CHUONG 1: PAI CUONG

I. Gidi thiéu moén hoc:

Céc khdi niém

- Duogc 1y hoc (Pharmacology) 1a mon hoc nghién ctru vé nguyén ly va _nhimg qui lut téc
dong 13n nhau gitta thude va co thé sinh vat trong d6 chia thanh hai phan:

- Duogc dong hoc (Pharmacokinetics) nghlen clru vé tdc dong cua co thé d6i vai thude hay
nghién ctru vé s6 phan cua thudc trong co thé qua céc qua trinh hap thu, phan bd chuyén héa
va dao thai.

- Dugc luc hoc (Pharmacodynamics) nghién ctru vé tac dong cta thuoc doi véi co thé vé mat
tinh chat cuong d¢ va thoi gian.

- Thudc 1a nhitng chat (c6 ngudn gbc tu nhién, tong hop hay ban tong hop) khi duoc dwa vio
co thé sinh vat s& 6 tac dong lam thay d6i chirc ning ctia co thé. Sy thay ddi nay c6 thé la
hitu ich nhu trong diéu tri hodc c¢6 thé giy téc hai nhu trong truong hop ngo doc Do d6 ranh
gidi giita thie an, thudc va chit doc thuong khong rd rét, phu thude nhidu yéu td trong d6 lidu
Iwong 1a quan trong

I1. Dwgc dong hoc

2.1. Sw hdp thu: 13 qud trinh dugc pham tham nhap vao ndi moi truong
2.1.1. Céc phuong cdch van chuyén

2.1.1.1.Van chuyén thu dong (khuyéch tan)

- Chi phu thudc tinh chat héa 1y cia mang va thudc

- Thuan chiéu gradien nong do

- Khéng tén niang luong

C6 3 cich:

* Qua 16p lipid ctia mang: thudng céc chét tan trong li pid, khéng ion héa (khéng phan cuc)
dé qua hon

* Qua 16 ctia mang: tiy thudc duong kinh ciia 16 va trong lwong phén tir ciia thude. DPuong
kinh nay ciing thay doi tiry timg mo.

Vi du: d mao mach =40 A’

d noi khéc = 4 A”

* Qua khe cdc té bao: khoang cach giira cdc khe ciing thay doi tily mo

Vi du: & mach mau > & rudt > & mo than kinh

2.1.1.2. Van chuyén cha dong (tich cyc)

- Can ¢6 chat chuyén cho (chat mang)

- Véan chuyen nguoc chiéu gradien nong do
- Can cung cap niang lugng

2.1.2. Céc dudng cip thudc thudng ding trong thd y

2.1.2.1. Puong ubng (duong tiéu héa, oral, per os, P.O)

Thudc duoc hép thu qua niém mac da day, rudt non

Ut diém cua duong ce”ip thube nay la tién loi, d& thuc hién va an toan nhat.

Nhuoc diém 12 sy hap thu phu thugc nhiéu yéu té nhu tinh trang ctia da day rudt, thanh phan



thirc an. O dudng cp nay thudc c6 thé bi mat tic dung do d pH thap cua dich vi va cic
enzym ti€u héa co thé phd huy thudc. Déi véi gia siic, viéc cung cap thudc bang duong udng
can phai chd y ve lidu Iuong vi c6 thé s& khong cung cap du dac biét 1a truong hop tron vao
thirc an, nude udng. Thém vao dé, duong cap nay khong nén sir dung dbi véi cac thude cé
miii vi khé chiu, gy kich tng, céc thude 6 tinh ion héa.

2.1.2.2. Buong tiém chich (dudng ngoai ti€u hoa, parenteral)

Thudc khuéch tan thu dong do chénh léch ndng d6, d mao mach 16n nén nhiéu phan tir thudce
qua duogc.

Uu diém ciia duong cip nay 1a thuoc dugc hap thu nhanh va nhanh c6 tdc dong. Cép thudc
bang duong tiém chich s& giai quyét duoc nhitng han ché cua duong udng.

Han ché ctia duong tiém chich 1a doi hoi diéu kién vo tring, ngudi cap thude phai ¢6 k¥ thuat.
Thudc dung cho dudng ti€m chich thuong dat tién, kém an toan va giy dau.

* Tiém dudi da (subcutaneous injection, S.C) ‘ o
Thudc s€ c6 tac dung sau 30-60 phut, liéu dung thuong chi bang 1/3 li€u uéng
Nénb tranh dung dudng nay cho cacthudc c6 tinh kich ing, gy xot.

* Tiém bép (intramuscular, I.M) ‘ ) o
Thudc ¢6 tac dung nhanh hon khoang 10-30 phut, liéu dung bang 1/2 liéu udng
C6 the tiém céac thuoc ma duong ti€ém dudi da gdy dau xot.

* Ti€ém tinh mach (intravenous, 1.V)

0 day thudc khong phai duoc hip thu nita ma 1a thdu nhap nhanh chong va toan ven
vao hé tuan hoan chung, ¢6 tic dung sau 30 gidy dén 5 phut, lidu cap bang 1/2-1/4 liéu udng.
Duong tiém nay thudng dp dung cho céc truong hop cap clru hodc can thude cé tic dung tirc
thoi.

Cén hét sirc than trong khi ding dudng cip nay, luu y sy dang truong, toc do cap thude va
tuyét d6i khong str dung cdc dung méi la cdc chat dau, chit khong tan.

* Tiém phuc md (intraperitoneal, 1.P)

Vi bé mat hap thu 10n cing mang luéi mao mach phét trién cua phiic mé, thude duoc
hap thu nhanh chéng gan bang dudng tiém tinh mach. Sir dung dudng cap nay can chi y trdnh
gy viém nhiém, thiing rudt, bang quang.

DPuong cip nay thuong dung khi can cap mot luong 16n thude trong thoi gian ngén ma dudng
ti€m tinh mach khé thuc hién.

* Tiém trong da (intradermic 1.D) thuong gip trong céc thir nghiém lao t6 (tuberculin test)
hodc thtr di ng vdi khang sinh

2.1.2.3. Céc duong cap thudce khéc:

* Puong thaim qua mang nhay khi quéan, cuéng phdi, bi mo phé nang

Thuong dp dung cho céc thude bay hoi hoic dé bay hoi, khi dung. Thudc s& dugc hap thu qua
dién tich rong 16n ctia bd may ho hap va mang mao quan va hé tuan hoan chung.

* Puong tryc trang (rectum mucosa)
Thuoc s€ tranh dugc tdc dong chuyén hoda tai gan. Cé thé dung cho cic thuoc cé mui vi khé



chiu. Tuy nhién, duong cap nay chi 4p dung cho cdc thudc khong bi hity boi men penicillinase.
* Puong boi ngoai da, dat vao am dao, tr cung...

2.2. Phén b

Thudc vao hé tuan hoan chung s& dugc phan bd cha yéu dén noi tac dong, tir d6 sinh
ra tic dong duoc 1y. Mot phan bi chuyén héa hay cén goi 1a bién ddi sinh hoc, mot phan nho
dén noi dy trir va mot phan khac bi thai ra ngoai. Dt dwoc phan bd & dau, thudc ciing c6 thé
nam & dang ty do hodc Kkét hop v6i cdc thanh phﬁn khac cua mo.

Viéc phan bd thuoc & méau phu thudc vao so6 vi tri gan va di luc cua thude véi protein. O mo,
su phan bo phu thude 1y héa tinh ctia thuoc, mirc d§ tuan hoan tai moé va ai lyc cta thuoc véi
mo.

2.3. Chuyén héa (bién doi sinh hoc)

Chu yéu do h¢ microsomes cua gan ddm nhén, ngoai ra, con co tai phéi, than, lach...
thong qua céc phan tmg oxyhda, kht, thuy phén, tong hop dic biét 1a phan tng lién hop véi
acid glucuronic dé tao thanh nhitng phan tir ester ¢6 cuc cao, tan trong nudc, khé tham qua
mang té bao, khong con hoat tinh dugc lyc va dé dao thai ra ngoai.

2.4. Bai thdi
Thudc duoc ba1 thal qua rudt (theo phan), qua than (theo nuéc tiéu), qua ph01 (theo
hoi thd), qua céc tuyén tiét (md hoi, nude bot), qua sita... Trong d6 quan trong nhat 1a than.

Su bai thai thube qua than phu thudc 3 co ché:
- Loc qua cau than, phu thudc lugng thudc gan vao protein huyét thanh va tdc d6 loc cua cau
than.
- Bai tiét chi dong qua b1eu md Ong than.
- Su tai hap thu tir long 6 6ng than vao mau theo sy khuéch tan thy dong. Do d6 pH nuoc tiéu
anh huong dén tai hip thu. Didu nay duoc ing dung trong viéc giai doc trén nguyén tic 1a
tang cdc dang ion héa ctia thudc, lam thude dé tan trong nudc tir d6 dé thai ra ngoai.

Vi du: + Ng6 doc cdc chat kiém yéu (Amphetamin, quinidin...) ding NH4CI d¢ acid héa nuéc
tiéu.

+ Ngo doc cdc chat acid yéu (Streptomycin...) ding NaHCO3 dé kiém héa nudc tiéu.

Toém lai:

- Céc chat tan trong nudc dugc bai thai chi yéu qua dudng tiéu

- Céc chat khéng tan trong nuédc duoc bai thai chi yéu qua phan.

- Céc chat khi, dé bay hoi duogc bai thai chii yéu qua duong ho héap.

- Céc kim loai nang (As, Hg...) duoc bai thai chi yéu qua da, md hoi.

III. Dugc luc hoc
3.1. Receptor (noi tiép nhan, diém dich)

La bét cir thanh phan nao cua té bao, két hop véi thude va khoi ddu mot chudi céc hién
tugng sinh héa dé dan dén céc tac dong duoc lyec.

Vé ban chét héa hoc, receptor 1a céc dai phan tir sinh hoc nhu acid nucleic, lipid mang té bao
nhung hau hét ching c6 ban chat protein.



Lién ket gitra receptor voi thuoc 1a cic lién két ion, hydro, ky nudc, vanderwal va lién két
cong hoa tri.

3.2. Cdc cdch tic dung ciia thudc

- Téc dung tai chd: 1a tic dung xuét hién ¢ ngay noi ta cung cap thude

Vi du: sat tring da: diét vi khuan tai chd

- Téc dung phan xa: tac dung duoc ly co duoc thong qua su dan truyén kich thich tir noi cung
cap thudc dén co quan khic qua hé than kinh trung uong

Vi du: nglri amoniac: kich thich tudn hoan, ho hap

- Téc dung chon loc: 1a tic dung riéng, dic hiéu ddi véi 1 hodc 1 sé co quan

Vi du: digitalin (Coramin) ¢6 tic dung uu tién trén tim

- Téc dung tryc tiép va gidn tiép: tic dung gian tiép 1a hau qua cua tac dung tryc tiép

Vi du: Téc dung truc tiép cua cafein 1a ting cudng tuin hoan, tdc dung gidn tlep 1a gy loi tiéu
- Téc dung chinh va tic dung phuy: tdc dyng chinh la myc dich can dat ctia diéu tri, tac dung
phu la tdc dung khong mong mudn, c¢6 khi con géy doc cho co thé. Do d6, cdc nha diéu ché
dugc pham Iic ndo ciing ¢d gang han ché hodc loai bo hoan toan tic dung phu cua thude

Vi du: tdc dung chinh ctia chloramphenicol 12 tiéu diét vi khuan giy bénh, tic dung phu la giy
suy tay, thiéu mau vo tao.

3.3. Twong tdc giita hai dwoc pham (thuéc)

3.3.1. Hiép luc:

Dugc pham A g01 1a hiép luc voi duoc pham B khi A 1am ting hoat tinh ctia B vé 3 phuong
dién: thu ngin tiém thoi, ting cuong do tic dong, ting thoi gian tac dong.

Y nghia trong diéu tri:

- Phéi hop thude 1am ting hoat tinh ma khong lam ting ddc tinh.

- Trénh hién tugng dé khang thude.

3.3.2. Ddi khdng

Hai duoc pham ddi khang nhau khi hoat tinh ctia mot trong hai dugc phadm lam giam hay tiéu
huy hoat tinh dugc pham kia.

Y nghia trong diéu tri:

- Tranh phéi hop hai dugc pham dbi khang dan dén lam giam hiéu lyc thude.

- Giai ddc trong trudong hop ngd doc.

IV. Nhirng yéu t6 anh hwéng dén tac dung ciia dwoc pham

4.1. Cdc yéu t6 bén trong co thé

- Tudi téc

O gia stic non, hé théng chuyén héa va bai thai thudc chura hoan chinh, trong khi ¢ gia suc gia
chtrc ning cua céc co quan trén di bi giam nén khi ding thude cho cic ddi twong trén can phai
than trong.

- Trong lugng: can clr vao trong luong hoac dién tich bé mit co thé dé tinh lidu luong thude
can cap.

-Phdi tinh: mttc d6 nhay cam véi thude ctia thd duc va thi cdi c6 the khdc nhau

Vi du: con cdi nhay cam véi thude ngi, strychnin hon con duc

- Céch diing thudc: lién quan dén hién twong quen thude, 1¢ thudc thude, dé khang thuéc

- Piéu kién dinh dudng; trong thirc an, protein dac biét li€n quan dén hién tuong gan két thude
cling nhu céc enzym chuyén héa thude

- Tinh trang bénh ly: dac biét 1a cac bénh vé gan than



4.2. Yéu t6 ngoai co thé (lién quan dén thuéc)

- Cau triic héa hoc: 1 thay d6i (dix rit nho) vé cau tao héa hoc ciia duge pham ciing dnh hudng
dén tic dung cua dugc pham d6. Piéu nay mo ra cdc kha ning rong 16n cho céc nha khoa hoc
ché tao ra cic thuoc moi.

Vi du: PABA yeu t6 sinh truong cua vi khuén

Sulfonamid: thudc chdng vi khuan

- Tinh chat vat 1y: ¢6 lién quan dén

. Doi hoa tan trong nudc va trong lipid dé thude duge hap thu vao trong co thé
. D6 bdc hoi: dbi voi cdc loai thubc mé bay hoi

. Dang bao ché: bot, nudc, dung dich treo...

- Liéu dung va nong do
. Liéu t6i thiéu c6 tic dung (lidu ngudng): lugng thudc cho vao co thé dé bat dau c6 tic dung
. Liéu diéu tri (thuong cao hon licu ngudng): duge st dung lam sang nham muc dich khoi
phuc chtic ning binh thudng ciia co thé va gy rdi loan bénh 1y
. Liéu gy doc (cao hon liéu diéu tri): liéu bat dau c6 nhitng bénh ly doc hai
. Lidu gy chét (LDsp) gdy chét 50% dong vt thi nghiém.

- Nhip cung cip thuoc phu thudc vao thoi gian ban huy (T1/2) cua thudc

T1/2 1a thoi gian can thiét dé nong do thude trong huyét twong giam di mot nira
Nhip cung cap thudc (khoang céch giira cc 1an sir dung)

.3-41an / ngay néu T1/2 tir vai phiit - 4 gio

.2 1an /ngay néu T1/2 tir 4 gio - 10 gio

1 1an/ ngay néu T1/2 tir trén 12 gid

V. Thong tin vé mot loai thuoc
Mot s6 van dé can dugc chd y nhu sau:

5.1. Tén thuéc

Mot biét duoc thuong c¢6 3 tén chu yéu sau

- Tén khoa hoc (chemical name): duoc goi theo cAu tao héa hoc cua biét dugc d6. Tén nay cé
khi khong dwoc ghi trén nhin thude.

- Tén hoat chat (generic name): con goi la tn chung, dugc goi theo qui dinh chung cua qudc
té. Tén nay cho ta biét hoat tinh dugc lyc cho nén can phai nim vimg. C6 thé tim thiy tén
hoat chat & muc thanh phan (composition).

- Tén thuwong mai (brand name): con goi la biét dugc. Tén nay thay ddi tuy theo cach dat cua
ting hang san xuit dugc pham. Tén nay duoc sir dung trén thi truong.

Vi du 1: Tén khoa hoc: ortho- acetobenzoic acid

Tén hoat chat: Aspirin (U.S.P) hay Acetylsalicylic acid (B.P)

Tén thuong mai: Aspan pH 8 (SANOFI)

Vi du 2: Tén khoa hoc: naphthacenecarboxamide

Tén hoat chat: oxytetracyclin

Tén thuong mai: Terramycin (PFIZER)

5.2. Chi dinh va chong chi dinh (indications va contraindications).
- Chi dinh: st dung thudc trong trudng hop nao?, bénh gi ? R
- Chong chi dinh: khéng dugc phép st dung thuoc trong nhiing truong hop cu thé nham de



phong ddc tinh va cdc tai bién khi ding thudc
Ngoai ra c6 thé c6 phan than trong khi dung thuoc (precaution)

5.3. Liéu lwong va duong cung cdp (Dosage va Administration)
Licu Iugng s& thay doi tuy theo duong cap thudc, loai gia stic va muyc dich sir dung

5.4. Dang trinh bay (Presention)

Lién quan dén duong cép thudc:

- B4t tron vao thire an (Feed additive), nuwdc uéng (drinking water)
- Vién uéng (tablet)

- Siro ubng (syrup)

- Kem an (cream)

- Bot pha tiém (powder for injection)

- Dung dich tiém (solution for injection)

- Dung dich xit (spray)...

5.5. Bdo qudadn (storage) . )
Qui dinh phuong cich bao quan nham tranh Iam hu hdng cac hoat chat trong biét dugc

5.6. Hgn ding (expiration date) )
Cho biét thoi han t6i da c6 thé dung thuoc

5.7. Thoi gian ngung thuéc (Withholding periods)

Trong thi y, ngudi str dung thudc con can chi y dén thoi gian ngung thude trude khi giét mod
(d6i voi heo thit, bo thi, ga thit...), trude khi st dung cdc stic san (sita, mat ong, trung ga...)
dé dam bao van d& an toan thyc pham.



