CHUYEN DE VE DUQC LY
S HAP THU - PHAN BO - CHUYEN HOA - THAI TRU THUOC

1. Hap thu thude: Hap thu thudc 1a phuong thirc hoic toan bd cac hién twong gitp mot sb
thudc tir bén ngoai hay tir mot ving nao do cua co thé vao trong hé tuan hoan. Thubc phai
vuot qua cac mang sinh hoc cia céc t6 chirc khac nhau trong co thé theo cac phwong thirc
van chuyén khac nhau.

1.1. Van chuyén thudc qua mang sinh hoc

1.1.1. Ciu tao mang té bao

C6 nhiéu loai mang té bao khac nhau, nhung ching déu c6 nhimng thudc tinh va
chtrc nang giong nhau.

Mang té bao rat mong (7,5 - 10nm), c6 tinh dan hoi va c6 tinh thim chon loc, thanh
phan co ban 14 protein va lipid. Mang duoc cau tao gdm 3 16p: hai 16p ngoai cac phéan tir
protein va mot sb enzym, dic biét 1a enzym phosphatase; 16p gitra gdm cac phan tir
phospholipid.

Chinh ban chat lipid ctia mang da can tré sy khuéch tan qua mang ciia cac chat tan
trong nudc nhu glucose, cac ion... Nguoc lai cac chat tan trong lipid dé dang chuyén qua
mang.

Do cau triic protein, mang di tao thanh céc kénh (canal) chira diy nuéc xuyén qua
mang, qua d6, cac chat tan trong nudc c6 phan tir nho dé& dang khuéch tan qua mang.

1.1.2. Sw khuéch tin thuéc

- Khuéch tan thu déng (passive diffusion)

Khuéch tan thu dong con goi la khuéch tan don thuan hodc 13 sy thim 1a qua trinh
thudc khuéch tan tir noi cé nf)ng do cao dén noi co n6ng do thép. Mitc do va tée do
khuéch tan ty 1¢ thuan véi sy chénh 1éch vé néng do thude gifra hai bén mang, dién tich bé
mit ctia mang, hé s6 khuéch tan cua thude va ty 1& nghich véi bé day cua mang.

- Khuéch tin thuan li (facilitated diffusion)

La qué trinh khuéch tan co su tham gia cta chit van chuyén hay con goi 1a chat
mang (carrier). Giéng nhu khuéch tan don thuan, dong luc cua khuéch tan thuan loi 1a su
chénh 1éch néng do thudc gitra hai bén mang. Thudc duoc gén vG1 mot protein ddc hi¢u
(chat mang) va chuyén tir noi c6 ndng do cao dén noi c6 ndng do thip qua cac éng chira
nudc cua mang.

Chat mang c6 tinh dac hi€u nén chi gén véi mot sb thude nhét dinh va sé dat trang
thai can bang khi chat mang khong con cac vi tri lién két tu do.

1.1.3. Vin chuyén tich cwe (active transport)

Van chuyén tich cuc la loai van chuyén dic biét, thude duoe chuyén qua mang nho
6 chat mang. Van chuyén tich cuc c6 mot sd dic diém sau:

- Do ¢6 chat mang nén c6 thé van chuyén nguogc véi bac thang ndong do

- Doi hoi phai c6 ning lwong cung cap (chuyén ATP thanh ADP)

- Van chuyén ¢o tinh chon loc.

- Co sy canh tranh gitta nhiing chét c6 cu trac hoa hoc tuong tu.
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- Bi trc ché khong canh tranh bdi nhitng chit doc chuyén hoa do 1am hao kiét ning
luong.

Mot sb thude nhu acid amin, glycosid tim dugc van chuyén theo co ché nay.

1.1.4. Loc

Céac chat hoa tan trong nudc, c¢6 phan tir lwong thip (100 - 600 dalton) co thé
chuyén qua mang ciing v6i nudc mot cach dé dang nho cac éng chira ddy nudc xuyén qua
mang.

Pong luc cua su van chuyén nay 13 do chénh 1éch ap luc thuy tinh hodc 4p suét
thim thau giira hai bén mang. Sy van chuyén céc thudc theo co ché niy goi 1a loc.

Ngoai su phu thudc vao mirc do chénh 1€ch ap luc thuy tinh hoac ap suét thAm thau
gitra hai bén mang, muc do va tdc do loc con phu thudc vao duong kinh va sb lugng cua
6ng dan nudc trén mang.

C6 su khac nhau vé duong kinh va sé luong 6ng dan nudc giira cac loai mang. Thi
du: hé sd loc & mang mao mach tiéu cau than 16n gép hang tram lan so véi mang mao
mach & bép thit. ..

Ngoai nhitng co ché van chuyén di néu trén, thudc ciing dugc van chuyén qua
mang theo co ché 4m bao, thuc bao.

1.2. Cac dwong dwa thudc vao co thé va s hiap thu thude: Tuy theo myc dich diéu tri,
trang thai bénh 1y va dang bao ché cua thudc, nguoi ta lya chon dudng dua thude vao co
thé cho phit hop dé dat hiéu qua diéu tri cao. C6 hai duong chinh dua thudc vao co thé la:
duong ti€u hoa va duong ngoai tiéu hoa.

1.2.1. Hip thu qua niém mac miéng

Céc thudc bao ché dudi dang vién ngam, dat dudi ludi, co tinh chat ua lipid va
khong bi ion hoa s& nhanh chong duoc hap thu vao co thé theo co ché khuéch tan don
thuan.

Niém mac miéng, dic biét 1a ving dudi ludi c6 hé mao mach phong phii nam ngay
duéi 16p mang day cua té bao biéu mo nén thudc duoc hip thu nhanh, vao thing hé tuan
hoan chung khong qua gan, nén tranh dugc nguy co bi pha huy bdi dich tiéu hoa va
chuyén héa budc mot & gan.

Trong thuc té 1am sang, mot s6 thube thuong dat duoi ludi la:

- Thudc chéng con dau that ngue: nitroglycerin, isosorbid dinitrat

- Thubc ha huyét ap: nifedipin (biét duoc: Adalat).

- Thubc chdng co thit phé quan: isoprenalin.

- M6t s6 hormon.

1.2.2. Hép thu qua niém mac da day: Niém mac da day chu yéu 1a niém mac tiét, khong
c6 nhung mao, khe hé gitra cac té bao biéu mé rat hep, hé théng mao mach it nén rat it
thudc hap thu qua da day.

1.2.3. Hdp thu qua niém mac rudt non: Niém mac rudt non 13 noi hap thu tét nhit ¢
duong ti€u hoa, vi mot s6 dic diém sau:

- Dién tich tiép xuc 16n. Té bao c6 nhiéu nhung mao, vi nhung mao.

- Hé thdng mao mach phong phu.

- Giai pH tir acid nhe dén kiém nhe thich hop cho viéc hap thu.
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- O rudt non cé cac dich tiéu hoa nhu dich tuy (chra cac enzym amylase, lipase,
esterase, chymotrypsin...), dich rudt (chira natri bicarbonat, mucin, lipase, invertase...),
dich mat (chira acid mat, mudi mat c6 tac dung nhii hoa lipid ting hap thu).

- O niém mac rudt non c6 nhiéu chat mang (carrier) nén ngodi co ché khuéch tan
don thuan, 4m bao, thuc bao thi ¢ ddy con hap thu theo co ché khuéch tan thuan loi va van
chuyén tich cuyec.

1.2.4. Hép thu qua niém mac rugt gia

Su hép thu thudc & niém mac ruot gia kém hon nhiéu so v&i rudt non vi dién tich
tiép xtc nho hon, trén niém mac lai khong c6 nhung mao va vi nhung mao, it enzym tiéu
hoa. Chirc ning chu yéu ciia niém mac rudt gia 1a hip thu nudc, Na*, CI, K va mot sb
chat khoang. Ngoai ra mot s6 chat tan trong lipid ciing duoc hap thu ¢ day.

Pic biét & phan cudi rudt gia (truc trang) c6 kha niang hap thu thudc tét hon vi co
hé tinh mach phong phu. Tinh mach tryc trang dudi va giita d6 mau vé tim, khong qua gan
nén tranh duoc chuyén hoa budc mot & gan. Can luu y O tryc trang do chtra lugng dich it,
néng d6 thudc dam dit nén thude duoc hép thu nhanh véi lugng dang ké, do d6 trong mot
sO truong hop manh hon dudng udng.

1.2.5. Hép thu qua dwong tiém

C6 nhiéu dudng tiém khac nhau nhung thong dung nhét 1a duong tiém dudi da,
tiém bép thit, tiém tinh mach hoac tiém truyén.

- Khi tiém dudi da hodc tiém béap thit thuéc hap thu nhanh hon va hoan toan hon
duong udng, it rai ro hon dudng tiém tinh mach.

- Tiém tinh mach 1a dua thube théng vao mach mau nén thudc hép thu hoan toan,
thoi gian tiém tang rat ngan. Dung duong tiém tinh mach trong truong hop can can thiép
nhanh, khi thudc khéng tiém dugc & bap vi hoai tir nhu CaCl,, Ouabain...

Can chu y khong tiém tinh mach cac hon dich, cac dung dich dau, cac chat gay két
tha protein huyét twong, cac chat khong dong tan véi mau (vi c¢6 thé gy tic mach), cac
chat gay tan mau, doc véi tim.

Téc d6 tiém ciing khong dugc qua nhanh vi khi tiém nhanh s& tao ra mot nong do
cao dot ngdt dé gay truy tim, ha huyét p, tham chi c6 thé tir vong.

1.2.6. Hép thu qua dwong hé hip

Céc phé nang cac ong dan khi & phdi c6 c6 mang mao mach phong phu. Pic biét bé
mat tiép Xuc cua cac phé nang rat 1on, thuan loi cho viée trao d6i khi va hép thu thudc.

Phéi 1 noi hap thu thich hop nhat cac loai thubc mé thé khi, thudc 1ong bay hoi.
Céc chit ran ciing dugce dung qua dudng hd hap dé diéu tri viém nhiém dudng ho hap va
tri hen; toc do hép thu céc thudc thé rin tuy thudc kich thudce céac tiéu phan.

1.2.7. Hép thu qua da

Thong thuong ding thube boi ngoai da 1a dé co tac dung tai chd. Da nguyén ven
(khong bi t6 thwong) hip thu kém hon nhiéu so véi niém mac. Lép biéu bi simg hoa 1a
‘hang rdo’ han ché su hap thu thudc & da.

Khi da bi ton thuong, mat ‘hang rio’ bao vé, kha ning hap thu cua da ting 1én rat
nhiéu, c6 thé gay ngd doc nhét 1a khi ton thuong & dién rong. Di v6i tré so sinh va tré
nho, 16p té bao sing chua phat trién nén da c¢6 kha nang hap thu thudc tét hon, do d6 can
than trong khi dung thudc ngoai da cho tré (cac thudc cé chira corticoid manh).
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Ngoai viéc dung thudc boi trén da dé c6 tac dung tai chd, nguoi ta da dung thude
trén da v6i tic dung toan than dudi dang miéng dan. Phuong phap ndy thuong ding cho
nhiing thude ¢ hiéu lyc manh, lidu thép, t1)2 ngé‘m va bi chuyén hoéa budc mot cao nhu:
nitroglycerin, propranolol...

Dung thudc hap thu qua da dudi dang miéng dén c6 wu diém 13 n6 c6 thé duy tri
dugc ndng do thude ¢ huyét tuong 6n dinh trong mot thoi gian dai. Tuy nhién c¢6 nhugc
diém 1a c6 thé gy di tmg hay kich tng tai chd.

1.2.8. Hip thu qua cdc dwong khdc: Cac dudng khac gdm: giy té tiy sdng, tiém vao
mang khép, nhéd miii, nho mét.
2. Phan bd thude: Sau khi hap thu vao mau, thudc s& phan bd di khip cac co quan.

- Thubc phai dat ndng d6 cao tai co quan dich thi méi c6 tac dung. Luu ¥ mot sé co
quan dich rat kho xam nhap nhu: Dich ndo tiiy, mat, xwong. Vi du: Thudc khang sinh tri
viém mang ndo phai thim qua dugc mang nio va dat nong do bang hoic 16n hon ndng do
MIC méi diét duge vi khuan viém mang ndo. (MIC 14 ndng d6 tdi thiéu c6 hiéu luc diéu
tri ciia khang sinh).

- Can chi ¥ cac thudc co kha ning phan bd vao rau thai va sita me dé tinh dén tac
dung ctia thudc c6 thé co trén bao thai hay dia tré con bu.

- C6 3 cach phan bé thudce:

+ Chi ¢ trong huyét twong.
+ Trong huyét trong va gian bao.
+ Trong huyét tuong, gian bao va bén trong té bao.

- Trong mau thudc t6n tai & 2 trang thai: dang lién két v6i protein va dang tu do.
Albumin 1a protein lién két v6i thudc 1a cha yéu. Trén 1y thuyét, thudc gan két véi protein
thi khong c6 tac dung (vi phan tir 16n khong di qua dugc thanh mao mach dén cac t6
chtrc), chi ¢6 phan thudce & dang tw do méi cho tac dung. Vi vy, ngudi ta quan tim dén ti
1& gan thudc vao protein huyét tuong.

+ Thudc gan manh (> 75% ).
+ Thudc gan trung binh (> 35%, < 75% ).
+ Thudc gin yéu (< 35%).

- Su phan b thude vao ndo va dich ndo tuy: Binh thuong ¢ ngudi truong thanh
thudc khé thAm qua mao mach dé vao nido hoic dich ndo tiy vi chung duoc bao vé boi
“hang rao mau - nio” hoic “hang rao mau - dich nio tiy”. Nhung khi t6 chirc than kinh
trung wong bi viém, “hang rao mau bao vé&” bi ton thwong, mot sb thudc (khang sinh...)
vao ndo dé dang hon. Con & tré so sinh, ham lugng myelin & cac t6 chirc than kinh con
thip nén thudc d& dang xam nhap vao nio hon.

- Su phan bd thude qua nhau thai: Thudc ciing nhu cac chat dinh dudng tir mau me
vao mau thai nhi phdi qua “hang rao nhau thai”. “Hang rao nhau thai” c6 di¢n tich lon, luu
lwong mau cao va c6 nhiéu chat van chuyén nén nhiéu thudc tir me c6 thé qua nhau thai
vao thai nhi. Vi vay, trong thoi ky mang thai, viéc ding thudc phai that than trong.

3. Chuyén héa thudc

- Chuyén héa thude 13 bién dbi cau tric hoa hoc ctia thudce thanh mot chat khéc, co
hoic khong c6 hoat tinh, hodc dé bai xuat hon, hodc co thé c6 doc tinh. Vi dy: chuyén hoa
paracetamol thanh chat N-acetyl-benzoquinonimin cé ddc tinh.
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- Phan tng chuyén hoéa thudc duogc chia lam hai pha:

+ Pha | (pha giang h6a): gdm cac phan tmg oxyd hoa, khir, thiy phén.

+ Pha II (pha lién hop): gdm cac phan ung lién két giira thudc hodc san pham
chuyén héa cua thudc véi mot s chat noi sinh (acid glucuronic, glycin, glutathion,
sulfat...).

- Gan 13 co quan chinh cho chuyén hoéa thudc. Rét nhiéu thudc duoc chuyén hoa tai
gan nho enzym chuyén hoa. Can luu ¥ cac thubc qua gan 1an ddu trudce khi vao hé tuan
hoan c6 bi chuyén héa hay khong.

- Khi suy giam chirc ning gan, chuyén héa cua thudc bi suy giam. Diu nay co thé
dan dén ting ndng d6 thude trong mau. Do do, phai diéu chinh lidu cac thube chuyén hoa
qua gan.

3.1. Cam &rng enzym

Cam Ung enzym la hién tuong ting cudng mic d6 enzym chuyén hoa thube dudi
anh hudng cua mot chat ndo d6. Chit gay ting cuong mirc do enzym duge goi la cht gay
cam (mg enzym. Trong nhom ndy gém cac enzym: cytocrom P450 (viét tait CYP450 hoic
Cyt Puso), glucuronyl transferase, glutation-S-transferase, epoxid hydrolase.

- Phan 16n cac truong hop, sau khi chuyén hoa thudc bi giam hay mét tac dung, nén
trong trudng hop ndy cam ng enzym lam giam hay mat tac dung ciia thudc.

- Péi v&i mot sb thude, chi sau khi chuyén hdéa mdi co6 tdc dung hoac tdng doc tinh
thi cam tng enzym lam ting tac dung hodc ting doc tinh ciia thude.

- Mot s thude sau khi dung nhic di nhic lai sé gdy cam ung enzym chuyén héa
ctia chinh né. D6 1a hién tugng “quen thude” do cam tng enzym.

- Cho dén nay nguoi ta da tim thay trén 200 chat gdy cam tng enzym, trong d6
phenobarbital 14 chat gdy cam tmg rat manh, 4nh huéng dén chuyén héa ciia nhiéu thude.

Bang 2.1. Mt s6 chit gy cim rng enzym

Chit giy cim tng enzym Chit bi ting chuyén hoa
Phenobarbital Diphenhydramin, Warfarin, Dicoumarol, cortisol,
griseofulvin, Rifampicin, Clopromazin...
Phenylbutazon Warfarin, Dicoumarol, cortisol
Rifampicin Thudc tranh thai (udng)
Diazepam Bilirubin, Pentobarbital
Barbital Dicoumarol
Griseofulvin Warfarin
3.2. Uc ché enzym

Chét gy trc ché enzym 1am giam qua trinh chuyén hoa thudc dan dén ting tac dung
hoic ting doc tinh thude.

Ut ché enzym chu yéu 1a do giam qua trinh tong hop enzym & gan hodc ting phan
hay enzym, hodc do tranh chip vi tri lién két ctia enzym 1am mat hoat tinh enzym.

Bang 2.2. Mt s6 chit gay irc ché enzym

Chit giy trc ché enzym Chit bi giam chuyén héa

Cimetidin Diazepam, Thudéc chéng dong mau (udng),
phenytoin, theophylin...
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Metronidazol Thudc chong dong méau (udng)
Cloramphenicol Phenytoin, Thudc chong dong mau (udng)
Isoniazid Phenytoin

- Ngoai ra, con cac yéu to anh hudng dén su chuyén hoa thude nhu: di truyén, sinh
1y (tudi tac, gidi tinh), bénh 1y (suy gan), dudng cho thude.
- Thudc bj chuyén hoa coi nhu thude da thai trir nhung con & trong co thé.
4. Théi trir thude
- La qua trinh thudc duoc loai ra khoi co thé.
- Than la co quan thai trtr chinh cua co thé. Hau hét thudc thai trur qua than. Mot vai
thudc thai trir qua gan rudt, da, tuyén md héi, nudc bot hodc phdi.
- Cac chat chuyén hoa 13 dang thai trir cia thude nhung con trong co thé.
- Cac yéu t6 anh hudng dén thai trir thude qua than:
+ Chire ning than: Giam chirc ning than dan dén giam thai thudc.
+ pH nuéc tiéu: Kiém hoa nude tiéu tang thai trir thude co ban chat acid yéu,
acid hoa nudc tiéu ting thai trir thue co ban chat kiém yéu.
+ Thudc phdi hop: probenecid giam théi trir penicilin.
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DU'O'C DONG HOC

1. Pai cwong

Duoc dong hoc (Pharmacokinetics) (DPH): 1a khoa hoc nghién ctru sé phan cia
thudc khi duge dua vao co thé, dién ta béng toan hoc vé tdc do va murc do cua thude qua
bdn qua trinh: hap thu thudc, phan bd thude, chuyén hoa thude, dao thai thude.

Thudc mubn c6 tac dong toan than déu phai dugc hip thu va trai qua qua trinh tudn
hoan méau dén vi tri tic dung. Tinh chit DDH cua thudc thé hién qua cac thong sb goi 1a
thong s6 DDH, d6 1a :

- Sinh kha dung (F).

- Thé tich phan b6 (Vd).

- Hé sb thanh thai (C1).

- Thoi gian ban thai (ty).

2. Cac thong s6 Duge dong hoc co ban
2.1. Dién tich dwoi dwong cong, ky hiéu AUC (Area Under the Curve)

- Dién tich dudi dudng cong biéu thi twong trung cho lugng thude vao dugc vong
tuan hoan & dang con hoat tinh sau mot thoi gian t.

- Céch tinh AUC: C6 nhiéu cach tinh AUC. Quy tac tinh dién tich hinh thang tuong
dbi don gian: chia dién tich dudng cong thanh nhiéu hinh thang réi tinh dién tich cac hinh
thnag d6. AUC 12 tong dién tich cac hinh thang.

C (mg/L)
4 C (mg/L)

A

0O 2 4 6 8 10 0 2 4 6 8 10 12 T(h)
Don vi tinh AUC la: mg/L.h hoac pg/mL.h

Y nghia AUC: Tir gia tri dién tich duéi duong cong nong do - thoi gian, co thé tinh
duoc tri s6 sinh kha dung cua thude.
2.2. Sinh kha dung (bioavailability)

- Sinh kha dung (SKD) ky hi¢u 1a F (fraction of the dose).

- Sinh kha dung 1a ti 1& lugng thudc vao duoc vong tuan hoan chung ¢ dang con
hoat tinh so v6i lidu di dung.
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- Béi voi thube o clearance (Cl) khong dbi thi sinh kha dung dugc tinh dya vao so
sanh AUC cua duong hap thu can nghién ctru; vi du duong udng (AUC) v6i duong tiém
tinh mach (AUCy).

Luong thude dwoc hip thu AUC,, AUC,,
F = = =
Liéu sir dung Do AUC,,
- Duya trén thyc nghiém cé thé tinh F theo AUC theo cong thirc sau:
AUC x CI
F=
D

(D: liéu ding; CI: @6 thanh loc)
- Pay la thong s6 danh gia su hap thu thudc, dat biét thude udng.
- Néu thubc dua qua duong tinh mach thi F =I.
- Néu thudc dua ngoai dudng TM thi F ludn ludn < 1 bdi nhiéu 1y do : thude dugc
hap thu khong hoan toan, ¢ thé bi chuyén héa & rudt, gan...
2.2.1. Sinh khd dung tuyét doi
La ty 1& giira sinh kha dung cua cing mot thubc dwa qua dudng udng (hoic dudng
khéc) so voi dua qua duong tinh mach.
AUC dudng udng (po)
F tuyét d6i = (%)
AUC ti€m tinh mach (IV)
Trong céc tai li¢u dugc hoc cho san cling nhu trong tinh toan, gia tri cua sinh kha

dung chinh 1 gia tri ciia sinh kha dung tuyét doi.
2.2.2. Sinh khd dung twong déi
L& ty 18 so sanh gitra 2 gia tri sinh kha dung cua cing mot thudc nhung khac nhau
vé dang bao ché (vién nén, vién sti, dung dich udng) va cing dua qua dudong udng.
AUC vién nén (tab) AUC thubc thir
F tuong ddi = hodc

(%)
AUC vién sti, dung dich ung AUC thudc chuin

2.2.3. Céc yéu t6 anh hwong SKD

- Tinh chét 1y hoa ciia thude.

- Twong tac thude: Giita Thudc - Thude, Thude - Thirc dn d6 udng.

- Ltra tudi: Tré em va ngudi gia c6 SKD khéac ngudi truong thanh.

- Bénh 1y: rdi loan hap thu.

- Chire niang gan: Suy chtic ning gan lam giam kha nang chuyén hoa thudc & vong
tuan hoan dau cé thé lam ting SKD cac thudc chuyén héa manh qua gan.
2.2.4. Y nghia ciia SKD

- Sinh khd dung tuyét doi: thudng cong bd voi cac thude vién dung theo dudng
udng. Nhimng loai thube co F > 50% duoc coi 1a tét khi dung theo dudng udng. Néu F
>80% thi c6 thé coi kha niang hap thu cia duong udng twong dwong véi duong tiém va
nhitng loai thudc nay chi tiém trong truong hop khong thé udng duoc.
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- Sinh kha dung twong déi: dé danh gia ché phadm méi hay ché phim xin ding ky
lwu hanh v6i mdt ché phdm cé uy tin trén thi trudng. Con goi 1a danh gia trong duong
sinh hoc cua cac thude.

2.2.5. Twong dwong sinh hoc: (bioequivalence)

La khai niém cho biét hai thudc, cung mot dang bao ché chira cung mot dugc chét
nhung dugc san xuét ¢ hai noi khac nhau, tao dugc muc do dap ung sinh hoc nhu nhau.

Hai ché pham, cung hoat chét cua hai hing khac nhau, dé duoc goi 1a twong duong
sinh hoc theo FDA (M¥) doi hoi:

- Twong duong bao ché.

- AUC gidng nhau (khéng khéac biét qua 20%)

- Cmax va Tmax giong nhau.

Hai ché pham twong duong sinh hoc s& cho hiéu qua diéu tri twong duong, vi vay,
c6 thé thay thé cho nhau trong diéu tri.

Vi du: Thube gdc (generic) nhu Diclofenac bao ché ¢ dang thude tac dung kéo dai
can thr twong duong sinh hoc so sanh voi thudce biét duge dau tién (innovator) nhu
Voltaren dugc dung 1am thude chuén (reference product).

2.3. Thé tich phéin bé (Vd)
- Nguodi ta thuong dung thé tich phan bd Vd dé biéu thi cho sy phan phdi thudc
trong co thé.
Tong luong thude dua vao co thé
Vy = (lit/kg hodac lit/70kg)
Nong do thudc trong huyét trong

- Thé tich phan bd Vd khong biéu thi mot thé tich sinh 1y thuc, ma d6 chi 1a mot tri
sd tuong tuong nén con goi 1a thé tich phan bd biéu kién, biéu thi mot thé tich can phai co
dé toan b luong thude duge dua vao co thé phan bd & ndong do biang ndng do trong huyét
tuong.

- Goi 1a biéu kién (gia tri tuong tuong) vi todn bd nudc & ngudi 70kg = 42 lit,
nhung Vd cta nhiéu thudc qua 16n. Vi du: Vd ciia Digoxin 1a 645 1it. Thé tich nay gap 9

lan thé tich toan co thé cia mot nguoi nang 70kg. Thyuc sy Digoxin phan phéi nhiéu vao
co van va md md, chi ¢ lai huyét trong v6i lwong rat nho.
- Tri s6 Vd thudng dugc tinh san c6 thé ap dung cho bénh nhan khong cé bat
thudng vé sinh 1y hay bénh gan than.
- Cong thtrc tinh Vd:
D
Cp
D: Tong luong thude di dua vao co thé (g hodc mg).
Cp: Nong d6 thube trong huyét twong (g/L hodc mg/ml).
Pon vi cia Vd 1a L hodc L/Kg.
- Y nghia cta Vd:
+ Tinh lugng thudc dang c6 trong co thé.
+ Dya vao Vd dé chon thudc hodc phan bd nhiéu trong huyét trong (dé tri nhidm
tring huyét), hodc phan bd nhiéu & mé (dé tri nhiém tring xwong).

vVd =
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+ Tir thé tich phan bd cho trudc, ta c6 thé tinh duoc lidu dung cua thude can dua
vao dé dat dugc mot néng do Cp nao do.
D= VdxCp

F: Sinh kha dung cia thudc (%).

Vi dy: Thé tich phan bb Vd cua Digoxin 1a 7L/Kg. Tinh liéu Digoxin can dua vao
theo dudng tinh mach dé dat dugc ndng d6 diéu tri trong mau 1a 1meg/ lit.

Cach giai: F =1 (vitiém tinh mach) — D =VdxCp

Vay: D=7L/Kg x 1 mcg/L = 7 mcg/Kg
2.4. H¢ sé thanh thdi (Cl : Clearance)

Hé sb thanh thai hay con goi 1a do thanh loc hay d¢ bai xuét biéu thi kha nang cua
mot co quan nao d6 (thuong 13 gan va than) loc sach thudc ra khoi huyét twong khi mau
tuan hoan qua co quan do.

Clearance: 1a thé tich huyét twong (ml) chira thudc duoc mot co quan (gan, thin)
loai bo hoan toan (loc sach) thube d6 trong thoi gian 1 phut.

Co thé tinh d6 thanh loc theo biéu thirc sau:

cl= KD - v
Cp
K: hang s6 thai trir = 0,693 / ty,.
Cp: noéng do thudce trong huyét twong.
D: lidu dung.
Vi du: Cl cefalexin 1a 300ml/min, CI propranolon 1a 840ml/min.

Pay khong phai 1a thé tich huyét twong thuc té di qua gan than trong 1 phut, ma co
nghia 14 sau 1 phat c6 300ml huyét tuong dugc loc sach cephalexin va c¢6 840ml huyét
tuong dugc loc sach propranolol.

Y nghia cua clearance:

- Do thanh thai cho phép tinh téan hiéu chinh liéu trén bénh nhan suy chirc ning
than. Than 14 co quan chinh trong qua trinh bai xuét thudc ra khoi co thé. Khi chirc ning
than bi suy giam, thudc bi & lai gdy doc cho co thé, do d6 phai diéu chinh liéu.

- O muc liéu diéu tri, tri s6 clearance thuong ti 1& nghich véi thoi gian ban thai,
nghia la: + Khi thudc co clearance 16n 1a thudc duoc thai trir nhanh ra khoi co thé
va ty, sé nga‘m. + Khi thudc c6 clearance nhé 1a thudc dugc thai trir cham ra khoi
co thé va t, s& dai.

2.5. Thoi gian badn thdi (haft-life: t,,): nita doi thdi true, niea doi sinh hoc.
2.5.1. Khadi ni¢m

- La thoi gian can thiét dé nong d6 thudc trong huyét twong giam di mot nira (= La
thoi gian can thiét dé mot nira luong thude bai xuat ra khoi co thé).

Vi du: Mot thude c6 thoi gian ban thai 1a 8 gio c6 nghia 14 sau 8 gio bi mat 50%
lidu dung, sau 16 gid bi mit 75% liéu dung, sau 24 gid bi mét 87,5% liéu dung. Va nhu
vay c6 nghia 1a sau 24 gid, lugng thude con lai chi bang 12,5% liéu ding.

- Quy tic 5 Xty sau thoi gian nﬁy, thudc sé bao hoa cac mod trong co thé. Lac néy,
lwong thube vao to chirc va luong thude thai trir bang nhau va nhu vdy néng do thudc &
trang thai can bang (Css).
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- Quy tac 7 X ty: 12 thoi gian can thiét dé thudc duoc bai xuét hoan toan ra khoi co
thé.

- Nhitng thudc o ty, dai s& dugc dua it 1an trong ngay hon thudc ¢6 ty, ngan.
2.5.2. Cac yéu t6 anh huong dén ty),

- Tuong tac thudc: dic biét 1a twong tac ¢ giai doan thai trir c6 thé kéo dai hay rut
ngén ty/» ctia thude.

- Ltra tudi: cac lira tudi ¢ hai cuc 1 tré nho va ngudi gia, do su yéu kém hay suy
giam chirc nang than ciling thay doi ty,.

- Churc nang gan than: khi chirc nang gan than bi suy giam thi t, kéo dai, nghia la
thude bi tich lily 1au hon trong co thé, c¢6 co ngd doc 1én hon.
2.5.3. Y nghia ciia tri so t.,

- Gitp du doén duoc néng do thube trong mau & mot thoi diém nao do.

- Giup xac dinh khoang cach gitta cac liéu dung (hay nhip dua thudc vao co thé).

- Giup diéu chinh liéu dung cho nhiing ngudi suy than.

Bang 3.1. S6 1an t,, va lrong thudc con lai trong co thé giup dw doan nong dd
thudc trong co thé

Sb lan ty, Luong thudc con lai trong co thé (%)
1 50
2 25
3 12,5
4 6,25
5 3,13
6 1,56
7 0,8
Bang 3.2. Tri s t,, gitp x4c ding khoang cach giira cac liéu ding
Khéng sinh Ty, Khoang cach dwa thuoc
Cefotaxim 1,1 gioy Camdi 4-8 gio
Ceftazidim 1,6 gior Cirmdi 8 gioy
Ceftriaxon 7,3 gid Cir moi 12- 24 gio

TUONG TAC THUOC



11

1. Twong tiac Thudc - Thude
Tuong tac thude (TTT) 14 hién twong xay ra khi sir dung dong thoi hai hay nhiéu
thudc, thude nay lam thay ddi tac dung hodc doc tinh cua thudc kia dua dén hau qua co loi
hoic bét loi dbi véi co thé nguoi dung thude.
Trong 1am sang, thay thudc mudn phéi hop thude dé:
- Lam tang tac dung diéu tri.
- Giam céc tac dung khong mong mudn.
- Giai dc thudc.
Tuong tac thube duge phan bi¢t: Tuwong tac Dugc dong hoc va Tuong tdc Duogc luc
hoc.
1.1. Twong tiac Dwoe lwe hoc: Pay 1a tuong tac xdy ra tai cac thu thé (receptor) cia
thudc, co thé trén cing mot receptor hodc trén cac receptor khac nhau, dan dén tiang hoic
giam tac dung diéu trj hodc doc tinh cta thude.
1.1.1. Twong tdac trén cung receptor: twong tac canh tranh
1.1.1.1. Twong tdc doi khding
La tuong tac xdy ra giita hai thudc 1am giam hodc mat tic dong cua thudc nay d6i
nghich véi tac dong cua thude kia.
Thuodng duoc st dung dé giai doc thude.
Vi du: Naloxon giai doc morphin.
1.1.1.2. Twong tac hiép luc
La tuong tac gitra hai thudc 1am ting tac dung.
Pay 1a twong tac thuong dugc khai thac nhiéu nham ting tac dung diéu tri. Vi du:
- Phéi hop Codein va Paracetamol. Paracetamol giam dau bac 1, khi phdi hop voi
codein thanh gidm dau bac 2.
- Phéi hop thude chen beta véi loi tiéu thiazid dé tri taing huyét ap.
- Tac dung kim khuan + Kim khudn — Diét khuan
(sulfamethoxazol + Trimethoprim — Co-trimoxazol)
- Téc dung diét khuan + Diét khudn — Diét khuan manh hon
( Penicilin + Aminosid — Tri nhiém khuan ning)
1.1.2. Twong tdic trén cdc receptor Khdc nhau: twong tac chirc phin
- C6 cung dich tac dung: do d6 lam ting hiéu qua diéu tri. Vi du: trong diéu tri bénh
cao huyét ap, phdi hop thudc gidn mach, an than va loi tiéu; trong diéu tri lao, phdi hop
nhiéu khang sinh (DOTS) dé tiéu diét vi khudn & cac vi tri va cac giai doan phat trién khac
nhau.
- C6 dich tac dung ddi 1ap, gy ra dugc chirc phan dbi 1ap, dung dé diéu tri nhiém
doc. Vi du:
+ Strychnin lidu cao, kich thich tuy séng gy co cimg co, cura do wrc ché dan
truyén & thm van dong, lam mém co.
+ Histamin tac dong trén receptor H; gay gidn mach, tut huyét ap, trong khi nor-
adrenalin tic dong 1én receptor a; giy co mach, ting huyét 4p.
1.2. Twong tac Dwoc dong hoc: 13 cac twong tic anh huong 1an nhau théng qua cac qua
trinh hap thu, phan phdi, chuyén héa va thai trir vi thé né khong mang tinh dic hiéu.
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1.2.1. Twong tic 6 giai doan hép thu

- Noi thube duge hap thu nhidu nhat 1 rudt, vi noi ddy dién tich hap thu rat rong,
co ché hdp thu tbt, luong mau tudi rat nhiéu dé thudc co thé hap thu vao hé tudn hoan
chung.

- Tuong tac thudc & giai doan hap thu c6 thé lam chdm hay giam hap thu. Quan
trong nhat 1a giam hap thu 1am giam ndng do thudc trong méau nén khong dat hiéu qua
diéu tri.

- Twong tac & giai doan hap thu do cic nguyén nhén sau:
1.2.1.1. Do thay déi pH & da day - ruét

Sy hip thu thubc qua mang rudt chii yéu theo cach khuéch tan thu déng nén doi hoi
thudc phai tan trong lipid va khong ion hoa. Sy thay d6i pH cua thudc & da day-rudt do
cac thude ding kém hay do thirc an thirc udng c6 thé anh huong dén hap thu thudc khac.
Vidu: su ting pH do antacid hay do ranitidin 1am giam hap thu enoxacin.
1.2.1.2. Do tao phirc khé hdp thu giita cdc thuéc phéi hop.

Vi du:

- Than hoat c6 tinh hép phu nén duogc dung giai doc céc chit doc & rudt. Tuy nhién,
khong thé tranh khoi than hoat hap phu céc thudc ding ddng thoi.

- Thudc khang acid (antacid) c6 chira AI**, Mg®* ¢6 thé hap phu mot sé thudc dung
chung. Vi vdy nén dung cac thudc cach antacid tdi thiéu 2 gio.

- Tetracyclin tao phirc chat khé hap thu véi cac ion kim loai hoa tri 2 va 3 nhu :
Ca’" AI**, Fe**, Fe*, lam giam tac dung khang khuén cua tetracyclin. Cac ion ndy co
trong san pham cta sira. Vi viy nén tranh dung cac san phim co sira chung véi tetracyclin.

- Cholestyramin lam tia mudi mat, ngin can hap thu lipid, dung lam thubc ha
cholesterol mau.

- Do can tré co hoc: Sucralfat, Smecta, Maalox (A13+) tao mang bao niém mac
duong tiéu hoa, lam kho hip thu cac thudc khac. Dé tranh su tao phirc hodc can trd hp
thu, hai thudc nén ubng cach nhau it nhat 2 gio.
1.2.1.3. Do thay dé6i nhu déng dwong tiéu héa

- Hau hét cac thude duoc hap thu chi yéu & phan trén rudt non. Vé mat nguyén tac,
mét thude duge dua nhanh ra khoi da day s€ c6 loi cho sy hép thu vi ruot 1a vi tri hép thu
t61 wu v4i moi loai thudc; nguoc lai, mot loai thudc bi téng nhanh ra khoi rudt s€ bi gidm
hap thu.

- Cac thubc tac dong trén hé than kinh thyc vat (nhu: adrenalin, propranolol,
physostigmin, atropin...) ¢6 thé 1am ting hodc giam nhu dong ong tiéu héa, vi vay, khi sir
dung cac thudc nay can luu ¥ dén cac thudc dung phdi hop, dic biét 1a cac thude giai
phong cham, thude bao tan trong rudt, thudc tiy nhuan trang.

- Vi cac thude dung theo dudng tiém bap, dudi da:

+ Procain 1a thudc té, khi tron véi adrenalin 1a thude co mach thi procain s& cham
bi hap thu vao mau do d6 thoi gian gay té s& dugc kéo dai.

+ Insulin tron v&i protamin va k€m (protamin - zinc- insulin - PZI) sé lam kéo dai
thoi gian hap thu insulin vao méu, kéo dai tac dung ha dudng huyét cua insulin.
1.2.2. Twong tic ¢ giai doan phin bé thuéc
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- Cac thubc duoc van chuyén trong mau dudi dang lién két véi protein cia huyét
trong. Trong da sb trudng hop, protein lién két v6i thude chi yéu 1a albumin, nhung c6
mot sb truong hop 1a globulin.

- Thudc lién két protein khong c6 tac dung dugc 1y. Chi c6 thude & dang tu do méi
co tac dung duogc ly.

- Lién két ‘Thudc-Protein’ huyét trong dugc xem nhu kho dy trir thude s& phong
thich thudc tu do khi can, hodc khi lién két bj cit thi dang thubc tu do vao tudn hoan.

- Cac thude cé ai luc cao véi protein s& day thudc co i luc yéu ra khoi protein
huyét trong 1am cho dang ty do cua thude bi ddy ting, ddn dén ting tac dung duogc ly. S&
nguy hiém néu thudc bi diy c6 pham vi diéu tri hep va thudng ton tai & dang lién két cao >
80%.

- Chu ¥ cac twong tac cua cc thude co pham vi diéu tri hep va ty 18 lién két protein
cao, vi du:

+ Thudc chéng déng mau loai khang vitamin K: warfarin, dicoumarol.
+ Thubc ha dudng huyét: tolbutamid (96%), clopropamid.
+ Thudc tri dong kinh: phenytoin (90%).

Céc thubc ddy duoc 3 loai thude trén manh nhét 1a Miconazol va ciac NSAID, ¢
thé gay nhiém doc.

1.2.3. Twong tdc ¢ giai doan chuyén héa

- Phan 16n thudc duogc thai trir chinh trong co thé bang sy chuyén héa thude. Su
chuyén hoa chu yéu xay ra ¢ gan.

- Hé thdng enzym chuyén hoa thuéc & gan co tén cytocrom P450 (viét tat:
CYP450). Tuong tac thudc & giai doan chuyén hoa thudng 1a giy cam tng hoic e ché
enzym gan nay.

- Cac thubc gdy cam tng enzym: 13 cac thudc lam ting hoat tinh CYP450 tirc 13
lam ting qua trinh chuyén hoa thudc din dén 1am giam hoat tinh ciia thudc ding dong
thoi. Vi du: Thube phenylbutazon 1a thudc gdy cam tng enzym s& 1am giam hoat tinh céac
thudc ding chung nhu: digoxin, phenytoin, propranolol... (Xem thém bang 2.1.).

- Cac thudc trc ché enzym: 1a cac thudc lam giam hoat tinh CYP450 tirc 1a lam
giam qué trinh chuyén hoa thudc dan dén 1am ting hoat tinh cua thudc dung dong thoi. Vi
du: Cimetidin, Ketoconazol trc ché enzym sé& lam ting tic dung cila thudc dung chung la
diazepam, terfenadin. Amiodaron lam tang hoat tinh ctia warfarin 1én 50 — 100% nguy
hiém tinh mang, bat budc phai giam lidu (Xem thém bang 2.1.).

Bang 4.1. Mot s6 thudc cam wng va e ché enzym gan

Cam tng (kich thich) U'c ché (kim him)
Phenobarbital Alopurinol
Phenytoin Erythromycin, Clarithromycin
Carbamazepin Dicoumarol
Spironolacton Cimetidin
Griseofulvin Isoniazid
Rifampicin Amiodaron
Ruou (dung lau) Ketonazol, Fluconazol
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Thudc 14 Ciprofloxacin
Metronidazol, Ruou (moi dung)

Céc thudc can lwu y khi két hop voi cac chat trong bang trén la: Cac hormon
(thyroid, corticoid, estrogen...), theophylin, thudc chéng dong kinh, thudc chéng déng mau
dang udng, thuc ha dudng huyét, thude tim mach.

1.2.4. Twong tac ¢ giai doan dao thai

Hau hét thudc duoc dao thai qua than, vi viy tuong tac thudc & diy c6 thé lam
thudc bi tich liy nhiéu trong co thé hay bai tiét nhanh khoi co thé. Vi du:

- Probenecid tuong tranh trong sy bai tiét v&i Penicilin 1am kéo dai thoi gian tac
dung cua penicilin.

- Natri bicarbonat (NaHCO3) 14 thubc khang acid gay kiém hoa nudc tiéu lam giam
su dao thai cac thudc 14 alcaloid (Quinidin, Theophylin...) ddn dén nguy co qua lidu.

- Vitamin C liéu cao lam acid héa nudc tiéu 1am ting thai trir cac thudc alcaloid dan
dén giam tac dung.

Thai trir (elimination) thudc gom 2 qua trinh 1a: chuyén hoéa thubc & gan (da noi &
phan trén ) va bai xuit (excretion) thudc qua than. Néu thudc bai xuat qua than & dang con
hoat tinh thi su ting/giam bai xut s& c6 anh huong dén tac dung cia thude.

2. Twong tic gitra thudc va thire dn: Thuong hay gip 13 thirc an lam thay doi duoc dong
hoc cua thudc.
2.1. Thite in 1am thay d6i hap thu thudc

Sy hép thu phu thudc vao thoi gian rdng cta da day. Da day khong phai 14 noi c6
chtrc nang hap thu ciia bd may tiéu hoa. Tuy nhién, do pH rat acid (khi doi, pH # 1; khi no
pH > 3) cho nén can luu y:

- Udng thudc lac doi, thube chi giir lai trong da day khoang 10 - 30 phit.

- Udng thude lac no, thudc bi gitr lai trong da day khoang 1 - 4 gid, do dé:

+ Cac thubc kém bén trong méi trudng acid (ampicilin, erythromycin) néu bi gitr
lau ¢ da day sé& bi pha huy nhiéu.

+ Vién bao tan trong rudt s€ bi vo (cén uéng trudc bira an 0,5 - 1h hoac sau bira
an 1 - 2 gio).

+ Nhitng thudc dé kich tng dudng tiéu hoa, nén udng vao lic no.

Su hép thu con phu thudc vao dang bao ché: aspirin vién nén udng sau khi an s&
giam hap thu 50%, trong khi vién sti bot lai dugc hap thu hoan toan.

Can phén biét thudc 1am cham hip thu va giam hip thu nhu sau:

+ Mot thudc bi thirc an lam giam hap thu tic 1a tong lugng thude vao mau néu
udng cung véi bita dn s& giam so v6i néu udng xa bita dn. Truong hop ndy nén udng thude
xa bita an (trudc bita dn 1 gio hodc sau bita dn 2 gio). Vi du: Mot sé thude bi phan hiy
mat hoat tinh néu & lau trong moi truong acid da day nhu: Ampicilin, Erythromycin,
Lincomycin... bi giam sinh kha dung.

+ Mot thude bi thirc an 1am cham hap thu c6 nghia 14 thoi gian dé thudc dat nong
d6 toi da trong mau néu udng khi in (hay ngay sau in) s& cham hon néu udng xa bita an
(lac bung rdng), nhung téng lwong thudc vao mau khong doi. Truong hop niy co thé
udng thube sau khi dn dé tranh tac dung phu do kich tmg dudng tiéu héa (néu co).
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+ Loi dung thirc dn can trd sy di chuyén cta thude trong long rudt, cac thube giai
phong cham, cac thude tac dung tai chd trong long rudt, ubng 1-2gid sau bira an 1a t6t
nhat.

- Thubc khong bi anh hudng bai thirc dn c6 thé udng luc nao ciing duoc, nhung nén
udng vao bira an hay ngay sau khi an dé tranh kich tmg da day.

- Thudc duoc thic dn 1am tang hip thu nén udng vao bira in hay ngay sau khi an
dé tang SKD.

- Thire dn kich thich sy tiét mat, diéu nay s€ co lo1 vdi cac thudc tan nhiéu trong mo
nhu griseofulvin, vitamin A,D,E,K.

- Thirc an hoat hoa hé théng men van chuyén céc chat qua thanh rudt, nho vay ma
su hip thu cac thudc c6 ban chit dinh dudng nhu vitamin, glucose, acid amin, cic mudi
khoang... s& dé dang hon.

- Hop phan thtic an: giau chat béo, qua nhiéu dudng, qua min hoic qua chua déu
can tré sy di chuyén cua khdi thie an tir da day xudng rudt. Diu ndy anh hudng dén
thudc kém bén trong moi trudng acid cia da day va 1am cham su di chuyén ciia thudc dén
vi tri hap thu téi vu 13 rudt non.

2.2. Thite dn l1am thay d6i chuyén héa va thai trir thuoc

Thitc dn c6 thé anh hudng dén enzym chuyén héa thude ciia gan, anh huong dén
pH cta nudc tiéu, va qua d6 anh huong dén chuyén hoa va bai xuat thuc. Tuy nhién anh
huong khong 16n.

3. Twong tac Thudc - P6 uong
3.1. Nudc

- Nudc 1a @6 udng (dung moi) thich hop nhat cho moi loai thudc vi khong xay ra
turong ky khi hoa tan thudc.

- Nuée 12 phuong tién dé dan thude (dang vién) vao da day - rudt, lam ting tan rd
va hoa tan hoat chét, giup hap thu dé dang. Vi vdy can ubng du nudc (100 - 200 mL cho
mdi 1an udng thudc) dé tranh dong vién thude tai thuc quan, c6 thé gy kich tng, loét.

- Bic biét can cha y:

+ Udng nhiéu nudc trong qua trinh dung thude (1,5 — 2L/ ngay) dé 1am tang tac
dung cta thudc (cac loai thudc tay), dé 1am ting thai trir va lam tan cac din xuét chuyén
hoéa ciia thude (sulfamid, cyclophosphamid).

+ Ubng it nuwdc hon binh thuong dé duy tri nong d6 thudc cao trong rudt khi udng
thudc tay san, tay giun (niclosamid, mebendazol).

+ Tranh dung nudc qua, nudc khoang base hodc cac loai nudc ngot dong hdp cod
gas vi cac loai nudc nay cé thé 1am hong thude hodc gay hap thu qua nhanh.

3.2. Sira

Sita chtra calci caseinat. Nhiéu thudc tao phirc véi calci cia sita s& khong dugc
hap thu (tetracyclin, lincomycin, mudi Fe...).

Nhitng thudc dé tan trong lipid s& tan trong lipid cta sita chdm duoc hip thu.
Protein cua sira ciing gan thudc, 1am can tré hap thu.

Sita c6 pH kha cao nén lam giam sy kich tng da day cua cac thude acid.

3.3. Ca phé, che
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- Hoat chét cafein trong ca phé, nudc ché lam ting tic dung cua thudc ha sét giam
dau aspirin, paracetamol; nhung lai lam ting tic dung phu nhu nhirc ddu, ting nhip tim,
tang huyét 4p & nhitng bénh nhan dang dung thudc loai MAOL

- Tanin trong ché gy tia cac thude co Fe hoic alcaloid

- Cafein ciing gdy tiia aminazin, haloperidol, lam giam hap thu; nhung lai lam ting
hoa tan ergotamin, lam dé hap thu.

3.4. Rugu ethylic

Ruou (Alcol) c6 rat nhiéu anh huong dén than kinh trung wong, hé tim mach, sy
hap thu cia duong tiéu héa. Ngudi nghién ruou con bi giam protein huyét twong, suy
giam chirc ning gan, nhung lai giy cam tmg enzym chuyén hoa thudc cua gan, vi thé ruou
c6 tuong tic v6i rat nhidu thube va cac trong tac nay déu 1a bét lgi. Do d6 khi dd dung
thudc thi khong udng ruou.

Vé6i nguoi nghién ruou ma can phai ding thudc, thay thude can kiém tra chirc ning
gan, tinh trang tdm than... d& chon thudc va dung liéu luwong thich hop, trong thdi gian
dung thudc cling phai ngiing udng ruou. Mot sb tuong tac thude va rugu:

- Alcol + NSAID nhw Salicylat, Aspirin: Tang tac dung phu ¢ duong tiéu héa nhu
viém loét, chay mau. Néu + Paracetamol — nguy co viém gan.

- Alcol + Thuéc khang Histamin H, nhw Cimetidin: Cimetidin tac dung kim him
men & microsom gan, lam chdm qué trinh chuyén héa alcol — ting alcol mau — nhirc
dau, budn nén...

- Alcol + Thuéc gian mach, chong tiang huyét dp: Do tac dung gidn mach ngoai vi
ctia ruou, néu + thude gidn mach hay + thudc chéng ting huyét ap, — tut huyét ap. Vi du:
Alcol + Nitroglycerin — chéng mat, ngat xiu vi alcol ciing 1am gian mach.

- Alcol + Isoniazid — tang viém gan.

4. Thoi diém udng thudc

Viéc chon thoi diém uéng thude hop 1y dé dat duoc n6ng do cao trong mau, dat
duoc hiéu qua mong mudn va giam dugc tic dung phu 13 rat can thiét. Nén nhd rang:

- Udng thude vao lac doi, thude chi bi giir lai & da day 10 - 30 phuit.

- Udng lc no (sau an), thude bi giit lai 1 - 4 gio.

Nhu vay, tuy theo tinh chit cta thudc, muc dich cua diéu tri, c6 mot sb go1y dé
chon thoi diém udng thudc nhu sau:

4.1. Thudc nén udng vao lic d6i (truwdc bira an 1/2 - 1 gio)

- Thude “boc” da day dé chira loét trude khi thic dn ¢6 mat, nhu sucralfat.

- Cac thudc khong nén giit lai lau trong da day nhu: cac thuéc kém bén viing trong
moi trudng acid (ampicilin, erythromycin), cac loai vién bao tan trong rudt hodc cac thude
giai phong cha m.

4.2. Thudc nén udng vao liic no (trong hodc ngay sau bita in)

- Thudc kich thich bai tiét dich vi (rwou khai vi), cac enzym tiéu hoa (pancreatin)
chbng dai thdo dudng loai rc ché gluconidase nén udng trudc bira an 10 - 15 pht.

- Thudc kich thich da day, dé gay viém loét dudng tiéu hoa: cac thue chéng viém
phi steroid, mubi kali, quinin.
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- Nhitng thudc duoc thirc dn lam ting hap thu, hodc do thic in lam cham di chuyén
thudc nén kéo dai thoi gian hip thu: cdc vitamin, cic vién nang amoxicilin, cephalexin,
cac vién nén digoxin, sulfamid.

- Nhitng thubc duoc hip thu qua nhanh lac déi, d& gay tac dung phu: levodopa,
thudc khang histamin H;.

4.3. Thuoc it bi danh hwéng béi thirc dn, udng lic nao ciing dwge: Prednisolon,
theophylin, augmentin, digoxin.
4.4. Thudc nén udng vao budi sang, ban ngay

- Céc thudc kich thich than kinh trung wong, cac thudc loi niéu dé tranh anh hudng
dén gidc ngu.

- Céc corticoid: thudng ubng 1 lidu vao 8 gio sang dé duy tri duwoc ndng d6 6n dinh
trong mau.

4.5. Thudc nén udng vao budi ti, trwée khi di ngu.

- Cac thudc an than, thube ngu.

- Cac thude khang acid, chéng loét da day. Dich vi acid thudng tiét nhiéu vao ban
dém, cho nén ngoai viéc dung thudc theo bita dn, cac thuc khang acid dung chira loét da
day nén duoc uéng mot lidu vao trude khi di ngi.

Can nhé rang khong nén nam ngay sau khi udng thubc, ma can ngdi 15 - 20 phit va
udng di nude (100 - 200 mL nuée) dé thude xudng duoc da day.

Duoc 1y thoi khic (chronopharmacology) da cho thiy c6 nhiéu thudc c¢é hiéu luc
hodc doc tinh thay doi theo nhip nga y dém. Tuy nhién, trong diéu tri, viéc cho thudc con
tuy thudc vao thoi gian xut hién triéu chimg.

5. Y nghia ciia twong tac thude

Trong 1am sang, hiéu dugc twong tac thude, thdy thudc dung thudc phdi hop vai
muc dich:

- Lam tang tac dung cua thude chinh (hiép dong ting mic).

- Lam giam tac dung khong mong mudn cua thude diéu tri.

- Giai doc (thube ddi khang, thudce lam tang thai trir, giam héap thu, trung hoa...).

- Lam giam sy quen thudc va khang thudc.

Tuy nhién, néu khong hiéu rd tic dung phdi hop, thay thudc co thé lam giam tac
dung diéu tri hodc ting tac dung doc cua thudc. Trong cac sach huéng dan dung thudc,
thudng c6 muc twong tac cia timg thude.



