dau hiéu bat thuong trong khi ding thudc, phai hoi y kién caa bac si

hoac duoc si.

- Dung thudc dang chi dinh, dung liéu.

3.3.2.  Phia nguwoi ké don
Nam virng tién sir di tmg, dic biét 1a di eng thudc ¢ ngudi bénh.
Han ché két hop nhiéu thudc.
N&m viing quy trinh xu tri khi gap di tng thudc va sdc phan vé.
3.3.3. Voaidwoc silim sang

- Thong bao day du vé thong tin lién quan dén ADR cuia thudc.

- Cung cap thudc bao dam chat luong.

- Hudng dan nguoi bénh céch dung va céc dau higu nhan biét di Ging thuéc.

Diung thudc Ia mot loai phan tng bt loi ctia thude, do d6 cac nguyén nhan gay
di ttng thudc, cac yeu t6 anh huéng dén su phat sinh di tng thudc va cac bién phap
han ché di (ng thudc co thé tham khao bai “Cac phan wng bat loi cua thudc™.
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4. KET LUAN

Di (ing thuéc 12 mot phan ng xay ra bt ngo, khd du doén trudc, ké ca khi diing
thudc ding. Tuy nhién, viéc nam viing céc kién thire vé thude (ADR, lidu lugng, cach
dung, tuong tac thudc...) va vé nguoi bénh (co dia di ung, tién sir dung thuéc, kha
ning chap hanh y Iénh...) s& gop phan quan trong vao viéc han ché tai bién nay.

Theo ddi sat viéc dung thudc trong bénh vién dé nim viing céc truong hop gap
di &ng thudc sé& gitp cho duoc silam sang loai bo kip thoi cac 16 thudc c6 nhiéu nguy
co va thong bao cho toan bénh vién dé cac bac si diéu trj rat kinh nghiém.

Béo cé4o vé trung tim ADR céc truong hop di tng thude ciing 1a viéc phai 1am
khong chi ctia bac si ma ca dugc si lam sang.

Néu phéi hop tét gitta 3 phia: bac si, dugc si lam sang va ngudi bénh thi s& giam

duoc ty 18 cling nhu mirc dd nghiém trong cua cac phan &ng do di tng thubc gay ra
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BAI 6. THONG TIN THUOC

MUC TIEU
1. Kién thirc

1.1. Trinh bay duoc cac cach phan loai thong tin thudc.

1.2. Liét ké dugc 5 yéu ciu cia mot théng tin thude.

1.3. Trinh bay duoc nhirng ndi dung va k§ ning can thiét khi thong tin thude cho
bénh nhan.

2. Ky nang

2.1. C6 kha ning nim bit, khai thac, st dung cac thong tin lién quan dén sir dung
thudc.
2.2. Huéng dan dung viée sir dung thude an toan hop 1y cho bénh nhén.
3. Thai dg: Ren luyén tac phong lam viéc khoa hoc, than trong, chinh xac, trung
thie trong hoat dong nghé nghiép
NOI DUNG
Khai niém thong tin thudc
Mot sb van dé trong thong tin thudce
Céc k¥ nang thong tin thude

Thong tin thudc tai bénh vién

1. Y NGHIA VA VAI TRO CUA THONG TIN THUOC

- Tin lyc (IEC: Information- Education- Communication) gom c6 théng tin- giéo duc-
truyen thong) da tré thanh mét trong bon nguon lyc co ban (nhan lyuc, vat luc, tai lyc,
tin luc) @é trién khai hoat dong cua bat cir chuong trinh du an nao. - Riéng doi véi

nganh Dugc, thdng tin thudc 12 mot hoat dong thiét yéu.

Tiép can va cap nhat thong tin y duoc dé nang cao chat luong cham soc stc khoe 1a

diéu khong thé thiéu trong thuc hanh 1am sang va trong nha thuéc.

- Bé nhan manh vai trd cua cong tac théng tin, c6 mot dinh nghia vé thudc theo cong

thuc:
D=S + 1 (D: Drug, S: Substance, I: Information),
tire 1a Thude = Duoc chat + Théng tin
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- Théng tin thudc 1a mét trong nhitng hoat dong cia Duoc lam sang va la mét linh
vuc cia Cham séc Dugc khoa (giam sat ké don hop ly, tham van sir dung thuoc, theo
ddi dung thuoc, thdng tin thudc...)

- Nguoi Duge si du ¢ cuong vi nao, truc tlep trén lam sang hay khong truc tiép trén
lam sang phai c6 kién thirc thdng tin vé thudc va cé trach nhiém cung cap théng tin
thudc.

- Riéng ddi véi Dugc si lam sang (Clinical Pharmacist) phai dong thoi 1a nguoi tu van
Vé thudc.

- Chia khoa dé st dung thudc an toan, hop ly, kinh té chinh 1a thong tin thudc.
- Hoat dong & nha thudc phai bao ham théng tin thudc.

2. THONG TIN THUOC

2.1 Poi twong ciia thong tin thuéc

- Nhimng nguoi cung ung dich vy cham soc stc khoe (bac si, diéu dudng, duoc si,
nhan vién ban thuoc).

- Nhirng nguoi thy huong dich vy cham soc sirc khoe (bénh nhan, nguoi ding thubc)
Tuy theo ddi tugng, ndi dung théng tin c6 khac nhau:

- Théng tin nang cao dan tri vé thudc va sicc khoe néi chung.

- Théng tin co ban vé thude, trong d6 c6 st dung thudc an toan, hop ly.

- Théng tin cho bénh nhéan, ngudi ding thude (thUOc tac dung ra sao, khi nao dung
thudc, dung bao nhiéu, tac dung khdng mong mudn c6 thé gap 1a gi, can tranh ding
thudc vai thude khéc hay thuc pham nao...)

- Thong tin cho Béc si, dugc sT (co ché tac dung, dang bao che, duge dong hoc, chi

dinh, chong chi dinh, tuong tac thuoc, phan tng cé hali, gia ca...)
2.2 Vai tro ciia dwoec si trong cung cap thong tin thuoc:

Do duoc dao tao chuyén mon lién quan dén thudc, ngudi duoc si ¢ vai tro chinh yéu
va quan trong trong céng tac thong tin thuoc. Tai co sd dieu tri, nguoi dugc si khong
nhitng cung cap th()ng tin ma con co trach nhiém huan luyén, dao tao, gido duc kien
thirc thong tin thuoc.

Théng tin thuc cung cap tir nguoi duoc si co thé theo hai cach:

- Cung cap théng tin theo kiéu phan tng: duoc hoi va tra 1oi vé mot chuyén dé
nao do

- Cung cép thong tin theo kicu h tro: khdng can duoc hoi van cung cap thong
tin (gbp y don thudc, tu van bénh nhan dung thudc, in an tai liéu vé thuoc méi nhat &
co so diéu tri).
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2.3 Ngudn va phuong tién thong tin

- Tu liéu in 4n: sach, tap chi, tir dién, thong bao, ky yéu cdng trinh nghién ctu
- Tu liéu khong in 4n: bang hinh, bing tiéng, CD-ROM...

- Internet

PHAN CAP THONG TIN

Trong ky nguyén biing n thdng tin nhu hién nay, can c6 su phan cap dé xem théng
tin c6 duoc thudc loai dang tin cdy & mirc d6 ndo. Sy phan cip phai dwa trén Y hoc
chtng ct. Trong Y hoc ching ci, d6 tin ciy cua thdng tin thude tiy thudc vao d6 manh
cua thiét ké nghién ctu thue (nhu thir nghiém duogc 1y trén dong vat khong dang tin
cay bang thir nghiém 1am sang. Thir nghiém 1am sang vai ca khong dang tin cay bang
thir nghiém 1am sang mu d6i, ngau nhién, ¢ kiém soat, thuoc nhiéu trung tam).

Tim trong tai liéu in 4n, chia 1am 3 cap:

- Ngudn cap 1 : cac bai bao dang trong tap chi chuyén nganh, ky yéu cong trinh,
luan an...(vi du tap chi Dugc hoc, Lancet...)

- Ngudn cap 2: tom tat, tong quan (Medline...)

- Ngudn cap 3: sach gido khoa, sach an ban (textbook, handbook...), hudng dan
diéu tri...

Systematic Reviews
and Meta-analyses

Randomized
Controlled Double

Blind Studies Cohort Studies

/ Case Control St—udies\

/ Case Series \
/ Case Reports \

/ Ideas, Editorials, Opinions \

/ In v1tr0.('t”es.t. .tul';-;e'.)“teéearch . \

Hinh: Do manh cua céc thiét ké nghién ctiu
Quy trinh tim tai liéu tham khao
- D¢ ¢6 thong tin dat do tin ciy cao: Cap 3 > Cap 2 > Cap 1. LAy thdng tin tir
sach giao khoa trudc, néu khéng c6 mai tim dén cac tom tat dang trong Medline (cap
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2) Cudi cung tim trong mét tap chi cu thé (cap 3)
- Dé c6 thdng tin cap nhat: theo quy trinh nguoc lai
Tim trén Internet:
- Nguyén phéat: nguyén thuy nhu lac dang, chua qua danh gia

- Thir phat: da danh gia ch,ét luong thong tin bai mot nhdm chuyén vién, co quan
hodc cac hudng dan st dung thuoc da dugc dong thuan (Guidelines)

2.4. Yéu ciu cua thong tin thuéc

Théng tin thudc phai: chinh xac, khach quan, trung thuc, day du, cap nhat, hé théng
hoa, dinh hudéng cho ddi twong can dén.

Ddi véi thdng tin thude trong quang cao, can dat cac tiéu chuan dao duc can thiét (Bo
Y té d3 ban hanh “Quy ché théng tin, quang cao thudc dung cho ngudi, my pham anh
huong truc tiép dén suc khoe con nguoi vao ngay 4/72002 an dinh cac quy dinh vé
théng tin thubc).

Péi véi cong chang:
- Noi dung ngan gon, dé hiéu, don gian.
- Nham c6 sy hiéu biét ddi véi thudc khdng can don (OTC).

- Kién thtrc lién quan dén noi dung huéng dan sir dung thude (tén thuong mai,
tén goc, céng dung, chi dinh...).

Sy cung cap thong tin cho dbi twong cong chlng rat can théng tin phan hoi cia nguoi
nhan théng tin ( tudi, gidi tinh, tinh trang bénh, tinh trang gan, than, cac thuéc dang
dung...).

Poi véi can bo y té:
- Noi dung phai dang véi cac dir liéu khoa hoc thira nhan.
- Nham dén c4c van dé lién quan dén dung thudc theo don,

- Linh vuc quan tdm: su lva chon thuéc cho cac d6i tuong dic biét, dang bao
che, lieu dung, thoi gian dung, ADR, tuong tac thudc, dugc dong hoc, duoc luc hoc,
ngo doc...).

3.THONG TIN THUOC TAI BENH VIEN

3.1 Muc tiéu

- Pam bao sir dung thude hop ly, an toan, hiéu qua.

- Gilp Hoi dong Thudc va biéu tri danh gia, xay dung danh muc thuéc.
- Bam bao sy tuan thu quy ché duoc chinh trong thuc hanh diéu tri.
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- Gi4o duc bénh nhan vé sir dung thubc hop ly, an toan.
3.2 Vai tro cia dworc si tai bénh vién

Duoc si ¢6 vai tro then chdt trong cung Cap thong tin thudc cho bac si ké don, diéu
dudng, bénh nhan, can bo quan 1y lién quan dén thudc va cong dong.

Dé lam tét cdng tac thdng tin thude, ngudi dugce si phai lam cong viéc goi 1a “tiép can
1am sang” (theo ddi bénh nhan, nghién ctru ca 1dm sang....), can c6 phuong phap va thai
d6 dung muc trong giao tiep (khiém ton, ty tin, chu dao, than trong...)

Truy cap thdng tin theo y hoc chung cir, chon ngudn dy liéu y hoc ching cir theo céch
“khoan tir trén xuong” dé dat do tin cay cao.
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BAI 7. SU DUNG THUOC TREN CAC POI TUQNG PAC
BIET

Thoi gian: 06 gio
MUC TIEU
1. Kién thire
1.1. Giai thich duoc 1y do than trong trong st dung thube & nguoi co co dia dac biét.
1.2. Trinh bay duogc dac diém cua cac dbi tuong: tré em, phu nir ¢o6 thai, phu nir cho
con b1, nguoi cao tudi, bénh nhan suy than, suy gan trong phuong di¢n st dung
thudc
1.3. Phan tich dugc nhitng diéu luu ¥, bién phép xir tri trong st dung thudc & cac dbi
tuong co co dia dac biét.
2. Ky nang: Phan tich dugc viéc st dung thudc trén nhiing doi tuong bénh nhan cu
thé.
3. Thai dg: Rén luyén tac phong lam viéc khoa hoc, than trong, chinh xac, trung
thuc trong hoat dong nghé nghiép.
NOI DUNG
1. Sir dung thudc cho tré em
2. Sir dung thudc cho phu nit ¢6 thai
3. Sir dung thude cho phu nit cho con bu
4. St dyng thude cho ngudi cao tudi
I. SUDUNG THUOC CHO TRE EM
1.1 Phan loai tré em theo hira tudi
Trong nhi khoa, viéc lya chon va sir dung thudc c6 nhicu diém khéc biét vi ¢ giai
doan nay trong co thé tré em cd n hi€u co quan chua hoan thién day du vé chirc nang

(dic biét 1a giai doan so sinh) cho nén su hap thu, phan b, chuyén hoa, thai trir thudc
khong hoan toan thuan lgi, dé xay ra hién tugong thuoc gay doc tinh.
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Hoan toan khdng thé xem tré con 1a ngudi 16n thu nho. Bai vi néu xem tré con 1 nudi
I6n thu nho s€ di den cho cho rang bat ctr thudce gi nguoi 1on dung duoc tré con s€ dung
dugc, chi ¢6 viéc giam licu. Biéu nay hoan toan sai, c6 nhitng thuoc tré con khong thé
dung duoc.

Trong linh virc Nhi khoa & M¥, ngudi ta chia tré em ra nhiéu lra tudi

Bang 1: CAc lua tudi & tré

Lira tudi Tudi

Treé sinh non (premature) <38 tuan thai nghén

Tré so sinh (newborn) Trong vong 1 thang sau khi sinh
Treé con (infant, baby) 1-24 thang

Tré em nhé (young child) 2-5 tudi

Tré em Ion (older child) 6-12 tudi

Tré vi thanh nién (adolescent) 13-18 tudi

1.2 Nhirng khac biét vé dwge dong hoc & tré em

Nhitng khéc biét vé dugc dong hoc cua thuoc chi yéu gap & tré so sinh va tré dudi 1
nam tuoi.

1.2.1 Hdp thu thuéc

. Thuéc ding dwdng udng:

Pay la duong ding thude thong dung cho tré, Tré so sinh ¢ sy khac biét rat nhiéu
vé kha nang hap thu thubc do sy bai tiét it HCI va sy cham rdng cua da day. Thoi gian
lwu thudc & da day kéo dai, chi dat mic nhu ¢ ngudi 16n khi tré duge 6 thang, do d6
nhitng thubc hap thu tai da day s& c6 thoi gian luu lai 1au hon, hap thu nhiéu hon va
tang tac dung so véi ngudi 16n. Nhu dong rudt cua tré that thuong, niém mac rudt chua
phét trién di nén hap thu thudc & ong tiéu hoa cia tré so sinh va tré nho rat kém. Diéu
nay ciing anh huong téi hap thu ciia mot s6 thudc va dang ché pham dic biét.

. Thuéc diung dwong tiém:

Tré so sinh khéi co van con nhd, co bop co kém, luu luong tudi mau khong déu,
lugng nude nhiéu nén hap thu thude theo duong tiém bap cham va that thuong. Vi vay,
Véi tré so sinh, néu can tiém thudc nén chon tiém tinh mach. Vi tré 16n hon, kha nang
hap thu khi tiém bap tét hon, nhung ciing nén lwa chon tiém bap dui hon 1a tiém méng
va tay. Trong thuc té, dudng tiém bip giy dau cho te néu néu c6 thé thi tranh ding
duong nay.

. Thudc dung dwong truc trang:
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It c6 su khéc biét vé sinh 1y anh huong t6i hap thu thube duong truc trang ¢ tré em
. Thuéc dung ngoai:

Tré so sinh va tré nho c6 kha niang hap thu thudc qua da rat 16n, dic biét 1a & ving
ben hoac mat. nguyén nhéan la do ty 1€ dién tich da trén can nang & tré 1on, 16p sing
maéng, hang rao biéu mo chua truéng thanh. Vi vay bdi thudce d& bi kich tng, c6 trudng
hop ngd doc toan than.

o Thubc diing qua dwong hd hap:

Niém mac mii tré mong, nhiéu mach mau, thuéc hap thu rat nhanh, nguy co ngd doc
cao. Can than trong khi dung thudc co mach nhé miii cho tré so sinh va tré nhé vi thudc
nay rat hay cso phan xa co mach toan than va ngirng hé hap.

1.2.2 Phan bé thuéc

Tré so sinh ¢6 ti 1& nude trong co thé 16n. Vi vay cac thud tan nhidu trong nudc, c6
pham vi diéu tri hep nhu aminosid, theophylin... liéu tinh theo can ning cao hon nguoi
l6n dé thu duoc ndng do twong tu trong huyét twong. Vi du liéu 1 1an gentamicin cho
nguoi lon 1a 1-1,5mg/kg, tré 16n la 2,5mg/kg va tré so sinh 1a 3mg/kg.

1.2.3 Chuyén hoa thuéc

Pa s6 cac hé théng enzym can cho chuyén héa thudc & tré so sinh hodc chua c6, hoic
chua hoan thién so véi ngudi 16n. Thém vao d6, luu lugng mau & gan yéu nén toc do
chuyén hoa thuéc cham hon 13 rét so voi nguoi 16n. Tuy nhién, kha ning nay & cac 16p
tudi khac nhau, vi dy & tré 1-9 tudi d6i vai mot sé thudc lai nhanh hon nguoi Ién. Do
tinh that thuong nay, lidu dung & tré em phai tinh theo ting 16p tudi. Véi nhiing thude
¢ pham vi diéu tri hep thi phai tinh theo dién tich bé mat da cua co thé.

1.2.4 Thai trie thudc qua than

Trudc 3-6 thang tudi, tbe do loc cau than van chua dat duoc bang nhu nguodi lon.
Chirc ndng cua ong than dat bang nguoi lon khi tré dugc 8-12 thang. Do vay, cac thuoe
thai trir nhiéu qua co ché bai tiét & ong than can giam liéu cho tré so sinh (vi du
penicillin).

Tur 9 thang tudi trg Ién, than cua tré hoat dong binh thudng nhu cua tré 16n va ngudi
I6n nén khdng co su diéu chinh lieu theo chirc nang than nira.

1.3 Nhiing thay déi trong dap wng thudc & tré em

Tré so sinh va tré nho nhay cam hon véi thude do cic co quan trong thé con chua
hoan chinh. Nhirng diém khac biét co thé la:

- Hé théng than kinh trung wong cua tré hoan thién cham, dén 8 tudi méi duoc
nhu nguoi I6n. TInh tham & hang rao mau néo ¢ tré cao hon so vai nguoi lon. Vi vay,
tré em dac biét nhay cam vaéi tac dung e ché than kinh cia phenobarbital, morphin...
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- Hé thdng diéu hoa than nhiét cua tré chua hoan thién va khong 6n dinh. Nhiéu
thudc 1am than nhiét tré dao dong rat nhiéu. VI du: lidu thong thudng caa aspirin va
paracetamol dung dé ha st nhung liéu cao lai c6 thé gay tang than nhiét.

- Da cua tré mong, tinh thim cao nén tré dé bi di ang, ngd doc khi dung thude
bdi trén da. Cac thudc hay gdy phan tng trén da & tré 1a sulfamid, tetracyclin,
penicillin...

Sau ddy 1a mot s6 tac dung phu can luu y cua mot sé thude khi ding cho tré em:
+ Cham Ién do tetracyclin va corticoid.

+ Day thi sém do androgen

+ Pac than kinh do hexachloraphen

+ Tang ap luc ndi so do corticoid, vitamin A, vitamin D

+ Vang da do novobiocin, sulfamid, vitamin K

+ Phdng thop va hong ring vai tetracyclin.

1.4 Liéu lwong thudc dung cho tré em

Trong linh vuc bao ché, nguoi ta thuong quan tam bao ché ra cac loai thudc vai licu
luong va dang thuoc da dugc tinh todn cho phu hop vai tré. Trén nguyén tac, doi voi
tré dudi 2 tudi phai dung loai thuoc “danh cho tré so sinh”, tré tir 2 den 15 tudi dung
thuoc “danh cho tré em”. Tre trén 15 tudi ¢6 theé dung thuoc danh cho nguoi I6n (nhung
phai giam liéu).

Vé viéc phan liéu thudc, béi vi tré con khdng phai 1a nguoi 16n thu nho nén liéu thude
cho tré¢ phai tinh trén nhicu yeu to: tudi, can nang, di¢n tich co the va tinh ca sy kém
chtrc nang gan, than cua chinh Ita tuoi nay (trong bénh vién cé cac cong thirc tinh san).

Céch tinh liéu cho tré thong thuong duoc tinh theo s6 mg thudc/ kg thé trong.

DA voi nuéc ta hign nay, ¢6 tinh trang kha pho bién Ia tré em phai diing dang thuéc
dung cho nguoi 16n va tu lieu d6 phan nho ra, tinh lieu cho tre. Phdi xem viéc nay la
bat dac di va chi nén ap dung doi véi thuoc thong thuong.

Néu phai ding thuéc danh cho nguoi 16n va thude rat it doc tinh, ¢d thé tinh liéu luong
cho tré nhu sau:

- Tré dudi 12 thang: 1/8 dén 1/6 liéu nguai Ion

- Tré tur 1-3 tudi: dung 1/6 den 1/3 licu nguoi 16n

- Treé tur 3-12 tuoi: dung 1/3 dén 2/3 liéu nguai lon

- Tré trén 12 tuoi: dung 3/4 liéu nguoi lon

Can luu y, viéc bé nho vién nén, ca nhuyén hozc dung dung cu nghién thubc phan liéu
la viéc khéng nén lam. Nhicu thuoc dang vién nén, vién nang doi hoi phai gitr nguyén
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ven vién khi udng, néu phan liéu, th4o nang c6 khi Ia cé hai hodc lam mat, giam tac
dung cua thuoc.

Mot sé thube khong nén ding cho tré:

. Tré dwéi 6 tudi khong nén dung:

- Thuéc tri ho c6 chira CODEIN nhu thudc vién (Néo-codein, eucalyptine,
terpin-codein...)

- Thudc tri tiéu chay cd chtra dan chat thude phién (Con anticholergic, paregoric)

- Thuéc khang sinh  TETRACYCLIN, khéng diung bua  béi
CLORAMPHENICOL, SULFAMID.

- Khéng dung btra bdi CORTICOID (ngoai trir ¢6 chi dinh cia bac si)

- Thudc nhuan trang loai kich thich

- ASPIRIN (ngoai trir co chi dinh cua bac si)

. Tré dwéi 2 tudi khong nén ding cac loai thudc khdng dung cho tré dwéi 6
tuoi va:

- Thudc tiéu chay lam liét nhu dong rudt tong hop nhu DIPHENOXYLAT
(Lomotil), LOPERAMID (Imodium)

- Thuéc tri nén 6i METOCLOPRAMID (Primperan)

- Thudc tri cam, s6 mii c¢6 chtta hoat <chit co mach:
PHENYLPROPANOLAMIN, EPHEDRIN...

. Tré so sinh khong nén ding cic thudc ké ¢ hai Ia tudi trén va:

- Céc loai dau gi6, cao xoa c6 chira LONG NAO (camphor), BAC HA (menthol)
do ¢6 tinh kich g manh c6 thé lam ngung ho hap.

- Thubc co mach dé nhé miii EPHEDRIN, NAPHTAZOLIN

I1. SUDUNG THUOC O PHU NU CO THAI
2.1 Anh hwéng ciia thude ddi véi thai nhi

Khi ngudi me mang thai dung thude, hay hét cac thude déu qua duoc rau thai & mic
d6 khéc nhau va xam nhap vao vong tuan hoan cua thai nhi. Cac chat dugc van chuyén
theo hai chiéu, nhung chii yéu Ia tir me sang thai nhi. Loi dung diéu nay, doi khi thudc
c6 thé dugc dung cho nguoi me dé diéu tri nhirng rdi loan caa thai nhi. Vi du: Flecainid
ding cho me dé xu tri nhip tim nhanh cua thai.

Tuy nhién van dé dang quan tam khi dung thudc & phu nit ¢6 thai la thubc vao duoc
vOng tuan hoan cua thai va gay hai cho thai nhi. Thudc dung cho me cé thé gay tac
dung truc tiép hoic gian tiép cho thai nhi. Vi du ngudi me dung lidu cao corticoid
(prednisolon trén 10mg/ngay) c6 thé truc tiép gay uc ché tuyén thuong than cua thai.
Thai nhi cling c6 thé chiu anh huang mot cach gian tiép nhu khi ngudi me ding thube
chéng ting huyét 4p, néu huyét ap cua me giam qua manh s& gay thiéu oxy cho thai
nhi. Cac tac dung loai nay thuong phu thudc liéu va c6 thé du doan duoc.
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Trong nhiéu trudng hop, dnh hudng cia thude Iénthai nhi khong phu thudc liéu, khong
thé du doan trudce va lién quan dén dac diém di truyén cua thai nhi.

Téc dung c6 hai ciathudc ddi voi thai nhi khi dung cho ngudi me phu thue cac yéu
t6 nhu: ban chét va co ché gay tac dung cé hai cua thudc, liéu lugng va thoi gian ding
thudc cho ngudi me; kha ning van chuyén thudc tir Me vao thai nhi; kha nang thai trir
thudc ra khoi co thé me va thai nhi; dic diém di truyén cua thai nhi va giai doan phét
trién cua thai nhi khi ngudi me dung thudc

2.2 Thai diém dung thudc trong thai ki va anh hwéng cia thudc

Déi v&i phu nit ¢6 thai, can luu ¥ ring thue duogc sir dung trong thoi ky thai nghén
c6 thé gay ra tac dung xau dén bat cir giai doan phat trién nao cua thai ky, dac biét 3
thang dau cua thai ky. Thoi gian tir khi thu thai dén khi dua tré duoc sinh ra goi la thoi
ky bao thai. Thoi ky nay chia lam 3 giai doan (Mot so tai liu chi chia 2 giai doan, gop
giai doan 1 &2 lai):

- Thoi ky tién phai: i ngay thir 1 dén ngay tht 17, thudng khdng nhay cam véi
cac yéu to c6 hai vi cac té bao chua bat dau biét hoa. Boc tinh cua thube dbi véi thai
nhi tuan theo quy luat “tat ca hoac khong cé gi”, tirc 1a hoic phdi bao chét, hoic phat
trién binh thuong

- Thei kp phoi: tir ngay thir 18 dén ngay 56, hau hét cac co quan cia co thé dugc
hinh thanh trong thoi ky ndy. Su tao hinh xay ra rat nhanh, cac té bao dang nhan 1én rat
manh, nén d6 nhay cam va doc tinh cua thudc 1a 16n nhat. Dung thudc trong giai doan
nay c6 thé gay ra nhitng bat thudng nang né vé hinh thai cho dwa tré. (vi du nhu mot s6
thudc an than, thudc khang sinh, thubc noi tiét td, thudc chdng ung thu...) c6 thé gay
quai thai, di tat bam sinh.

- Giai dogn phét triéu nhau thai: tir tuan tha 9 tro di, kéo dai cho toi Ic sinh.
Trong thoi ky nay, cac bo phan trong co thé tiép tuc phat trién va hoan thién. Mot s6
thudc c6 thé gay anh huong xau dén chirc ning ctia cac co quan sau niy do gay doc tinh
1én cac md dang phat trién cua bao thai. Thi du nhu thudc khang sinh TETRACYCLIN
gay anh huong xau dén mo xwong va ring, thudc khang sinh AMINOSID géy doc tinh
V&1 co quan thinh giac va than.

Ngay trudc khi tré da, mot sé thude van c6 thé tac dong dén thai nhi nhu: MORPHIN,
RESERPIN...

Nhu vay, t6t nhat khéng nén ding thube ddi véi phu nir ¢6 thai. Tuy nhién, van c6
treong hop phai ding thuoc, néu khong diing thuoc chira bénh cho thai phu s& nguy
hiém cho thai nhi hoac c6 thé gdy quai thai. D6 1a truong hop thai phu mac cac bénh
nhu: tiéu dudng, dong kinh, mot s6 bénh nhidm khuan, hen suyén, ting huyét ap. .

2.3 Phan loai cac mire d an toan caa thude doi véi phu nir co thai

~ Nam 1979, FDA (my) dua ra h¢ théng phan loai thudc co nguy co anh hudng xau
dén thai nhi nhu sau:
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- Loai A: thir 1am sang c6 kiém soat cho thiy thudc khong cé nguy co doc véi bao
thai trong sudt qué trinh thai ky (dwoc xem 12 an toan trong sir dung). Cac nghién ctu
c6 kiém soat véi s6 luong du 16n trén phu nit ¢6 thai chitng minh 13 khong lam ting
nguy co thai bat thuong khi ding cho ngudi me mang thai tai bat ki thoi diém nao cua
thai ky.

- Loai B: Khdng c¢6 bang chiing vé nguy co ddi véi bao thai ngudi. Thir trén slc
vat khong thay c6 nguy co nhung chua du nghién ctu tin cay dé chung minh an toan
cho nguoi; hodc thir trén sdc vay thiy co nguy co nhung cic nghién ctru 1am sang du
161 ¢ kiém soat trén phu nir c6 thai khdng ching minh c6 nguy co.

- Loai C: C6 nguy co cho bao thai. Nghién ctru trén nguoi chua di nhung thur trén
stc vat thay co nguy co gay ton hai va khuyét tat cho bao thai hoic chua c6 nghién cau
trén dong vat va nghién ctru trén nguoi cling chua du.

- Loai D: Chic chin c6 nguy co cho bao thai. Cac dit liéu nghién ciru hoac dir lidu
sau khi thudc da dugc luu hanh trén thi truong cho thay thube co nguy co gdy tac hai
cho bao thai, tuy nhién loi ich diéu tri vuot trdi nguy co rai ro. Thude dugc chap nhan
dé diéu tri trong nhitng trudng hop bénh ning de doa tinh mang nguoi me va khong thé
tim dugc thude thay thé an toan hon.

- Loai X: Chéng chi dinh cho phu nit ¢é thai. T4t ca moi nghién ctru trén dong Vvat,
trén nguoi, cac dir liéu thu thap sau khi thuée luu hanh trén thi trudng déu khang dinh
tac hai cho bao thai cua thudc va loi ich diéu tri khong vuot trdi nguy co rii ro.

2.4 Nguyén tic trong sir dung thudc cho phu nix cé thai

- Han ché t6i da dung thudc, nén luya chon cac phuong phap diéu tri khong ding
thuoc. Néu can thiét phai diing thudc dé chira bénh, dac bigt c6 nhiing bénh can phai
dung thudc dé chira tri kip thoi, thi TOT NHAT LA PEN KHAM O BAC ST BE bUCC
CHI BPINH THUOC. Khi dé, bac si s& can nhic that ky gitra loi ich suc khoe cua ba me
va muac anh hudng dén bao thai dé chon nhitng thuéc hién dién trén thi truong nhiéu
nam dugc ¢éng nhan 13 an toan dbi vaéi phy nit ¢6 thai.

- Tréanh khong dung thudc trong 3 thang dau thai ky. C6 nha y hoc can than hon,
khuyén thém rang: néu co thé, trong phan nira cudi chu ki kinh nguyét (tic 1a IGc rung
trimg cho dén c6 kinh nguyét) tranh diing moi thir thubc & bat ky phu nit ndo con trong
d6 tudi hoat dong sinh duc, ¢ kha ning thu thai.

- Dung thudc véi liéu thap nhat c6 hiéu qua, thoi gian ngan nhat

- Lua chon thubc da dwoc chitng minh 14 an toan, tranh ding nhiing thudce chua
duoc st dung rong rai cho phu nit co thai.

3. SUDUNG THUOC O PHU NU CHO CON BU

Phu nit cho con b phai than trong khi ding thudc, béi vi cac thude cé tac dung
toan than khi ding cho me dang cho con ba déu bai tiét qua sita, hoic it hoac nhiéu.
Néu thudc bai tiét qua sira it, ndng do thudc trong sira thap, co thé khong du dé gay tac
dung 1am sang & tré. Mot sb thudc tuy bai tiét qua sira it nhung lai ¢6 hoat tinh manh,
c6 thé gay tac dung nghiém trong ddi véi tré. Vi du vé thudc bai tiét qua sira nhiéu la
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thudc chira dan chét iod (dung dich LUGOL) thudc nay dic biét tiét qua sita nhiéu, 1am
cho ndng do thudc trong sira cao hon so véi trong mau me, do d6 ngudi me khdng bi gi
nhung tré bj Gc ché tuyen gidp co thé dua dén nguy hiém. Mot 30 thudc khéc tuy nong
do thude trong sira thap nhung lai c6 thé gay hién tuong qua man ¢ tré. Po 1a truong
hop me udng thudc khang sinh PENICILLIN thi khéng viéc gi nhung & tré bi me thi
bi di ung.

Nhu vay, ngudi me dang cho con ba can tranh ding nhiing thude doc dbi vai tre.
Hon thé nita, ngudi me con tranh dung nhitng thude ngin can su tiét sita hoic Gc ché
phan xa bl cua tré. RS rang 1a d6i vai tré con dang bu, dic biét 1a tré dudi 1 tudi, sira
me 1a ngudn thie dn bd va hoan chinh nhat, néu ngudn sira me bi han ché hoic mat di
(do thudc ngan can tiét sira) hodc tré bo ba (do thude te ché phan xa b), chic chan s&
anh huoéng dén sy phét trién cua tré.

3.1 Nhirng thudc anh hwéng dén kha ning bai tiét siva khi dung cho phu nir dang
cho con bu

Viéc tiét sira duoc diéu hoa bang prolactin, giam luong prolactin trong ma hoac
giam so lugng thu thé déu lam giam bai tiét stra. Hai loai thuoc anh hudng den san xuat
stra la: cadc hormon va thuoc c6 hoat tinh dopamin.

Estrogen la hormon hay dugc su dung va c6 anh husng tei bai ,tié't stra. Khi dung
cho phu nix cho con bu, thuoc vao sira rat it nhung c6 tac dung uc che thu the prolactin.
Vi vay phu nir cho con bd nén dung thuoc tranh thai chira progesteron don doc.

Céc thudc nhu metoclopramid, domperidon. .. c¢6 tac dung kich thich bai tiét sira,
da duoc str dung trong 1&m sang vai tac dung nay.

3.2 Nguyén tic chung trong sit dung thuéc & phu nir cho con b

- Han ché t6i da dung thubc

- Chon thudc an toan cho tré bl me, thudc co ti 1& ndng do sira/huyét tuong thap, c6
thoi gian ban thai ngan

- Anh ding liéu cao, nén dung liéu thap nhét c6 hiéu qua

- Nén cho tré ba ngay truéc khi dung thubc

- Can vat sita bo di néu khéng cho tré bl trong thoi gian ding thudc. Sau khi nging
thudc can cho thém mot thai gian thich hop (4 1an ti2) réi méi cho tré bl me

- Can nhic loi ich va nguy co

Vé nguyén tic, nén lya chon nhitng thudc an toan cho tré. N6i chung, nhitng thude
ding dugc cho tré so sinh va tré nho thi ¢6 thé ding cho phu nir cho con bd. Nhiing
thudc khdng hap thu khi dung duong udng ciing s& khong hap thu & tré bd me. Vi vay,
nhitng thuc nhu aminoglycosid, vancomycin, heparin, insulin...dugc coi la an toan
khi dung cho phu ntr cho con bu

4. SUDUNG THUOC O NGUOI CAO TUOlI
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Nguoi cao tudi duoc xem 1a 60 hay 65 tudi tré 18n) chiém ty 1& ngay cang cao
trong dan so hién nay, so lugng thudc dung cho nguoi cao tudi dac biét cao hon so vai
cac doi tugng khac, dan deén ti 1€ céc tai bién do su dung thudc cling tang 1én

4.1 Pic diém dwoc ddng hoc & nguoi cao tudi
4.1.1 Hdp thu thuéc

Thudc dung theo dudng ubng: O ngudi cao tudi b sy giam tde d6 thao rong da
day, giam tiét acid, giam luu lwvong mau o rudt, giam dién tich be mat hap thu. Do sy
cham rdng cua da day, mot sé vién thubc dé tan rd, ting hap thu nhung c6 thé 1am hong
dang bao ché dic biét (thudc bao tan & rugt) hodc lam tang tac dung khdng mong mubn
cua thudce nhu bi loét da day khi dung thudc chéng viém khdng steroid.

, Thudc ding ngoai: Da nguoi cao tudi kho, thanh phan lipid giam, kho thim céc
thuoc than nudc nén hap thu qua da giam.

Thudc tiém bap: Khoi lugng co giam, hap thu thudce theo duong nay giam va
khdng on dinh

4.1.2 Phan bé thuéc

Do ¢6 sy giam khoi lugng nudc toan bo co thé nhitng thudc tan trong nude nhur
digoxin, morphin bi giam thé tich phan bé, ting ndng do trong méau va trong mo. Céc
thudc gan manh vao mé nhu digoxin s& kéo dai thoi gian tac dung.

Ti 16 m& trong co thé ting lam ting kha ning phan bd cua cac thudc tan trong md
nhu barbiturat, thiopental, diazepam... dan dén kéo dai thoi gian tac dung, tich liy
nhiéu & mé ma.

Giam protein huyét tuong, chu yéu la albumin, nén céc thudc acid c¢6 xu huéng
gan vai albumin huyét twong (cimetidin, furosemid, wafarin) s& tang luong thubc &
dang tu do, tang tac dung.

4.1.3 Chuyén héa thuéc tgi gan

Khoi lugng gan va luu lugng mau qua gan & ngudai cao tudi giam nén mot sb thuoc
bi chuyén hda qua gan s€ bi kéo dai thoi gian tac dung, dé tich 1ty va ngd doc. Thong
thuong, thuoc chuyén hda nhicu qua gan khi dung cho nguoi cao tudi nén giam 1/2 -
1/3 liéu va theo ddi chat ché.

4.1.4 Thadi tree qua th@n

Do khoi Iwgng than, sb lugng nephron lwu lugng mau qua than giam, kha ning loc
cua cau than va ong than giam nén thoi gian ban thai cua nhieu thuoc, dac biét la nhiing
thuoc thai trir yeu dudi dang gbn hoat tinh téng 1én, 1am tang tac dung phu va doc tinh.
Do do, can giam lieu céc thuoc co pham vi dicu tri hep nhu digoxin, aminosid & ngudi
cao tuoi.
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Thay ddi chirc nang than rat khac nhau gitra cac ca thé ngudi cao tudi nén can cd
suk chinh liéu thich hgp cho tirng bénh nhan cu thé, dua vao do thanh thai creatinin.

4.2 Thay dbi vé dwoc luc hoc ¢ ngudi cao tudi

- Dé bj tut huyét ap thé aing: Mot sb thude nhu ha huyét p, thuoc 6 téc dung
chen a giao cam, thudc e ché giao cam than kinh trung vong, thudc chdng Parkinson. .
d& gay tut huyét ap thé dung & nguoi cao tudi.

- Dé bi nga do mdt thang bang tw the Co thé c6 thé thing béng duoc la nho kha
ning diéu chinh thang bang. Clng Véi tudi tac, kha ning gitr thang bang ctia co thé bi
giam; chinh vi thé khi ding mot sé thudc nhu thudc nga, thude an than... ti 16 ngd &
ngudi cao tudi cao hon & thanh nién

- Kha nang diéu hoa than nhiét giam: Ha nhiét bat thuong c6 the gap khi dl]ng Cac
thuoc an than gay ngu, chong tram cam 3 vong, ché pham thuoc phién va rugu..

- Giam chite nang nhan thirc: Hé théng than kinh trung wong co su thay doi lon
vé cau trdc va chat trung gian héa hoc & nguoi cao tudi. Vi vay mot sb thubc hay gay
G 13n & ngudi cao tudi nhu thube khang cholin, khang thu thé Ha, che thy thé beta 2.

4.3 Pic diém bénh 1y lién quan dén sir dung thudc

- Tinh trang da bénh 1y: Nguoi cao tudi mac nhiéu bénh mot lic, do d6 phai
ding nhiéu thudc ddng thoi. Bidu ndy dan dén ting nguy co gip tuong tac thude — thude
va tac dung khdng mong muén cua thudc (ti 18 ADR gap ¢ lta tudi 60 -70 gap doi lira
tudi 30 — 40).

- Sy suy giam chirc nang gan — than gay giam thai trur thudc. Cac tai bién vé
thudc & nguoi cao tudi thuong 14 lién quan dén qua licu hon 13 do dic tinh caa thudc.

- Thay doi dap ting véi thudce lién quan dén tudi tac do cac ton thuong cua nhirng
bénh 1y man tinh. Nguoi cao tudi cling nhay cam hon v&i mét s6 tac dung bit loi cua
thudc nhu: d& bi tut huyét ap hon, d& bj tram cam hon.

4.4 Nhirng véan dé can lwu y khi sir dung thude cho ngudi cao tudi:

- R&i loan tiéu hoa (tdo bon), do d6 ngudi cao tudi hay sir dung thue nhuan trang,
diéu nay lam giam hap thu thudc.

- Giam tri nhé: hay quén dung thudc, nham Ian lidu

- Mat kém: kho doc hudng dan, phai ghi chit to, dé doc

- Run tay: khong nén cho uéng thuéc theo giot, lru y cac chai thudc khé mé

- C6 xu huéng lam dung thube, dung kéo dai qua quy dinh

- Loang xuong nén van dong it, hay uéng thudc khi nam: luu y véi thudc gay loét
thuc quan

- [t khat nén it udng nuéc: phai nhic uéng nhiéu nuée khi ding céac thude dé lang
dong ¢ than nhu Co-trimoxazol, cac sulfamid.
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Nhu vay, dé diéu tri cho ngudi cao tudi, can phai hiéu tudi tac va cac bénh mic
kém anh huong nhu thé nao dén dugc dong hoc va duoc luc hoc cua thuoc, trén ting
ca thé, va can phai luu tdm dén mong muon cia ho trong van dé diéu tri.
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Bai 8. SUDUNG THUOC CHONG VIEM
GLUCOCORTICOID (GC)

Thoi gian: 06 gio

MUC TIEU
1. Kién thirc
1.1. Liét ké duoc cac tac dung khong mong mudn ciia Glucocorticoid.
1.2. Trinh bay duoc cach khic phuc cac tac dung phu ciia Glucocorticoid.
1.3. Ké dugc cac chdng chi dinh cua Glucocorticoid.
2. K§ niing: Huéng dan dung viéc st dung Glucocorticoid an toan, hop 1y cho
bénh nhan.
3. Thai dg: Co6 thai dd nghiém tac khi hoc tap, lam bai tdp nhom
NOI DUNG
1. DAl CUONG GLUCOCORTICOID
C6 ngudn goc ban dau tir vo thugng than, chdng viém manh va toan dién. Mot
loat ché pham tong hop ra doi ¢d tac dung chdng viém manh hon nhiéu ma lai giam git
mubi va nudc. Tuy nhién, viéc st dung nhom thude nay lién qua dén tac dung phu,
trong d6 c6 thé nghiém trong
2. TAC DUNG CUA GLUCOCORTICOID POi VOI CO THE
2.1. Tac dung trén chuyén hoéa cac chat
GC anh huong nhicu nhat trén chuyen hoa glucose: tang tao glycogen tai gan,
tang tong hop glucose tur nhiéu nQUOn dac biét 1a tur cac acid amin, mat khac ngan
can viéc chuyén glucose vao trong té bao va do d6 giam sir dung glucose & Cac o
chuc ngoai vi; didu nay gitp cho co thé tiét kiém tiéu thu nang luong & cac md ngoai
vi dé wu tién cho cac co quan sinh mang tai trung tdm trong trudng hop phai tang khan
cap luong glucose cho cAc to chirc nay nhung chinh diéu nay lai gay hau qua tang
duong huyét khi diéu tri bang nhom thudc nay, gay bénh dai duong do thudc (diabet
steroid). Vi chuyen hoa protein, GC ngan can tong hop protein tir cac acid amin,
thire day viéc chuyén céc acid amin vao chu trinh téng hop glucose nhu da néu trén;
hau qua gy tang di hoa protein, ting ham luong nito thai ra theo nudce tiéu va dan
dén teo co, cham lién seo khi dung GC kéo dai. Vi lipid, GC ting phan huy lipid tur
cac md md nén tang giai phong glycerol va acid béo vao mau. Tuy nhién, khi thura
GC thi lai tang ling dong m&. Sy rdi loan phan b6 m& trong bénh Cushing hién tai
van chua giai thich dugc. GC anh huéng I8n can bang dién giai hoic qua tac dong I1én
thu thé mineralocorticoid (c6 tac dung giit Na* va nudc, ting bai xuat K*), hoac qua
tac dong 1én thu thé glucocorticoid (gay tang stc loc cau than, ting cung lugng tim).
Véi Ca**, GC ngan can hap thu Ca** & rudt, ting su hoa tan Ca** tir xwong, ngan can
su huy dong Ca*™ tir mau vao xuong va tang dao thai Ca™ qua than, do d6 anh huong
dén sy tao xuong. Cac GC c6 chira Fluor nhu dexamethason khong tac dung Ién thu
thé mineralocorticoid, do d6 khong gay & mudi-nudc.
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2.2. Tac dung trén mo lién két

GC tc ché hinh thanh té bao soi, giam tao collagen, giam su hinh thanh md lién
két. Tac dung nay ciing La hau qua caa sy wc ché tong hop protein. Hau qua caa quéa
trinh nay 1a 1am cham lién seo va 1am mong da va mat collagen trong té chirc xuong.
Trong diéu tri c¢d sir dung tac dung nay trong Xt Iy seo 16i hodc ngin can su phat trién
clia to chirc strng trong mot sé bénh vé da.

2.3. Tac dung trén sw tao mau

GC it anh huéng dén su tao hong cau va ndng do hemoglobin & lidu sinh ly
nhung lai ting hdng cau khi dung liéu cao hoic khi bi Cushing va giam hong cau
trong hoi chitng Addison? Nguyén nhan c6 1& do anh huong 1én chuyén hoé androgen.

Véi bach cu: 1am ting bach cau da nhan, nhung lai rut ngan doi séng cua bach
cau (giam t 12 ciia bach cau), giam su tao lympho va chirc niang hoat dong caa bach
cau (giam sy thoat bach cau khoi long mach, giam sy di chuyén cia bach cau dén to
chuc viém).

Céc tac dung nay thuong dugc dung trong diéu tri ung thu bach cau hoic lam
tang nhanh luong hong cau sau xa tri va hda tri liéu diéu tri ung thu.

2.4. Tac dung chéng viém

Pay 14 tac dung duoc luu ¥ nhat 1am cho cac ché pham loai nay duoc ap dung
rong rai vuot ra ngoai khuon kho sir dung hormon. Tac dung chéng viém cua GC
cling tuong tu nhu nhém thudc chong viém cau tric phi steroid nhung vé co ché tac
dung c6 khac nhau- GC tc ché sy hinh thanh viém & giai doan sém hon nhém chéng
viém phi steroid, ngay tur giai doan giai phong cac acid béo tir cac phospholipid cua
mang té bao.

Téc dung nay con duoc ting cuong nho tac dung giam tinh tham thanh mach,
rc ché su di chuyén cua bach cau dén to chic viém va e ché cac phan tng mién
dich-di tmg, do d6 GC khong chi ¢d tac dung chéng viém ma con ngin chin sy Xuat
hién viém. Cac GC tong hop, dac biét loai c6 gan fluor nhu dexamethason,
betametason... c6 tdc dung manh hon HC (bang 14.1).

2.5. Tac dung trén hé mién dich

GC anh hudng cha yéu 1én cac dap (tng mién dich kiéu té bao (lympho T) nhiéu
hon kiéu mién dich dich thé (lympho B).

GC con wc ché sy san xuit ra céc interferon mién dich - mot san pham cua
lympho T hoat hoa. Thyc chat tac dung trén hé mién dich cua GC nham ngan can viéc
phan tng qua muc cia co thé trudc mot tac dong cua yeu t6 ngoai lai dé bao vé co
thé. Tac dung nay duogc &p dung trong ghép co quan dé ngan can sy thai ghép hoac
diéu tri cAc bénh lién quan dén co ché mlen dich nhu bénh than hu nhiém mg, Lupus
ban do, hen, hozc phdi hop trong xir Iy séc qua man do thudc.

Mat trai cua tac dung nay la giam suce dé khéang cua co thé, do d6 ting kha ning
nhiém trang, nhiém nam.
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2.6. Cac tac dung khéac
Céc tac dung kich thich than kinh trung wong, ting cuong tiét dich vi, gay ting
huyét ap chi nguy hiém khi dung liéu cao. Cac tac dung nay khong dugc ap dung
wong diéu tri ma tro thanh tac dung khdng mong mudn.
Bang 14.1 cho hinh anh so sanh d6 manh cua cac ché pham so voi HC va céc
muec liéu khi chuyén ddi tir ché pham nay sang ché pham khac trong diéu tri.
Bang 14.1. So sanh hoat luc caa mot sé glucocorticoid théng dung

Tén quéc té t1/2 | PDTD Ch}‘)ng Giir | Muic sinh Li_éAu chéng
(h) (h) viém Na* | ly (mg) | viém (mg)
Hydrocortison 1,5 8-12 1 1 20 80
Cortison 0,5 8-12 0,8 0,8 25 100
Prednison 1,0 12-36 4 0,8 5 20
Prednisolon 2,5 12-36 4 0,8 5 20
metyl-prednisolon 2,5 12-36 5,0 0,5 4 15
Triamcinolon 3,5 12-36 5,0 0 4 15
Dexamethason 3,5 36-72 25 0 0,75
Betamethason 5,0 36-72 25 0 0,75

Ghi chu:

- BDTD: B¢ dai tac dung (chinh Ia ty sinh hoc) can ctr vao BPDTD, nguoi ta
chia corticoid lam 3 nhom:

+ Téc dung ngan: 8-12h
+ Té&c dung trung binh: 12 - 36h
+ Téc dung dai: 36 - 72h

Mtc sinh 1y: lwong GC can cho 24h
Chéng viém, giir Na*: con sb trong cot nay 1a so sanh cudng d6 tac dung cua cac
glucocorticoid (GC) véi hydrocortison néu coi cudng dé cua hydrocortison 1a 1
3. CHI PINH VA LUA CHON THUOC
3.1. Piéu tri thay thé khi thiéu hormon
Thudng dung khi suy thuong than cip hoac man tinh.
Viéc dung hormon trong trudng hop nay ciing chi dé xir ly triéu chung, do d6
van dé co ban van phai tim nguyén nhan dé giai quyét thi mgi cho phép khong
phai dung kéo dai.
3.1.1. Vi suy thwong th@n man
Liéu dung cin cir vao dap tng & ting bénh nhéan va ¢ gang ding & muac thap
nhét c6 tac dung. Thudng thi muc lidu trong truong hop nay la 20- 30 mg HC
mdi ngdy twong (ng véi lwong HC tiét trong ngay; phai phdi hop thém mot
mineralocorticoid lihu fludrocortison (0,1- 0,2 mg/ ngay).
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Nén dung ché d6 diéu tri cach ngay bang cach tiang liéu mét ngay 1én gap doi
va ngay tiép theo s& nghi; 1am nhu vay s& han ché dugc suy thuong than khi
ngumng diéu trj.

3.1.2. Véi suy thwong than cap

Liéu dung thudng cao hon. vi du 100 mg HC lac dau, sau dé cach 8h 13p lai 1

lan cho dén khi triéu chimg duoc cai thién, Diéu quan trong 1a phai két hop bu

dién giai, nudc va glucose.

Ché pham st dung nén chon chinh dang hormon thién nhién 13 HC va duong

dua thudc 14 tiém tinh mach vi khi suy thuong than cip thi viéc mat nuéc va

dién giai 1am mat dich ngoai bao nén néu tiém bap sé& it hiéu qua. Trudng hop

nay nén chon HC dang succinat hoic phosphat. Can luu ¥ tranh nhitng dang bao

ché c6 dung ta duoc 12 sulfit hoac metabisulfit véi thude tiém tinh mach dé tranh

s¢ phan vé c6 thé xay ra do ta duoc nay, vi du soludecadron la dang tiém tinh

mach cua dexamethason c6 chura sulfit khéng thich hgp cho truong hup nay.
3.2. Piéu tri véi muc dich khong phai @é thay thé hormon

Chi dinh theo huéng nay rat rong bao gom :

Céc bénh lién quan dén co ché bénh sinh do mién dich nhu bénh lupus ban do,

than hu nhiém ma, viém khép dang thap...

Bénh lién quan dén co dia di ing nhu hen, di ¢ng...

Chong viém, dac bi¢t nhimg truong hop de doa tinh Mang nhu viém nap thanh

quan Cap & tré so sinh , phtl ndo, pht Quinck xay ra & hau- hong.

Dung chdng thai ghép trong ghép co quan.

Diéu trji ung thu 6 rat nhiéu chi dinh ding GC, dic biét trong ung thu bach cau.

GC con dé hd tro chdng suy mon cho bénh nhan ung thu nho tac dung kich thich

an ngon va tac dung giam viém do té chirc ung thu gdy nén, nhd d6 giam dugc

dau

Mbt s6 bénh vé da nho tac dung tiéu sirng, 1am mong da va biéu bi hoic ¢c ché
mién dich. Téc dung nay chi dé chita triéu ching. Thuong dung trong diéu tri cac
bénh c6 hién tuong ting sing hod da hoac seo 10i, lichen, eczema, viém da tiép xuc,
viém da di ang. Chdng chi dinh trong ton thuong c6 loét, nhiém virus; phai phol hop
thudc khang sinh hoac Chong nam néu ton thuong c6 kém nhiém khuan, nhiém nim
4. TAC DUNG PHU VA CACH KHAC PHUC
4.1. Tac dung trén sy tang truéng & tré em

Céac mirc liéu tir 45 mg/m&/ngay trg 1én gay cham Ion & tré em.

O muc sinh ly, HC kich thich si tiét hormon ting trudng nhung lai c ché su
tiét hormon nay khi duing liéu cao. Tac dung gay cham I6n & tré em 12 hau qua cua sy
giam muc hormon ting truong két hop véi tc ché su tao xuwong va giam hoat dong
ctia hormon tuyén giap, e ché hoat dong cua tuyén sinh duc .Vi vay hién nay di co
khuyén céo bit budc cac hdng san xuét ghi trén nhan cac loai thubc nay dong chir
"Gay chdm lon o tré em ” dé nguoi ké don luu .
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Dé giam hau qua do tac dung nay gay ra, c¢b gang han ché viéc ké don nhom
thudc nay & tré em. Cac ché pham tu nhién (hydrocortison, cortison, prednisolon) it
anh huong dén d6 16n hon cac ché pham tong hop tac dung kéo dai. Khi bat budc phai
dung thi nén sir dung & muc lidu thap nhat cé hiéu qua va trong thoi gian ngan nhat
c6 thé. Khi phai diing kéo dai thi nén ding kiéu diéu tri cach ngay thay cho 16i dung
hang ngay de giam bét hién tuong tc ché tuyén thuong than, sinh duc va giap trién
mién. Khuyén khich tré van dong, choi thé duc thé thao va ting cudng ché do dinh
dudng gidu chat dam va calci. tét nhat 1a dung cac ché' pham ché bién tir sira.

1.1. Gay xop xwong

C6 téi 50% bénh nhan cao tudi bi gay xwong khong c6 chan thwong do dung
GC liéu cao kéo dai. Co ché gay xdp xuong 1a do GC tang cuong sy hu y xuong,
nhung lai &c ché qua trinh tao xwong, do d6 ngan can su d6i mai ciia mé xuong va
lam ting qu4 trinh tiéu xwong. Tac dung nay ddi 1ap véi hormon sinh duc, calcitonin
va fluor. Cac tac dung nay cong thém véi viéc ngan can hap thu calci tir rut va tang
thai calci qua nudc tiéu 1am xuong x0p nhanh hon, dic biét & phy nit sau méan kinh
va ngudi cao tudi.

Can luu y y 1a tuy qua trinh tao xuwong bi (¢ ché nhung mirc caici mau va calci
niéu déu cao va mac vitamin D ¢ dang hoat tinh ( 1,25 (OH)z-cholecalciferol ) van &
mure binh thuong hoac cao nén viéc bo sung calci va vitamin D chi nén & muc liéu
theo nhu cau hang ngay (RDA), néu dua cao qua sé& dan dén ting calci mau va nguy
co soi tiét niéu lon. Pe giam b6t nguy co ndy, bién phap ting van dong dé kich thich
tao xuong va tang dinh dudng nhu vira néu trén ciing nén ap dung cho truong hop
nay.

Vé6i ngudi cao tudi, do su giam sut lwong hormon sinh duc nén cang dé& xdp
xuong, do dé co thé bo sung hormon sinh duc nhung khong dung bi¢n phap nay cho
bénh nhan ung thu tuyén sinh duc hoic phy nir d& man kinh trén 15 nam dé tranh tang
sinh ndi mac tir cung qua muc
12. Loétdaday-tatrang

Ty 1€ gay tai bién duong tiéu hoa tuy khéng nhiéu (khoang 1,8%) nhung néu
gap thuong rat nang, tham chi cd thé gay thung da day hoic tir vong. CAc tai bién loai
nay thuong gap nhiéu ¢ bénh nhan cao tudi. Tac dung phu nay cé nhiéu truong hop
khong phu thudc loai corticoid va liéu nhung da phan tng theo licu va do dai dieu tri.

Loét va thung xay ra ca khi dung thuc ngoai duong tiéu hoa (tiém, vién dat...).
C6 thé dung thudc trung hoa dich vi (antacid) nhung khong dugc uong dong thoi véi
GC. Mot sb tac gia dé& nghi dung cac chat khang thy thé Hz (famotidin, ranitidin...).
mot s6 khéc lai khuyén khong can ding thudc hd tro vi it ¢6 tac dung ma nén theo dbi
chat ch& va xt Iy sém hozc nging thudc kip thoi khi c6 tai bién
1.3. Tac dung phu do dung corticoid tai chd

Céac dang bdi ngoai hoic nho mat-miii ¢ chira corticoid rat nhiéu. Tai bién
thuong gap bao gém: teo da, xo ctng bi, viém da tng dé, mun trang ca hoic boi
nhiém nam va vi khuan, virus. Hién tuong cham lién seo khong chi gap véi dang boi
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ngoai ma ca khi dung duong toan than. Puc thuy tinh thé hoic tdng nhan ap hay gap
khi duing dang nhd mét va do d6 trén nhén thudc c6 chta corticid phai ghi chdng chi
dinh cho nhirng truong hop nay.

Khéng duoc nho mét cac ché pham chiza GC khi nhiém virus hoic nam.

Han ché bbi kéo dai va kham k¥ bénh nhan trudce khi ké don. Khong ty y dung
thudc 1 bién phap tét nhat dé giam tac dung phu nay.

1.4. Hién tweng c ché truc duéi doi - tuyén yén - thwong than (HPA)

Khi dung nhirng loai GC c¢0 tac dung kéo dai nhu dexamethason, nong do thUOC
trong mau ludn & mirc cao nén truc HPA bi wc ché manh hon nhitng loai c6 ti2 ngian
nhu hydrocortison hoic prednisolon. Str dung GC mét liéu duy nhat vao budi sang
tao sy ic ché HPA it hon khi chia thudc 1am 2- 3 lan trong ngay. Trong diéu tri kéo
dai, néu dung 16i udng céch ngay s& tao duoc khoang nghi cho tuyén va it bj réi loan
truc HPA hon 16i ding hang ngay. Do dai cua dot diéu tri 1a quan trong hon cé vi néu
ding liéu cao, tham chi rat cao nhung chi trong vai ngay thi khi ngung thudc truc
HPA ciing khong bi anh hudng; nhung chi can nhiing liéu thap, thi du 5 - 20 mg
prednisolon trong nhiéu thang thi khi ngiring thudc dé gap hién tugng suy thugng than
dot ngot.

Mai lién hé giira ving duéi ddi (Hypothalamus) - tuyén yén (Pituitary) -
tuyén thuong than (Adrenocortical) tao nén hé HPA (Hypothalamic - Pituitary
- Adrenocortical System).

Sy tac dong twong hd tudn theo quy tic lién hé nguoc (feedback) cua cac
tuyén noi tiét nghia 1a khi mitc hormon trong mau ting s& gay tc ché tuyén yén
va ving dudi d6i; nguoc lai khi mac hormon giam sut s& gay kich thich sy hoat
dong cuaa tuyén.

Khi ding GC, su tiét CRF va ACTH bi wc ché. Murc d6 tc ché cua truc
HPA phu thudc mot sé yéu té bao gom: lidu luong, khoang cach dua thubc, thoi
diém sir dung, d6 dai cua dot diéu tri va duong dua thudc.

Hinh 14.2. Méi lién quan giira ving dudi doi - tuyén yén - tuyén thuong than

Ciing vi Iy do nay, khi st dung cho tre em nén chon loai c6 t|2 ngan hogc trung
binh va tranh bang ép dé giam kha niang tham qua da.

1.3. Tinh trang thira corticoid va bénh Cushing do thudc

Khi stir dung GC kéo dai cling s€ tao hinh anh Cushing nhu khi u thwong than; su khac
nhau chi & chd trong Cushing tu phat thi mic HC trong mau ting kém theo sy ting
ACTH nhung trong Cushing do thudc thi ngugc lai: miac ACTH giam, céc triéu chuang
r6i loan nai tiét do thira androgen ciing it gdp hon hoic it trAm trong hon, phu do @
Na* va nugc chi gap khi st dung HC va prednisolon. Mot hinh anh Cushing day du
hiém gap; tuy nhién khi gap mét trong cac hién tuong trén thi phai ngung thudc. Viéc
ngirng thudc trong trudng hop nay van phai tuan theo quy tic giam liéu tirng bac cht
khong duoc ngirmg dot ngot. Sau khi nging thude, néu bénh tai phat thi nén sir dung
cac thudc dac hiéu diéu tri triéu chiing tot hon 13 quay lai dung GC; thi du giai quyét
hen bang thudc gidn khi quan, giam dau khép bang thuée chong viém khdng steroid...
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5. CHONG CHIi PINH

- Loét da day ta trang tién trién.

- Céc truong hop nhiém nim va virus ma chua c6 thudc diéu tri dic hiéu.

- Tiém chung vaccin virus song.

Khong c6 chéng chi dinh tuyét ddi cho nhitng truong hop diéu tri ngan ngay
hodc dé diéu tri cac bénh de doa tinh mang.
6. THAN TRONG

Theo dbi chit ché 'khi phai sir dung GC cho céc bénh nhan mac bénh tam than,
dai thao duong, tdng huyét ap, xdp xuong, suy giam chirc ning gan, than hoic bénh
nhan suy tim... Ciing c6 thé coi day 1a nhitng truong hop chdng chi dinh néu co thé
dung thudc khac thay thé corticoid. Khi bat budc phai dung thi phai hiéu chinh lai liéu
cac thude diéu tri bénh phdi hop néu trén.
7.NHUNG PIEU CAN LUU Y KHI KE PON
- Nén chon muc liéu thap nhat c6 hiéu qua va tranh ding kéo dai. Nén nhé rang da
phan tac dung phu ty lé thuan véi mac liéu va d6 dai caa dot diéu tri; nhu vay nhing

Ving dudi doi .,

 —

b
5 <
G

S
truong hop can ding & muc liéu cao nhu chéng viém, chbng di tng thi kha nang gap
tai bién nhiéu.

- Nén chon loai ¢c6 thoi gian ban thai ngan hoac vira (nhu prednisolon). Nhitng ché
pham c6 tac dung cang kéo dai thi kha ning gap tac dung phu cang nhiéu.

- Suy thuong than 1a mot tai bién dang ngai khi dung corticoid, thuong xay ra khi
diing kéo dai hogc dieu tri cho nguoi cao tuoi, do d6 can theo ddi chat ché véi nhiing
bénh nhan loai nay. Cling thuong gap suy thuong than khi s dung dang ché pham c6
tac dung kéo dai (K-cort). Pé tranh suy thuong than cap, can luu y: khong ngiing
thudc dot ngot, ngay ca ¢ nhitng mic lidu rat thiap nhung véi thoi gian kéo dai (0,1
mg/ kg/ 24h tc tuong duong véi khoang 1 - 2 vién prednisolon 5mg).

- CO6 thé gap hién tuong chan in, mét moi hoic tram cam sau khi ngung thuée.
Nhitng hién tuong nay sé& phuc hoi sau ingt thoi gian. Néu can co thé ding cac thude
diéu tri triéu ching nhung c6 gang khong dua lai corticoid.

-

t 4

-
-
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Luong Na* dugc sir dung: chi can chd y néu dung loai ¢ tac dung gitt mudi
(Hydrocortison, cortison, prednisolon, prednison). Luong mudi cho phép nhu sau :

Dung han ché mudi khi diéu tri khoang 10 mg prednisolon/ ngay.

Kiéng mudi hoan toan néu dung liéu cao (> 0,5 mg/ kg/ 24h tinh theo liéu
prednisolon) hodc khi gap phu, tang huyet ap, tang uong.

Luong K* phai da. Néu can co thé b sung K* hoic dung ché do an giau K*.

Nén giam sat K* mau khi dung liéu cao, kéo dai, dic biét khi ¢ phéi hop véi thude
loi tiéu thai K*.

Luong Ca** nén khoang g/ ngay két hop véi khoang 400 don vi vitamin D la bét
budc néu diéu tri kéo dai. Khong nén dung liéu cao Ca**va vitamin D vi s& 1am tang
nguy co soi than hoac tang Ca™ mau.

Diéu chinh ché d6 an: Tang protein, han ché glucid va dudng, han ché chat béo.
8. CHE PQ PIEU TRI CACH NGAY

Diéu tri cach ngay tac 1a ¢t 1 ngay dung thude lai nghi i ngay. Cach dung nay
nham giam hién tugng tc ché HPA nén giam duoc kha nang gay cham Ion & tré em,
giam duoc hién tuong suy thuong than dot ngot sau khi nging thude. Diéu tri cach
ngay thich hop vai nhitng trudng hop phai ding corticoid kéo dai tir vai tuan tro 1én
nhu bénh viém loét ruot két, ghép than, viém da man tinh, nhuge co ning, hen...

Nhitng bénh khong thich hop véi ché do diéu tri nay 1a viém khép dang thap,
lupus ban do toan than, viém dong mach vai té bao khong 15...

« Ché db diéu tri cach ngay nhu sau:

Thoat tién khi méi bat dau diéu tri thi ding thudc hang ngay, khi bénh da bat
dau on dinh thi chuyén sang diéu tri cach ngay. Thoi gian diéu tri ban dau cang ngan
cang tét dé tranh sy e ché truc HPA. Viéc quyét dinh khi nao chuyén sang ché do
diéu tri cach ngay tuy thudc su tién trién cua bénh

Bang 14.2: Céch giam liéu dé chuyén sang ché do diéu tri cach ngay
(Gid thiét liéu ban dau ia 60 mg prednisolon méi ngay)
* Giam mdi 1an 5 mg, chu ky 3 ngay cho t&i khi dat liéu 20 mg/ ngay

Ngay Liéu (mg) Ngay Liéu (mg)
1 55 13 35
2 55 14 35
3 55 15 35
4 50 16 30
5 50 17 30
6 50 18 30
7 45 19 25
8 45 20 25
9 45 21 25
10 40 22 20
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11 40 23 20
12 40 24 20
* Giam mbi 1an 2,5 mg, chu ky 3 ngay cho dén 0 mg & ngay dinh ct thudc
Ngay Liéu (mg) Ngay Liéu (mg)
25 20 49 20
26 17,5 50 7,5
27 20 51 20
28 17,5 52 7,5
29 20 53 20
30 17,5 54 7,5
31 20 55 20
32 15 56 5
33 20 57 20
34 15 58 5
35 20 59 20
36 15 60 5
37 20 61 20
38 12,5 62 2.5
39 20 63 20
40 12,5 64 2,5
41 20 65 20
42 12,5 66 2,5
43 20 67 20
44 10 68 0
45 20 69 20
46 10 70 0
47 20 71 20
48 10 12 0

( Theo Clin.Phar. and Ther. 1992)

9. SUDUNG CORTICOID BOI NGOAI

Céc corticoid bdi ngoai c6 tac dung lam giam viém nhd co mach, tc ché chic
ning bach cau va thay d6i phan tng mién dich.

Ngoai c4c tac dung vira néu, corticoid con c6 kha nang wc ché qué trinh tong
hop va phan chia té bao da va biéu bi. Pic tinh nay duoc loi dung dé 1am tiéu té chic
strng trong mét sé bénh vé da

9.1. Chi dinh
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Céc bénh duoc chi dinh corticoid bdi ngoai 12 viém da do cac ngudn gbc khéac
nhau nhu eczema tiép xGc, viém da di ung, lichen (16 da)... Ciing c6 thé dung dé boi
vao cac vét con tring can.

9.2. Tac dung phu
Khi boi thudc trén dién rong, kéo dai hoic bing ép sau khi boi thi kha ning tham
thudc vao vong tuan hoan la rat 1on, gay tac dung toan than; diéu nay can dic biét luu
y khi dung cho tré so sinh va tré nho dé tranh tac dung kiéu Cushing, gay cham lon.
Ciing c6 thé gap suy thuong than cap sau khi nging bi thudc nhung rat hiém.

Tac dung phu tai chd bao gom

- Teo da -thudng gap nhat khi bdi & mat va ving quanh miéng.

- Datmg d6 hoic c6 nhiéu vét han, thuong gap o thanh nién khi bai thuéc & ving da
khuyu tay, khuyu chan.

- Mat sic té da ting phan, ban dé thir phét sau teo da ciing gap nhung khong phd
bién.

- Cham lién seo. Truong hop nay hay gap véi cac vét ton thuong do nam lau hoic
co xat nhiéu (khuyu tay...)

Trén mat: gap khi dung cac dang thudc mat cé corticoid: duc thuy tinh thé, glaucom.
9.3. Chéng chi dinh

- Viém da do virus, ndm. Nhiing trudng hop viém da c6 nhiém khuan thi phai phoi
hop khang sinh.

- Ton thuong c6 loét.

- Viém da mat c6 réi loan van mach hoic viém nang 16ng (trang ca).

9.4. Chon ché pham

Téc dung diéu tri va tac dung khdng mong muén déu xuat phat tir ban chat corticoid
nhung mirc d6 nghiém trong phu thudc vao do manh va kha nang tham qua da cua
ché pham.

Khi diéu tri bénh ngoai da, da phan corticoid dugc dung bdi tryc tiép 1én ving da bi
tén thuong (ding don doc hoac phdi hop voi dang uéng).

9.4.1. Co so lya chon

DG manh - yéu cia ché pham:

- Loai rat manh va manh chi nén ding trong thoi gian ngan va boi ¢ dién hep V6i
mét s6 bénh nhu seo 16i, vay nén, lupus, lichen.

- Loai trung binh va yéu thich hop véi tré em cho céc viing da mat hoic cho nguoi
I6n trén nhitng t6n thuong rong.

Dang bao ché:

Céc dang thudc boi ngoai thuong dung Ia:

- Thubc ma

- Dang kem

- Dang gel

Thanh phan cua ta dugc anh huong nhiéu dén sinh kha dung caa thudc do anh
hudng dén téc do giai phong hoat chat va mic do hap thu thubc qua da.
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9.4.2. Cach dung

B6i 1- 2 lan/ ngay, xoa nhe dén khi thudc tham hét va néu can co thé bang ép.

Viéc bang kin sau khi boi c6 ich véi nhitng tén thuong & long ban chan, tay véi
dién hep va ciing chi nén bang trong thoi gian ngan.

Néu diéu tri kéo dai > 8 ngay thi khi ngirng thudc ciing phai giam dan d6 manh va
nai rong khoang cach dua thude dé tranh phan wng doi nguoc 1am bénh bot phat ning
thém.

- Can can din bénh nhan khéng tu y dung lip lai néu khdng cd y kién cua bac si diéu
tri.
- Bang phan loai corticoid theo 6 manh (bang 14.3) 1a co so cho lya chon thudc.
Nhin vao bang 14.3. la thiy: do manh - yéu cua ché pham phu thudc vao loai hoat
chat st dung, ham luong hoat chat c6 trong cong thire va dic biét 1a thanh phan ta
duoc.

Bang 14.3. Phan loai mot sb corticoid dung ngoai theo do manh

D6 manh Hoat chat Biét duoc Ham luong (%)
Betametason dipropionat/ *Diprolen 0,05
Rat manh giycol
Clobetason propionat Eumovate 0,05
Betametason dipropionat Diproson 0,05
valerat Betneval 0,10
Manh Fluocinolon acetonid Svnarlar. 0.025
Hydrocortison aceponat Efficort 0,127
butirat Locoid 0,10
Desoximetason Topicort 025
Betametason valerat Celestoder 0,05
Vira Fluocinolon acetonid Synarlar 0,01
Clobetason butyrat Flucort 005
Hydrocortison acetat Hydracort 0,50
Yéu Prednisolon acetat Prednisolon 0,50
Dexamethason ~ Dexamethason (0,10
10. KET LUAN

Glucocorticoid 12 mot nhdm thude duoc st dung rat rong réi hién nay. Vi ap
dung cha yéu trong iam sang la chdng viém, chéng di ang va tc ché mién dich, cac
ché pham tong hop da coé nhiéu lgi thé hon hydrocortison vé cuong do tac dung va
tac dung khdng mong muédn. Tuy nhién, néu xét vé khia canh tac dung khéng mong
mubn thi nhém thudc nay c6 nhiéu han ché hon nhom chdng viém khéng steroid do
gay nhiéu anh huong dén chat luong cudc song cia ngudi str dung nhu anh hudng
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dén tam than, rdi loan sinh duc, réi loan chuyén hoa, gay suy giam mién dich, lodng
xuong tram trong...
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BAI 9. NGUYEN TAC SU DUNG THUOC KHANG SINH AN
TOAN
Thoi gian: 06 gio

MUC TIEU
1. Kién thire
1.1. Trinh bay duoc dinh nghia vé khang sinh d6 va 4p dung cta khang sinh do
trong st dung khang sinh.
1.2. Néu duoc dinh nghia ctia sy khang khang sinh va bién phap han ché su khang
khang sinh.
1.3. Trinh bay duoc tac dung khong mong mubn (ADR) va chng chi dinh (CCD)
ctia 9 nhom thude khang sinh va khang khuan thong dung.
1.4. Liét ké va phan tich dugc cac nguyén tic sir dung thude khang sinh va khang
khuan hop 1y trong diéu tri.
2. Ky nang
Hudéng dan dung viée sir dung khang sinh an toan hop 1y cho bénh nhan.
3. Thai dg: Co6 thai dd nghiém tac khi hoc tap, lam bai tdp nhom
NOI DUNG

1. Mot s6 khai niém co ban
2. Tac dung khong mong mudn va chéng chi dinh
3. Nguyén tic sir dung khang sinh trong diéu tri

MO PAU

Lich sur ra doi cua khang sinh cho dén nay da gén 1 thé ky. Véi su phat trieén
nhanh chéng cua k¥ thuat tong hop héa dugc, nhidu chét trude ddy chi cd thé tong
hop bang con duong nudi cay vi sinh vat thi nay di co thé tong hop toan phan nhu
cac khang sinh nhoém phenicol, tetracyclin...; bén canh d6 cac chat khang khuan téng
hop ra doi véi hoat luc manh khéng thua kém cac khang sinh c6 ngudn goc tu nhién
lam cho danh muyc cac chat khang sinh va khang khuan (KS&KK) ngay mot nhiéu.
Sy ra doi hang loat ché pham méi gy khong it kho khin cho ca nguoi ké don va
nguoi st dung. Pay 1a mot nhém thude ban theo don & nhidu nude nhung ¢ Viét Nam
chua lam dugc diéu nay.

Chuyén dé nay s& gilp cac hoc vién hé thong hoa lai cac kién thirc da hoc ¢
chuon trinh hoa dugc- dugce ly, lam co s¢ d€ hiéu cac nguyén tac s dung KS&KK
(sau day chting t6i goi chung la KS) an toan — hop ly.

1. NHAC LAI MOT SO KHAI NIEM CO BAN LIEN QUAN PEN SU DUNG
KHANG SINH
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Viéc danh gia hoat tinh ctia khang sinh trén vi khuan don gian nhat dugc thuc
hién ngoai co thé, trén cac moi treong nudi cay vi khuan (in vitro) ¢ diéu kién nhiét
d6 thich hop (thuong khoang 28°C dén 37°C).

Sau day 1a mot s6 khai niém lién quan dén hoat tinh khang khuan cua khang
sinh in vitro.

1.1. Néng d kim khuan toi thiéu

Goi tit theo tiéng Anh 12 MIC (Minimum Inhibitory Concentration): La muac nong
do thap nhat 1am cho vi khuan khong nhan Ién duoc, s6 lugng te bao vi khuan khong
thay doi ke tur khi tiep xUc véi khang sinh nhung vi khuan khong chet; de vi khuan
chet can phai tang nong do (neu co th€) hodc ¢ sy tham gia cua co thé (in vivo neu
co thé co du stc de khang).

1.2. Nong d¢ diét khuan téi thiéu

Goi tat theo tiéng Anh 1a MBC (Minimum Bactericid Concentration): La nong do
thap nhat c6 kha nang tiéu dit vi khuan. S6 luong te bao vi khuan s& giam dan theo
thoi gian tiép xdc gitta khang sinh véi vi khuan.

Tir cac gia tri MIC va MBC, nha san xuét sé dua ra cac mirc liéu va khoang cach
dua thuoc phu hop (lieu khuyen cao) sao cho nong do khang sinh dat dugc trong huyet
tuong sau khi str dung phai dat & muc 1én hon MIC va khoang thoi gian dé duy tri ¢
murc trén MIC la bao nhiéu tuy thugc loai khang sinh.

1.3. Khang sinh kim khuan va khang sinh diét khuan
Khi ti 16 MBC/MIC > 4, khang sinh c6 téc dung kim khuan, con khi i I¢ nay bang
1, khang sinh c0 tac dung diét khuan.

Khéng sinh kim khuan thuong duoc sir dung trong nhimg truong hop nhiém khuan
nhe va trung binh, trén co dia bénh nhan c6 du suc dé khang. Cac nhdm khang sinh
c0 tac dung kim khuan Ia: Macrolid, tetracyclin, phenicol, lincosamid.

Khang sinh diét khuan duoc dung cho cac bénh nhiém khuan nang, trén nhiing
bénh nhan yéu, suy giam mien dich. Cac nhom khang sinh co tac dung diét khuan la:
Beta-lactamin, aminosid, fluoroquinolon, 5-nitro imidazol, Co-trimoxazol.

1.4. Khang sinh dd

Khang sinh do 1a phuong phap danh gia d6 nhay cam cua vi khuan ddi voi khang
sinh trén tht nghiém in vitro.

Khang sinh d0 thuong dugc lam khi diéu tri nhiing truong hgp nhiém khuan nang,
véi tdc nhan gay bénh c6 do khang khang sinh cao, da khang v&i nhiéu loai khang
sinh thong dung. Khang sinh do gilp ta lua chon duoc khang sinh phu hop veéi vi
khuan gay bénh trén mét bénh nhan cu thé.

1.5. Sw khang khéng sinh
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Nhitng truong hop sir dung khéng sinh & miec liéu khuyén céo thong thuong khong
dem lai két qua duoc goi la khang khang sinh.

C6 2 loai khang thudc:

- Khang gid: bay la truong hop thuong gap khi dung khang sinh c6 tac dung
kim khuan. Véi khang sinh loai ndy, nhiém vu tiéu diét vi khuan thudc vé co thé vat
chu (ngudi) nhung do co thé bi suy yéu (gia yéu, do dung thudc diéu trj ung thu, thubc
rc ché mién dich kéo dai...). Khang gia cling gap trong truong hop nong do khang
sinh tai 6 nhiém khuan khéng du do khang sinh thAm nhap kém vao 6 nhim khuén
(do ban chét caa phan ti, do t6 chize nhidm khuan khé khang thude. ..). Nhiing truong
hop nay nén thay bang khang sinh diét khuan, khang sinh c6 dic tinh dugce dong hoc
thich hop.

- Khéng that: Do vi khuan tao ra men pha huy khang sinh hoic tao ra gen khang
khang sinh. Khang that xuat hién do st dung khang sinh khdng hop 1y (khong du Ileu
khong du thoi gian quy dinh...). Pé khang sinh ¢ tac dung trong truong hop nay, can
phdi hop khang sinh, chon khang sinh theo khang sinh do.

2. TAC DUNG KHONG MONG MUON VA CHONG CHI PINH

Céac nhom khang sinh va khang sinh cu thé da duoc trinh bay trong hoc phan
Hoéa dugc — Duoc ly 1 va 1l. Hoc phan nay (Héa duoc — Duoc ly 11 tic Duoc 1am
sang) gigi thiéu tap trung vao cac kién thirc lién quan dén st dung thudc hop ly. St
dung thuéc hop ly khong chi néi dén hiéu qua ma phai dam bao dugc do an toan. Pé
dat dwoc muc tiéu nay, viéc ton trong chdng chi dinh (CCP) va phong ngira phan tng
c6 hai (ADR) do thudc gay ra la rat quan trong.

Phan nay tom tat mot s6 CCD va ADR cua mot s6 nhom khéang sinh va khang
khuan théng dung. Cac khang sinh dugc néu trong cot 2 dugc néu theo tén quoc te va
chi la nhirng vi du vi khdng thé ké hét cac dai dién véi moi nhém.

Bang 8.1. Tac dung khéng mong muén va chdng chi dinh

Thubdc thwong gip ADR va CCP
Cac penicillin Pen. G, pen. V, Ampicillin, | -Di ung: Ban da, séc qua
Amoxicillin man
CCD: Tién st di tng beta-
lactam
Cac cephalosporin | C1G: Cephalexin, Cephalothin | -Di tng: Ban da, soc qua
C2G: Cefaclor, Cefuroxim man (ty I& it hon penicillin)
C3G: Cefotaxim, Ceftriaxon -boc vai than
CCPb: Tién sa di tung
cephalosporin
Aminosid Streptomycin, Kanamycin, | -Suy than
Gentamicin, Amikacin -Giam thinh lyc, diéc
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CCb: Tién st di tung
aminosid, nhuoc co

Fluoroquinolon

Nofloxacin, Ciprofloxacin,
Pefloxacin, Ofloxacin

-Man cam véi anh sang
-Co giat

-Tén thwong mé sun
-Viém gan, dat gan

CCD: Tré em < 15 tudi, c6
thai, cho con bu, suy gan,
suy than nang, dong kinh

TMP/SMZ

Co-trimoxazol

-Diting

-Mau: Thiéu mau, giam
bach cau, suy tay

-So6i duong niéu

CCP: Man cam, cé thali,
cho con bu, tré so sinh,
bénh vé mau

5-nitro imidazol

Metronidazol, Tinidazol

-Buon non, chan an, ia long
-Viém da day than kinh, co
giat

CCD: c6 thai, cho con bu,
ri loan TKTU

Macrolid Erythromycin -R6i loan tiéu hoa: Buon
Clarythromycin non, ia long
Spiramycin -Viém gan, vang da do u
Azithromycin mat
CCPH: Man cam, suy gan
nang
Lincosamid Lincomycin -Viém rudt két mac gia
Clindamycin CCD: Suy gan, nhugc co
Phenicol Cloramphenicol -Suy tay
Thiamphenicol -Hoi ching xdm ¢ tré so
sinh
CCPh: Man cam, tré so
sinh, c¢ thai, dang cho con
b, suy tuy
Tetracyclin Tetracyclin -T6n hai xuwong va ring
Oxycyclin -R4i loan tiéu hoa
Doxycyclin CCP: Tré em dudi 9 tudi,

c6 thai, cho con bu

Ghi chl: C1G, C2G, C3G la cephalosporin thé hé 1, 2, 3;
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TMP/SMZ la Trimethoprim va Sulfamethoxazol
3.NGUYEN TAC SU DUNG KHANG SINH TRONG PIEU TRI

Trong phan nay ching ta sé¢ dé cap dén 3 nguyén tac sau:

- Chi str dung khang sinh khi c6 nhiém khuan.

- Phai biét lya chon khang sinh hop ly.

- Phai str dung khang sinh ddng thoi gian quy dinh.

3.1. Chi sir dung khang sinh khi ¢6 nhiém khuin

Céc tAc nhan gay bénh cho ngudi 6 thé 1 virus, vi khuan, nam, sinh vat don bao
(amip, trichomonas...) hogdc ky sinh vét (giun, san...). Cac khang sinh d€ cap ¢ phan
nay chi co tac dung véi vi khuan, do do trudc khi chi Qinh khé}ng sinh, phai tiép hanh
nhiing budc sau day dé xac dinh dang 1a bénh do nhiém khuan trudc khi quyét dinh
su dung khang sinh:

- Tham kham lam sang: Bao g@)[n viéc do nhiét d6 bénh nhan, phong van va
khadm bén. Pay la budc quan trong nhat va phai lam trong moi truong hop.

Vi sét 1a dau higu dién hinh khi c6 nhiém khuan nén viéc do nhiét do gép phan
quan trong dé khang dinh nhiém khuan. Sét do vi khuan thuong gy ting than nhiét
trén 39°C trong khi sot do virus chi c6 nhiét do khoang 38°C — 38,5°C.

Nhirng truong hop ngoai 1€:

+ Nhiém khuan & bgnh nhan suy giam mién dich, bénh nhan qué gia yéu... c6 thé

chi sot nhe.

+ Tréi lai, nhiém virus nhu bénh quai bi, thiry ddu, sét xuat huyét, bai liét... c6 thé

tdng than nhiét tGi trén 39°C.

Tham kham 1am sang va phong van bénh nhan gitp thay thudc du doan tac nhan
gay bénh qua duong tham nhap cua vi khuan, qua cac dau hiéu dic trung...

- Céc >§et nghiém 1am sang thuong qui: Baoqgom cong thuc bach cau, X quang
va cac chi so sinh hda s€ gép phan khang dinh chan doan cua thay thuoc.

- Tim vi khuan gay bénh: La bién phap chinh xac nhat dé tim ra tic nhan gay
bénh nhung khong phai moi truong hop déu can. Chi trong trudng hop nhiem khuan
rat ning nhu nhiém khuan huyét, viém mang ndo, thuong han... khi ma tham kham
lam sang khdng tim thay gau hi¢u dac trung I}oac nhiémlkhuén mac phai & bénh vién,
& bénh nhan suy giam mién dich khdng co sot hay chi sot nhe.

Viéc phan 1ap vi khuan gay bénh khong phai ¢ dau cling lam duoc, lai phai mét
thoi gian va ton kém nén mac dau chinh xac nhung khong phai la uu tién hang dau.
Hon nita ¢ nudc ta viéc ban khang sinh tran lan khong céan don cling lam khé khan
cho viéc phat hién vi khuan khi nudi cay.
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3.2. Phai biét lwa chen khang sinh hep ly
Lya chon khang sinh phu thudc 3 yéu té:
- Vi khuan gay bénh
- Vi tri nhidm khuan
- Co dia bénh nhan
3.2.1. Lwa chon khang sinh phai phil hep véi vi khuan gay bénh

MJdi khang sinh chi c6 tac dung Ién mét sé loai vi khuan nhat dinh, cho du khang
sinh dugc coi 1a phd rong. Vi vay mudn chi dinh khang sinh hop 1y thi phai chon dugc
khang sinh phtl hop véi tac nhan gay bénh. Viéc dinh danh vi khuan nhu phan trén da
noi 1a rat tbn kém, mat thoi gian va khong phai lac ndo, noi nao ciing lam duogc, do
d6 chu yéu dya vao kinh nghiém 1am sang la chinh.

Vi du:

- Trén be mat da hay gap cac vi khuan Gram (+) nhu lién cau (Streptococcus), tu

cau (Staphylococcus).

- Ving khoang miéng, hau, hong hay gip lien cau nhém A (Streptococcus

pyogenes).

- Trong dai trang c6 nhiéu E. coli.

Tuy nhién, nhié“;u khi tai nhing vi tri trén van gap nhiing vi Ighuén khéac do su di
chuyén cua vi khuan tir vi tri nay sang vi tri khac; do d6 viéc két hop thém céac xét
nghiém la khdng thé thiéu duoc khi lua chon khang sinh.

3.2.2. Lwa chon khang sinh theo vi tri nhiém khuan

Mudn dieu tri thanh cong, khang sinh phai tham dwoc vao 6 nhiém khuan, nhu
vay nguoi thay thuoc phai nam virng dac tinh dugc dong hoc cua thuéc mai co thé
chon dugc khang sinh thich hop.

Diéu nay rat quan trong trong diéu tri nhiém khuan tai céc to chirc khé tham thude
nhu mang nao, tuyet tien liét, xwong — khép mat.

Bang 8.2. Kha ning thim uu tién ciia mot s6 khang sinh vao cac co quan td chic

Co quan, t6 chtc Khang sinh

Tuyén tién liét Erythromycin, Co-trimoxazol, FQ, C3G

Xuong — khop Lincomycin, clindamycin, rifampicin, FQ, C1G...
Dich néo tay Cloramphenicol, rifampicin, metronidazol, C3G...

Ghi chl: C1G, C2G, C3G la cephalosporin thé hé 1, 2, 3;
FQ la fluoroquinolon.
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Céc khang sinh bdi tai chd, nho hoic tra mat, nho vao tai... ciing ¢6 ich nhim ting
nong do tai 6 nhiem khuan. Khang sinh dung ngoai rat da dang va thuong la nhirng
khang sinh c6 doc tinh cao khi dung toan than nhu colistin, framycetin, polymycin-
B.

Véi cac vi tri cho phép bdi thudc nhu nhidm khuan da va mé mém, nén tan dung
loi thé cua thuoc sat khuan (con 70°C, chlorohexidin, iod hiru co, bac sulfadiazin...).

3.2.3. Lwa chon khang sinh theo co dia bénh nhan
Nhitng ddi twong can luu v khi lua chon khang sinh bao gom:
- Tre em (ddc biét la tré so sinh), nguoi cao tudi, ngudi suy giam chirc nang gan
than 1a nhimg d6i twong dé bi tich liy thudc do chirc ning thai trir thue kém.
- Phunir c6 thai, dang cho con bu la nhitng dbi tegng ma viéc dung thude co thé
anh huong dén thai nhi hoac tré bd me.
- Nguoi c¢6 co dia di ung la nhitng ddi tuong ma viéc dung thube dé gap di ang,
dac biét la soc qua man.
Bang 8.3 trinh bay vi du vé doc tinh trén gan va than caa mot s6 khang sinh. Bang
8.4 trinh bay khuyen cao lya chon khang sinh cho phu nit c6 thai dé minh hoa cho
nguyén tac lya chon khang sinh theo ca thé.

Bang 8.3. Kha ning gay doc voi than caa mot s khang sinh

Khang sinh Muc do doc vai than
Aminosid ++

Cac penicilin 00

Céc cephalosporin +

Tetracyclin +

Doxycyclin 0

Phenicol 0

Ghi cha: Ky hiéu (0): khong déc hoac chua c6 bao cao
(+): thinh thoang, (++): gap thuong xuyén
Bang 8.4. Sur dung khang sinh & phu nir ¢0 thai

Khéng sinh 3 thang dau 3 thang gitra 3 thang cudi
Pen. G + + +
Pen. M + + 0
Pen. A + + +
Cephalosporin + + +
Macrolid + + +
Aminosid 0 0 0
Tetracyclin 0 0 0

102




Phenicol 0 0 0
Lincosamid 0 0 0
Co-trimoxazol 0 0 0
Quinolon 0 0 0

Ghi cha: Ky hiéu (0): khéng str dung duoc, (+) str dung duoc (Theo Mouton Y 1994)
3.3. Phai sir dung khang sinh diang thoi gian qui dinh

Khéng ¢6 qui dinh cu thé vé d6 dai cua dot diéu tri VOl mgi loai nhiém !(huén
nhung nguyén tac chung la str dung khang sinh dén khi hét vi khuan trong co thé cong
thém 2-3 ngay ¢ nguoi binh thuong va 5-7 ngay ¢ bénh nhén suy giam mién dich.

Thuc té it khi c6 diéu kién nudi ciy vi khuan sau khi diéu tri, do d6 coi la hét
vi khuan khi bénh nhan giam sot, trang thai co thé cai thién: An ngu tot hon, tinh tao...

Vi nhiém khuan nhe, dot diéu trj thuong kéo dai khoang 7 dén 10 ngay, nhung
v6i nhidm khuan nang, nhiém khuéan ¢ nhiing t6 chirc ma khang sinh khé tham nhap
(mang tim, mang ndo, xwong...) thi dot diéu tri kéo dai hon; riéng véi bénh lao, phéac
d6 ngan ngay ciing phai kéo dai téi 8 thang.

Ngay nay, voi sy xuat hién nhiéu khang sinh hoac cac dang ché pham ¢ thoi
gian ban thai kéo dai da cho phép gidm duoc dang ke so lan dung thuoc trong dot dieu
tri, lam dé dang hon cho viéc tuan tha diéu tri cua bénh nhan.

Vi du:

- Dung doxycyclin trong diéu tri nhidm khuan duong hd hép‘do Rickettsia,
Mycoplasma va cac vi khuan noi bao kh@c chi can mot dot di€u tri kéo dai 3
ngay trong khi néu dung céc tetracyclin c6 dién phai mat it nhat 7-10 ngay.

- Dung ceftriaxon dé diéu tri bénh thuong han, liéu 1-2 g/lan, dot 5 ngay thay
cho diing cloramphenicol 30-50 mg/kg méi ngay, kéo dai 14 ngay.

KET LUAN

MGi lién hé tam giac “khang sinh — vi khudn —ngudi bénh” rat khing khit.
Chon dugc khang sinh pht hop véi loai vi khuan gay bénh da khé nhung dong thoi
lai phai phl hop véi ngudi bénh lai cang khé hon. Trong khuoén kho chuong trinh
trung hoc, chdng t6i chi chi trong dén nhiing nét lién quan dén sir dung khéang sinh
trong diéu tri, con phan st dung khang sinh cho du phong s& hoc trong chuong trinh
dai hoc. Nhitng ndi dung lién quan dén str dung khang sinh trong diéu tri ciing trinh
bay tom tat, tap trung vad mot s nhém khang sinh thdng dung. Cac kién thic rong
hon s€ dugc hoc ¢ chuong trinh dai hoc.
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BAI 10. NGUYEN TAC SU DUNG VITAMIN AN TOAN HQP
LY
Thoi gian: 04 gio
GIGI THIEU

Vitamin 1a cac chit hiru co c6 sin trong thuc pham, ngii cdc, rat can thiét cho
cudc song hang ngay. Vitamin ludn ton tai cling véi cac chat khoang (Ca, Mg, Fe, Cu,
Zn...). Nhém cac chét nay khdng tao ra ning lugng cho co thé hoat dong nhu glucid,
lipid, ciing khong tham gia vao viéc tao cac té bao cho co thé nhu protid, lwong can
dua vao hing ngay rat nho (thuong chi tinh bang miligram) nhung lai vO cung guan
trong cho su séng. Vitamin va chat khoang tham gia tao nén cac enzym can thiét cho
chuyén héa cac chat hoic ban than 1a nhitng chét sinh hoc cé hoat tinh manh nén khi
thiéu hoac thira so v&i nhu cau hang ngay thi déu cé thé gay bénh.

MUC TIEU

1. Kién thirc

1.1. Trinh bay dugc cac nguyén nhan gay thiéu vitamin, cac biéu hién thiéu va cach
khic phuc

1.2. Trinh bay dugc cac nguyén nhan gay thura vitamin, cac biéu hién thira va cach
khac phuc 1.3. Nam virng cac diém can luu ¥ khi lya chon hay sir dung cac ché pham
c6 chira vitamin va chat khoang

2. Ky nang

Huéng dan dung viée st dung vitamin dang thudc an toan hop 1y cho bénh nhan.

3. Thai do: Co thai do nghiém tic khi hoc tap, lam bai tap nhom.

NOI DUNG

1. Nhu cau hang ngay vé vitamin

2. Thiéu Vitamin

3. Thua Vitamin

4. Lya chon cac ché pham va mot sb luu ¥ khi str dung

1. NHU CAU HANG NGAY VE VITAMIN VA CHAT KHOANG

Nhu cau hang ngay vé vitamin va chat khoang doi véi nguoi binh thuong
khong nhi€u. Bo sung vitamin va chat khoang chi can thiet khi thieu. Bang 9.1 la
luong vitamin va chat khoang can bo sung hang ngay khi thiéu hoan toan dudi dang
thudc.

Bang 9.1. Liéu khuyén co b sung vitamin va chat khoang hang ngay

Vitamin va chat | Pon | Dudi 1 tudi | Tir 1-4 tuoi | Trén 4 tudi | Co thai va

khoang Vi va  nguoi | cho con bd
I6n

Vitamin A bvqt | 1.500 2.500 5.000 8.000
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-D bvqt | 400 400 400 400
-E bvqt |5 10 30 30
-C Mg 35 40 60 60
-B: Mg 0,5 0,7 15 1,7

- B Mg 0,6 0,8 1,7 2

- PP (Bs) Mg 8 9 20 20

- Bs Mg 0,4 0,7 2 2,5

- B2 g 2,0 3 6 8

A. folic (Bo) Mg |01 0,2 0,4 0,8
Biotin (Bs) Mg |05 0,15 0,3 0,3
A pantothenic | Mg 3 5 10 10
(Bs)

Calci (Ca) Mg | 600 800 1.000 1.300
Sat (Fe) Mg |15 10 18 18
Phospho (P) Mg |500 800 1.000 1.300
lod (1) Hg 45 70 150 150
Magnesi (Mg) Mg 70 200 400 450
Kém (Zn) Mg |5 8 15 15
bong Mg |06 1 2 2

S6 liéu trong bang 9.1 dwa theo tiéu chuan cua Vién han 1am khoa hoc My va
duoc “Cuc Thyc pham va Thudce” (FDA) ciia My lay 1am thong tin lya chon b sung
vitamin va chét khoang, vi vay luong ghi trong bang 1a lugng bé sung trong truong
hop thiéu hut vitamin.

Binh thuong licu duing cuia cac vitamin va chat khoang chi nén trong pham vi
tir 3 dén 5 lan luong ghi trong bang. Dung kéo dai nhiing lugng 16n hon 10 1an nhu
cau thuc té cé thé dan dén nhirng trang thai bénh ly do thira vitamin va chat khoang.

Hai vitamin c6 pham vi an toan hep nhat 1a vitamin A va D. Liéu tdi da cho
phép chi gap 10 lan nhu cau trong bang . Vitamin A dic biét nguy hiém khi dung liéu
cao cho phu nir ¢6 thai vi nguy co gay quai thai hodc tang ap luc noi So & thai nhi.
Phu ni c6 thai néu can b sung chi duoc ding nhiing liéu bang luong ghi trong bang.

Trong bang khéng trinh bay nhu cau vitamin K vi thuc té luong vitamin K can
cho nhu cau hang ngay c6 thé dam bao nho hé vi khuan ruét. Bo sung vitamin nay chi
can thiét ddi vai tré so sinh vi ¢ d6i twong nay hé vi khuan rudt chua phat trién day
da hozc véi bénh nhan sir dung kéo dai khang sinh duong uéng do hé vi khuan ruot
bi khang sinh hity hoai. Do vitamin K duoc dy trir trong gan nén viéc bd sung ciing
don gian: Dung 1 liéu 0.5 — 1 mg qua dudng tiém bap hoic udng.

Nhin vao bang 9.1 c6 thé thiy lwong can bé sung vitamin va chat khoang hang
ngay tuy thugc lta tudi, trang thai sinh ly,. ..
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Nhu cau ting c6 thé gip trong cac truong hop sau:

- Trang théi sinh 1y: Nhu cau hang ngay s& tang khong chi theo lira tudi, khi c6
thai... ma ca theo hoat dong thé luc (lao dong nang, hoat dong thé thao...).

- Trang thai bénh ly: Khi bi bénh kéo dai, dac biét l1a nhirng trang thai bénh ly
lién quan dén hé tiéu hda — noi hap thu vitamin (tic mat, cat doan da day, ia
chay kéo dai...), khi gip stress (s6t cao, sau mo, nhiém khuan ning...). Cac sb
licu trong bang 9.2 14 vi du v& mot sb truong hop can bd bung vitamin va
lwong can bd sung.

Bang 9.2. Lwong vitamin can bd sung khi gap stress (sét cao, sau md, bong nang,
nhiem khuan nang...)

Vitamin %US RDA Luong can bo sung
Vitamin C 500 300 mg

Vitamin B 667 10 mg

Vitamin B; 588 12 mg

Vitamin Be 200 20 mg

Vitamin B12 61 1,8 mcg

Acid folic 375 1,5mg

2. THIEU VITAMIN
2.1. Nguyén nhan gay thiéu

Céc vitamin ludn c6 san trong ngii co¢ va thuc pham (gao, mi, thit, ca, tring,
sira, rau...), vi vay doi véi nhitng ngudi khdng c6 qua trinh ri loan hap thu ¢ duong
tiéu hda (ia chay, viém tuy, loét da day — ta trang) va khong an kiéng, c6 ché d6 in
can ddi voi thyc pham dam bao chat lugng thi khdng bao gio thiéu va khong can bo
sung. N6i chung, cac vitamin tan trong nudc dé bi hong hon céc vitamin tan trong dau
va khong cd du trir nén dé gap hién twong thiéu hon.

Nén nh¢o rang vitamin ludn ton tai song song vai chat khoang va cac nguyén tb vi
lugng (sat, ddng, kém, calci, phospho...) nén nhimg truong hop thleu vitamin cling
thuong kém theo thiéu ca chat khoang va do d6 khi bo sung ciing can tinh dén ca chat
khoang. Tuy nhién, chat khoang kha bén va it hao hyt nén nguy co thiéu ciing it hon;
viéc b sung chat khoang can than trong vi pham vi an toan hep, dé& dan dén ngo doc
do qua liéu.

Thiéu céc chat nay c6 thé do nhitng nguyén nhan sau:
2.1.1. Do cung cdp thiéu

- Chét luong thuc pham khong bao dam: Ngii cdc dé 1au ngay hoac bi moc sé giam
lugng céc vitamin nhom B ¢0 trong 16p vo 4o cua hat (gao, mi...). Rau qua Ua, héo
hoac bai quan lanh 1au ngay lam giam ham Iugng vitamin C.

106



- Khau ché bién khong dung ciing ¢6 thé 1am giam lugng vitamin mac du chét lwong
thuc pham ban dau tot. Vi du cac vitamin nhém B va C déu dé hong trong moi truong
kiem, khi tiep xuc véi kim loai, vai nhiét do cao hoac véi cac chat oxy hoa.

- Nghién ruou: Nghién rugu gy xo gan dan dén giam kha nang dy trir vitamin cua

gan, gay tic mat 1am giam hap thu vitamin A tan trong dau, thiéu albumin 1am giam
hap thu vitamin A...

- Do chat dat va nguon nudc ¢ timg dia phwong: Chat dat va nguon nudc & mot s6
vung ¢6 ham Iugng iod hoac fluorid thap gay bénh budu c6 dia phuong, hong rang. ..
2.1.2. Do réi logn hdp thu

- Suy dinh dudng, ia chay kéo dai, nghién ruou,... déu Iam giam hap thu céc chat,
trong d6 c6 vitamin va chat khoang.

- O ngudi cao tudi, su thiéu vitamin va chat khoang la do su giam chtic nang cia hé
tiéu hoa: giam su tiét dich vi, dich mat, dich tuy,... va su hoat dong kém hiéu qua cua
cac co ché hap thu tich cuc qua niém mac rudt. Thém vao d6, do nhu dong rudt yéu,
hay bi tdo bon nén viéc dung thudc nhuan trang kéo dai cling 13 nguyén nhan can tro
hap thu cac chat, trong d6 c6 vitamin va chat khoéang.

- Réi loan hap thu c6 thé do mot sé bénh duong tiéu hoa nhu viém tuy, tic mat, loét
da day- ta trang...
2.1.3. Do nhu cdu co thé tang nhung cung cd’p khong du
Phu nit ¢6 thai, cho con b, thiéu nién tudi day thi hoac bénh nhan sau 6m day, sau
mo, nhiém khuan kéo dai... déu ¢ nhu cau ve vitamin va chat khoéng téng hon binh
thuong. Nhiing truong hop nay neu duoc bo sung bang ché do an uong thi khong can
dung thém vitamin va chat khoang dang thuoc chi can khi khong an dugc do roi loan
tiéu hoa hoac an khong du (do mét moi, chan an...).
2.2 Xir tri khi thiéu vitamin
- Phat hién nguyén nhan gay thiéu va loai bo n6 1a viéc phai lam dau tién.
Vi du:
+ Néu thiéu do rdi loan hap thu thi phai diéu tri cac bénh lién quan (ia
chay, suy gan, tac mat,...).

+ Thiéu do cung cap khong da cho nhu cau thi phai tang cuong thém khau
phan an hoac st dung thém vitamin va chat khoang néu thiéu tram
trong...

- B6 sung vitamin va chat khoang:

+ B6 sung hop Iy nhat 12 tir thyc pham vi d6 1a ngudn cung cap day da va
can doi nhat.
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+ BO6 sung duéi dang thudc chi khi thiéu tram trong hoic trong truong hop
chua c6 diéu kién sira doi lai ché d6 an, vi du thiéu vitamin A, thleu sat
& bénh nhan nghéo, nhitng ngudi ma hop phan dinh dudng chu yéu la
ngil cdc va rau.

Chon ché pham:

Tat ca cac yéu té gay thiéu vitamin va chat khoang di néu trén gay ra nhiing
r6i loan chuyén hoa céc chat. Thuong thi it c6 hién tuong thiéu don doc mot chat trir
nguyén nhan thiéu do khuyét tat di truyén hodc do tuong tac thudc, vi vay viéc bd
sung vitamin hozc chat khoang dudi dang hdn hop c6 hiéu qua hon dung cac chat don
16. Ty 1& phdi hop cua cac cong thic khac nhau nén khi lva chon phai cin cir vao
nguyén nhan gay thiéu dé bd sung cho phu hop. Ché pham vitamin c6 kém chét
khoéng it phd bién hon. Dang don 1é cta vitamin va chat khoang thuong ré hon. Vi
vay néu biét chac chan thiéu chat nao thi chi bl chat d6 dé it nguy co thira chat khéac
ma lai tiét kiém. Tuy nhién cac dang don 1¢ thuong c¢6 ham luong cao hon nén dé dan
dén nguy co thira hon dang phdi hop.

Chuy:
MGt s trueong hop chi dinh vitamin khang he lién quan dén tac dung sinh Iy cia
chiing va thuong dung ¢ lieu rat cao:

- Hon hop vitamin nhom B (Bs, Bs, B12) v6i ham lugng vitamin gap hang tram,
hang nghin lan nhu cau sinh 1y dung dé giam dau trong cac chirng dau than
kinh khong ro nguyén nhan. Chi dinh nay hoan toan theo kinh nghiém chur
khong hé cd chitng minh thuc nghiém. Nén nhé rang vitamin Bi2 tuy thugc
nhém tan trong nude nhung c6 du trir ¢ gan va licu cao cling gdy tich iy, dan
den thtra nhu doi vai cac vitamin tan trong dau, do do can tinh dén hau qua nay
khi st dung.
- Vitamin Bi dudi dang hydroxocobalamin véi liéu rat cao (0,1 g/kg, tiém tinh
mach) dugc dung dé giai doc cyanua.
3. THUA VITAMIN
3.1. Nguyén nhan gay thwa va hau qua
3.1.1. Do lgm dung vitamin dwéi dang thuéc

Day la nguyen nhan hang dau hay gap nhat. Can can nhac lai rang nhiing nguoi
khoe manh, khéng c6 rdi loan hap thu va an véi ché do du cac chat thi khong bao gio
phai dung thém vitamin dudi dang thuéc. Néu nhing ddi _tuong nay thudng xuyén
udng vitamin, dac biét la vitamin tan trong dau (A, D) thi d& gap céc réi loan do thira.
B6 sung iod dudi dang thudc (tiém dau, Lipiodol) hién tai khong &p dung dé bu khi

thiéu iod nira cling do dé gay thira. Bién phap bd sung iod bang cach tron vao mudi
an an toan hon. Sit va calci ciing hay bi lam dung liéu cao.
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Hau qua:

- Tré em dudi 4 tudi thudng xuyén udng vitamin A c6 ham luong >5.000
dvqt/ngay cé thé bi ngd doc man tinh véi triéu ching dau xuong, ban do, viém
da troc vay, viém miéng...

- Liéu vitamin A > 100.000 dvqt/ngay cé thé gay phong thop, co giat, ting ap
luc noi so o tré nho.

- Phu ni c6 thai ding kéo dai > 5.000 dvqt/ngay trong khi van &n uong dy du
va hap thu tot sé€ c6 nguy co thura vitamin A, gay quai thai.

- Vitamin C tuy thugc nhom tan trong nudc nhung khi dung thuong xuyén
dichiét ¢ liéu cao ciing gy khong it tai bién: Ia chay, loét duong tiéu hoa,
viém duong tiét niéu, va dac biét 1a soi than (ty Ié gap cao & nhirng bénh nhan
co tlen st bénh nay). Dang tiém tinh mach gay giam stc bén hong cau, rit
ngan thoi gian déng mau. ..

- Céc ché pham vitamin B (hon hop 3B) licu cao gay thira viamin Be v6i cac
biéu hién rdi loan than kinh cam giéc, thira vitamin Bz Vai tri¢u chiing thura
cobalt gy ting san tuyén giap, bénh co tim va ting hong cau quéa muc.

3.1.2. Thira do én uéng

7 C6 mét s6 t;Eli Ii@u mQ ta hién tuong thl‘ra} vita}min A, tham chi ca ngd doc cua
tho dan phuong Bac (gan Bac cuc) do an gan gau trang.

Thira beta-caroten do an kéo dai nhitng thuc pham giau chat nay thé hién bang
su nhuém vang da, nho d6 nhirng treong hop nay it nguy hiém vi nguoi st dung tu
dong bo thirc an do.

NGi chung, thira vitamin do an udng it gap vi co thé c¢6 co ché tu diéu chinh
trong qua trinh hap thu qua duong tiéu hoa.

3.2 Bién phép tranh thira vitamin

Vi hién tugng thua da phan do sir dung cac chat nay dudi dang thudc khdng hop
ly, do do nhirng Kién thtc vé sir dung nhom thudc nay s& gép phan nang cao tinh an
toan trong diéu trj.

- Than trong khi sir dung cac ché pham c6 ham lugng lén hon 5 1an nhu cau
hang ngay. Loai nay thuong gap vaéi hdn hop vitamin nhom B (B1, Bs va Bio)
hoic céc cong thirc dung véi tac dung chdng 140 hoa (anti-oxidant).

- Néu biét dich xac thiéu vitamin nao thi tot nhat nén dung dang don 1é dé tranh
hién tuwong thira cac chat khac, dic biét cac vitamin tan trong dau va chat
khoéng. Cac cong thirc phdi hop nén danh cho cac truong hop thiéu do rdi loan
hép thu, do ém keéo dai (vi du ung thu).
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- Chon lya thudc ¢ dang hén hop vitamin phéi phan biét cac céng thic danh cho
tré em dudi 1 tudi, cho tré em dudi 4 tudi va cho nguoi 16n.

- Trong nudi dudng nhan tao hoan toan ngoai dudng tiéu hda, viéc bd sung
vitamin 1a bat budc dé duy tri kha niang chuyén hda cac chat nhung lidu luong
chat can dua phai duoc tinh toan dya trén tinh trang bénh Iy cua timg bénh
nhan. Co thé dung nhiing 6ng han hop vitamin dong san hoic ly riéng I¢é ting
chét réi phdi hop theo ti 16 mong mudn.

- Bénh nhan tham tich mau chi nén b sung hén hop vitamin tan trong nudc Vi
trong trurong hop nay vitamin tna trong dau khong bi mat trong qué trinh tham
tich.

- Puodng dua thude vu tién trong moi trudng hop 1a duong udng vi tranh dugc
nguy co thtra nho qua trinh tu diéu chinh khi hap thu. Puong tiém chi ding
trong trudng hop co ché hap thu qua 6ng tiéu hoa bi ton thuong (nén nhiéu, ia
chay...) hoac khi can bé sung gap vi chit, trong nudi dudng nhan tao ngoai
duong tiéu hoa (TPN).

KET LUAN

Chuyén luan nay nhiam gitp cac duoc si c6 dugc kién thic khi sir dung mot
nhém thude duoc ban rat rong rai khong can don. Co duoc hiéu biét tét sé gitp d5
ngudi bénh trong chon lya ché pham va gitp ho phét hién sém nhimng truong hop
thiéu dé bu kip thoi. Mic khac hién nay viéc lam dung vitamin va chat khoang rat pho
bién nén viéc tu van nham ngan chin nguy co thira cling rat quan trong. Do chinh 1a
muc tiéu caa stir dung vitamin an toan va hop 1y danh cho dugc si.
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BAI 11. NGUYEN TAC SU DUNG THUOC PUONG TIEU
HOA VA HO HAP
Thoi gian: 04 gio

MUC TIEU
1. Kién thire
1.1. Trinh bay duoc nguyén nhin bénh sinh va cac yéu té thuc ddy dua dén viém
loét da day ta trang
1.2. M6 ta duoc co ché tac dong cuia cac nhom thude dung diéu tri VLDDTT
1.3. Trinh bay duoc nguyén tic diéu tri bénh tdo bon va tidu chay.
1.4. Trinh bay duoc cac thude duogce str dung, cach sir hop 1y cac thude trong diéu
tri tdo bon - ti€u chay.
1.5. Néu duoc co ché va tac dung cua 4 nhom thude thuong ding trong diéu tri hen
phé quan.
1.6. Liét ké dugc cac bién phap diéu tri hd trg hen bang thudc va khong ding
thudc.
2. Ky nang
Huéng dan dung viée st dung diéu chinh réi loan tiéu hoa va hd hap an toan hop 1y
cho bénh nhan.
3. Thai dg: Co6 thai do nghiém tuc khi hoc tap, [am bai tdp nhom
NOI DUNG
1. Thudc diéu tri viém loét da day — ta trang
2. Nguyén nhan bénh sinh viém loét da day — t& trang
3. Cac loai thudc dung trong diéu tri
4. Thubc diéu tri tao bon — tiéu chay
5. Téo bon
6. Tiéu chay
Thudc diéu tri hen phé quan
Vai nét vé bénh hen phé quan
Thudc diéu tri hen phé quan
MO DAU
1. Vi nét vé bénh Hen phé quan
1.1. Dinh nghia

"Hen phé quan (HPQ) Ia trang thai 1am sang cua sy phan tng cao d6 ¢ phé quan
do nhiéu kich thich khac nhau, biéu hién dic trung 1 con kho thd véi tiéng co cir hau
qua cua co that co tron phé quan, phil né niém mac phé quan va ting tiét dich nhay
phé quan. Con khé thé 6 thé hdi phuc”. (Bai giang Bénh hoc noi khoa - Nha xuat
ban Y hoc).

1.2. Nguyén nhén va diéu tri
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* Nguyén nhan

Hen phé quan c6 thé do di &ng khi tiép xdc véi mot di nguyén, gdy nén man cam,
dac biét véi nguoi co co dia di tng nhu bi may day, viém miii, phu Quincke... Cac di
nguyén thuong | bui nha, cac loai 16ng, bo chét, phan hoa, nAm méc, hoa chat, thudc,
dic biét 1a aspirin, cac hwong liéu, khi hau va mua, thire an va do udng, vi khuan...

Hen c6 thé do noi tai, do cdc bénh hd hap khac nhu viém phé quan, gang suc (thé
duc thé thao), noi tiét, do tam ly...

Nguoi ta chia thanh 4 mac d6 hen:
— Mrc d6 1: Con hen ngan, khong lién tuc, con hen xuat hién < 2 lan/tuan.
— Mirc d6 2: Con hen xuét hién > 2 lan/tudn nhung < 1 1an/ngay.

— Muc d6 3: Con hen xuét hién hang ngay, hoat dong thé luc va giac nga bi anh
huong.

— Mtc d6 4: Con hen lién tuc, hoat dong thé lyc bi han ché, con thuong tram trong.
« Piéu tri hen phé quan

Cancu vao hiéu qua diéu tri ngudi ta chia than‘h 3 muc do la chira khoi hoan toan,
diéu tri cac con hen nguy kich phai cap ctu va dicu tri kéo dai suot doi.

Diéu trj tan goc: C6 rat nhieu nguyén nhan bénh sinh cia hen phé quan, vi vay
Viéc di€u tri tan goc Ia rat kho khan, nguoi ta chi cd thé cat con dugc mot thoi gian
ngan.

Diéu tri nhitng con nguy kich: Tuy thudc vao ting tinh trang cu thé, tuy nhién phai
st dung nhitng thudc dic hiéu, d6 1a corticosteroid, cac thudc

cudng giao cam beta 2 gay gian phé quan ... Cac thudc nhom xanthin cung thuong
dugc stir dung, tuy nhién can luu y tuong tac cia nhdm nay véi cac thuoc dung cung
khéc.

2. Cac thudc diéu tri hen phé quan

2.1. Thudc gian phé quan

2.1.1. Thuéc kich thich thu thé beta - adrenergic

Cé4c chat kich thich thu thé beta khong chon loc

Chat thuong dung 12 adrenalin (epinephrine). Adrenalin kich thich ca thu thé alpha
va beta - adrenergic. Trong truong hop khan cap, adrenaline duoc tiém, hiéu qua gian
phé quan rat nhanh, nhung c6 nhiéu nguy co tai bién do tac dung phu véi hé tim mach
va hé than kinh, nhat laco thé gy ra nhitng tai bién nguy hiém véi tim. C6 thé tiém
dudi da 0,3 mg (1/3 6ng loai 0,1%), nhung chi c¢6 bac si chuyén khoa méi duoc chi
dinh. Hién nay it dung.
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Céc chat kich thich chen loc thu thé beta - 2 adrenergic

Cac chat kich thich chon loc thu thé beta - 2 adrenergic nhu salbutamol hoic
terbutalin, metoproterenol... it tdc dung phu hon céc thudc kich thich beta - 2 khdng
chon loc nhu isoprenalin hoac adrenalin. CAc chat nay it anh huong dén tim. Phan Ién
cac con hen tir nhe dén vira déu dap wng nhanh véi cac thude kich thich chon loc beta

— 2 adrenergic ¢ dang khi dung (dang xit) nhu salbutamol hoac terbutalin.

Bang 11.1. Céc thudc kich thich beta dung diéu tri hen phé quan

Tén hoat chat

Tén biét dwgc

Adrenalin (Epinephrin) Primatene

Bitolterol Tornalate

Ephedrin Coderin

Fenoterol Berodual, Berotec

Isoetharin Bronkometer, Bronkosol

Isoprenalin (Isoproterenol) Medihaler-Iso, Duo-Medihaler, Mistometer
Metaproterenol Alupent, Metaprel

Noradrenalin (Norepinephrine)

Bronkephrine

Pirbuterol

Maxair

Procaterol

Pro - air

Salbutamol (albuterol)

Asthalin, Apo-Salvent, Combivent, Durasal-
CR,Ventolin, Proventil

Salmeterol xinafoat

Seretide accuhaler, Serevent inhaler

Terbutalin

Brethaire, Brethine, Bricanyl

2.1.2. Thuéc gidn phé quan theo co ché khang cholinergic

Céc thuc nhom nay c6 hiéu qua tét trong viém phé quan man do giam co that
phé quan. Thudc thuong dung 1a ipratropium (Atrovent). Oxitropium ciing cé tac
dung twong ty nhu ipratropium. Dang bao ché thuong dung 13 khi dung dudi dang
binh xit dinh liéu hozc dich phun khi dung; tac dung téi da dat dwoc sau khi phun 30
- 60 phut va kéo dai tir 3 dén 6 gio, co thé duy tri gidn phé quan véi cach dung 3 lan
maoi ngay.

Hiéu qua gian phé quan cua ipratropium khdng bang cac thubc thuscnhém kich
thich beta - 2 va adrenalin. Hiéu qua sé& t6t hon néu dung ipratropium két hop voi cac
chat kich thich beta - 2. Dung hai tht cing mét ldc ¢ hiéu qua hon dung xen k& tirng
thi mot. Hién tai co dang bao ché phdi hop sin 2 thudc tao hdn hop dé hit cing mot
lic (ipratropium va salbutamol). N6i chung, cac thudc khang cholinergic c6 loi trong
diéu tri bénh phoi tic nghén man tinh (COPD - Chronic Obstructive Pulmonary
Disease) hon 13 d6i vé&i hen. Cac thudc khang cholinergic ding theo dang udng gay
nhiéu tac dung phu hon dang khi dung, trong sé d6 quan trong nhat 1a 1am giam tiét
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dich dwong hd hap, vi vay ma méc du chiing duoc phat hién trudc cac thude thuoc
loai kich thich beta - 2 va adrenalin nhung dén nay rat it sir dung trong diéu tri hen.

2.1.3. Thuéc gidn phé quan nhém xanthin

La nhdm thude dugc sir dung trong ca con hen cap tinh va man tinh, c6 tac dung
gidn co tron khi phé quan, déng thoi e ché giai phong histamin. Thude dién hinh cua
nhom nay 1a theophyllin, dwgc dung duéi hai dang: tiém va uéng. Dan chét cua
theophylin la aminophylin dugc dung theo duong tiém tinh mach, dugc chi dinh trong
nhitng con hen cap, khi nguoi bénh khé ding thudc qua dudng UOng Dang tinh mach
cit con nhanh nhung nguy hiém vi d& qué liéu, vi vay sau khi cit con nén chuyén
sang dudng udng ngay.

Trigu chimg ngo doc theophylin do qué lieu bao gom: Nhire déu, khé ngu, bon
chon, kich d@ng, mach nhanh, buon nén, nén; néu tram trong co6 thé mé sang, co giat,
tham chi c6 thé tu vong.

Theophylin la thuéc c6 pham vi diéu tri hep, vi vay can phai theo ddi sét, chi dinh
dung licu va tranh twong tac thuoc. Viée xac dinh nong do thuoc trong mau s& bao
dam cho dicu tri an toan hon (nhat la doi vai tré nho bi hen) nhung hién tai nudc ta
chua lam duoc.

Theophylin tac dung kéo dai (loai 12 gio hogc 24 gio) giit ndng do diéu trj 6n dinh,
dugc dung ca trong diéu tri va dy phong d€ ngan chén cac con hen.

Luu y khi st dung theophylin:

— Cac tuong tac thudc ¢ giai doan chuyén hoa (hay gip khi dung ddng thoi Véi
erythromycin hoac cac khang sinh ho macrolid) dan dén tang nong do theophylin
trong huyét tuong.

— Khi str dung theophyllin, tac dung kich thich than kinh trung wong ting néu nguoi
bénh udng d6 udng cé chira cafein (ca phé, tra dac,Coca-cola) hoac an socola.

2.2. Corticoid

Ngoai c4c loai thudc gidin phé quan, cac corticoid dong vai trd quan trong trong
viéc dieu tri bénh hen phé quan véi co ché chong viém. Thuoc cé thé dung ¢ dang
uong, tiém hoac khi dung.

Str dung thudc khi dung 1a bién phap dua thube dén thang cac viing bi viém bén
trong dudng hd hap, nho dé giam bét liéu lwong va vi vay giam duoc tac dung khong
mong mudn caa corticoid.

Khi phai dung kéo dai, nén dung thubc cach nhat dé giam tac dung suy thugng than
khi ngirng thudc (xem Bai 10 Nguyén tac sir dung thubc chdng viém céu tric steroid
va khoéng steroid").

Mot sé corticoid dang khi dung:
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Beclometason dipropionat
Beclometason monopropionat
Budesonid

Flunisolid

Fluticason propionat
Flunicason

Fluticason

Triamcinolon
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2.3. Thuéc khang histamin H1

Céc khang histamin ngan chin su tiép xdc cua histamin véi thy thé ma hau qua
cua su tiép xuc nay gay ra phan ing co that phé quan, tic la cac khang histamin chan
ngay tir mat xich dau tién cua phan ang.

Tuy nhién histamin chi la mét trong cac yeu t6 gay co thit phe quan, do do6 cac
khang histamin chi ngin chin duoc con hen phé quan trong mét s truong hop nhat
dinh.

Vé6i ngudi hen, cac khang histamin gay mét tac dung khd chiu 1a 1am giam tiét
dich, khién cho céc dich nhay trong phé quan nguoi hen quanh dic lai, giam thai dom.
Pé khic phuc tac dung phu nay nguoi ta dung dong thoi udng nhiéu nudce trong ngay
dé bu trir thc dung khd quanh do thudc gay ra.

2.4. Thudc bao vé té bao mast (Dwdng bao) (cromolyn, nedocromil)

Do co ché bao vé té bao mast khoi phan &ng khang nguyén - khang thé, cac chat
ndy ngan can su giai phong chét trung gian hoé hoc. Ca 2 chat déu 6 tac dung twong
tu nhau: Tac dung chéng viém nhe, tac dung gidn phé quan la khong dang ké. Céc
thudc nay chi cé tac dung dy phong, it ¢ tac dung trong diéu tri.

Phé blgn la cromolyn; dang bao ché mai dung dé hit, chira mot lidu luong dinh s§~n
cho mét lan hit, giong nhu nhitng loai thudc khi dung khac dung cho ngudi hen, moi
licu cho mét lan 1a 800 microgam. Mot dang khac c6 tén la Tilade (khi dung
nedocromil sodium) hiéu lyc hon cromolyn nhung chi dung dwoc cho tré trén 12 tuoi
va nguoi lon.

3. C4c bién phap diéu tri hd tro hen bang thudc va khong ding thudc
3.1. Thuéc long dom

Loai thudc nay c6 muc dich 1am 16ng, 1am lodng cac dich tiét & duong ho
hap, nho d6 dé téng dom déi ra ngoai.
3.2. Oxy

Oxy liéu phap thuong khéng dung ¢ nha riéng, chi dung trong bénh vién. Trong
diéu kién binh thudng, khong khi trong phong chira khoang 20% oxy. V&i ngudi hen
kéo dai va mirc d6 nang, can mot nong do oxy gap d6i nhu thé. Dau hiéu tim tai &

mai, & tai, & mat, & dudi cac mong tay chirng to phoi khong dua da oxy vao mau, can
dua ngay vao bénh vién dé cho tho oxy va thuc hién cac bién phap diéu tri tich cuc.

3.3. Bu nuéc

Mat nudc 1a mot bién chiing do hen gay ra vi trong qua trinh hen suyén, nhip tho
ctia ngudi bénh co thé nhiéu gap 5 1an hodc hon nita so V4i nguoi thudng, do d6 luong
nudc mat ciing gap nhiéu lan nhu thé. Khong bu du lugng nudc ay thi sé xay ra bién
chang mat nudc. Pang luu y rang véi nhitng nguoi dang con hen, rat kho cho udng
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nuéc qua miéng vi ho khong muén uéng, so udng nuéc vi nudt nudce vao rat khé, vi
vy cang 1am ting nguy co mét nudc nhanh hon. Véan dé khic phuc chu yéu van la
1am sao cho ngudi bénh udng dugc, ban than ngudi bénh phai tap dé udng, udng tirng
ngum nho vai chuc ml mdi lan, tham chi 10ml ciing duoc va cit 5 dén 10 phat nhap
mét lan, lya nhitng thoi diém tdt c6 thé udng.

KET LUAN

Hen phé quan 1a mot bénh man tinh. Nguyén nhan gay hen khéng phai luc nao
cling c6 thé biét, vi vay diéu tri hen chu yéu l1a cac thudc gidn phé quan dé cit con
hen. Viéc ding thudc du phong ciing rit quan trong vi s& lam giam dwoc sé con. Cac
bién phap diéu tri hd tro gitp cho bénh nhan d& chiu hon, kha nang vuot qua cac con
hen dé dang hon, dic biét trong nhitng truong hop nang. Phéi hop thude, st dung
thudc dung cach, dung luc, phéi hop cac bién phap diéu tri hd tro s& 1am ting ty 1¢
diéu tri thanh cong bénh nay
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B- SU DUNG THUOC TRI VIEM LOET DA DAY- TA TRANG

[ — Cl-e*@ + ¢y e

1. NGUYEN NHAN BENH SINH VIEM LOET DA DAY-TA TRANG

VLDDTT la bénh pho bien trén thé gici. & nuéc ta, riéng mien Bac, bénh loét da day-
ta trang chiém 5-7% dan so.

e Trudc ddy nguoi ta cho rang, nguyén nhan dan dén VLDDTT la do ting tiét acid
dich vi, tham chi tac gia Schwatz c6 quan diém rat dut khoat: “khong c6 acid, khong co
loét”. Hién nay, xuat hién quan diém khong pha nhan sy ting tiét acid dich vi ma chi bo
sung cho day du hon: “Sy tang tiét acid dich vi 1a can dé gay viém loét nhung chua du.
Nguyén nhan 1a do c6 su MAT CAN BANG GIUA QUA TRINH HUY HOAI VA QUA
TRINH BAO VE NIEM MAC DA DAY — TA TRANG, qua trinh huy hoai chiém wu thé
hon dan dén 1am ton hai hodc mat chat liéu niém mac gay viém loét.

e Qué trinh huy hoai niém mac: 1a quéa trinh tao boi cac yéu té c6 kha ning in mon,
huy hoai niém mac da day- ta trang. D6 1a acid hydrocloric (HCI) va pepsin 1a thanh phan
chinh cuaa dich vi do da day tiét ra nham tiéu hda thic an (néu tiéu hoa duoc thirc an thi
cling c6 nghia 14 tiéu hoa dugc niém mac). Do 1a su nhiém vi khuan Helicobacter pylori.
D6 14 nhitng chat tir ngoai dua vao nhu: ruou, thue chéng viém khong steroid (NSAID),
thudc chéng viém corticoid. ..

e Qua trinh bao vé niém mac: 1a qué trinh tao boi cac yéu té cd kha ning bao vé niém
mac da day- ta trang. D6 1a chat nhay va natri bicarbonat (NaHCO3) duoc tiét ra tir té bao
nhay nam rai rac khap niém mac da day. Do 1a prostagladin- chat sinh hoc ciing do co
thé tiét ra cd tinh bao vé niém mac bang céach kich thich té bao nhay tiét ra chat nhay va
NaHCOs. Chinh chat nhay va NaHCOg3 tao thanh mot 16p day hon Imm c6 tinh nhay sét
va kiém bao phi toan bd niém mac. Lép chat nhay nay cd tac dung nhu hang rao phong
ngu vira lam tron chdng lai c4c tac hai co hoc gay ra do su co mon cua qua trinh nhao
tron thire an vira bao vé niém mac tranh khoi tac dong an mon cua acid dich vi va céc tac
nhén gay huy hoai khac.

Déi voi nguoi khoe manh, ¢6 sy can bang giira qua trinh huy hoai va qua trinh bao ve.
Khi qué trinh hity hoai chiém uu thé hon thi niém mac s& c6 nguy co bi viém loét. O day
chia 1am hai trudong hop. Trudng hop thir nhat, khdng cé sy ting tiét acid dich vi, tic 1a
su tiét acid dich vi van & mic binh thudng, nhung sy tiét chat nhay lai khong du bao v,

111



chi yéu la gay loét da day. Truong hop thir hai, ¢6 su ting tiét qua muc acid dich vi, 14n
at han sy tiet chat nhay, chua yeu la loét ta trang.

Gop phan lam mét can bang gitra qué trinh hay hoai va qua trinh bao V&, nguoi ta con
dé cap den yeu to xung dot tam ly, su cang thang than kinh (stress). Vi the trong di€u tri
viém loét c6 dat van dé hoa giai stress, an dinh than kinh nguoi bénh.

VAI TRO CUA HELICOBACTER PYLORI

Nam 1983, Marshall va Warren cdng b phat hién mot loai xoin khuan gram am hién
dién & niém mac da day, trude dit tén 1a Campylobacter pyloridis, sau nay dinh danh la
Helicobacter pylori (HP). Hién nay nguoi ta dd xac lap duoc mdi quan hé giira loai vi
khuan nay véi viém da day, loét da day-ta trang, ké ca ung thu da day, va dat van dé tiét
trir HP nhu liéu phap quan trong trong diéu tri viém loét.

Nguoi ta ghi nhan c6 khoang 50-80% dan sé trén thé gisi nhiém HP va 70% bénh nhan
loét da day, 90% bénh nhan loét t4 trang cd su hién dién cua vi khuan nay ¢ niém mac da
day. Di véi nhiéu nguoi, nhidm HP khéng c6 dau hiéu hoic triéu chung va khéng dan
dén bat ky bién chirng. Nhung ddi véi nhitng nguoi khac, HP ¢6 thé dan dén bién ching
nghiém trong, chang han nhu viém loét va ung thu da day.

Vi khuan HP sinh séng dugc tai niém mac béi vi chung thuong xuyén tiét ra men urease
phan giai ure c6 ¢ niém mac tao thanh ammoniac, ammoniac trung hoa acid dich vi.
Chjnh do tict urease dong thoi véi cac men khac nhu protease, lipase ma HP 1am thoai
bien, giam d6 nhay cua lop nhay tic lam suy yéu hang rao bao vé niém mac.

2. CAC LOAI THUOC DUNG TRONG PIEU TRI

C6 thé chia céc thube dung trong diéu tri VLDDTT thanh hai nhom Ion:

- Nhom thubc tac dung theo co ché tac dong vao su tiét acid dich vi (tac dong
Vao qué trinh huy hoai)

- Nhom thudc téac dung theo co ché bao vé té bao (bao vé niém mac- tac dong
vao qua trinh bao vé).

2.1 Nhom thudce tac dong vao sw tiét acid dich vi

Dam nhan viéc tiét ra HCI Ia do cAc té bao vién (con goi la té bao thanh) ndm ¢ cac
tuyen acid, c6 khap ¢ than va day da day. C6 ba loai thu thé nam trén té bao vién: thu thé
Hz, thu thé M1 (hoac Ms), thu thé gastrin twong trng vaéi ba chat sinh hoc Ia : histamin,
acetylcholin, va gastrin gan vao s€ lam cho té bao vién bi kich thich tiet ra HCI.

Khi 3 chét sinh hoc ké trén gin vao thy thé twrong Ging chi 1am cho té bao vién bi kich
thich tao ra HCI va van con nam bén trong t€ bao chtr chua dugc chuyen van xuyén qua
mang d¢ theo cac kénh d6 vao long da day. Bén day phai co sy hoat dong cia mot enzym
cé tén la H*,K*-ATPase hay con goi la “bom proton” thi su tiet HCI dé tao thanh acid
dich vi méi hoan thanh.
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T6m lai sy tiét acid dich vi gom hai giai doan: dau tién, nho cac chat sinh hoc gén vao
thu thé dé té bao vién tiét HCI, sau do, nho hoat dong cua enzym co tén “bom proton”
phéng thich HCI tir bén trong té bao vién ra bén ngoai long da day.

Hiéu rd sy tiét acid dich vi tir t& bao vién nhu trén gitp ta hiéu duoc co ché cua cac
thudc tac dong vao su tiét acid dich vi nhu sau:

- Thuéc khang acid: trung hoa acid tirc 1am giam nong d6 HCI c6 sén trong dich
vi xuong den marc khdng con gay hai.

- Thudc khéang thu thé: doi khang tuong tranh, ngan cac chat sinh hoc gan vao
thu thé twrong tng, 1am cho té bao vién khong tiét ra acid. O day c6 ba loai thudc khang
thy thé: thudc khang histamin & thu thé H (thuong goi tit 1a thubc khang thy thé Hy),
thudc khang acetylcholin & thy thé M; va thudc khang gastrin & thy thé gastrin. Trong
d6, thudc khang thy thé Hz duoc ding phd bién hon ca.

- Thudc e ché bom proton: rc ché lam bat hoat enzym H*,K*-ATPase trén
mang té bao vién, ngan can sy van chuyéen ion H* xuyén qua mang, tac lam cho HCI
khong phong thich ra khai té bao vién dé d6 vao long da day.

2.1.1  Thuéc khang acid:

Thudng 1 cac hop chit vo co c6 tinh base yéu, c6 kha ning trung hoa HCL, lam giam
nong do H* trong dich vi, gom hai loai:

- Khéang acid anionic: gom c6 natri bicarbonat (NaHCO3) va calci carbonat
(CaCO0:s), hién nay it dugc dung don doc ma dung nhu mot thanh phan phu trg cua thuoc.
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Hai thudc trén c6 nhuge diém: gay hiéu tng bat lai (hi¢u ung tang tiét acid hdi tng, luc
dau trung hoa acid nhung sau lai kich thich tiét ra nhiéu acid hon va gay qua tai ion, dan
dén nhiéu tac dung phu do c6 thé hap thu vao mau.

- Khang acid cationic: gdbm c6 nhom hydroxyd, magnesi hydroxyd, hodc cac
mudi cua Al, Mg dang phosphat, carbonat, trisilicat. Thude c6 tac dung khang acid tai
chd, hau nhu khéng hap thu vao mau nén it gdy tac dung toan than. Thubc khang acid
chira magnesi co tac dung nhuan trang, nguoc lai thudc chira nhém c6 thé gay téo bon.
Vi vay, cac ché pham khang acid chtra ca hai mudi magnesi va nhém co thé 1am giam tac
dung khéng mong muén trén rudt cua hai thudc nay. Néu chic ning than binh thuong,
rat it nguy co tich luy magnesi va nhom. Tranh dung thudc c6 chira nhom lau dai do lam
giam lugng phosphat trong mau.

Céc thudc khang acid  c6 tac dung nhanh nhung ngan, chi 1a thudc diéu tri triéu ching,
cat con dau.

Khi da day rong, cac thudc khang acid thoat khoi da day sau 30 phit, khi c¢6 thire an thi
khoang 2 gio.

Ding thudc khang acid t6t nhét 14 sau bira an 1 - 3 gio va trude khi di ngu, 3- 4 lan
(hoac nhiéu hon) trong mét ngay. Cac ché pham dang long ¢6 hiéu qua hon dang ran
nhung thoi gian tdc dung ngan hon.

Do lam ting pH da day, cac thudc khang acid 1am anh hudng dén su hap thu cia nhiéu
thudc khac, phai dung cac thudc nay cach xa thude khang acid it nhét 2 gio.

Mot s6 ché pham phdi hop thudc khang acid véi simeticon 1a chat dién hoat ¢ tac dung
pha bot, chdng day hoi, dé 1am giam sy ddy hoi hodc 1am nhe triéu ching nac.

Twong tac thudce

Cac thudc giam hap thu khi dung cung thudc khang acid: tetracyclin, digoxin,
indomethacin, cac mudi sat, isoniazid, benzodiazepin, ranitid in

Céc thudc tang tic dung do giam thai trir khi ding cung thudc khang acid: amphetamin,
quinidin.
2.1.1.Thuéc khdng thu thé H;

Céc thudc dang sir dung:

THUOC KHANG Liéu thong thudng Mutrc do trc ché tiét
THU THE H: acid dich vi
CIMETIDIN 400mgx 2l/ngay hoic liéu duy
nhit 800mg khi ngu
RANITIDIN 150mgx 2l/ngay hoic liéu duy | 5-10 lan manh hon
nhat 300mg khi ngu Cimetidin
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FAMOTIDIN 20mgx 21/ngay hoidc liu duynhat | 20 lan manh hon
40mg khi ngu Cimetidin

NIZATIDIN 150mgx 2l/ngay hodc liéu duy Tuong duong
nhit 300mg khi ngu Ranitidin

- Mic du thoi gian ban hity twong dbi ngin, thude khang thu thé Ha c6 thé dung
liéu cao hodc 2 lan/ngay. Pac biét, c6 khuynh hudéng dung mdt li€éu duy nhat vao ban
dém trude khi ngu dé tc ché sy tiét acid dich vi xay ra nhi€u khi ngu.

- Cimetidin néu dung lau dai c6 thé c6 nguy co gy hai tic dung phu bat loi.
Khéng androgen ¢ mdt so bénh nhan (tirc 1a rc ché hoat dong cua hormon sinh duc nam)
gay bat lyc, giam ham muén tinh dyc, giam tinh trung, chimg v to ¢ nam gioi. Cimetidin
cling gy twong tac thudc voi nhiéu thude khac néu dung chung, do cimetidin tc ché
cytocrom P-450 | enzym chuyén hoa thudce & gan.

Céc thude khang thy thé Hz khac duoc ghi nhan 14 it gdy hai tac dung phu bat loi ké
trén. Ranitidin c6 gdy doc tinh & gan nhung hiém gap.

2.1.2  Thuéc ikc ché bom proton (PPI: Proton Pump Inhibitiors)

Céc thudc dang sir dung: Omeprazol, Lansoprazol, Pantoprazol, Rabeprazol

PPI bi phan hiy ¢ mdi truong acid nén dugc bao tan & rudt. La cac dan chat cua
benzimedazol va duoc xem 1a “tién thudc” (prodrug), boi vi cac PPI can dugc hap thu
vao mau, di chuyén tré lai dén cac té bao vién, bién doi thanh hop chat sulfenamid mai
c6 kha ning gin két voi nhém SH ciia H*, K*-ATPase, lam bat hoat enzym nay.

Uc ché tiét acid manh va kéo dai hon thubc khang thy thé Hp. Thuong dung mot lidu
duy nhat vao budi sang, uong 30 phut trudc khi an sang.

Liéu dung Omeprazol: 20-40mg, Lansoprazol 15-30mg, Pantoprazol: 40mg,
Esomeprazol 20-40mg.

Cac thudc trc ché bom proton ciing duoc dung phéi hop véi cac khang sinh trong phac
do tiét trr HP, dung 2 lan/ngay.

Pantoprazol va esomeprazol c6 dang thudc tiém tinh mach.
2.1.4 Chi dinh ciia cdc thudc chong tiét acid dich vi:

Loét ta trang, loét da day lanh tinh, hdi chung Zollinger-Ellison, viém thuc quan trao
nguoc (thuong dung PPI), loét do thuoc NSAID, loét sau phau thuat.

2.2 Nhém thudc bio vé té bao

Quan diém m&i trong diéu tri VLDDTT chu ¥ dén “qua trinh bao vé niém mac” thay vi
chi tim cach chong lai “qua trinh pha hiiy”. Nguyén nhan do ghi nhan dugc nhiing treong
hop nhu sau:

115



- C6 mot sb ngudi bi loét do hang rao bao vé niém mac suy yéu chir khdng phai
do thura HCI.

- Nhiéu thudc chong tiét acid manh khdng bao vé, phong ngra niém mac bj ton
thuong boi cac yeu to khdng phai la acid nhu: thuoc NSAID, ruou, acid mat (tu rudt trao
nguoc |én da day)

- M6t s6 prostaglandin (PG) nhu PGE2, PGl, déng vai trd quan trong trong viéc
bao vé niém mac DD-TT.

Chinh céc nguyén nhan trén dua dén quan diém méi trong diéu tri viéem loét bang cach
str dung cac thube goi la THUOC BAO VE TE BAO hay THUOC BAO VE NIEM MAC.

Co ché tac dong:
- Kich thich té bao nhay tang tiét chat nhay va NaHCOs.

- Tang cudng mau dén niém mac dé dam bao cung cap day du oxy va chat dinh
dudng.

- Lam ting sinh té bao méi & niém mac.

Dam nhan sy tiét chat nhay, NaHCOs; la cAc té bao nhay hién dién ¢ niém mac. Trén
mang t€ bao nhay cd cac thu the cua prostaglandin (thu the PG). Khi PGE;, PGI2 gan vao
thy theé PG s lam te bao nhay ti€t ra chat nhay va NaHCOs, Cac yeu to gay hai 16p chat
nhay bao vé gom c6: 1)thuoc khang viem NSAID wuc cheé su sinh tong hop PGE;, PG>
(do uc che enzym cyclo-oxygenase), 2) vi khuan H.pylori tiet cac enzym lam long lop
chat nhay.

Céc thude bao vé té bao sé& ting qua trinh bao vé bang cach:

- Gan vao thu thé PG dé kich thich té bao nhay tiét ra chat nhay (cac dan chat
cua prostaglandin nhu misoprotol).

- Tang cudng tac dong bao vé ciia 16p chat nhay (carbenoxolon, sucralfat va cac
hop chét bismuth).
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- Tiét trir H.pylori 13 tac nhin lam hai 16p chat nhiy (cac khang sinh nhu
tetracyclin, metronidazol, clarithromycin...)
2.2.1  Thuéc la dén chit prostaglandin

Dién hinh nhom thudc nay la MISOPROTOL, 1a dan chat PGE; tong hop. Misoprotol
thuong dugce dung dé phong ngira VLDDTT do str dung NSAID dai han.

Liéu thuong ding: 200mcg x 2-4 1an/ngay.
Tac dung phu: ti€u chay, co that tir cung. CCD: phu ni¥ ¢o thai
2.2.2  Sucralfat

Day 13 hop chat két hop dudng saccharose, AI(OH)s va nhiéu gdc sulfat. Khi udng vao,
nhd moi truong acid cta da day, sucralfat bién thanh chat nhay bao phu che ché niém
mac, dic biét ¢6 i luc manh voi cac 6 viem loét, déng thoi c6 tdc dung bao vé té bao do
kich thich sy tiét PG, chit nhay lam ting sinh t& bao niém mac.

Liéu 1g x 4 1an/ngay (cach udng nhu thudc khang acid ké trén)
Tac dung phu: tdo bon
2.2.3  Hop chit bismuth

Trudc day, cac hop chit bismuth duoc sir dung kha phd bién nhung sau do, do tac dung
phu tich iy, gay ngd doc cho néo nén hién nay chi con hai hop chat bismuth dugc ding
(tuy nhién & mot sé nudc chdy Au vin khong dung): bismuth subsalicylat, bismuth
subcitrat.

Hop g:hét bismuth cting ¢6 tac dung bao vé gidng sucralfat: che chd niém mac, lam tang
tiét chat nhay. Bac biét, hop chat bismuth c6 tac dung khang H.pylori (khang yeu, phai
két hop voi khang sinh).

L1eu dung: 2 vién x 2 lan/ngay, uong nua gio trudc bira an, dung trong 2-4 tuan, tdi da
8 tudn, sau d6 phai ngung 8 tudn néu mudn dung tiép tuc.
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Tac dung phuy: tdo bon, phan mau xam den (do Bismuth két hop véi khi HzS cé trong
rudt tao bismuth sulfid mau den).

2.3 Tiét trir Helicobacter pylori

Do HP hién dién trong da 5O truong hop bi VLDDTT (70-90%) nén trong diéu tri viém
loét hién nay thuong dat van dé tiét trir vi khuan nay.

- Thir trong dng nghiém (in vitro) c6 rat nhiéu khang sinh (KS) nhay cam nhung
trong dicu tri 1dm sang chi c6 mot s6 it KS t6 ra hi¢u qua nhu: tetracyclin, amoxillin,
metronidazol, clarithromycin, tinidazol.

- Khéng dung mot KS ma phai két hop hai KS trd 1én dé tiét trir HP.
- Mot s6 KS bi dé khang rat nhanh nhu Metronidazol.

- Céc phac d6 diéu trj bang KS hién nay van con tiép tuc dugc nghién ciru. Chua
c6 phéac do nao to ra hi¢u qua 100%. Trong ti¢t trr HP can luu y:

+ Trude khi diéu tri can 1lam xét nghi¢m chan doan xem c6 sy hién dién HP hay khong.

+ Phai dung thudc theo phac do vé s loai thudc, liéu lrong va du thoi gian. DE tiét trir
HP, thoi gian dung thuoc thuong 1a 7-14 ngay (6 My ludn luon 1a 14 ngay).

+ Phac d6 hién nay thuong két hop : 3 thudc hodc 4 thube. Sau thoi gian diéu tri tin
cong bang khang sinh, c¢6 giai doan di€u tri duy tri kéo dai voi thude chong tiét acid.

+ Sau khi diéu trj can lam xét nghiém dé xem tiét trir HP hay chua.
Sau day 12 mot s6 phac d6 tiét trir HP da dugc sir dung

1/Phdc do 3 thuéc chudn ban dau: PP1+Clarithromycin+Amoxicillin
2/Phdc do 4 thuéc goi dau lién tuc:

-5 ngay dau : PPI+Amoxicilin

-5 ngay tiép theo: PPI+Clarithromycin+Tinidazole

3/Phdc d6 4 thuéc chudn:

PPI + tetracyclin + Metronidazole +Bismuth

4/Phdc do civru vin dé nghi sau daykhi thét bai cdc phdc do trén

* PPI-levofloxacin-amoxicillin

* PPI-rifabutin-levofloxacin

* PPI-rifabutin-amoxicillin

* PPI-bismuth-tetracycline-amoxicillin

* PPI-furazolidone-amoxicillin
 PPI-bismuth-doxycycline-amoxicillin
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« PPI-amoxicillin (liéu cao 1g x 31an/ngay)

* PPI-bismuth-tetracycline-furazolidone

- Phéc d6 1 khong nén dung cho bénh nhan da ding Macrolide hodc viing dé

khang Clarithromycin cao liic 6 nén phac do 2 hoic 3.

- Khi bénh nhan di tmg Amoxicilin, nén chon phéc d6 3.

- Thét bai phac d6 1,2 va 3 xem xem xét phac d6 ctru vén, tuy nhién noi co co

diéu kién nén ciy va lam khang sinh d6 x4c dinh khang sinh chon lya trudc

2.4 Thubc dung hd tro

Trong diéu tri VLDDTT, ngoai cac thudc ké trén, ngudi bénh con céd thé dugc chi dinh
dung thém:

- Thudc chéng co thit: nhu drotaverin (No-spa), Buscopan dé gitip giam dau
nhanh.

- Thudc an than: dé chéng stress 1a yéu t6 lam mat su can bang giita qué trinh
huy hoai va qua trinh bao v¢ niém mac (stress lam tang tiét acid dich vi). Cac thudc duogc
dung nhu: diazepam, sulpirid...
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C - SUDUNG THUOC TRONG PIEU TRI TAO BON VA
TIEU CHAY

Sv ladng dong Géac phirc hop mién dich

MO PAU

Téo bon va tiéu chay la nhiing réi loan tiéu hda ma hau hét mdi nguoi trong cudc
doi déu co lic mac phai. Thong thuong, cac tridu chiing nay tu hét, tuy nhién doi khi
cling can sir dung thude dé diéu chinh nhitng rdi loan nay. Trén thi truong ¢é rat nhiéu
loai thuc khong can ké don dé diéu tri cac triéu chung tdo bon va tiéu chay, va 10i
khuyén cua cac duoc si trong sir dung céc thudc nay 1a vo clng quan trong dé dam
bao viéc sir dung cac thudc hop Iy cho bénh nhan.

1. Téo bén
1.1. Vai nét vé bénh

T40 bon 1 hién tuong di ngoai it hon 3 1an mot tuan va hoac lugng phan trung
binh it 30 g/ngay (binh thudng 1a 150 g/ngay doi vai ngudi 16n).

Nguoi cao tuoi 1a d6i tugng dé bi tdo bon nhat, ngoai ra can ké dén tré em,
phu nit c6 thai, bénh nhan bi bénh phai nam lau.

C6 rat nhiéu nguyén nhan giy tdo bon. Pa sé 1a do truong hop khong cung Cap
du thanh phan chat xo trong thirc an.Cac truong hop mat nudc (udng it, ra qua nhiéu
mo hoi), it van dong (ngudi gia, bi bénh nam 1au) déu dan dén téo bon. Nhitng nguoi
c6 thoi quen khong dai tién dung gid gidc hodic quén dai tién (tré nho, ngudi cao tudi,
ngudi bi bénh tri, ntt hau mon so dau) ciing gy tao bon. Téo bon ciing ¢ thé 1a thir
phat do mot s6 bénh & duong tiéu hda hay toan than; hozc do thude (chen kénh calci,
chbng tram cam 3 vong, loi tiéu...).

Triéu ching cua tdo bon bao gdom: dai tién kho khin, nhiéu ngay méi di mot
lan, di ngoai dau hay di ngoai khong hét, phan ran, 16n nhon, c6 thé c6 dau bung, cing
bung, dau dau va chan in nhe. Néu tdo bon man tinh hoic trong trudng hop tao bon
nang phan c6 thé c6 méau hoic chat nhay.

1.2. Piéu tri
1.2.1. Nguyén tac diéu tri

120



- Myc dich diéu tri 1a lam tang thanh phan nwéc trong phan, nho d6 lam mém va
tang khoi lugng phan, va kich thich lam tang cuong nhu dong ruot.

- T4o bon du do bat ky nguyén nhén nao cling bat dau diéu trji bang bién phap dung
thudc thay doi ché do an va 16i séng.

- Céc truong hop xac dinh dugc tao bon la thu phat do mot bénh nao do can diéu tri
dic hiéu theo nguyén nhan; hoic néu xac dinh duoc la do thudc can can nhic viéc
ding thudc hoac giam liéu.

- Chi dung thubc nhuén trang khi ap dung cac bién phap trén khong dd, chl y tranh
tinh trang lam dun’g thuoc nhuan trang’v‘l lau dai sé lam cho bénh nang thém, khé
chira, thuéc gay mat dién giai va kém hap thu.

1.2.2. Bién phap diéu tri khong dung thuéc

- Tang luong xo trong khau phan an hang ngay téi it nhat 1a 14g chat xo trong mot
ngay. Khong nén ting thanh phan xo qua nhiéu vi ¢6 thé 1am chudng bung kho tiéu.
Can bd sung du nudc dé tranh tic rudt. Cac thic an chira nhiéu xo 13 rau qua, ngii
cdc, tranh thire dn dé gay tao bon (oi, sim).

- Udng nhiéu nudc: it nhat 1,5 lit/ngay.

- Tang cudng van dong nhu chay bo, di bd (dic biét 1a ngudi cao tudi, sic yéu,
nguoi it van dong).

- Luyén tap : xoa bung két hop véi di bo, tao thoi quen di ngoai dung gio.

- Can &p dung bién phéap diéu tri khdng dung thudc nay lién tyc trong it nhat mot
thang trude khi danh gia hiéu qua va can nhic viéc dung thude.

1.2.3. Thudc diéu trij tdo bon
Cac thudc diéu tri tdo bon thudong dugc phan loai theo co ché tac dung.
Bang. Mét sé thuée diéu tri tao bon

Nhom thuéc Hoat chat Puwong Thoi gian bat| Liéu dung
ding diu tac dung
Thudéc lam ting | Methylcellulose | U 12 - 72 gio 4 — 6 g/ingay
khi lwong phan cam U
Thudc nhuantrang | Lactulose UTT 15 - 30 gio 15-30 ml
tham thau Glycerin TTT, 30phat-6gio | 30 — 50
Sobitol bTT g/ngay
Mudi magnesi U
, Mubi phosphat | U
Thuoc kich thich Bisacodyl U 6-12 gio 10 mg
DTT 15 phat-2 gio
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Thuéc lam mém| Docusat U TTT | 12-17gio 50-300
phan mg/ngay

Thudc bdi tron Dau parafin U TTT | 6-8gid 15 — 30 ml

GhichG: U:udng TTT:thuttructrang  DTT : dit truc trang
e Thubc lam ting khdi lweng phan

La cac din chat cellulose va polysaccharid khong tiéu hoa duoc va khdng hap thu.
Chung hut nuée, truong nd, 1am ting khdi lwong phan, nho d6 kich thich nhu dong
rudt va lam giam thoi gian luu chuyén cac chét trong dng tiéu hda. Tac dung xuat hién
sau khi udng 12 - 24 gio, c6 tac dung téi sau 2 - 3 ngay. Mai liéu thube can udng cung
khoang 500ml nude dé cho thude treong nd hét, tranh gay tac rudt, thuc quan.

Thudc khé an toan, it tic dung phu. La thudc lua chon hang dau trong truong tao
bon don thuan. Thuoc dung dugc cho phu nir ¢6 thai, phu nit dang cho con bu vi
khong hap thu. Khong dung thudc lam tang khoi lugng phan cho bénh nhan bi hep,
loét, dinh rudt, mat truong luc dai trang.

e Thuéc nhuan trang tham thau
Gom 2 nhém: + Glycerin, lactulose, sorbitol...
+ C4c mudi vo co (magnesi sulfat, natri sulfat...)

Thuéc nhan trang tham thau lam ting 4p suét tham thau trong long rudt, gitr nuée
trong long ruot, nho vay lam mém phan. Ngoai ra, thuoc con cé tac dung kich thich
nhu dong ruot.

Glycerin ¢ tac dung sau 15 - 30 phut, lactulose can 20 - 28 gio, cac mubi magnesi
va natri tac dung sau 15 phut - 6 gio (thuoc thut truc trang chira muoi phosphat ¢ tac
dung sau 2 - 15 phat). Bénh nhé&n can uong nhiéu nudc khi dung cac thuoc nhom nay.

Khang nén dung kéo dai céc thudc nhuan trang mudi vi c6 the gay rdi loan dich va
dién giai. Khén‘g dung muoi magnesi cho bérJh nhan cé bénh tim, than vi thuoc cé thé
hap thu gay buon ngu, 10 lan. Liéu cao cé thé gay tang huyét ap.

e  Thuéc nhuin trang kich thich

Gom céac dan chat anthraquinon (casanthrol, danthrol, senna...) va diphenylmethan
(bisacodyl...)

Thudc kich thich vao cac day than kinh ¢ thanh ruot 1a ting nhu dong rudt, dong
thoi gitr nude ¢ dai trang. Thuoc 6 tac dung 6 - 12 gio nén thich d€ dung trudc khi
di ngu va tao cam giac can di ngoai vao sang hom sau.

Khong nén diing cac thudc nay kéo dai vi c6 thé gay réi loan nude, dién giai va mat
truong luc chire nang dai trang.

e  Thuoc lam mém phan va thude 1am tron
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Céc thudc nay c6 tac dung lam giam do cting cua khoi phan, 1am cho phan dé luu
chuyén trong ruét.

Thudc tac dung tét trong truong hop di ngoai dau, vi du nhu bénh nhan bj tri hay
nit hau mén. Thube duoc khuyén dung cho nhitng bénh nhan can tranh ging stc ran
khi di ngoai (hdi phuc sau d6t qui, nhdi mau co tim, phau thuat truc trang...); phu hop
véi t4o bén & nguoi cao tudi.

- Thudc 1am mém phan: gém cac mudi calci, kali, natri cua dioctyl sulfosuccinat
(Docusat). Chiing c6 tac dung lam giam sirc cang bé mit, nuéc dé thim vao phan,
lam mém phan, dé& di ngoai. Thudc c6 tac dung sau 1 - 2 ngay khi dung dwong udng,
sau 2-15 phit néu dung duong truc trang. Thudc cha yéu duge ding dé dé phong téo
bon.

- Thudc 1am tron 10ng rudt: hay dugc dung la dau parafin long. Thudc 1am giam hap
thu céc vitamin tan trong dau A, D, E, K nén hién it dugc dung. Dau parafin c6 thé
hap thu gy ra nhitng u parafin & mang treo cua rudt. Thudc cé thé hit vao phdi gay
viém phoi nén can tranh ding cho tré em dudi 6 tudi, ngudi cao tudi, 5m yéu va khong
duoc dung thudc ngay trude khi di nam ngi. Thudc ¢é thé ri ra qua hau mon gay
viém, ngura hau mon.

2. TIEU CHAY

2.1. Vai nét vé bénh

Tiéu chay la hién tuong di ngoai nhleU lan (>3 1an) trong ngay, su tong phan nhanh
va phan nhiéu nuéc. C6 thé kém theo sbt, dau bung va budn non.

Trén thé gioi hang nam c6 tdi 5 tricu ngudi tir vong Vi mat nude do tiéu chay, dic
biét hay gap & tré dudi 5 tudi. Ngudi cao tudi va 6m yéu ciing bi tiéu chay.

Tiéu chay c6 thé 1a hau qua caa sy & tré dich rudt trong 10ng rudt hoic réi loan nhu
dong ruot. Bénh nhan co thé bi tiéu chay don thuan, tu khoi (cap tinh) hoic tiéu chay
man tinh, thi phat do mot bénh nao d6 (viém rudt, dai thao duong..). Nhidém khuan
duong tiéu hoa (do virus, vi khuan, ky sinh tring dudng rugt) la nguyén nhan gay tiéu
chay hay gap nhat. Mot s6 thue nhu methotrexat, thudc chéng viém khong steroid,
cac khang sinh pho rong (ampicilin, erythromycin, lincomycin...).

Tiéu chay kéo dai cd thé gay hau qua nghiém trong. Mat nuéc va giam Na* do mat
dich kha pho bién, giam K* cq thé dan tdi loan nhip }im vatac liét rugt. Mat bicarbonat
qua phan cung su giam bai tiét acid qua than co thé gay toan chuyén hoa.

2.2. Piéu tri
2.2.1. Nguyén tic diéu tri

- Muc dich diéu tri 1 1am ting qua trinh hap thu cac dich trong 1ong rudt, dong thoi
lam giam nhu dong rudt.
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- Viéc diéu tri bao gdm ciing 2 phan: bu nuée va dién giai; diéu tri triéu chiing. Voi
cac trudng hop tiéu chay cap tinh, khéng can thiét phai dung thudc diéu tri, chi can
bu nudce va dién giai 1a da. Chi nén dung thude trong trudng hop tiéu chay méan tinh,
la triéu ching caa nhitng bénh nghiém trong nhu viém loét dai trang, bénh Crohn...
Truong hop tiéu chay do nhidm khuan phai diéu tri bang khéang sinh, thudc diét ky
sinh trung. ..

2.2.2. Bu nwoc va dién giai cho bénh nhan tiéu chay

Dic biét quan trong di vai tré nho va ngudi cao tudi. Dung dich ubng dé bu nudc
va dién giai dugc khuyén céo boi To chuc Y té thé gisi (Oréol-viét tit 1a ORS) c6
chua glucose, Na*, K*, CI, HCO3™ trong dung dich dang truong (thanh phan cu thé
duoc ké trong bang 12.2)

Bang. Thanh phdn dung dich ORS

Thanh phan | Néng dd mol/l Thanh phan/1 lit nwéc
Glucose 111 20g(glucose)

Natri 90 3,5g(NaCl)

Kali 20 1,59(KCI)

Clorid 80 -

Bicarbonat 30 2,59(NaHCO:3)

Liéu dung tuy thudc vao mic do mat nude, tudi va can niang caa bénh nhan. Mai
lan di ngoai nguoi 16n can dugc bu 400ml, tré em 100ml va tre nho 50ml. Bénh nhan
nén ctr 5 -10 phat uong 1 hép hon 1a 1 lugng nhiéu nhung khong thuong xuyén.

Cac truong hop mat nudc nang can nhap vién va diéu tri bang truyén tinh mach cac
dung dich nhu Ringer lactat, NaCl 0,9%, glucose 5%...

2.2.3. Thuoc diéu tri tiéu chay

Hai nhom thudc co ban dé cam tiéu chay la nhém thube 1am giam nhu dong ruét va
nhoém thuéc hap phu. Ngoai ra, mot s thue lam ting khéi luong phan nhu
metylcellulose dung véi it nude cling duoc dung dé diéu tri tiéu chay man tinh. Cac
ché pham thay thé hé vi khuan ruot (lactobacillus acidophilus, lactobacillus
bullgaricus) cling duoc dung diéu tri tiéu chay loan khuan ruét do dung khéang sinh
pho rong. Trong cac trudng hop tiéu chay c6 kém theo sét, nhidm doc, phai st dung
khéang sinh tly theo nguyén nhan gay bénh (xem Bai 8. nguyén tic sir dung thudc
khang sinh va khang khuan).

e  Thuéc hap phu
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Thuéc ¢6 tac dung hap phu nuéc 1am giam ty & nuéc trong phan, tao khudn cho
phan va lam giam so lan di ngoai. Can chu y la khi dung cac thuoc hap phu sé khé
danh gia lugng nudc va dich bénh nh&n bi mat do di ngoai.

Céc thude nay diéu khdng hap thu nén khdng gay tac dung phu toan than.
Thudc 1am giam hap thu cac thudc dung ddng thoi.

e  Thuéc lam giam nhu ddng rudt
Con duogc goi 12 cac thube opioid diéu tri tiéu chay.

Thudc 1am giam nhu dong rudt, lam ting qua trinh hap thu nude va dién giai ¢ dng
tiéu hoa, lam giam thanh phan nuéc trong phan.

Cac thudc nay lam cham qué trinh thai cac yéu té gay nhiém khuan (vi khuan,
virus...) ra khoi co thé, 1am kéo dai triéu ching. Vi vay chi nén ding khi that can
thiét, vi du khi s6 lan di ngoai qua nhiéu lan gay phién phuc cho bénh nhan.

Loperamid hap thu cham va khéng hoan toan sau khi uéng, cham va it qua duoc
hang rao mau no nén rat it tac dung dén than kinh trung wong. Codein, diphenoxylat
c6 thé gay nghién nén it duge dung hon. Cac thudc nay khdng nén ding cho tré em
dudi 6 tuoi.

Bang12.3. Mét sé thudc diéu tri tidu chay

Nhém

thubc Hoat chat Dang diing Liéu dung
Hap | Attapulgit Vién nén 300 mg,| 1,2 - 1,59 sau mdi lan di ngoai,
phu 600 mg t6i da 9 g/ngay
Polycarbophil | H&n dich uéng 300 | 1g x 4 lan/ngay, toi da 6 g/ngay
mg/7,5 ml
Vién nén 500 mg
Giam | Loperamid Vién nang 2 mg 2mg sau mdi lan di ngoai, toi da
nhu 16mg/ngay
dong Diphenoxylat | Vién nén 2,5 mg 5mg x 4 lan/ngay, t6i da 20
rudt Codein mg/ngay
Vién nén (phdi hop | 30-60mg x 3 - 4 lan/ngay, t6i da
chét khéc) 240 mg/ngay
KET LUAN

T4o bon va tiéu chay la nhitng rdi loan tiéu hoa hay gap va thuong tu khoi. Viéc
thay doi ché do an va 16i séng trong nhiéu trueong hop 6 thé giai quyét duoc bénh tao
bon. Néu can thiét phai st dung céac thudc nhuan trang, cac thube phai lva chon phu
hop vai tinh trang riéng cua ting bénh nhan. Véi tiéu chay cap, viéc bu nudc va dién
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giai 1a can thiét dé tranh mét nudéc, rdi loan dién giai. C6 thé sir dung cac thudc hap
phu hodc giam nhu dong rudt cho bénh nhan tiéu chay. Cac dugce si 1am sang, bing
kién thtc va kinh nghiém cua minh s¢ dong vai tro quan trong trong viéc tu van cho
bénh nhan tu diéu tri cac rdi loan tiéu hda nay mét cach hop ly va hiéu qua nhat.
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