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CHUONG 1. HAP THU, PHAN BO, CHUYEN HOA, THAI TRU

< GIOI THIEU CHUONG 1

Chuong 1 gidi thi¢u tong quan qua trinh hap thu, phan bd, chuyén hoa,
thai trir ciia thude dé nguoi hoc c6 duoc kién thirc nén tang va van dung duoc
kién thire di hoc vao giai thich duoc qua trinh hap thu, ‘phan bd, chuyén hoa,
thai trir cua thude trong co thé khi huéng dan str dung thude.

% MUC TIEU CHUONG 1
Sau khi hoc xong chirong nay, nguoi hoc ¢6 kha nang:

> Vé kién thuc:

- Trinh bay dugc qua trinh hap thu, phan b, chuyén hoa, thai trir cua
thudc.

- Van dung céc kién thtrc dd hoc dé giai thich qua trinh hap thu, phan b,
chuyén hoa, thai trir ciia thude trong co the.

> Vé Ky ning:

- Phén biét dwoc qué trinh hap thu, phan bo, chuyén héa, thai trr cua
thuoc trong co thé.

- Giai thich duoc qua trinh hap thu, phan bd, chuyén hoa, thai trir cia
thuodc cu thé.

> Vé ndng luc tw chi va trach nhigm:
- Thé hién duogc nang luc tu hoc, tu nghién clru trong hoc tap.

- Chju trach nhiém vé két qua hoc tap cua ban than, than trong, chinh xac
trong thyc hanh nghé nghiép.

< PHUONG PHAP GIANG DAY VA HQC TAP CHUONG 1

- Doz voi nguoi day: sw dung phwong phdp giang day tich cuc (dién
gidng, vdn ddp, day hoc theo vin dé); yéu cau nguoi hoc thuc hién cdu héi théo
lugn va bai tap chuong 1 (ca nhan hogc nhom).

- Poi véi nguwoi hoc: chu dong doc trudc gido trinh (Chuong 1) truoc
buoi hoc, hoan thanh day du cdu hoi thao lugn chwong 1 theo cd nhan hodc
nhom va nop lai cho nguoi day dung thoi gian quy dinh.

< PIEU KIEN THU'C HIEN CHUONG 1
- Phong hoc chuyén mén héa/nha xwong: Phong hoc 1y thuyét
- Trang thiét bi mdy méc: Mdy chiéu va cdc thiét bi day hoc khac
- Hoc liéu, dung cu, nguyén vt liéu: Chuong trinh mén hoc, gido trinh,
tai lieu tham khao, giao an, phim anh, va cac tai liéu lién quan.
- Cdc diéu kién khdc: Khong co
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KIEM TRA VA PANH GIA CHUONG 1

- Noi dung:

Kién thirc: Kiém tra va danh gid tdt ca ndi dung dd néu trong muc tiéu
kiéen thirc

Ky nang: Pdnh gid tat ca ndi dung da néu trong muc tiéu ki néng.

Nang luc ty chu va trach nhiém: Trong qua trinh hoc tdp, nguoi hoc can:
+ Nghién ciru bai trude khi dén 16p

+ Chudn bi ddy d tai liéu hoc tdp.

+ Tham gia day dii thoi lwong mén hoc.

+ Nghiém tuc trong qua trinh hoc tap.

- Phwong phap kiém tra danh gia:

Diém kiém tra thuong xuyén: khong co

Kiém tra dinh ky 1y thuyét: khong co
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NOI DUNG CHUONG 1

1. Hép thu

Hap thu 1a sy xam nhap cua thude vao vong tuan hoan chung cua co thé.
Dé c6 thé xam nhap vao vong tuan hoan chung, phan bb dén cac té chire va thai
trir, thuc phai vuot qua cac mang sinh hoc cua cac to chirc khac nhau theo céac
phuong thtrc van chuyén khéc nhau.

1.1. Van chuyén thudc qua mang sinh hoc

C6 nhiéu loai mang té bao khac nhau nhung ching déu c6 nhimng thudc
tinh va chitic nang co ban gidng nhau. Mang té bao rat mong, ¢ bé day tir 7,5 -
10nm, ¢4 tinh dan héi va cé tinh tham chon loc. Thanh phan co ban cua mang la
protein va lipid. Mang dugc chia thanh 3 16p, hai 16p ngoai gom cac phan tu
protein va mot sé enzym, dic biét 12 enzym phosphatase, 16p gitra gom cac phan
ta phospholipid. Chinh ban chat lipid caa mang da can tro su khuéch tan qua
mang cua chat tan trong nudc nhu glucose, cac ion... Nguoc lai, cic chat tan
trong lipid dé dang chuyén qua mang. Do dic diém cau tric cua cac protein da
tao thanh cac kénh chaa day nudc xuyén qua mang. Qua cac 6ng dé cac chat tan
trong nude c6 phan tir nho dé dang khuéch tan qua mang.

1.1.1. Khuéch tan thu déng

Khuéch tan thu dong (con goi 1a khuéch tan don thuan hodc sy tham) la
qua trinh thudc khuéch tan tir noi c6 ndng do cao vé noi c6 néng do thap. Mic
d6 va téc do khuéch tan ty 18 thuan véi su chénh léch vé ndng do thude gitra hai
bén mang, dién tich bé mat cua mang, hé sé khuéch tan cua thudc va ty 1é
nghich véi bé day ciia mang.

Ban chat ciu tao ctia mang Ia tur nhimg phan ti lipoprotein nén nhing
thudc c6 hé sé phan b lipid/nuge I6n sé dé khuech tan qua mang. Pbi voi
nhitng thudc ¢6 ban chat 1a acid yéu hoic base yéu, mirc do khuéch tan phu
thudc vao muc do phan ly cua thude, ma mirc do phan ly phu thudc vao pK, cia
thudc va pH cia moi tru:0’ng Nhiing thudc c6 ban chét 1a acid yéu khi pH moi
truong cang nho hon gia tri pK, cua ching thi cang it phan ly, do do cang dé
khuéch tan qua mang. Nhitng thudc c6 ban chat 1 base yéu khi pH moéi truong
cang 16n hon gia tri ciia pK, cang dé khuéch tan qua mang.

1.1.2. Khuéch tén thudn loi

Khuéch tan thuan loi 14 qua trinh khuéch tan c6 sy tham gia cua chat van
chuyén hay con duogc goi la chat mang. Pong luc cia qua trinh khuéch tan thuan
loi cling 1a su chénh 1éch nbng do gitra hai bén mang Thudc dugc gén Véi mot
protein ddc hi¢u (chat mang) va chuyen tir noi ¢6 ndng do cao vé noi c6 ndng do
thap qua cac ong chtra nude cia mang. Vi ¢6 tinh dic hiéu nén chat mang chi
gan véi mot s6 thude nhét dinh va s& dat trang thai bao hoa khi chat mang khong
con céc vi tri lién két tu do.
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1.1.3. Van chuyén tich cuc

Vin chuyén tich cuc 14 loai van chuyén dic biét, thude duoc chuyén qua
mang nho ¢6 chat mang. Van chuyén tich cuc ¢ mot so6 dac diém sau:

- Thudc ¢6 thé van chuyén nguoc véi bac thang nong do.

- Can phai cung cép nang luong cho qua trinh van chuyén. Nang luong
dugc tao ra do qua trinh chuyén ATP thanh ADP.

- Van chuyén c6 tinh chon loc.
- C6 su canh tranh giita nhitng chét c6 ciu tric hoa hoc tuong tu.

- Bi trc ché khéng canh tranh boi nhitg chat doc chuyén hoa do 1am hao
ki¢t nang luong.

Vi du: mot s6 glycosid tim dugc van chuyén theo co ché nay dudi sy hd
trg cua “bom Natri” vé1 nguodn nang luong tir ATP.

1.1.4. Loc

Cac chat hoa tan trong nudc, c6 phan tir lugng thap (100 — 200 dalton) c6
thé chuyén qua mang ciing véi nudc mot cach dé dang nho cac ong chira day
nude xuyén qua mang. Pong luc cua su van chuyén nay |a do chénh léch vé ap
lyc thuy tinh hodc ap suat tham thau gitta hai bén mang. Qua trinh cac chat van
chuyén theo co ché trén goi la “loc”. Qué trinh nay khong chi phu thudc vao
murc do chénh léch ap suat thuy tinh hoic &p suat tham thau giita hai bén mang,
murc d6 va toc do loc ma con phuy thudc vao duong kinh va sb luong ciia ng dan
nudc gitra cac loai mang.

Vi du: h¢ s6 loc & mang mao mach tiéu cau than 16n gap hang tram 1an so
vO1 mang mao mach & bap thit.

1.2. Cac duwdng dwa thudc vao co thé va sy hip thu thudc

Tuy theo moi dang bao ché, muc dich diéu tri, trang thai bénh ly, nguoi ta
lgya chon duong dua thuoc vao co thé cho phu hop nham dat hiéu qua diéu tri
cao. Nhin chung cé thé xép vao hai loai duong chinh la duong tiéu hoa va ngoai
duong tiéu hoa.

Puong tiéu hod tinh tir niém mac miéng dén hau mon. Trir loai thude dat
dudi ludi va thude dung qua dudng tryc trang con lai thudc dung dudng udng sé
trai qua tu dau dén cudi ong tiéu hoa va s¢ dugc hap thu véi mirc d6 khac nhau &
cac phan khéac nhau cua ong tiéu hoa.

Céc dudng khéc dua thudc vao co thé nhu tiém, khi dung... ciing c6
nhitng dac diém hap thu rat khac nhau.

1.2.1. Hép thu qua niém mac miéng

Khi udng thudc chi luu lai & khoang miéng mot thoi gian rat ngan (2 - 10
gidy) roi chuyén nhanh xuong da day nén hau nhu khong c6 su hap thu ¢ day.
Tuy nhién néu dung thuoc dudi dang vién ngam hoac dat dudi ludi thi mot so
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thudc wa lipid khéng bi ion hoa s& nhanh chéng dugc hap thu theo co ché
khuéch tan don thuan. Niém mac miéng, dc biét ving duéi ludi c6 hé mao
mach phong phu nam ngay |6p dusi mang day cua té bao biéu md nén thude
dugc hap thu nhanh, vao thiang vong tuan hoan chung khong qua gan, tranh
dugc nguy co bi pha huy boi dich tiéu hod va chuyén hod budc mot & gan.
Trong thyc té 1am sang nguoi ta dat dudi ludi mot s6 thude chong con dau that
nguc nhu nitroglycerin, isosorbid dinitrat, nlfedlpm (adalat); thudc chéng co thit
phé quan nhu isoprenalin, mot s hormon. .

Cac thudc ding qua niém mac miéng can phai tan trong nude, khéng gay
kich trng niém mac va khong c6 mui kho chiu.

1.2.2. Hép thu qua niém mac da day

Sau khi udng, thudc tir khoang miéng di nhanh qua thuc quan (khoang 10
gidy d6i voi chat ran, 1 - 2 gidy ddi v6i chat long) rdi chuyén xubng da day.
Niém mac da day chu yéu la niém mac tiét, khdng c6 nhung mao, khe ho gitra
c4c té bao biéu mo rat hep. Mat khac o da day hé thong mao mach it hon nhiéu
so voi rudt non; pH dich da day lai rat thap (tir 1 - 3) nén néi chung chi nhiing
thudc c6 ban chat 1a acid yéu (thudc ngu barbituric, cac salicylat...), mot so
thudc ¢ hé s6 phan bé lipid/nude cao mai duge hap thu qua niém mac da day.

1.2.3. Hdp thu qua niém mac rudt non

Niém mac rudt non 1a noi hap thu t6t nhat trong sé cac niém mac dudng
tiéu hod va hau hét cac thudce dugce hap thu ¢ day vi c6 mot so dac diém sau:

- Dién tich tiép xUc 16n. Rudt non bao gdm ta trang, hdng trang va hoi
trang. Trén niém mac rudt non bat dau tir hdng trang kéo dai xubng cach hoi
trang 60 — 70cm c6 nhitg van ngang hinh liém. Trén niém mac va trén nhiing
van ngang c6 rat nhiéu nhung mao (m&i mm? niém mac c6 khoang 20 - 40
nhung mao). Tong dién tich tiép xic cua cac nhung mao vao khoang 40 - 50m?.
Bo tu do cuia cac té bao biéu mo ctia nhung mao lai chia thanh cac vi nhung mao
nén dién tich hép thu ctia niém mac rudt non duogc tang Ién rt nhiéu.

- H¢ thong mao mach phong phu tao diéu kién cho viéc hap thu. Nam
ngay dudi l6p mang day cua té bao biéu mé cua nhung mao la hé thong day dac
cac mao mach véi luu luong méu cao (khoang 0,9 lit/phut).

- pH thay ddi tir acid nhe dén kiém nhe (tir 5 — 8) thich hop cho viéc hap
thu cac nhdm thuoc cé tinh kiém hoac acid khac nhau.

O ta trang, mdi truong acid nhe (pH = 5 - 6) thuan tién cho viéc hap thu
thudc ¢ ban chét 12 acid yéu nhu penicillin, griseofulvin, acid amin, chat dién
giai, mudi sat... Nhung mtc do hap thu khong 16n vi chiéu dai cua t& trang
ngan, thudc di qua nhanh (chi vao khoang 2 - 10 giay).

Dich hdng trang co pH =6 - 7, thoi gian thudc luu lai hdng trang twong
d6i lau (2 - 2,5 gio), dién tiép xtc 16n. Ngoai ra, (101 véi nhimg thude & dang
vién bao, dic biét 1a vién bao tan trong rudt s tao ndng do cao ¢ rudt nén hau
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hét cac thubc ké ca acid yéu va base yéu déu dugce hap thu tét qua niém mac
héng trang nhu amphetamin, atropin, cac barbiturat... Tuy nhién, nhimg chat c6
tinh acid manh hoic base manh, nhitng chat cé dién tich Ién va phan ly manh
nhu cac dan chat amonium béc 4, streptomycin. .. it duoc hép thu.

MGi truong dich hdi trang kiém nhe véi pH = 7 - 8, thudc luu lai kha lau
(khoang 3 - 6 gio) nén nhimg phan thuoc con lai sau khi qua hong trang phan
I6n dugce hap thu ¢ day.

- C6 chura rat nhiéu cac enzym tiéu hoa nhu dich tuy (amylase, lipase,
esterase, chymotrypsin...), dich rugt (chtra natri hydrocarbonat, mucin, lipase,
invertin...), dich mat, mudi mat cé tac dung nhi twong hoa cac chat tan trong
lipid, tang kha nang hap thu céc vitamin tan trong dau nhu vitamin A, D, E, K.

- O niém mac rudt non c6 nhiéu cac chat mang nén ngoai co ché khuéch
tan don thuan, qua trinh hap thu thudc con duoc thyuc hién theo co ché khuéch
tan thuan loi va van chuyén tich cuc. Nhu vay, hau hét cac thude tuy theo tinh
chat ching c6 thé duoc hap thu qua niém mac rudt non theo nhiing co ché khac
nhau.

1.2.4. Hap thu qua niém mac rudt gid

Su hép thu thube cua niém mac rudt gia kém hon nhiéu so v&i niém mac
rudt non vi dién tich tiép xtc nho hon (chiéu dai ctia rudt gia ngan hon nhiéu so
v6i1 rudt non, trén niém mac lai khong c6 cac nhung mao va vi nhung mao), it
cac enzym tiéu hoa. Chirc ning chu yéu ctia niém mac rudt gia 1a hap thu nudc,
Na‘, CI', K* va mot sd chat khoang. Ngoai ra mot s chat tan trong lipid ciing
dugc hip thu & day.

Dic biét phan cudi cua rudt gia (truc trang) ¢ kha ning hap thu thude tot
hon vi c6 h¢ tinh mach phong phu. Tinh mach truc trang dudi va tinh mach truc
trang gitra (nam & 2/3 dudi cia tryc trang) d6 mau vé tinh mach chu dudi roi vé
tim khong qua gan. Tinh mach truc trang trén do mau vé tinh mach cira, qua
gan. Nhu vay, khi ding qua dudng tryc trang tuy theo thudc nam ¢ phan nao ciia
tryc trang ma né c6 thé vao thang tinh mach chii dudi khong qua gan hodc phai
qua gan (bi chuyén hoa budc mot & gan).

Dung thudc qua duong tryc trang ngoai muc dich tac dung tai chd (diéu tri
t4o bon, tri, viém truc trang két...) con dung dé co duoc tac dung toan than nhu
thudc ngu, thude an than, thudc ha sét, giam dau... Can luu ¥ & truc trang do
chta lwong dich it, ndng do thubc dam dic nén thude duoc hap thu nhanh véi
lwong dang ké, do d6 trong mot sb trudong hop tac dung manh hon dudng udng.
Vén dé nay can phai chd y dbi véi tré em va ngudi gia.

Dang thudc dung qua duong truc trang 1a thudc dan hogc thude thut.
Nguoi ta dung duong tryc trang trong nhimg trucmg hop khong udng duogc (hon
mé&, tic rudt, co that thuc quan...) hodc thudc cd mui vi khé chiu.

1.2.5. Hép thu qua dwong tiém dudi da, tiém bdp va tiém tinh mach
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C6 nhiéu dudng tiém khéac nhau nhu:ng thong dung nhat 1 tiém dudi da,
tiém bap thit va tiém tinh mach hoic tiém truyén.

- Khi tiém du6i da hodc tiém bép thude hap thu nhanh hon, hoan toan hon
so voi duong ubng va it nguy co rai ro hon so véi tiém tinh mach. Téc do hap
thu qua dudng tiém dudi da va tiém bap phu thudc vao do tan caa thude, nong
d6 dung dich tiém, vi tri tiém (su phan bé mao mach va luu lvgng mau dén noi
tiém).

Tiém dudi da thude hap thu cham hon va dau hon tiém bap vi & dudi da
c6 nhiéu ngon day than kinh cam giac hon va hé théng mao mach it hon & bap
(bé mit tiép xdc cua mang ludi mao mach ¢ dudi da nho hon & bap tir 4 - 6 lan).
Mt khac, & bap kha nang thiét lap lai can bang vé ap suat tham thau nhanh hon
¢ dudi da.

- Tiém tinh mach 1a dua théng thude vao mau nén thudc hap thu hoan
toan, thoi gian tiém tang rat ngan, doi khi gan bang khong. Dung duong tiém
tinh mach trong truong hop cén co6 su can thiép nhanh cua thudc (giai doc khi bi
ngd doc, truyen mau trong mat mau cip) hodc ddi véi nhiing chat gy hoai tir
khi tiém bap nhu dung dich CaCl,, uabain.. .

Can cht ¥ khong tiém tinh mach cac hdn dich, cac dung dich dau, céac
chat gay két tia protein huyét twong va néi chung cac chat khong dong tan véi
mau vi c6 thé gy tic mach, ciing khong tiém tinh mach cic chat gay tan mau
hodc doc véi tim. Toc do tiém tinh mach khong dugc qua nhanh (it nhit phai
bang mot chu ky tim) va khi tiém nhanh s& tao ra mot ndng do thudc cao dot
ngodt d& gay truy tim, ha huyét ap, tham chi co thé gay tir vong.

1.2.6. Hap thu qua dwong hé hdp

Phoi duoc cau tao tir cac 6ng dan khi (cac phé quan va tiéu phé quan) va
cac phé nang. Cac phe nang va cac 6ng dan khi co mang mao mach phong phu
bao quanh. Pic biét bé mat tiép xtc cla cic phe nang rat 16n (70 — 100m?) nén
thuan loi cho viéc trao doi khi va hap thu thudc.

Phoi 13 noi hap thu thich hop nhat dbi v0i cac chat khi rdi dén cac chat
l6ng bay hoi nhu thudc mé thé khi. Cac chat ran ciing dugc dung qua duong ho
hap duéi dang khi dung dé diéu tri viém nhiém dudng hé hap, cat con hen.

Téc do va mirc do hap thu cua nhiing thupc & dang nay phu thudc chu yéu
vao kich thudc cua cac tiéu phan (thich hgp nhat 1a 1 - 3um).

1.2.7. Hap thu qua da

Thong thuong nguoi ta dung thudc boi ngoai da voi myc dich tac dung tai
chd. Kha ning hap thu cua da nguyén ven (khong bi ton thuong) kém hon nhiéu
so vOi Niém mac. Lop biéu bi bi stmg héa chinh 1a “hang rao” han ché sy hap
thu ctia da. Lép biéu bi nay khong c6 hé théng mao mach va chira mot ham
luong nude rat thip (khoang 10%) do d6 hau nhu thudc khong dugc hap thu &
day ma chi c6 mot luong khong dang ké di qua da dé rdi tiép tuc duoc hap thu.
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Nhing chat va lipid dong thoi lai ¢6 tinh wa nuéce & mirc d6 nhat dinh, dugc hap
th,u mot phan qua da. Nguoc lai, nhiing chat chi va lipid ma khong wa nuéc duge
hap thu rat it qua da.

Khi bi tén thuong mat 16p “hang rao” bao vé kha nang hap thu cua da
tang 1én rat nhiéu, co thé gay ngd doc nhat 1a khi bi ton thuong dién rong. DPéi
v0i tre so sinh va tré nho lop té bao stmg hoa chua phat trién nén da c6 kha ning
hép thu t6t hon do d6 can than trong khi dung thudc ngoai da cho tré. D6 ciing 13
Iy do vi sao nhimng tré bi eczema khoéng nén bdi cac ché pham co cac corticoid
manh.

Ngoai viéc dung thudc boi trén da véi tac dung tai chd, ngdy nay nguoi ta
d3 dung nhiéu thudc trén da véi tic dung toan than dudi dang miéng dan.
Phuong phap nay thuong ding cho nhiing thudc c6 hiéu luc manh, liéu dung
thap (< 10mg/ngay) dong thoi nhitng thude cd nira doi sinh hoc rit ngan hoic
chuyén hoa budc mot qua gan cao nhu nitrofurantoin, nitroglycerin, propranolol,
alprenolol, lidocain... Dung thuéc hép thu qua da duoi dang miéng dan c6 uu
diém 1a no co thé duy tri dugc nong do & huyet tuong 6n dinh trong thoi gian
dai. Tuy nhién, dang thudc nady c6 nhugc diém 1a co thé gy di ung hoic kich
mg tai chd. Trong truong hop d6 nén thay d6i vi tri dan khoang 3 ngay/lan,
tham chi c6 thé ngan hon.

1.2.8. Hap thu qua cdc dwong khdc

Ngoai cac duong dung da néu ¢ trén thudc con duoc sir dung theo nhiéu
duong khac nhu giy té tuy sbéng, tiém vao mang khop cac hormon vo thuong
than dé diéu tri viém khép dang thip, nho thude vao niém mac mui dé diéu tri
viém miii. Niém mac miii c¢6 kha ning hip thu gan twong duong véi niém mac
duoi ludi nén khi dung cac chat cuong o — adrenergic dudi dang thudc nho mii
c6 thé gay tang huyét 4p, ting nhip tim dac biét d6i véi tré em. Khi dung thude
nho mat dé diéu tri cac bénh vé mat, mot phan thude co thé dugc hip thu, dic
biét 1a cac thudc co ban chat acid yéu hodc base yéu.

2. Phan b6

Sau khi dugc hap thu vao mau thudc c6 thé ton tai dudi dang tu do, mot
phan lién két véi protein huyét twong hodc mot so t& bao mau, ngoai ra doi voi
mot sb it thuéc ¢ thé mot phan bi phan huy ngay trong mau. Tir mau thudc
duoc van chuyén dén céc to chirc khac nhau cua co thé.

2.1. Lién két thudc véi protein huyét twong

Lién két thudc VOi protein huyét twong c6 anh huéng rat 1on dén su phan
bd thude trong cac t6 chirc do d6 co ¥ nghia quan trong dbi voi tac dung cua
thuoc Trong da sb cac truong hop protein huyét twong lién két voi thude chi
yeu 1a albumin, nhung cling c6 mot 86 truong hop la globulin (thuong 1a cac
chat co ngudn gbe ndi sinh nhu cac corticoid, insulin, testosteron, estrogen,
vitamin D...).
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Tuy theo cdu tric hoa hoc cia thudc, lién két thuc véi protein co thé
theo nhitng co ché khac nhau nhu lién két ion, lién két hydrogen, lién két ludng
cuc... Lién két thudc véi protein huyét twong thudng co tinh thuan nghich, chi
c6 rat it trudng hop 1a khong thuan nghich (cac truong hop lién két dong hod tri
d6i vi cac dan chat alkyl kim ham té bao). O dang lién két thuc khong cé tac
dung (vi phan tir 16n khéng di qua duoc thanh mao mach dén céc t6 chirc), chi ¢
dang tu do moi1 co6 tdc dung. Gilra dang tu do va dang lién két ludn ludn co su
can bang dong. Khi ndng d6 thudc ¢ dang tu do trong huyét twong giam, thudc
tir dang lién két s& giai phong ra dudi dang tu do. Vi thé c6 thé coi dang lién két
ctia thude véi protein huyét twong 1a phan du trir cia thudc trong co thé.

Thudc + Protein <—> Protein - Thudc

Mac du lién két thuoc voi protein huyét twong khong c6 tinh dic hiéu
nhung do vi tri lién két cd gidi han nhat dinh nén khi dung dong thoi hai thude
co th?; cé canh tranh Ii@n ket, dac biét khi haj thuoc co su chénh léch 16n veé ai
lyc doi vai protein huyet teong. Trong thyuc te 1am sang dé co nhiing truong hop
tai bién xay ra do canh tranh lién két protein huyét tuong.

Vi du:

- Ha duong huyét dot ngot do dung dong thoi tolbutamid voi
phenylbutazon vi phenylbutazon cé kha nang lién két cao véi protein huyét

tuong (98%) nén da tranh chap protein, dan dén nong do tolbutamid & dang tu
do cao hon binh thuong gay ha duong huyét dot ngot.

- Chay mau do dung dong thai cac thube chéng déng nhém coumarol voi
cac thuoc c0 ai luc cao vai protein huyét tuong.

Trong mot s6 trudng hop bénh 1y hogc sinh 1y, s6 luong va chat lugng
protein huyét thay doi s€ lam thay doi su gan thuoc vao protein.

Khi ket hop voi protein, cac thude Ia ban khang nguyén tro thanh khéng
nguyén hoan toan co thé gay di ung.

2.2. Phan bé thudc dén cac to chire
~Thudc & dang tu do trong huyét tuong s& di qua thanh mao mach dé dén
cac t6 chure. Su phén bo thuoc dén cac to chirc phu thudc vao nhiéu yeéu to:
- Céu trlic hod hoc va 1y hoé tinh cua thudc (kich thudc phan tir, hé s6
phan bo lipid/nude, ai luc cia thude vaéi protein cuia to chuc...).
Vi du: carbon monocid ¢ ai luc cao véi heme nén n6 duge phan b6 chu

yéu trong hong cau (gan VGi hemoglobln) va globin co (myoglobin); thuy ngan
phan bé nhiéu trong cac t6 chirc giau keratin (mong tay, toc, da)...

- Luu luwong méu dén té chic, tinh thim caa mang, ham lugng lipid & t6
chuec...

20



Bang 1.1. Luu lwong mau & mdt so to chire ciia ngudi l6n
(theo Thews, Mutscher, Vaupel qua Enst Mutshler, M.D)

Té chirc Khoi lwong (Kg) Luu lwgng mau (ml/kg)
Than 0,3 1200
Gan 1,5 1500
Tim 0,3 250
Nao 1,4 780
Da 5,0 250
Co van 30,0 900

- Trong trudng hop bénh ly qua trinh phan bd thudc c6 thé bi thay ddi do
su réi loan ciia mot s6 chie nang sinh Iy nao d6 cua co thé.

Mot s6 t6 chue do ¢6 nhing déc diém riéng vé cau trdc nén sy phan bd
thuoc ¢ day co nhitng nét khac biét can phai tinh dén trong thuc té 1dm sang.

2.2.1. Phdn b6 thuéc vao ndo va dich ndo tuy

Binh thuong & ngudi truong thanh thude kho thim qua mao mach dé vao
ndo hoac dich néo tuy vi chung duoc bao vé bai 16p “hang rao mau - ndo” hoac
hang rao mau - dich ndo tuy”. Céc té bao noi md ctia mao mach ndo va dich ndo
tuy dugc gan két khit vai nhau khdng co cac khe (gap) nhu mao mach cua cac to
chtrc khac. Ngoai ra cdc mao mach ndo con duoc bao boc boi 16p té bao hinh
sao day dic nén cac chat c6 ngudn gbc ngoai sinh kho thim vao ndo va dich ndo
tuy. Tuy nhién nhiing chat tan trong dau m& cé thé thim qua cac “hang rao” dé
vao ndo hoic dich ndo tuy. Céc acid amin, glucose va cac chat dinh dudng khac
dugc chuyén vao hé than kinh trung wong nho cac chat van chuyén. Khi té chic
than kinh trung wong bi viém, “hang rao bao vé&” bi ton thuong, mot sé thude
(cac khéang sinh...) c6 thé vao ndo d& dang hon. O tré so sinh do ham luong
myelin ¢ t6 chirc than kinh con thap nén thudc ciing d& xam nhap vao néo hon.

2.2.2. Phdn b6 thuéc qua rau thai

Thudc ciing nhu cac chit dinh dudng tir mau me vao mau thai nhi phai
qua “hang rao rau thai” bao gom I6p hop bao 14 nudi, nhung mao dém va noi mod
c4c mao mach rén. “Hang rao rau thai” rat mong, bé day vao khoang 25um
(cudi thoi ky mang thai chi day 2 - 6pm), dién tich trao d6i 16n (50m ), luu
lwong méu cao (500ml/pht) va cé nhiéu chat van chuyén nén nhiéu thu<>c tor me
qua rau thai vao thai nhi. Vi vay trong thoi ky mang thai nguoi me can than
trong khi diing thudc dé tranh nhing anh hudéng xau dén thai nhi.
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Pic biét, trong 12 tuan 18 dau cua thai ky mot sb thude co thé gay doc cho
phdi hoic cd thé gay quai thai nhu thalidomid, c4c chat chdng chuyén hoé cua té
bao... Dén thoi diém sinh d¢, rau thai da bién chat, nhiéu thudc ding cho me ¢6
thé chuyén sang con d& dang, gay doc cho tré so sinh nhu thudc mé, thude giam
dau gay ngu (morphin, pethidin...), cac thudc an than, chéng lo au thudc dan
chat benzodiazepin. ..

3. Chuyén hoa

Chuyen hoa (hay con goi la sinh chuyén hod) dbi véi thude 1a qué trinh
bién ddi cua thude trong co thé dudi anh huong cua cac enzym tao nén nhitng
chét it nhiéu khac véi chit me, duge goi la chat chuyén hoa.

Trir mot sd it thude khi vao co thé khong bi bién d6i duoc thai trir nguyén
ven nhu cac chat vO co than nudc, strychnin, cdc khang sinh nhom
aminoglycosid... con phan 16n cac thuoc déu bi chuyén hoa trude khi thai trur.

Chuyén hoa thudc c6 thé xay ra ¢ cac to chize khac nhau nhu than, phoi,
lach, mau... nhung chua yéu xay ra ¢ gan.

Ban chét ctia chuyén hoa thubc 14 qua trinh bién d6i thube trong co thé tir
khong phan cyc thanh phan cuc hoac tr phan cuc yéu thanh phan cuc manh dé
de dao thai (dang phan cuc it tan trong lipid nén khong dugc tai hap thu ¢ té bao
ong than).

3.1. Anh hwéng ciia chuyén hoa ddi véi tac dung sinh hoc va doc tinh ciia
thuoc

- N6i chung qua chuyén hoa phan Ion cac thudc bi giam hodc mat doc
tinh, giam hodc mat tac dung.

Vi du: procain bi thuy phan thanh acid para aminobenzoic va

dimethylamino ethanol khdng con tac dung gay te, 6-mercaptopurin bi oxy hoa
thanh 6-mercapturic acid khéng con tac dung chdng ung thu.

Mt khéc, qua chuyén hoaothUOC dé dang bi thai trir. Chinh vi nhitng Iy do
trén nguoi ta néi qua trinh chuyén hoa la qua trinh khtr doc cua co the doi voi
thudc.

- Mot s6 thude qua chuyen hoa van gilr duoc tac dung dugc 1y nhu chét
me nhung muc do co thé thay ddi it nhiéu.

Vi du: desipramin 1a chat chuyén ho4 cta imipramin c6 tac dung chéng
tram cadm tuong ty imipramin; chat chuyén hod cua acetohexamid la L-
hydroxyhexamid c6 tac dung ha duong huyét manh hon chat me.

- Mot s thude chi sau khi chuyén hod méi co tac dung.

Vi du: levodopa c6 tac dung chéng parkinson 1a do khi vao co thé bi
chuyén hoa thanh dopamin; vitamin Dz bi chuyén hoa thanh 1, 2
dihydroxycalciferol co6 tdc dung tang hap thu calci ¢ rudt...

- Pic biét c6 mot s6 chat sau khi bi chuyén hoa lai tang ddc tinh.
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Vi du: carbon tetraclorid (CCl,) gay ra hoai tu té bao gan I do trong co
the tao thanh CCls. Primaquin trong co the bi oxy hoa tao thanh 5 hydroxy hoac
5, 6 dihydroxy primaquin c6 thé gay doc vai mau (giam bach cau, tan mau...).

3.2. Nhirng phén @ng chuyén hoa
Céc phan tmg chuyén hoa duoc chia thanh hai phase:

- Phase | (phase giang ho4) gdm céc phan ing oxy hoa - kht, thuy phan.
Qua nhimg phan tng nay cac nhom phan cuc sé gin vao cac phan tur thudc.
Nhiéu khi phase I 14 diéu kién can thiét dé thuc hién phase II.

- Phase II (phase lién hop) gdm cac phan tng lién két gitra thudc hodc san
pham chuyén hoa ciia thuéc v6i mot sd chat ndi sinh (acid glucuronic, glycin,
glutamin, glutathion, sulfat...). Phan 16n nhiing san pham lién hop c6 tinh phan
cuc manh, khong c6 hoat tinh dugec ly, it hodc khong doc (ri€éng san phérn acetyl
lién hop va methyl lién hop khong tang mirc d6 phan cuc).

3.3. Cam wng enzym va wrc ché enzym

Hau hét cac phan tng chuyén hoa thudc xay ra trong co thé dic biét 1a &
gan déu co sy tham gia ctiia cac enzym khac. Do d6 nhiing y€u t0 anh hudng dén
qué trinh sinh tong hop hoac Urc ché enzym & gan s€ anh hudng dén chuyén hoa
thudc.

3.3.1. Cam ung enzym

Cam ung enzym la hién tuong tang cuong mic do enzym chuyén hoa
thudc dudi anh hudng ctia mot chat nao d6. Chét giy ting cuong muc do enzym
duogc goi 1a chat gy cam ung enzym. Céc chit khac nhau c6 thé gay cam Ung d6i
voi nhiing h¢ enzym khac nhau. Trong d6 nhom gay cam tmg kiéu phenobarbltal
c6 vai tro rat quan trong trong chuyen hoa thudc. Cac chat trong nhom nay co
tac dung tang sinh ludi ndi mo6 gan dan dén tang cuong tong hop mot sd enzym
chuyén hoa thubc & gan nhu cytocrom P450, glucuronyl transferase, glutathion—
S—transferase, epoxid hydrolase... Vi cam tng enzym lién quan dén téng hop
protein mo6i nén anh hudng t6i da cua nd thé hi¢n sau 2 - 3 tuan ké tir khi dung
chat gdy cam tng va tiép tuc kéo dai mot vai tuan 18 ké tur khi ngung chat gay
cam tng. Két qua cua cam ting enzym la tang cuong sinh tong hop enzym gan
nén lam tang chuyen hoa, rat ngan thoi gian ban thai cua thude do d6 anh huong
dén tac dung cua thudc.

Phan 16n cac truong hop sau khi chuyén hod thudc bi giam hodc mat tac
dung nén trong nhitng truong hgp nay cam ung enzym lam giam hodc mat tac
dung cua thuoc.

- Pdi véi mot s6 thude chi sau khi chuyén hoa méi ¢6 tac dung hoic ting
doc tinh thi cam Umg enzym lam tang tdc dung hodc tang ddc tinh cua thudc.

- Mot sb thude sau khi dung nhéc di nhic lai mot sd 1an s& giy cam ung
enzym chuyén hoa cua chinh n6. D6 1a hién tugng “quen thudc” do cam Ung
enzym nhu phenytoin, meprobamat... Cho dén nay nguoi ta da tim thay trén 200
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chat giy cam (g enzym trong do phenobarbital la chat gdy cam tng rat manh,
anh huong dén chuyén hod cua nhiéu thude.

Bang 1.2. Mt s6 chit gy cam ng enzym

Chit giy cam Chit bi ting chuyén hoa
ng enzym
Phenobarbital Diphenylhydantoin, warfarin, dicoumarol, griseofulvin,

rifampicin, cortisol, clorpromazin, thudc tranh thai (ung),
bilirubin. ..

Phenylbutazol

Aminophenazon, warfarin, dicoumarol, cortisol

Rifampicin Thudc tranh thai (uéng)
Diazepam Pentobarbital, bilirubin...
Cloralhydrat Dicoumarol

Barbital Dicoumarol

Glutethimid Warfarin

Griseofulvin Warfarin

3.3.2. Uc ché enzym

Bén canh nhimg chat gdy cam Ung enzym con co nhing chét trc ché
enzym, lam giam qua trinh chuyén hoa thuoc dan dén ting tac dung hodc tang
doc tinh cta thude. Uc ché enzym chu yéu 1a do giam qua trinh téng hop enzym
& gan hodc do ting phan huy enzym, do tranh chap vi trf lién két ctia enzym lam

mat hoat tinh cta enzym.

Bang 1.3. Mot so chat gay e ché enzym

Chit giy e ché enzym

Chit bi giam chuyén hoa

Cimetidin Diazepam, thudc chéng dong mau (udng),
phenytoin, theophylin...

Dasulfiram Ethanol, phenytoin, thudc chdng dong mau
(udng)

Metronidazol

Thudc chéng dong mau (udng)

Cloramphenicol

Phenytoin, thudc chéng dong mau (udng)

Isoniazid

Phenytoin
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4. Thai tru

Qué trinh bai tiét ddn dén sy giam ndéng do thude trong co thé. Théng
thuong két qua caa chuyén hoa ciing 1am giam ndng d6 cd hiéu luc cua thude.
Do d6 trong nhiéu trudng hop nguoi ta thuong két hop bai tiét va chuyén hoa
bang thuét ngit chung 14 thai tru.

Thudc duoc thai trir nguyén dang hodc dudi dang di chuyén hod va trong
qua trinh thai trir van c6 thé gy ra tac dung duogc ly hoic gay doc dbi voi noi
thai trir. Vi du: natri benzoat thai trir qua dich phé quan gay long dom; dang
acetyl hoé cua cac sulfamid gy ton thuong éng than.

Tat ca cac duong thai trir thuée déu 1a duong tu nhién nhu thai trir qua da,
md hoi, than, tiéu hod, hd hép . N6i chung, céc chat tan trong nude théi trir qua
than, cac chat khéng tan ma ding du:ong udng thai trir qua phan, cac chat khi,
cac chat long bay hoi thai trir qua cac phé nang. Mot thudce co thé duoc thai trir
dong thoi qua nhiéu dudng khac nhau nhung théng thuong mdi thude c6 duong
thai trir chu yéu ciia minh tuy thudc vao cau tric hoa hoc, tinh chat ly hoa caa
thudc, dang bao ché va dudng ding.

4.1. Thai trir qua than

Thai trr qua than la duong thai trir quan trong nhat. Khoang 90% thudc
thai trir qua duong nay. Thong thuong phan khong lién két véi protein huyet
tuong ctia C4c chat tan trong nude duge thai trir qua than theo co ché loc qua cau
than, tai hap thu & éng than va bai tiét qua éng than.

4.1.1. Loc qua cdu thin

Phan lén céc thude duoc loc qua cau than (phan khong lién két véi protein
huyét tuong). Toc do loc ¢ cau than ting khi nong d6 thube trong huyét twong
tang, luu lwong mau dén cdc mao mach cau than tang, trong luong phan tir thube
nho. Ngoai ra téc do loc thube 5 cau than cd thé tang khi giam lién két thude voi
protein huyet tuong (do giam nong do protein huyét tuong hoic do dung dong
thoi vai thube 6 &i luc cao véi protein huyét tuong).

4.1.2. Tdi hdp thu & éng thdn

Tir cau than nude tiéu chuyén vao 6ng than véi toc do tang dan. Nong do
thudc ¢ day ciing duoc tang lén do sy tai hap thu nudc. Hau hét cac thude duoc
tai hap thu theo co ché khuéch tan thu dong. Qua trinh nay phu thudc do tan cua
thude, pK, caa thudc va pH caa nude tiéu. Nhitng chét tan trong lipid duoc tai
hap thu, d& dang bai tiét theo nudc tiéu.

4.1.3. Bai tiét qua ong thdn

Bai tiét thudc qua céc té bao biéu md ¢ dng than duoc thuc hién theo co
ché van chuyén tich cuc. C4c chit mang naim & mang cac té bao biéu md cua
6ng lugn gan va duoc chia thanh hai loai: mot loai cd kha niang van chuyén cac
chat c6 ban chat 14 acid yéu va mot loai c6 kha nang van chuyén cac chat c6 ban
chat 1a base yéu. Khi thudc dugc bai tiét qua dng than, can bang giita thudc &
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dang tu do va dang lién két voi protein bi pha va dé thiét lap can bang mai va
thudc & dang tu do lai tiép tuc duoc bai tiét qua té bao éng than. Nhu vy, phan
thudc lién két véi protein gian tiép duoc bai tiét qua té bao ong than. Trong khi
d6 & qua trinh loc cua cau than viéc phé v& dang lién két thubc véi protein
khong dang ké vi ndng d6 thudce & dang tu do khéng thay doi.

4.2. Thai trir qua dwong ti€éu hoa

Tat ca nhimg chét khong tan (than hoat, dau parafin...) hogc tan nhung
khong c6 kha nang hip thu ma ding duong ubng (magnesi sulfat,
streptomycin...) déu thai trr truc tlep qua dudng tiéu hoa. Tuy nhién mot so
thudc sau khi hip thu duoc bai tiét qua céc dich hé théng duong tiéu hod nhu
mat, dich da day, nudc bot...

4.2.1. Bai tiét qua mdt

Nhiing thude c6 trong lurong phan tir < 300 dalton thuong duge bai tict qua
nude tiéu con nhing thude co trong lugng phan tir cao hon binh thuong duoc
bai tiét qua mat. Su van chuyén thudc qua céc té bao gan vao mat duogc thuc
hién theo co ché khuéch tan don thuan hoic van chuyén tich cyc.

Vi du:

- Céc chat mau (d6 phenol, bromosulfthalein), cac penicillin... duoc bai tiét
vao mat theo co ché van chuyén tich cuc.

- Cé4c chat ¢ ban chat la base, cac thanh phan hitu co trung tinh c6 céc
nhém phéan cuc ciing dugc bai tiet qua mat.

- Céc sulfonamid, cloramphenicol va mot s6 khang sinh khéac dugc bai tiét
qua mat ¢ nong do co tac dung kim hoac diét khuan.

- Céc chat va lipid (lipophilic), cac chat lién hop véi acid glucuroic dugc
bai tiét qua mat voi s6 lugng dang ké.

T mét cac chat nay duoc do vao rudt, mot phan ching sé duoc tai hap thu
& rudt roi 6 vao gan tao thanh chu ky gan - rudt. (Cac san pham glucuro lién
hop chi duoc tai hap thu sau khi da duoc thuy phan thanh chat ban dau dudi anh
huong cua enzym hydroxylase).

4.2.2. Bdi tiét qua dich da day

Mét s6 thude tir méu co thé qua niém mac da day tro vé dich da day, véi
cac chat cO ban chat 13 base yéu s& c6 nong do ¢ dich da day cao hon nong do &
huyét twong ngay ca khi ding duong tiém vi pH cua dich da day rat acid (tir 1 -
3), con pH cua huyét trong hoi kiém (7,4). Déi vai nhimg chat nay néu hang sb
phan ly cang 16n thi nong do caa nod trong dich da day cang cao hon nong do
trong huyét twong. Vi vdy, khi ngo doc cac alcaloid bat ké ding bang duong nao
ngudi ta van thudng tién hanh rira da day.

4.2.3. Bai tiét qua nudc bot

26



Mot s6 alcaloid (quinin, atropin, strychnin...), mt s6 mubi kim loai ning,
paracetamol, penicilin, tetracyclin, sulfamid, theophylin... bai tiét qua nudce bot.
Trong qua trinh bai tiét ching van c6 thé gay ra nhirng tac dung nhat dinh.

Vi du: spiramycin bai tiét qua nudc bot cé tac dung chéng nhiém khuan
khoang miéng.

4.3. Thai trir qua dwong hd hap

Puong hd hap 1a dudng thai trir nhanh nhat ddi vai cac chat khi, cac chat
long bay hoi nhu ether, cloroform, alcol, tinh dau... Mot s chat sau khi chuyén
hod cling duoc thai trir qua cac phé nang, vi du: cac dan chét caa alkylthiocyanat
(c6 trong hanh, t6i). Sy thai trir qua cac phé nang duogc thuc hién theo co ché
khuéch tan don thuan. Mac d6 thai trir ting 18n khi thudc it tan trong huyét
tuong hoic tang luu lugng mau toi phoi. Mot s6 chat duoc bai tiét qua dich phé
quan. Vi du: natri benzoat khi bai tiét gay kiém hoa dich phé quan lam hong
thanh phan mucopolysacarit do d6 dé thai ra ngoai (tac dung long dom).

Ngoai ra cac duong thai trir trén thuéc con duoc thai trir qua sita me
(alcol), tuyén mo hdéi (dan chat arsen, muoi kim loai nang...), nuéc mat (Cac
iodid, dan chat arsen, dan chat thuy ngéan...).

CAU HOI LUQONG GIA

Cau 1. Trinh bay qua trinh hap thu va cic con duong hap thu cua thude
vao co thé?

Cau 2. Trinh bay qua trinh phan b thudc dén céc t6 chic?

Cau 3. Trinh bay qua trinh chuyén héa va anh hudng cta chuyén hoa déi
voi tac dung sinh hoc va doc tinh cta thudc?

Céu 4. Trinh bay qua trinh thai trir qua than, qua duong tiéu hoa va ho hap
cua thuoc?
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CHUONG 2. TAC DUNG CUA THUOC

< GIOI THIEU CHUONG 2

Chuong 2 gi6i thiéu téng quan cac cach tac dung cta thude va cac yéu td
anh hudng toi tac dung cua thudc dé ngudi hoc co duge kién thirc nén tang va
van dung duoc kién thire di hoc vao giai thich cach tac dung cua thudc va cac
yéu té anh hudng t6i tic dung khi st dung thudc dé hudng dan sir dung thude an
toan, hiéu qua.

< MUC TIEU CHUONG 2
Sau khi hoc xong chuwong nay, nguoi hoc ¢o kha nang:
> Vé kién thuc:
- Trinh bay dugc cac cach tac dung cua thudc va cac yéu td anh huong toi
tac dung cua thuoc.

- Van dung cac kién thirc da hoc dé giai thich cach tac dung cua thudc va
cac yeu to anh hudng t61 tac dung cua thudc.

% Vé Ky nang:

- Phan biét dugc cac cach tac dung cua thudc va cac yéu to anh hudng toi
tac dung cua thudc.

- Giai thich duoc cach tac dung va yéu té anh huong téi tic dung cua
thuoc cu thé.

> Vé nding luc tw cha va trach nhigm:
- Thé hién duoc nang luc tu hoc, tu nghién ctru trong hoc tap.

- Chiu trach nhiém vé két qua hoc tap cua ban than, than trong, chinh xac
trong thuc hanh nghé nghiép.

< PHUONG PHAP GIANG DAY VA HQC TAP CHUONG 2

- Doz voi nguoi day: sw dung phwong phdp giang day tich cuc (dién
gidng, vdn ddp, day hoc theo vin dé); yéu cau nguoi hoc thuc hién cdu héi théo
ludn va bai tap chwong 2 (cd nhdan hodac nhom).

- Déi v6i ngueoi hoc: chii dong doc trude gido trinh (Chwong 2) trude
buoi hoc; hoan thanh day du cau hoi thao ludn chuwong 2 theo cda nhdn hodc
nhom va nop lai cho nguoi day dung thoi gian quy dinh.

< PIEU KIEN THU'C HIEN CHUONG 2
- Phong hoc chuyén mén héa/nha xwong: Phong hoc 1y thuyét
- Trang thiét bi mdy méc: Mdy chiéu va cdc thiét bi day hoc khdc
- Hoc liéu, dung cu, nguyén vt liéu: Chuong trinh mon hoc, gido trinh,
tai lieu tham khdo, gido an, phim anh, va cac tai liéu lién quan.
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- Cdc diéu kig¢n khdc: Khong c6

KIEM TRA VA DANH GIA CHUONG 2

- Noi dung:

Kién thirc: Kiém tra va danh gid tdt ca ndi dung dd néu trong muc tiéu
kiéen thirc

Ky nang: Pdnh gid tat ca ndi dung da néu trong muc tiéu ki néng.

Nang luc ty chu va trach nhiém: Trong qua trinh hoc tdp, nguoi hoc can:
+ Nghién ciru bai trude khi dén 16p

+ Chudn bi ddy d tai lidu hoc tdp.

+ Tham gia day di thoi eong mén hoc.

+ Nghiém tuc trong qua trinh hoc tdap.

- Phwong phap kiém tra danh gia:

Diém kiém tra thuong xuyén: khong co

Kiém tra dinh kp Iy thuyét: khdng co
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NOI DUNG CHUONG 2

Téc dung cua thude 12 két qua caa qué trinh twong tac giira phan tu thude
véi cac thanh phan cua té bao co thé. Két qua ciaa nhirng tuong tac do lam thay
do6i nhitng tinh chat sinh ly, hoa sinh cua cac thanh phan té bao, tao nén nhiig
dap tmg cua cac to chirc doi vai thuoe. Thong thuong thuoc cé tadc dung ting
cuong hodc e ché (diéu hoa) mot chirc nang nao dé cua co thé chir khéng tao ra
chtrc nang mai.

1. Tac dung ciia thudc
1.1. Thoi gian tiém tang

Thoi gian tiém tang (téc d6 xuat hién tic dung) 13 thoi gian tir khi dua
thudc vao co thé dén khi xuat hién tac dung. Toc do nay phu thudc vao duong
dua thudc, tinh chit 1y hoa cta thudc. Nghia 12 phu thudc vao toc do hap thu
phén bd va chuyén hoa ciia thudc.

1.2. Tac dung chinh va tac dung phu

Téc dung chinh 1a tic dung muén dat dugc trong diéu tri, con tac dung
phu la tdc dung khdng mong muon co trong diéu tri nhung van xuat hién khi
dung thuoc.

Vi du: tac dung chéng viém khop cia indomethacin la tdc dung chinh,
nhung thudc lai gay kich tmg da day, c6 thé gay xuat huyét da day do 1a tac
dung khong mong muén; aspirin tac dung ha sot, giam dau, chéng viém 1a tac
dung chinh nhung thudc lai giy xuat huyét dudng tiéu hoa do 1a tic dung khong
mong mudn.

Trong diéu tri cAn tim cach lam ting tac dung chinh va 1am giam tac dung
phu dé tang hi¢u qua diéu tri bénh bﬁng cach chon duong dung thich hgp, thoi
diém udng thudc, dang bao ché phu hop va c6 thé két hop véi cac thude khac
mot cach hop ly.

1.3. Tac dung tai ché va tac dung toan than

Téc dung tai chd 1a tac dung xay ra trudc khi hap thu (thuong xay ra ¢ noi
dua thudc). Vi du: cac thudc chéng nam ngoai da, thuéc bao phil vét loét niém
mac duong tiéu hod (kaolin, hydroxyd nhom...).

Tac dung toan than la tac dung xay ra sau khi thuoc duogc hap thu, phan b
dén cac t6 chirc va gy ra dap ung. Vi du: sau khi uéng aspirin thudc c6 tac dung
ha sét, gidm dau; sau khi tiém atropin thube lam giam co thét co tron, cit con
dau do viém loét da day, hanh ta trang...

~Ce‘in cha y co truong hop dung thudc bdi ngoai da véi muc dich tac dung
tai cho nhung c6 thé gay ra ngd doc (tac dung toan thén) do da bi ton thuong
rong nén thuoc duoc hap thu.
1.4. Tac dung chon loc va tdc dung dac hiéu
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Téc dung chon loc 1 tdc dung cua thudc & liéu diéu tri biéu hién rd rét
nhat trén mot co quan nao doé cua co thé. Vi du: glycosid tim cd tac dung chon
loc trén tim; strychnin tac dung wu tién trén tuy sng; codein @c ché trung tm
ho.

Khai niém tac dung dic hiéu hay dic tri thudong dung dé chi tdc dung chon
loc cua thude thudec nhém hoa tri liéu trén mot tdc nhan gay bénh nhit dinh. Vi
du: dehydroemetin tdc dung dac hiéu trén ly amip; INH tac dung dac hiéu véi
truc khuan lao. ..

1.5. Tac dung phuc hoi va tac dung khong phuc hoi

Téc dung phuc hdi 1a tAc dung cua thude c6 giéi han nhat dinh vé thoi
gian. Tac dung do s& bién mat va chire nang ciia co quan duoc hoi phuc sau khi
nong d6 thude giam xudng mic khdng du gay tac dung. Vi du: tac dung gay té
cua procain chi kéo dai trong mot thoi gian ngén; tac dung gidn dong tir cua
atropin trong khoang 7 - 10 gio (homatropin 1 - 3 gio).

Tac dung khong hoi phuc 1a tac dung cta thudc lam cho mot phan hoic
mot tinh ning nao d6 cua mot to chirc mat kha nang hoi phuc. Vi du: tetracylin
tao chelat bén vitng voi Ca®* & men ring va xwong, lam cho men ring c6 mau
xin; cac chat doc phospho hitu co gy ngd doc 1a do e ché khong hoi phuc
enzym cholinesterase.

1.6. Tac dung truec tiép va tac dung gian tiép

Dua vao co ché tac dung nguoi ta ndi tac dung cua thudc 1a tac dung truc
tiép khi thudc gan trén cac receptor (thu thé) va gy dap tmg. Vi du: adrenalin,
noradrenalin gin vao céc receptor adrenergic gy cuong giao cam, acetylcholin
gin vao cac receptor cholinergic gay cudng pho giao cam.

Tac dung gian tiép 1a tac dung gay ra do thudc 1am thay d6i qua trinh sinh
tong hop, giai ‘phong, van chuyén hoic qua trinh chuyén hoa cac chit ndi sinh.
Vi du: céc chit anticholinesterase uc ché enzym cholinesterase gay cuong pho
giao cam gian tiép. Trong céc loai tac dung gian tiép c6 mot loai tac dung theo
co ché dic biét, d6 1a tac dung phan xa cia thudc.

2. Cac yéu td anh huong t6i tic dung ciia thudc

Téc dung cua thudc 1a két qua ctia qua trinh tuong tac gitta thue va co
thé. CO rat nhicu yeu to anh hudng dén qué trinh nay nhu cdc yeu to thudc vé
thuoc (tinh chat ly hod, cau tric hoa hoc cua thuoc, twong tac thuoc), cac yeu to
thudc vé nguoi bénh (lra tuoi, gidi tinh...) va cac yéu to khac.
2.1. Cac yéu t6 thude vé thude
2.1.1. Tinh chat Iy hod, cdu triic hod hoc va téc dung ciia thuéc

Tinh chét Iy hod va ciu tric ho& hoc cua thudc trudce tién anh huong dén
cac qué trinh dugc dong hoc sau do c6 thé dong thoi anh huong dén qué trinh
dugc luc hoc cua thuoc.
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2.1.1.1. Tinh chat Iy hod

Trong cac tinh chit ly hoé cua thude, do tan va mirc do phan ly c6 vai trd
rat quan trong.

Do tan cua thude duge xac dinh qua hé sé phan bé lipid/nudc. Po 1a ty sd
gitta nong do thuoc trong lipid va nong do thuoc trong nudc.

P= [ThUéC]nPid /[ThUéC]nudc
P: hé s6 phan bd (partition coefficient)

Mtc d6 hap thu va phan b thude phu thudc rat 16n vao hé sé phan b
lipid/nude cua ching. Dé c6 thé chuyén qua mang sinh hoc, thudc can phai c6
hé s6 phan bé lipid/nudce thich hop. Nhimg thude c6 hé sé phan b lipid/nudc
cao dé tham qua “hang rao>> mau ndo. Nhitng thudc trong phan tir c6 cac nhém
chure nang chira oxygen hoac nitrogen thuong tang do tan trong nudc. Trong khi
d6 nhitg phan tir thue co céac chudi hydrocarbon khdng cé kha nang ion hoa
hoic ¢6 cé4c cau triic vong thuong tang do tan trong lipid.

Muc d6 phan ly cua thudc dugc biéu thi bang hang sé phan ly (K,) hay
con goi la hang sé ion hoa (ionization constant). Trong thuc té mirc 4o phan ly
cua thude con duge xac dinh qua chi s6 pK, (pK, = - logK,). Mitc do phan ly cia
thudc phu thudc vao pH mai truong.

2.1.1.2. Cdu triic hod hoc

Céu trdic hoa hoc cua thudc bao gdém cau triic nhan, cac nhém chirc nang
c6 trong phan ti, hinh dang va kich thudc phan tir, ban chat cac méi lién két
gitra C&4c nguyén tir, cac dang dong phan cua thudc... Tt ca nhitng yéu té do
quyét dinh anh hudng cua thude déi véi co thé.

N6i chung mdi phan tir thude bao gém hai phan 1a nhan va cac nhém chic
nang. Nhan thuong dong vai trd quyét dinh ai luc cua thude ddi véi cac trung
tam hoat dong cua receptor hodc enzym va quyét dinh kiéu tac dung cua thude.
Cac nhom chtrc ning ciing 6 hai loai: mot loai cung véi nhan quyét dinh &i luc
cua thudc vai cac trung tdm hoat dong cua receptor. Vi du: cac nhém -OCHj, -
Cl, -CF;3 (trong nhan phenolthiazin). Loai nhom chirc nang khac (-NH,, -SOzH, -
OH...) anh hudng dén tich phan cuc va do tan cua thubc nén anh huong truc
tiép dén su hap thu va phan bé cua thube toi co thé.

Chinh vi nhiing ly do trén nén khi thay d6i nhdm chitc ning ciing c6 thé
dan dén thay doi it nhiéu tac dung cua thude. Vi du: adrenalin ngoai tac dung
cudng giao cam con c6 tac dung gidn co tron phé quan, nhung noradrenalin tac
dung gi&n co tron phé quan rat kém do trong phan tir khéng con nhém -CH.

2.1.2. Liéu lwong va tac dung cia thuéc
2.1.2.1. Liéu lvong thuoc

Liéu luong thqéc la luong thuéc dugc dua vao co thé trong mot khoang
thoi gian nhat dinh dé phong bénh, chan doan hoac diéu tri.
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Pon vi phan liéu thudng tinh theo khdi luong hodc don vi qudc té, don vi
sinh hoc. Tuy theo cuong d6 tac dung cua thudc, ngudi ta co thé dung lidu &
hang don vi g, mg hodc cg/kg thé trong hodc/m? da co thé. Pon vi sinh hoc 1a
mot luong thude duoce xac dinh qua mot tac dung sinh hoc so véi chét chuan.

Liéu ngudng 12 lidu thip nhat gay ra dap tmg. Liéu dugc dung trong diéu
tri (lidu diéu tri) thuong 1 liéu c6 tac dung trén 50% cé thé (EDs). Liéu téi da l1a
liéu cao nhat dugc sir dung, néu vuot qua licu do c6 the gay nguy hai cho nguoi
bénh (dac biét d6i voi thUOC doc, cac thube co hoat tinh cao). Nhing truong hop
can nhanh chéng cé nong d6 cao cua thudc ¢ noi tac dung, dau tién nguoi ta
ding liéu twong ddi cao d6 1a liéu tan cong, sau d6 dung liéu thap hon dé duy tri
tac dung goi 12 lidu duy tri. Trong nghién ctu thuc nghiém nguoi ta con ding
lidu chét: LDs 12 lidu gay chét 50% suc vat thi nghiém, LDygo (lieu chét tuyét
d61) 1a lidu gay chét 100% suc vat thi nghiém. Ngoai ra, c6 thé phan loai liéu
theo thoi gian ding thube: liéu 1 lan, liéu 1 ngay (24 giod); dbi véi mot sb thude
con quy dinh liéu cho mot don vi diéu tri (khang sinh, thuc gay tich luy, mot s6
hormon...).

2.1.2.2. Liéu lwong va tdc dung ciia thudc

Muc d6 tac dung cua thude phu thude vao sb luong receptor tuong tac véi
thude, phu thudc vao nong do thude & noi tac dung. Giita nong do thudc & noi
tac dung va nong do thude trong huyét tuong ciing nhu liéu luong thude ludn
lubn c6 médi twong quan nhat dinh. Vi vay khi nghién ctru tic dung caa thude co
thé khao sat mot s lién quan truc tiép giira liéu lwong va tac dung. N6i chung
d6i v6i mdi bénh nhan, tac dung cua thude sé tang khi tang liéu luong, nhung vé
mit y nghia diéu tri khdng phai bao gio tang liéu ciing c6 loi vi di kém véi viéc
tang liéu 1a nhimg tac dung phu, tham chi gay doc cho co thé. Cho nén tuy timg
truong hop cu thé ding lidu cho thich hop dé thu duoc hiéu qua diéu tri cao
nhung lai an toan cho nguoi bénh.

Tuy nhién, d¢ tién sir dung trong Iam sang va dé cé co so ban dau cho

Viéc dieu chinh li€u nguoi ta dya vao lieu gay dap tmg trung binh 50% doi tuong
trong quan thé (EDsp). Trong thuc nghiém khi thay doi chi tiéu quan sat la tac
dung ang chi tiéu sug vat chét nguoi ta c6 LDsg. Mirc d6 an toan cua thuoc
duogc biéu thi qua chi so dicu tri |:

| = LD50/ED50

| (therapeutic index): chi sé diéu tri.

L Ds, (lethal doseso): lidu gay chét 50% suc vat thi nghiém.

EDs, (effective dosesy): liéu tAc dung 50% stc vt thi nghiém.

V& nguyén tic nén sir dung nhiing thuoc ¢6 chi s6 an toan cao (thdng
thuong | > 10). Tuy nhién ngow 1€ c6 nhimg thuoc chi s6 an toan thap nhung tac
dung diéu tri t6t va chua co thude thay the thi van st dung nhung can trong hon.
Vi du: chi sb an toan caa glycosid tim rat thap (vao khoang 2) nhung hiéu qua
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diéu tri suy tim caa chdng con rat tét, chua c6 thude ndo co thé thay thé nén van
duogc st dung.

2.1.3. Twong tdc thuoc

Tuong tac thudc 13 hién tuong xay ra khi sir dung dong thoi hai hay nhiéu
thudc, hau qua 1a thay d6i tac dung hodc doc tinh ciia mot hay nhiéu thude trong
cac thude do.

Téc dung cua thudc ciing cd thé bi thay doi do thirc an, d6 udng, 6 nhidm
moi truong... nhung & day chi dé cap dén su thay d6i tac dung cua thudc do
thudc khac. Két qua caa tuong tac c6 thé dan dén 1am tiang hodc giam tac dung
cua thude, tham chi gay doc hodc 1am mét hiéu luc diéu tri. Do do, nhiing hiéu
biét vé tuong tac thudc rat can thiét trong thyc té 1am sang dé chu dong phdi hop
thudc nham tang hiéu qua diéu tri, han ché nhing tac dung ddc hai do thudc gay
ra. Khi phéi hop thube cd thé ching lam ting tac dung (tac dung hiép dong),
hoac 1am giam tac dung cua nhau (tac dung déi lap).

Tuong tac thude co thé xay ra theo co ché dugce luc hoc hoidc co ché dugc
dong hoc. Du twong tac theo co ché nao thi két qua cuoi cung cling lam thay doi
tac dung cua thuoc ¢ nhitng mic d6 khac nhau.

2.1.3.1. Tuong tac duoc luc hoc

Tuong tac duoc luc hoc 1a nhitng twong tac lam thay do6i tac dung cia
thude khi hai thudc tac dung cing receptor, cing to chic hoic hé thong phan
hoi. Két qua tuong tac c6 thé 1am ting tac dung ciia nhau (tac dung hiép dong)
hodc 1am giam tac dung cua nhau (tac dung dbi lap).

- Tac dung hiép dong;

Khi phoi hop hai hay nhiéu thuc néu chiing 1am ting tac dung cua nhau
nguoi ta noi d6 la tac dung hié¢p dong.

Vi du:

+ Tac dung budn ngu s& ting 1én nhiéu khi dung dong thoi cac thude tc
ché h¢ than kinh trung wong. Nguy co gay chdy mau s€ tang 1én & nhitng bénh
nhan dung thudc chong dong cung véi cac salicylat.

+ Khi phdi hop thude ngu barbituric vdi clopromazin thi tac dung gay ngu
s€ sdu hon va kéo dai hon; hodc khi dung dong thoi insulin v6i propranolol tac
dung ha duong huyét s€ manh hon va kéo dai hon.

Sy hiéu biét vé tac dung hiép dong rat can thiét trong diéu tri vi phdi hop
cac thude hop 1y s& giam duge lidu lugng thude, giam duoc nhitng tac dung phu
lai tang hi€u qua diéu tri. Vi du: thudc trj sét rét fansidar gém cO pyrimethamin
phdi hop véi sulfadoxin; thudc khang khuan co-trimoxazol 1a sy két hop giira
sulfamethoxazol va trimetoprim theo ty 1& 5/1. Can luu ¥ doi khi diung dong thoi
cac chit co thé dan dén nhing tai bién nghiém trong. Vi du: nhitng ngudi dang
dung meprobamat c6 thé bi ngd doc rugu cip khi uéng mot luong ruou khong
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16n. Hau qua d6 1a do meprobamat tang cuong tac dung e ché than kinh trung
uong cua rugu.

- Tac dung d6i lap:

~ Khi ding dong thoi hai hay nhiéu thude chiing c6 thé 1am giam hogc 1am
mat tac dung cua nhau; tac dur}g j[hu dugce ludn luén nho hon,téng tac dung cua
cac thanh phan, tham chi cd thé bang khéng. D¢ la tac dung doi l1ap cia thuoc.

Téc dung d6i 1ap co thé do cac thude tac dung trén cung mot loai receptor
hodc céc loai receptor khac nhau nhung thé hién dbi lap trén cling mot co quan.
Vi du: d6i lap gitra atropin va pilocarpin 1a do ching cing tac dung trén thu thé
M (pilocarpin kich thich hé¢ M, con atropin phong toa h¢ M); histamin tac dung
trén thu thé Hy 1am co co tron phe quan, con isoprenalin tac dung trén thy thé p-
adrenergic 1am gién co tron phé quan.

2.1.3.2. Twong tac duoc dong hoc

Tuong tac duoc dong hoc 1a sy anh huong dén qua trinh hap thu, phan bd,
chuyén hoda hodc thai trir cua thuoc khi dung dong thoi véi mot thuoc khac. Vi
co su khac biét nhiéu gitra cac ca theé nén kho du doan chinh xac céc loai twong
tac.

- Tuwong tac trong qua trinh hap thu:

Tuong tac trong qua trinh hap thu chi yéu xay ra trong hé thong tiéu hoa
khi dung cac thUOc qua dudng udng. Két qua cua tuong tac lam thay d6i hap thu
thude (cha yéu 1am giam hap thu). C6 thé tranh nhimg tuong tac trén bang céach
udng céc thude cach nhau tir 2 dén 3 gio. Nhiing thay d6i hap thu trong éng tiéu
hoa do tuong tac thudc cé thé do nhiéu yéu td khac nhau: thay doi pH, anh
huong dén nhu dong duong tiéu hod, anh huong dén hé vi khuan duong rudt, tao
phtrc khong tan...

Vi du:

+ Céc chét antacid, cac chat doi khang thuy thé H, (rc ché san sinh HCI
ctia da day) va céc chat trc ché bom proton lam ting pH dich da day nén c6 thé
lam cham hap thu va giam hap thu ciia mot s6 thuée khac nhu ketoconazol,
ciprofloxacin...

+ Cac chat chong tram cam ba vong, cac opioid, cac chat antlchollnerglc
lam giam nhu dong da day, thude 1au chuyén xudng rudt non nén gy cham hap
thu mot s6 thude néu dung két hop.

+ Trong mot sd it bénh nhan khi udng digoxin, trén 40% digoxin bi
chuyén hoa mat hoat tinh boi hé vi khuan duong rudt. Khi udng cac khang sinh
phé rong, hé vi khuan duong rudt bi ti€u diét, lugng digoxin dugc hép thu tang
1én ¢6 thé dan dén ngd doc.

+ Tetracyclin, cac khang sinh nhém quinolon két hop véi Ca®*, Mg, AI**
(c6 trong thanh phan cac antacid) hodc voi Fe?* tao thanh cac phire khong dugc
hap thu.
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- Tuong tac trong qué trinh phéan bo:

Sau khi hap thu, thudc duge phan bé dén cac to chic. Trong qua trinh d6
thudc co thé twong tic véi cac thude khac. Mot van dé duge quan tAm nhiéu 1a
su thay thé lién két vé6i protein huyét twong khi dung dong thoi hai hay nhiéu
thudc. Trong nhitng truong hop nay thudce c6 ai luc manh hon véi protein s& day
thudc kia ra khoi vi tri lién két cia né dan dén 1am ting ndéng do cua thude do
trong huyét twong, ting nguy co gdy ngd doc (dic biét doi v6i nhimg thude co ty
1¢ lién két cao v&i protein).

- Tuong tac & khau chuyén hoa:

Thuc chat twong tac & khau chuyén hoa 1a qué trinh gay cam tng hoic trc
ché enzym chuyén hoa thudc khi dung két hop thude. Hau qua cua tuong tac nay
tuy thudc vao hoat tinh sinh hoc caa chat chuyén hoa so voi chat “me”. Thong
thuong chat chuyén hod mat hoat tinh hozc ¢é hoat tinh kém hon chat me nén tc
ché enzym sé& tang tac dung caa thudc; nguoc lai cam tmg enzym lam giam tac
dung cua thude.

- Tuong tac & khau thai trur:

Phan lén cac thude duoc thai trir qua than theo co ché loc qua cau than, tai
hap thu ¢ ong than va bai tiét qua 6ng than. Nhitng chat anh huéng dén cac qua
trinh trén s& lam thay doi thai trir thude do anh hudng dén tac dung cua thude.
Céc chat lam thay d6i pH nudc ticu s& anh huong den tai hap thu thudc ¢ té bao
ong than.

Vi du: NaHCO; tang thai trir céc thude cd ban chit 1a cac acid yéu (thude
ngt barbituric, aspirin...). Ding dong thoi digoxin véi quinidin  hodc
aminodaron, diltiazem, verapamil s& lam ting noéng d6 digoxin trong huyét
tuong do e ché bai tiét qua ong than. Céc thudc loi ticu thiazid, mot so thude
loi tiéu quai tang tai hap thu lithium ¢ éng lwon gan c6 thé gay ‘ngd doc do do
phai giam liéu lithium khi can dung dong thoi véi cac thude loi tiéu trén.

2.2. Céc yéu to thudc vé nguoi bénh
2.2.1. Tré em va tac dung ciia thuoc

Tuong tac giita thude véi co thé tré em cd nhitng nét khac véi nguoi 16n
vi tré em dang trong qua trinh phat trién, mic do truong thanh cua cac to chic
chua hoan thién do d6 c6 nhimg dic diém sinh ly khac véi nguoi Ién. Do nhiing
dic diém trén nén van dé diéu tri can cd cac thay thude chuyén nganh cho tré em
va khéng nén don gian hod coi “tré 1a nguoi 16n thu nho lai”.

Anh hudng cua thudc trén co thé tré em ciing ¢6 nhimng diém khac nhau
gitra cac lra tudi. Sy phan loai cAc nhém tudi cua tré em chu yéu dya trén nhiing
bién d6i sinh hoc theo céc giai doan khac nhau. Theo Hoi Nhi Khoa Anh, tré em
dugce chia thanh cac nhom sau:

- Tré so sinh: tré < 1 thang tudi. Trong d6 tudi nay can dic biét chi y dén
tré dé thiéu thang (me mang thai < 37 tuan 18).

36



- Tré tir 1 thang dén < 2 tudi (tré o lra tudi dang bu).

- Tré tir 2 - 12 tudi (trong d6 tudi ndy co tic gia chia thanh nhom tudi tir 1- 6
tudi).

- Tré vi thanh nién: tré tir 12 dén <18 tudi. O lira tudi nay noi chung vé
lieu lugng do6i va4i nhiéu thude dung nhu nguoi 16m.

Tac dung cua thudc véoi tré khac véi nguoi lon trude tién ¢ khau duoc
doéng hoc va tir d6 anh hudéng dén hiéu qua diéu tri.

- Hap thu thudc ¢ tré em khong 6n dinh do cac co quan, t6 chirc chua
hoan thién vé ca kich thudc va chiic nang. Poi voi tré so sinh nén dung duong
tiém tinh mach dé€ thuoc dugc hap thu to61 da va 6n dinh hon.

- Phan bd thudc ¢ tré em co nhimg diém khac biét so véi nguoi 16n do so
v6i co thé nguoi 16m, tré c6 ty 18 nude trong toan co thé cao hon, ty 18 ngoai bao
cao hon, ham luong va chat albumin huyét twong giam, hang rao mau nio chua
hoan chinh...

- O tré dudi 1 tudi, hé enzym gan chua phat trién day du ca vé s6 lugng va
chat lwong dan t&i nhiéu thudc bi chuyén héa cham. Tiép sau giai doan nay (dic
biét 14 lta tudi tir 1 dén 9 tudi), téc do chuyén hoa thube & tré lai 16n hon so voi
nguoi 16n.

- Thai trir qua nude tiéu 12 dudng thai trir chil yéu doi véi ca nguoi 16n va
tré em. Nhin chung, phai sau 6 — 8 thang tudi, chirc nang bai tiét thudc & tré moi
dat bang nguoi 16n.

Tém lai, & tré em, dic biét 1a tré so sinh va tré dé thiéu thang chirc nang
gan than chua hoan chinh, mot s6 hé enzym chua phat trién déy du, kha nang
lién két thudc véi protein huyét twong giam... Do do, khi dung thude cho tré em
c¢6 nguy co ngd doc cao hon nguoi 16n, can phai than trong va tinh lidu hop 1y.

2.2.2. Tac dung cua thuoc doi voi nguoi cao tuoi

O ngudi cao tudi chic nang sinh 1y cta cac co quan ndi chung déu giam,
kha ning thich nghi ciia co thé kém nén dé mac bénh va thuong ton tai cac bénh
man tinh, déng thoi ¢6 thé mic nhiéu bénh cung mdt lac. Vi vay khi diéu tri cho
ngudi cao tudi thuong phai dung nhiéu loai thubc, dé dan dén nhiing tdc dung
khong mong muon. Ciing vi nhitng ly do trén nguoi cao tudi sir dung mot ty 1¢
thudc kha 16n trén tong 50 thudc tiéu thy trong xa hoi (& Anh chiém ty 18 1/3, &
phan 16n cac nudc phat trién chiém tir 25 — 40%).

Nhitng bién d6i vé chirc ning sinh 1y, nhitng dic diém vé trang thai bénh
1y & nguot cao tudi anh hudng dén cac qua trinh duge dong hoc va anh hudng
truc ti€p dén tac dung cua thudc.

- Hap thu thudc ¢ ngudi cao tudi thit thuong do nhidu nguyén nhan khac
nhau (130 hoa cac h¢ thong sinh ly, tinh trang bénh ly mac kem...).
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- Phan bd thube & ngudi cao tudi co su thay d6i do thay d6i ham luong
albumin huyét tuong (thuong giam), gidm lugng nudc toan co thé nhung tang
khoéi lugng mo...

- Chuyén hoa thudc & nguoi cao tudi & nguoi cao tudi nhin chung giam do
gidm cd luu lugng mau téi gan cling nhu khoi lugng gan va hoat tinh enzym.

- Thai trtr thudc nhin chung ciing giam dan dén kéo dai thoi gian ban thai
cua thudc do giam ca khoéi lugng than cling nhu luu lugng méau qua than.

Vi nhiing 1y do trén khi dung thudc cho nguoi cao tudi can diéu chinh lidu
cho thich hop, dac biét voi cac thuoc cé chi so di€u tri hep.

2.2.3. Tdc dung ciia thuoc déi véi phy nir
2.2.3.1. Thoi ky mang thai
- Anh hudng ctia thude trén phu nit ¢6 thai (ngudi me)

Khi c6 thai mot sé chirc ning sinh 1y cua ngudi me bat dau thay doi, it
nhi€u anh huong dén duoc dong hoc cua thude.

Thoi ky mang thai, pH dich da day ting do niém mac da day giam tiét
HCI, nhu dong da day va rudt giam nén nhiéu thudc cham hap thu, d6i khi hap
thu that thuong. Luu luong tim ting, ting thdng khi phoi nén ting hip thu
nhitng thudc str dung qua dudng ho hap. Can luu y, trong thoi ky mang thai luu
luong mau qua da tang, nén ting kha nang hap thu thudc ding ngoai da.

Trong thoi gian mang thai lugng nudc trong toan bo co thé ngudi me
tang, tang luong lipid nén tang thé tich phan bd khong nhitng ddi voi nhiing
thudc tan trong nude ma ca nhitng thudc tan trong lipid.

Qua trinh chuyén héa va thai trir thudc o nguoi me trong thoi ky mang
thai khong 6n dinh, n6i chung khong anh huéng 16n dén két qua diéu tri.

- Anh hudng cua thude trén thai nhi

Dung thubc cho phu nit ¢6 thai thong thuong véi muc dich diéu trj cho me
(trir rat it trudng hop qua me diéu tri cho thai nhi) nhung khong tranh khéi anh
huéng dén thai nhi & muc do nhat dinh, d6i khi giy hau qua rat nghiém trong
néu dung thudc khong dung.

Do dic diém cAu trac cua rau thai, mot sb thudc co thé chuyén tor me vao
thai nhi. Mac d6 anh hudng cua thudc dén sy phat trién cua thai nhi phu thudc
vao nhiéu yéu td, trong d6 co6 tinh nhay cam cua cac co quan & cac giai doan
phat trién cia thai nhi.

Theo Gidion Koren va Martin S.cohen trong 2 tuan 1& dau cia thai ky
thudc c6 thé lam chét phoi hodc phoi van phat trién binh thuong (quy luat * ‘tit ca
hodc khong”). Giai doan nhiéu co quan nhay cam véi thudc nhat 13 tir tuan 18 thi
3 dén tudn 18 tha 9 cua thai ky. Trong giai doan nay anh hudng cua thudc trén
thai nhi c6 thé dan dén nhimg bién ddi 16n vé hinh thai (gdy quai thai). Sau tuan
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I8 thir 9 thuoc van cd thé gdy anh huong dén thai nhi gy khiém khuyét vé sinh
1y hodc bat thuong vé hinh thai nhung muc d¢ nhe hon.

Bang 2.1. Thoi ky nhay cam cia mt s0 co quan cia thai nhi d6i voi
thuoc (theo Gidion Koren va Martin S.cohen)

Co quan nhay cim véi thude

Thoi ky nhay cam

Hé than kinh trung wong Tur tuan thir 3 — dau tudn tha 6

Tim Tur 1/2 tuan tha 3 — 2/3 tuan tha 6
Tay, chan Tir 1/2 tuan thir 4 — cudi tuan thir 7
Mit Tur 1/2 tuan tha 4 — 2/3 tuan th 8
Tai Tur 2/3 tuan thi 4 — 1/2 tuan tha 9
Réng Tir 1/4 tuan thi 6 — cudi tuan thir 8
Vom miéng Tir 1/4 tuan thi 6 — 1/4 tuan tha 9

B phéan sinh duc ngoai

Tir 2/3 tuan thir 7 — gan cudi tuan tha 9

Bang 2.2. Mot s6 thudc tac hai ré rét trén thai nhi

(theo Gidion Koren va Martin S.cohen)

Thudc

Thoi ky thai bi anh huwong

Téac hai dén thai

Thubdc trc ché ACE

Tat ca cac thoi ky, dic biét tur
thang thir 3 - 9

To6n thuong than

Céac khang sinh nhom | Tét ca cac thoi ky Poc v6i than kinh sb 8

aminoglycosid

Cac bartiturat Ba thang dau C6 thé gay di dang

Cortison Ba thang dau Nguy co ho vom
miéng “strt mo1”

Acid valprovic Tt ca cac thoi ky Gay di dang

Methotrexat Ba thang dau Gay di dang

Lithium Ba thang dau Anh huong trén hé

tuan hoan
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Phenytoin Tat ca cac thoi ky Nguy co ho vom
miéng “sut moi”

Tamoxifen Tét ca cac thoi ky Tang nguy co say thai
hodac phéa huy thai
Methylthiouracil Tat ca cac thoi ky Thiéu ning tuyén giap

Pé han ché nhiing tac hai ctia thudc trén thai nhi ngudi me nén than trong
khi dung thudc; chi dung thuoc khi that can thiét va theo chi dan cta thay thudc;
dac bi¢t can luu y mdt s6 thude co6 nguy co cao doi voi thai nhi.

2.2.3.2. Thoi ky cho con bu

Trong thoi ky cho con bu anh huong ciia thude trén ngudi me ndi chung
khéng c6 su khac biét 16n so voi binh thudng, nhung thude dugc bai tiét vao sira
c6 thé anh hudng dén tré dang ba. Pa sd cac thudce sau khi hap thu mot phan
dugc chuyén hoa qua sita theo co ché khuéch tan thu dong hodc van chuyén tich
cuc. Mirc d6 thude chuyén qua sira phu thudc vao nhiéu yéu td, trong d6 c6 mot
s6 yéu t6 dong vai trd quan trong:

- Tinh chét 1y hoa cta thudc, nhiing thudc c6 do phan ly cao, lién két
manh voi protein huyét tuong (warfarin...), phan ttr lwong lon (heparin...) rat it
bai ti€t qua sira.

- Su chénh 1éch pH huyét twong va pH cua sia: thong thuong pH huyét
tuong la 7,4; pH stra la gan 6,8 nén nhing thudc co ban chit base yéu dé dang

chuyen vao stra. Vi dy: nguoi me udng erythromycin base sau khi hap thu ndng
d6 thudc trong sita c6 thé cao hon trong mau tir 6 - 7 lan.

- Trang thai bénh 1y ctia ngudi me: ngudi me bi cic bénh vé gan, than s&
giam chuyén hoa thubc, kéo dai thoi gian ban thai tao diéu kién cho thudc
chuyén héa qua sita nhiéu hon. Ngoai ra muic do thude bai tiét qua sita con phu
thudc vao liéu luong, thoi gian udng thude ciia ngudi me.

Tom lai phan 16n cac thude khi nguoi me ding déu duoc bai tiét qua sira
nhung véi lwong nho, ndi chung it gy ddc hai cho con trir mot s6 thude va mot
) ngoai I¢. Pé dam bao an toan cho con nguoi me nén lya chon thuéc; duong
dung thich hop it bai tiét qua sita, it anh huong dén con nhat. Thoi gian udng
thudc thich hop nhat dé han ché thudc tir sita me vao con 1a 30 - 60 pht sau khi
cho con bt hodc 3 - 4 gid trude khi cho con b 1an sau.

2.2.4. Trang thai bénh Iy

Ngoai cac yéu td vé gidi tinh, lra tudi, tac dyng cua thudc con bi anh
huong boi trang thai bénh ly. Noi chung co thé 6m nhay cam VoI thudc hon co
thé nguoi lanh. Mot s6 thude chi c6 tac dung rd rét trén co thé 6m. Vi dy:

- Cac thudc chira hen phan 16n chi tic dung gian phé quan khi phé quan bi
co that; cac thudc ha st tac dung rd rét khi ting than nhiét... O nhiing ngudi
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viém gan, xo gan, viém than khong nhiing giam chuyén hoa thudc, giam protein
huyét tuong (tdng thudc & dang tu do), tdng t;, dan dén tang sinh kha dung cua
thudc, dé gay ngd doc.

- Tac dung chdng dong mau cua cac thudc chéng déng dan chit coumarin
manh hon ¢ nhiing nguoi bi suy gan; liéu gay mé cua thiopental & nhitng nguoi
suy than chi bang 1/2 liéu dung cho ngudi binh thuong.

CAU HOI LUQNG GIA
Cau 1. Trinh bay cac cach tac dung cua thudc ?
Cau 2. Trinh bay co ché tac dung chung cua thude ?
Cau 3. Trinh bay yéu t6 thudc vé thude anh hudng téi tac dung cua thude?
Cau 4. Trinh bay anh hudng cua thude dbi voi ngudi cao tudi?

CAau 5. Trinh bay anh huéng cta thudc dén phu nit mang thai va cho con
ba ?
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CHUONG 3. THUOC TAC DUNG TREN HE THAN KINH
TRUNG UONG
Bai 1. THUOC GAY ME

< GIOI THIEU BAI 1

Bai 1 gi6i thiéu vé thudc gay mé bao gom dinh nghia, co che tac dung
chung va tiéu chuan ctia mot thudc gay mé t6t; ddc diém chinh vé dugc dong
hoc, tac dung, tac dung khong mong mudn, chi dinh, chdng chi dinh, che pham
va lidu dung cua cac thude trong nhom dé nguot hoc ¢6 dugc kién thirc nén tang
va van dung dugc kién thuc di hoc vao tu van, hudng dan su dung thude gay mé
an toan, hop ly, hi¢u qua.

< MUC TIEU BAI 1
Sau khi hoc xong bai nay, nguoi hoc co kha nang:

> Vé kién thirc:

- Trinh bay duoc dinh nghia, co ché tac dung chung va tiéu chuan ctia mot
thudc gay mé tot.

- Trinh bay dugc nhirng dac diém chinh vé duoc dong hoc, tac dung, tac
dung khong mong muon, chi dinh, chong chi dinh, ché pham va liéu dung cua
cac thudc trong nhom.

> Vé Ky ning:

- Van dung duoc kién thtc dé tu van, hudng dan sir dung thude gdy me an
toan, hop ly, hi€u qua.

- Van dung cac kién thirc da hoc vao thuc hanh nghé nghiép.
> Vé ning luc tw chai va trach nhigm:
- Thé hién duoc nang luc tu hoc, tu nghién ctru tai ligu vé thube gay mé.
- Chiu trach n‘hiém vé két qua hoc tap ctua ban than, than trong, chinh xac
trong thuc hanh nghé nghiép.
< PHUONG PHAP GIANG DAY VA HQC TAP BAI 1

- Boz voi nguoi day: su dung phuwong phap giang day tich cuc (dién
gidng, van dap, day hoc theo vin dé); yéu cau nguoi hoc thwc hién cau héi théo
lugn va bai tap bai 1 (ca nhdn hodc nhom).

- Déi v6i nguoi hoc: chi dong doc trude gido trinh (Bai 1 - Chuong 3)
truede buoi hoc; hoan thanh day di cau hoi thao ludn bai 1 theo cd nhdan hodc
nhom va nop lai cho nguoi day dung thoi gian quy dinh.

< PIEU KIEN THUC HIEN BAI 1
- Phong hoc chuyén mén héa/nha xwéng: Phong hoc 1y thuyét
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- Trang thiét bi mdy méc: Mdy chiéu va cdc thiét bi day hoc khdc

- Hoc liéu, dung cu, nguyén vt liéu: Chuong trinh mon hoc, gido trinh,

tai liéu tham khao, giao an, phim anh, va cac tai liéu lién quan.

L0

(\

<

- Céc diéu kién khdc: Khong co

KIEM TRA VA DANH GIA BAI 1

- Noi dung:

Kién thirc: Kiém tra va danh gid tdt ca néi dung dd néu trong muc tiéu
kiéen thurc

Ky nang: Pdnh gid tat ca ngi dung dd néu trong muc tiéu ki néng.

Nang luc ty chu va trach nhiém: Trong qua trinh hoc tdp, nguoi hoc can:
+ Nghién ciru bai trude khi dén 16p

+ Chudn bi ddy d tai lidu hoc tdp.

+ Tham gia day dii thoi lwong mén hoc.

+ Nghiém tuc trong qua trinh hoc tap.

- Phwong phap kiém tra danh gia:

Diém kiém tra thuong xuyén: khong co

Kiém tra dinh kp Iy thuyét: khdng co
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NOI DUNG BAI 1

1. Pai cwong
1.1. Pinh nghia

Thudc gay mé la thudc & liéu diéu trji e ché co hdi phuc than kinh trung
uong, lam mat y thie, cam giac (nhu cam giac dau, nong, lanh...), 1am mat phan
xa, gidn mém co nhung van duy tri duoc cac chirc ning quan trong clia su song
nhu ho hap, tuan hoan.

1.2. Tiéu chuin mot thudc gy mé tot
Mot thude gay mé 1y tudng can phai dat dugc cac yéu cau sau:
- C6 tac dung gy mé du manh, du dung cho phau thuat.
- Khé1 mé nhanh, ém diu, tinh nhanh.
- Lam mét phan xa va gian co thich hop cho phau thuat.
- Pham vi an toan rong, it gay tac dung khong mong mudn, it doc.

- Khong chay no, khong hoa tan cao su, chat déo, khong an mon kim loai
va bén ving hoa hoc.

Tuy nhién, khong mot thudc gy mé nao c6 day di cac tiéu chuan trén, do
dé dé gay mé nguoi ta thuong phai phoi hgp thuoc.

1.3. Co ché tic dung

Thudc gdy mé c6 thé c6 tac dung tc ché dan truyén & than kinh trung
uvong theo cac co ché sau:

- Lam thay d6i tinh tham ciia mang té bao than kinh, gay can tré trao doi
ion Na" qua mang do d6 ngan can khir cwc mang, dan dén (rc ché dan truyén than
Kinh.

- Kich thich truc tiép receptor GABAA hodc tao thuan lgi cho GABA
(gamma aminobutyric acid) gan vao receptor ctia no, lam tang dong CI” vao té
bao gay uc ché dan truyén than kinh.

- Ngodi ra, thudc gdy mé c6 thé uc ché acid glutamic 1 chat dan truyén
kich thich hoac lam gidm sy nhay cdm cua receptor vdi acetylcholin dan dén tc
ché dan truyén than kinh.

1.4. Tac dung khong mong mudn va cac bién phap han ché
1.4.1. Tac dung khéng mong mudn
- Trong khi gay mé:

+ Trén h¢ tim mach: ngung tim, ngét, rung tam thét, ha huyét ap, shock
(do phan xa, thuong xay ra dot ngdt, hay & giai doan kho1 mé).
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_+ Trén hé¢ ho hép: tang tiét dich duong ho hip, co that thanh quéan, nging
ho hap do phan xa.

+ Trén tiéu hoa: gy non 1lam nghén dudng ho hép.
- Tai bién sau khi gay mé:

+ Gay viém duong ho hap (viém khi, phé quéan, viém phoi...), tai bién nay
hay géap khi gdy mé bang ether.

+ Bdc vo1 gan: do thuécﬁ gdy mé chuyén hoa & gan tao chét chuyén hoa
doc cho gan (halothan chuyén hdéa ¢ gan tao chat chuyén hoéa la cloro
trifluoroethyl gay doc véi gan).

+ Poc v6i tim: phan nhiéu thubc gdy mé giy tc ché hoat dong cia tim,
tdng nguy co gay suy tim.

+ Liét rudt, liét bang quang do tac dung gifin co cua thudc gy mé giy
nén.

1.4.2. Cdc bién phdp han ché
- Dung thudc tién mé:

Thudc tién mé 13 nhimg thudc & liéu diéu tri khong cé tac dung gy mé,
dugc dung trudc khi gdy mé nham muc dich:

+ An diu, giam lo 1§ng, so hai ciia bénh nhan do d6 lam mét cac phan xa
bat loi, giap khoi mé dé dang.
+ Tang tac dung va nho d6 giam dugc lidu cua thude gay mé.

+ Lam giam hodc 1am mat cac tac dung khong mong mudn va tai bién cua
thudc gay mé (ngung tim dot ngdt, ngung ho hap, tang tiét dich...).

- Gy mé co so:

Dung thudc gay mé tinh mach c6 tac dung manh va ngan dé gay cam Gng
mé nhanh nhu thiopental, hexobarbital. Dung thudc gady mé co sé sé giup khai
mé nhanh, an diu, tranh céc tai bién do phan xa, lam mat giai doan kich thich.

1.5. Phan loai
Theo duong dung, chia thudc giy mé thanh 2 loai:
+ Thudc gy mé dudng ho hép.
+ Thudc gy mé dudng tinh mach.

2. Thudc gay mé dwong hd hap

2.1. Pic diém chung

2.2.1. Chuyén vdn ciia thuéc gay mé

Céc thudc gay mé dudng ho hap 13 cic chat khi hodc chét long bay hoi.
Khi hit vao thudc gdy mé qua mii t&i phoi, khuéch tan vao mau roi dén than
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kinh trung wong va giy tac dung trc ché. Khi néng d6 thuéc gy mé ¢ than kinh
trung wong dat to1 ngudng, trang thai mé s€ xuat hién.

Su x4m nhap thudc gdy mé vao phdi phu thude vao ndng do thude gay mé
trong khong khi hit vao va sy thong khi & phoi.

Sy xam nhap cua thudc tir phéi vao mau phu thudc vao su chénh 1éch
ndng do gitra phdi va méu, tinh thim ctua mang phé nang va dic biét 1a tinh hoa
tan cua thuoc gdy mé trong mau. Trong do, tinh hoa tan cua thudc gay mé trong
mau 13 yéu t6 quan trong nhat, dugc bleu thi bang hé sb phan bd mau/khi. Cac
thudc gay mé it tan trong mau c6 hé s phan bd mau/khi nho, ap sut - dong mach
tang nhanh, nén dat cAn bang & ndo nhanh, thoi gian tiém tang s& ngan va nguoc
lai.

Vi du: hé sd phan bd mau/khi cua nitrogen oxyd, halothan va
methoxyfluran 1an luot 1a 0,47 < 2,3 < 12 nén nitrogen oxyd gdy mé nhanh nhat,
con methoxyfluran gay mé cham.

Bang 3.1. Nong do t6i thiéu can c6 ciia thudc trong phé nang

va H¢ s0 phan bo mau/khi

Tén thubc MAC* (ty 18 %) Hé s6 phéan bd Chuyén héa
mau/khi (ty 1€ %)

Nitrogen oxyd 105 0,47 0
Halothan 0,75 2,3 >40
Enfluran 1,7 1,8 8
Isofluran 1,4 1,4 <2
Methoxyfluran 0,16 1,2 >70
Sevofluran 2,0 0,69 2-5
Desfluran 6-7 0,42 <0,05

(*) MAC (Mininum Alveolar Concentration): Nong d6 tbi thiéu can cd cua
thudc trong phé nang.

Mot phan céc thudc gy mé ho hap duoc chuyén hoa ¢ gan (nhu halothan
chuyén hoa thanh clorotrifluoroethyl) gdy doc véi gan.

Céc thubc gay mé duong ho hap chu yéu thai trir qua dudng hd hip, mot
phﬁn thai trr qua than nén co thé gay doc véi than. Vi du: céc thude co chira
halogen nhat 1a methoxyfluran khi chuyén hoa & gan giai phong ra halogen. Céc
halogen nay thai trir qua than, gay doc cho than.

2.1.2. Tac dung
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- Tac dung gay mé:

Hoat tinh gy mé cua thudc dugc xac dinh dya vao ndng do tdi thiéu cua
thudc trong phé nang (MAC) lam mat van dong trén 50% bénh nhan d6i véi mot
kich thich dau chuén. Thudc gay mé co MAC cang thdp thi hoat tinh gy mé
cang manh, gia trt MAC c6 thé giam ¢ nguoi cao tuoi.

- Tac dung trén cac co quan:

+ Trén ho hip: hau hét thudc gdy mé theo dudong ho hip déu wc ché ho
hap ¢ cac murc do khac nhau, trong d6 gay rc ché manh nhat la isofluran va
enfluran.

+ Trén nédo: lam giam chuyén hoéa nhung lam tang luu luong mau nédo nén
tang ap luc so ndo (nhat 1a ngudi bi chan thuong vung dau hay u ndo). Trong do
Nitrogen oxyd it gay tang ap luc so ndo nhat.

+ Trén hé tim mach: gdy wc ché tim (halothan), gidin mach va ha huyét ap.
Tuy nhién mdt so thuoc co6 thé lam tang nhip tim (isofluran).

+ Trén co: hau hét déu co tac dung gifn co.

+ Trén than: 1am giam toc do loc cau than va luu luong méu qua than do
tang suc can mach than.
2.2. Céc thudc gdy mé dwong hd hap
2.2.1. Ether
Pic diém

La chat long khong mau, mui thom dic biét, rat dé chay nd, khi gap
khong khi, anh sang chuyén thanh peroxyd ethyl rat doc.
Duwgc dong hoc

Céc thudc gay mé ho hap noi chung va ether néi riéng, sau khi duoc hap
thu vao mau s€ phan bod dau tién vao cac co quan cé luu luong mau cao (nhu
ndo, tim, gan, than) sau d6 vao cac co quan it dugc tuét mau nhu co, mo.
Khoang 2 - 3% thudc dugc chuyén héa ¢ gan thanh acetaldehyd, alcol, acid

acetic... khoang 85 - 90% thudc dugc thai trir qua dudng ho hap ¢ dang chua
chuyén hoa Céc chat di chuyén hoa qua gan dugc thai trir qua nude tiéu.

Tac dung

- Gay mé: ether 6 tic dung gy mé manh, giam dau va gian co ‘Eét, nhung
ether c6 hé s6 phan bo mau/khi 16n nén thoi ky khét mé kéo dai va dé gy kich
thich.

- Trén mach mau va huyét ap: ¢ lidu gy mé thudc kich thich nhe than
kinh giao cam lam giai phong cac catecholamin nén gay tang nhe nhip tim va
huyét ap. Thude gay gian mach nao va tang ap luc so nao.

- Trén ho hép: gdy gian nhe khi quan nhung gy kich thich manh niém
mac ho hap, gy tang tiét dom rai, gdy phan xa co thit thanh quan, giy non.
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- Trén co van: ¢6 tac dung gidn co van do uc ché tay song, b6 thap va uc
ché dan truyén van dong, c6 tac dung hiép ddng véi cac thude gidn co (loai cura
chéng khir cuc, cac khang sinh co tic dung gidn co nhu khang sinh nhém
aminosid, lincosamid).

T4c dung khéng mong mudn

Kho duy tri su bdc hoi 6n dinh, d& chay nd, khéi mé dai, dé gdy non va
kich thich nén hién nay it dung.
Chi dinh

Khéi mé va duy tri mé trong phau thuat.
Chong chi dinh

Tang ap luc so ndo, bénh tiéu dudng, suy gan, suy than ning, sot cao.
Ché pham va liéu ding

Lo 120 ml. Liéu ding trung binh 120 - 150 ml/lan giy mé.
2.2.2. Halothan
Duwoc dong hoc

Halothan duoc hép thu & cac phé nang. Thudc tan tuong d6i it trong méu,
do d6 nong d¢ thudc trong méau va phe nang dat dugc can bang nhanh. Do c0 i
lyc voi lipid nén halothan bién mat (gan nhu hoan toan) khoi mau sau khi thuée
chuyén vao cac mo (déc biét la cac m6 md). Cac chat chuyén hoa chinh la acid
trifluoroacetic va cac mudi bromid, clorid, fluorid tuy theo cach chuyén hoa.
Nong d¢ dinh cua cac chat chuyén hoa dat dugc trong co thé vao khoang 24 gio.
Khoang 80% liéu dung duoc thai trir qua phdi & dang khong bién doi. S6 con lai
bi oxy hoa & gan hodc bi khir trong trudong hop gidm oxygen mo va dugce thai trir
qua than.
Tac dung

- Gay mé: hoat tinh gy mé tuong dbi cao, xuét hién tac dung gay mé
tuong doi nhanh, ém diu, tinh nhanh, khong gy kich thich nhung gién co va
gidm dau kém nén thuong phai phoi hop thém céc thude gidm dau va gian co.

- Trén ho hap: thudc gay wc ché ho hap, lam giam luu lugng ho hap. Néu
gdy mé sau dé giy thiéu oxy cho mo, géy toan mau va ngung tho nén thuong

phai ho trg thé oxy. Thudc khong gay kich thich niém mac ho hap, khong lam
tang tiét dich va cé tac dung gidn co tron khi quan.

- Trén tuan hoan: thudc 1am giam sirc co bop cua tim, cham nhip tim, gidn
mach va ha huyét ap. Ciing gidng nhu hau hét cac thubc gy mé khac, halothan
lam ting luu lvgng mau ndo nén lam ting ap luc so ndo. Ngoai ra, thude co thé
gay loan nhip tim.

- Trén co: thudc gay gidn co van yéu, nhung gian co tron manh, tac dung
gidn co tron tir cung 1am cham chuyén da va chdm cAm mau sau khi sinh.
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Tac dung khong mong mudn

Thudng gip 1a ha huyét 4p, chdm nhip tim hoic loan nhip tim, tang ap luc
s¢ ndo, dac biét la gan (gay viém gan). Ngoai ra, thudc gay dap tmg mién dich vi
vy han ché dung nhic lai, néu phai dung nhéc lai thi phai cach nhau it nhat 3
thang.

Chi dinh
Gay mé dudng ho hép.
Chong chi dinh

- SOt cao ac tinh.

- Khong nén gy mé bang halothan trong san khoa trir trudng hop can
gian tr cung.

- Khéng phéi hop véi thude e ché MAO.
Ché pham va liéu dung

Lo 125ml va 250ml. Khéi mé dung lidu tir 1 - 2,5% sau d6 duy tri & nong
do 0,5 - 1,5% (thuong phoi hop véi nitrogen oxyd va oxy).

2.2.3. Nitrogen oxyd (nito protoxyd N,O)
Duwoc dong hoc

Sur hép thu va théi trir N2O tuwong d6i nhanh so véi thuoe gy mé halogen
khac, chi y€u 1a do anh hudng ctia hé s6 phan bo khi - mau. N,O dugc dao thai
qua hoi tho.

Tac dung

Thudc ¢ tac dung khoi mé nhanh, tinh nhanh, khong gay kich thich, tac
dung giam dau manh nhung hoat tinh gdy mé yeu va khong géy gian co, thudc
thich hop cho cac phau thuat ngan Do thudc dé gy thiéu oxy cho md nén khi
dung thuong phéi hop voi oxy (ndng d6 gay mé thuong 13 85% nitrogen oxyd va
15% oxy).

Tac dung khong mong mudn

Nitrogen oxyd c6 thé trc ché tiy xuwong giy thiéu mau, giam bach cau, tc
ché tong hop AND va protein do tac dung oxy hoa co ban vitamin By,

Chi dinh

Phéi hop véi cac thude gdy mé khac nhu halothan hodc thude gay mé tinh
mach dé gady mé hoan toan. Ngoai ra, thuéc con dung dé giam dau trong nha
khoa va giai doan dau cua thoi ky chuyén da.

Chong chi dinh
- Tinh trang thiéu oxy.

- Ng6 doc ruou va nghién rugu man tinh.
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- Phuy nir dang cho con b.
3. Thuédc gdy mé dwong tinh mach
3.1. Pic diém chung
Uu diém
Cac thudc gay mé dudng tinh mach thuong khoi mé nhanh va ém diu, tinh
nhanh. Ky thuat gdy mé don gian.
Nhwoc diém
Téc dung giam dau va gidn co kém, thoi gian mé ngan khong thich hop
cho cac ca phau thuat kéo dai, dé gay uc ché duong hd hap.
3.2. C4c thudc gy mé dwdng tinh mach
3.2.1. Thiopental
Dwoc dong hoc

Thudc lién két vai protein huyét tuong khoang 85% nhung van nhanh
chong qua hang rao mau ndo. Sau khi tiém 10 - 20 giay da co6 tac dung va duy tri
tac dung 20 - 30 phut néu tiém liéu duy nhat. Trong co thé chuyén héa thanh
hydro thiopental, thai trir chii yéu qua nudc tiéu dang da chuyén hoa, mot phan
nho ¢ dang nguyén ven, thoi gian ban thai khoang 9 gio.

Tac dung

- Gay mé: thiopental 1a dan xuat cua acid barbituric cé thoi gian tac dung
rat ngan. Tiém tinh mach, thudc cé tac dung gay mé nhanh, manh va ngan. Khoi
mé nhanh, sau 1 phtt d3 mé sau vi thudc nhanh dat dugc ngudng mé & than kinh
trung wong. Sau d6 thudc phan phdi lai, toi ca&c md nén ndng do thudc & than
kinh trung wong giam nhanh, vi vay thoi gian tac dung ngan. Tac dung gay mé
duy tri duoc 20 - 30 phdt.

- Trén tuan hoan: tc ché tuan hoan 1am giam nhip tim, giam nhe huyét ap,
c0 thé gay roi loan nhip tim hogc suy tim.

- Trén ho hap: tc ché hd hap, co that khi, phé quan.

- Téc dung khac: hau nhu khong c6 tac dung giam dau, tic dung gian co
kém nén hay dung phdi hop vai thudc gay mé khac hoic cac thude giam dau va
gidn co. Thubc lam giam chuyén hoa va sir dung oxy & ndo, khong giy tang ap
luc so ndo, vi vay dung dugc cho bénh nhan bi phu néo.

Téc dung khéng mong muon
- Suy hd hap.
- Suy tim, loan nhip tim, ha huyét ap.
- Viém tinh mach.

Chi dinh
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- Khai mé trong phau thuat thoi gian dai.
- Gay mé trong phau thuat thoi gian ngan.
Chéng chi dinh
- Réi loan chuyén hoéa porphyrin.
- Suy hd hap ning.
- Suy tim ning, ha huyét &p nang.
Ché pham va liéu ding
Lo bt pha tiém 500mg, 1g.
- Khoi mé ding 2 - 3ml dung dich 2,5%:; sau d6 c6 thé tiém tiép.
- Liéu téi da 1g/lan gay mé.
3.2.2. Ketamin
Dwoc dong hoc

Ketamin hép thu nhanh sau khi tiém va phan bd nhanh vao cac mé duogc
tudi mau tot, ké ca nao. Ketamin chuyen hoa ¢ gan tao thanh chét chuyén hoa
c6 hoat tinh. 90% liéu duogc bai xuit ra nudc tiéu trong d6 c6 khoang 4% dudi
dang ketamin nguyén ven, 5% duoc thai trir theo dudng phan.

Tac dung

Ketamin la thudc gdy mé tinh mach c6 thoi gian tic dung ngan. Day la
thuoc gay mé phan liét, co tac dung giam dau va c ché tm than.

Thudc gay kich thich ho hap, 1am gidn co tron phé quan nén dung dugc
cho nguoi bi hen phé quan.

Thudc gay kich thich tim, 1am ting nhip tim, ting luu lugng tim, ting
huyét ap, kich thich than kinh giao cam. Ketamin ciing lam tang luu Iwgng mau
nao, do do cling gay tang ap luc néo So.

Trén 1am sang, ketamin thuong dung phdi hop véi cac thudc gay mé va
thuoc gian co.

Téc dung khéng mong muon

Thuong gap la cac roi loan vé tam than nhu mat dinh huéng, 4o gidc, ac
mong, tang ap luc So ndo, kich thich tim, taing huyet ap.

Ngoai ra thudc con gay budn nén, non, run, chay nudc mat, nudc mili. ..
Chi dinh

Do c6 nhiéu téc dung khdng mong mudn vé tam than nén it diing cho gay
mé thong thuong. Thuoc chu yeu dung gady mé cho cac truong hop dac biét nhu
nguoi bi hen, truy tim mach, truy ho hap.

Ngoai ra, ketamin dugc dung dé giam dau trong cac thu thuat cat bo mé
hoai tir, bang bo vét thuong, vét bong. ..
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Chéng chi dinh
- Tang huyét ap.
- Tang nhan ap.
- Tang ap luc so nao.
- R4i loan tam than.
Ché pham va liéu ding
Lo 20ml (10mg/ml), lo 10 ml (50mg/ml, 200mg/ml), lo 5ml (100 mg/ml).
- Tién mé: 3mg/kg tiém bap.
- Khoi mé: 0,5 - 2mg/kg tiém tinh mach (4 - 6mg/kg tiém bap).
- Duy tri mé: 0,5 - 1mg/kg, ti€ém tinh mach.

- Giam dau, an than: 0,2 - 0,8mg/kg tiém tinh mach (2 - 4mg/kg tiém
bap).

3.2.3. Propofol
Dwoc dong hoc

Tiém tinh mach mat liéu diéu tri propofol gay ngi nhanh thudng trong
vong 40 gidy ké tir ldc bat dau tiém. Thude duoc thai trir chii yéu bang lién hop
thanh nhiing chat khéng cé hoat tinh & gan va bai tiét qua than. Thoi gian béan
thai cudi cling cua propofol sau dot tiém truyén 10 ngay 1a 1 dén 3 ngay.

Tac dung

- Propofol (2,6 - diisopropyl phenol) c6 tac dung an than gay ngu, la thuc
gday mé tinh mach quan trong hién nay.

- Hoat tinh gdy mé nhanh, manh hon thiopental nhung tinh nhanh hon va
it mét moi sau khi tinh. Thuoc it doc vai gan va than, khéng gay buon nén va
non.

Téac dung khéng mong muén
- Thubc gay suy hd hap, giam huyét ap do giam stc can ngoai Vi.

- Than trong véi nhiing bénh nhan co that mach vanh, nhat Ia khi phoi hop
véi nitrogen oxyd hoac thuoc ngu.

Chi dinh

Propofol thuong duoc dung lam chat cam tng mé nhanh sau do phdi hop
véi cac thuoc gady mé hd héap khac deé duy tri mé trong cac phau thuat kéo dai
hodc dung don doc trong c&c phau thuat ngan.

Chéng chi dinh
- Man cam véi thudc.
- Dung trong san khoa.
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- Nguoi bénh tim.
- Liéu phép sbc dién gay co giat.
- Tré em duéi 3 tudi.
Ché pham va liéu ding
Lo 20ml (10mg/ml).
- Khoi mé 1,5 - 3mg/kg tiém tinh mach.
- Duy tri mé: 3 - 12mg/kg/gio.
CAU HOI LUONG GIA
Cau 1. Trinh bay co ché tic dung chung cta thudc gy mé?

Cau 2. Trinh bay tac dung khong mong mudn va céc bién phap nham han
ché tac dung khong mong mudn cua thudc gay mé?

Céau 3,. Trinh bay dugc dong hoc, tac dung, tdc dung khong mong mudn,
chi dinh, chong chi dinh cua ether?

Céau 4 Trinh bay dugc dong hoc, tac dung, tic dung khong mong mudn,
chi dinh, chong chi dinh cua thiopental?
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Bai 2. THUOC GAY TE

< GIOI THIEU BAI 2

Bai 2 1a bai gi6i thiéu vé thudc gy té bao gém: dinh nghia, co ché tac
dung chung, cac cach gay t€ va phan loai thuéc gdy t8; dic diém chinh vé& dugc
dong hoc, tac dung, tac dung khong mong mudn, chi dinh, chéng chi dinh, ché
pham va lidu dung cua cac thube trong nhom dé nguoi hoc ¢6 dugc kién thirc
nén tang va van dung dugc kién thirc dd hoc vao tu van, hudng dan st dung
thudc gay té an toan, hop 1y, hiéu qua.

< MUC TIEU BAI 2
Sau khi hoc xong bai nay, nguoi hoc cé kha nang:
> Vé kién thuc:
- Trinh bay dugc dinh nghia, co ché tac dung chung, cac cach giy té va phan
loai thudc gay te.

- Trinh bay dugc nhiing dac diém chinh vé duoc dong hoc, tac dung, tac
dung khong mong mudn, chi dinh, chong chi dinh, ché pham va liéu dung cua
cac thude trong nhom.

> Vé Ky ning:

- Van dung duoc kién thirc dé tu van, huéng dan sir dung thudc giy té an
toan, hop ly, hi€u qua.

- Van dung céc kién thirc da hoc vao thuc hanh nghé nghiép.
> Vé nding luc tw cha va trach nhigm:
- Thé hién duoc nang luc tu hoc, tu nghién ctru tai li¢u vé thude gay te.

- Chju trach nhiém vé két qua hoc tap cua ban than, than trong, chinh xac
trong thuc hanh nghé nghiép.

< PHUONG PHAP GIANG DAY VA HQC TAP BAI 2

- Doz voi nguoi day: sw dung phwong phdp giang day tich cuc (dién
gidng, vdn ddp, day hoc theo vin dé); yéu cau nguoi hoc thiee hién cau héi thao
ludn va bai tdp bai 2 (ca nhdn hodc nhom).

- Déi vé6i nguoi hoc: chi dong doc trude gido trinh (Bai 2 - Chuong 3)
trudc buoi hoc; hoan thanh day du cdau hoi thao ludn bai 2 theo ca nhan hodc
nhom va nop lai cho nguoi day dung thoi gian quy dinh.

< PIEU KIEN THU'C HIEN BAI 2
- Phong hoc chuyén mén héa/nha xwong: Phong hoc 1y thuyét
- Trang thiét bi mdy méc: Mdy chiéu va cdc thiét bi day hoc khdc
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- Hoc liéu, dung cu, nguyén vt liéu: Chuong trinh mon hoc, gido trinh,

tai liéu tham khao, gido an, phim anh, thuéc thanh phcfm va cac tai liéu lién

quan.

*,

L)

(\

AN

- Céc diéu kién khdc: Khong co

KIEM TRA VA DANH GIA BAI 2

- Noi dung:

Kién thirc: Kiém tra va danh gid tdt ca ndi dung da néu trong muc tiéu
kiéen thurc

Ky nang: Pdnh gid tat ca néi dung di néu trong muc tiéu ki ning.

Nang luc ty chu va trach nhiém: Trong qua trinh hoc tdp, nguoi hoc can:
+ Nghién ciru bai trude khi dén 16p

+ Chudn bi ddy d tai lidu hoc tdp.

+ Tham gia day di thoi lirong mén hoc.

+ Nghiém tuc trong qua trinh hoc tap.

- Phwong phap kiém tra danh gia:

Diém kiém tra thuong xuyén: khong co

Kiém tra dinh kp Iy thuyét: khdng co
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NOI DUNG BAI 2

1. Dai cuong
1.1. Dinh nghia

Thudc gay té 1a thude c6 kha ning trc che c¢6 hoi phuc sy phat sinh va dan
truyén xung dong diy than kinh tir ngoai vi vé trung wong, lam mat cam giac
(dau, néng, lanh...) ctia mot ving co thé noi thude dén. Liéu cao, thude uc ché
ca chirc nang van dong.

1.2. Co ché tic dung

- O liéu thap thudc gay té chi c6 tac dung giam dau, khong lam mat céac
cam giac khac.

- O liéu diéu tri va lidu cao: ngoai tac dung giam dau, thudc gy té con
lam mat cam giac khac (nong, lanh, dung cham...), rc ché dan truyén van dong
va c6 céc tdc dung khac (tac dung trén tim mach...).

Tuy nhién, tac dung cua thubc gy té van uu tién trén day than kinh cam
giac hon vi kich thudc soi cam giac nho va it myelin hon (cac day than kinh co
do nhay cam voi thube gay té khac nhau: soi nho nhay cdm hon s¢i 16n, soi it
myelin nhay cam hon soi nhiéu myelin).

- Co ché: thudc gdy t€ lam giam tinh tham clia mang te bao voi ion Na* do
gan vao mat trong cua té bao, ngan can su khir cuc mang té bao (6n dinh mang)
nén ngan can dan truyén xung dong than kinh vi vay c6 tac dung gy té.

1.3. Cac cach gay té

- Gay té bé mat: 1a giy té phong bé soi than kinh bang cach boi hoic thim
thudc 1én bé mat da hodc niém mac. Phuong phap nay thuong dung khi viém
miéng, viém hong, chuan bi ndi soi hay dat noi khi quan...

- Gay té tiém ngam: 1a thudc giy té vao dudi da dé thude thim vao than
kinh. Phuong phap nay thuong dung khi nho rang, trich mun nhot, 4p xe...

- Gay té dan truyén: tiém thudc vao canh duong dan truyén than kinh hay
mo than kinh nhu: gay té than kinh, gay té phong bé hach, giy t€ dam ro1 than
kinh, gay té ngoai mang cling, trong mang ciing, mang nhén va tily song.

1.4. Phan loai
Duya vao cau tric chia thudc gay té thanh cac nhom:
- CAu trac ester: procain, cocain, benzocain, tetracain.

- Chu tric amid: lidocain, mepivacain, bupivacain, etidocain, pridocain,
ropivacain.

- Cau trac khac: fomoncain, ethylclorid, pramoxin. ..
2. Thudc giy té c6 ciu tric ester
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2.1. Procain (Novocain)
Duwoc dong hoc

Procain it hap thu qua niém mac nén gy té bé mat rat kém. Khi udng
dugc hip thu nén vira ¢ tac dung gy té niém mac tiéu hoa vira ¢ tac dung
khac. Gay gian mach noi tiém nén hép thu nhanh, vi vy khi gy té bang duong
tiém phai phéi hop véi chit co mach. Thude chuyén hoa nhanh trong co thé chu
yéu bang phan tmg thuy phan. Thai trir phan 16n qua nuée tiéu.

Tac dung

- Géy té: it co tac dung gay té bé mit do it thim qua niém mac, chu yéu
dung gay té bé sdu, gly té tiém thdm va thuong phai phdi hop voi chat co mach
dé kéo dai tac dung gay té.

- Trén than kinh van dong: lam giam chic nang van dong nhu giam dan
truyen than kinh - co, li€u cao gay li¢t co.

- Trén than kinh thuc vat: lam gidm chirc nang thuc vat nhu cham nhip
tim, ha huyét ap...

- Trén tim mach: thudc c6 tac dung chdng loan nhip tim giéng quinidin do
lam gidm tinh hung phan, gidm strc co bop va gidm dan truyén ndi tai. Thudc
gay gian mach, giam co bop tim nén gidm huyét &p nhe.

Tac dung khéng mong mudn
- Ha huyét ap dot ngot.
- Nhtre dau, chudt rat, co giat.
- Di tng.
Chi dinh
- Gay té tiém ngam, gay té dan truyeén.

- Chi dinh khac: phong va diéu tri 130 héa va mot sé bénh tim mach nhu
loan nhip, co that mach, xo ctrng mach, viém mach...

Chong chi dinh
- Block nhi — that d¢ I, TII.
- Tré em du6i 30 thang tudi.
- Nguoi thiéu hut cholinesterase.
- Tiém tinh mach cho nguo1 bi nhugc co.
- Di tng.
- Man cam véi thude.
Ché pham va liéu dung
- Gay té tiiy séng: dung dich 5%. Liéu téi da: khong qua 0,5g/ 1an.
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- Dung dich: khoang 1% - 5%; ong tiém 1 - 2ml; thuéc md: 5% - 10%.
2.2. Cac thudc khac

- Benzocain (american): hép thu chém, it gay doc. Co ‘ghé dung dap truc
ti€p 1én vét thuong, vét loét. Ché pham thuong 1a dang gel, thuéc md 6 - 20%.

- Tetracain (pontocain, dicain): tac dung gy t€ manh hon procain khoang
16 l4n va cling doc hon procain khoang 10 1an. Thudc €O thé dung dé gay t¢ tuy
song Tuy nhién, do ddc tinh cao nén tetracain chu yéu dung gy té bé mat va
phdi hop trong nudc sic miéng, vién ngam... dé giam dau, giam ho, chdng
viém.

- Cocain: co tac dung gy t€ niém mac mach va gay co mach nén duoc
ding gy té trong khoa mat va ring miéng. Tuy nhién, do kich thich than kinh
trung wvong manh, gy 4o giac va gay nghién nén ngay nay it dung.

3. Thudc giy té c6 cAu tric amid
3.1. Lidocain (Xylocain, Lignocain)
Dwgc dong hoc

Lidocain hép thu dugc qua duong tiéu hoa nhung bi chuyén hoa qua gan
lan dau 16n. Tiém gay gidn mach noi tiém, vi vay néu dung gay té thi thuong
phéi hop véi chat co mach dé giam hap thu thude. Vao mau, thudc lién két voi
protein huyét tuong khoang 70%. Thudc c6 4i luc cao véi to chirc hon véi huyét
tuong, dac biét la phéi, ndo sau d6 dén tim, gan, lach, rudt, co va mé md. Thudc
qua nhau thai khoang 40%. Thubc chuyén héa & gan khoang 70% bang phan
tmg alkyl héa va hydroxyl héa tao ra 2 chit chuyén hoa quan trong la
monoethylglycinxylidin (MEGX) va glycinxylidin (GX) van con hoat tinh
chdng loan nhip tim. Thai trir cht yéu qua nudc tiéu dudi dang da chuyén hoa.

Tac dung

- Gay té: lidocain vira c6 tac dung gy t& bé mit do thudc thim tdt qua
niém mac vira c6 tac dung giy té bé sau (giy té dan truyén gdy té tiém tham).
Tac dung cua lidocain manh hon procain khoang 4 1an va doc hon. Tac dung
xuat hién nhanh va kéo dai hon. Vi thudc gy gidn mach noi tiém nén thuong
phai phdi hop voi cac chat gy co mach nhu noradrenalin, adrenalin & ty 1¢
1/80.000 hozc 1/100.000 dé kéo dai tac dung thubc giy té va giam tac dung
khong mong mudn cia thude.

- Trén than kinh van dong: lam giam chuc ning van dong nhu giam dan
truyén than kinh - co, li€u cao gay liét co.

- Trén than kinh thuc vat: lam gidm chtrc nang thuc vat nhu cham nhip
tim, ha huyét ap...

- Chéng loan nhip: gidng quinidin, thudc c6 tac dung 6n dinh mang té bao
lam gidm tinh tu dong va rat ngan thoi ky tro cua tim. Khéac quinidin 1a lidocain
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khong anh huéng t6i dan truyén noi tai cua co tim, it anh hudng t6i su co bop
cua co tim va mach ngoai vi.

T4c dung khéng mong mudn

- Dung gay té (tai chd): c6 thé gip viém tic tinh mach, viém mang nhén,
shock phan v¢.

- Dung chéng loan nhip (toan than): c6 thé gip chong mit, budn ngu, 1u
lan, cham nhip tim, ha huyét ap, co giat.

- Qua4 lidu gay truy tim mach, rung tim that, ri loan nhip hoic ngimg tim,
ngung ho hap, c6 thé gay tir vong.

Chi dinh
- Gay té: gay té niém mac, giy té tiém ngim va gay té dan truyén.

- Chong loan nhip tim: loan nhip do ng¢ doc digitalis, loan nhip that do
huyét khdi co tim, loan nhip do thudc gy mé va ngoai tdm thu.

Chong chi dinh
- Man cam véi lidocain.

- Ho1 chung Adams - Stokes, roi loan xoang - nhi nang, block nhi that,
suy tim nang.

- Bénh nhuoc co.

- Réi loan chirc ning gan.
Ché pham va liéu dung

- Ché pham:

+ Dung ngoai: khi dung 10%, gel 5%; thubc m& 2,5%, kem 2%, dung
dich 2% va 4%.

+ Dung dich tiém 1 va 2% ong 2ml, lo 10 va 20ml.

- Liéu dung:

+ Gay té bé mat, dung dich 1 - 5% dung dép 1én da va niém mac.

+ Gay té dan truyén va tiém ngam: 40 - 200mg. Liéu diéu tri 400mg loai
c6 adrenalin, 500mg loai khong c6 adrenlin.
3.2. C4c thubc khéc

- Bupivacain (Marcain, Sensorcain): tac dung gay té tuong tu lidocain,
nhung manh hon, thoi gian xuét hién tac dung cham va duy tri 1au hon, co thé
kéo dai to1 12 gio néu duoc két hop véi chdt co mach adrenalin hoic
noradrenalin. Vi vay, bupivacain thich hgp cho cac phau thuat kéo dai. Liéu cao
thudc gy gidn co va trc ché van dong.

Chi dinh cht yéu 1a gy té dan truyén, gy té tiry sdng.

Dung dich 0,25%; 0,5% va 0,75%.
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- Mepivacain (Carbocain): tic dung gy t€ tuong tu lidocain nhung
khong gy t€ bé mat va yéu hon lidocain khoang 2 lan. Tac dung xuat hién
nhanh hon va kéo dai hon. Thudc it gdy gian mach nén khi gay t€ c6 thé khong
can dung chat co mach. Thu6e chu yéu ding dé gay té tiém ngam va gay t€ dan
truyén.

Ché pham: dng 2ml dung dich 1 - 4% kém glucose dé gay té tiry song.

Liéu dung: 20 - 80mg tuy loai phau thuat va vi tri gy té.

- Etidocain (Duranest):

Co thoi gian tac dung kéo dai hon lidocain 2 - 3 lén hoat tinh gay t€ manh
hon. Thuong dung gay t€ tiém thAm va gy té dan truyen (khong dung gay té tuy
song). Thudc gay kich thich than kinh trung wong, liéu cao c6 thé giy co giat,
nén khong dung cho bénh nhan dong kinh.

CAU HOI LUQNG GIA
Cau 1. Trinh bay dinh nghia, co ché tac dung chung ciia thudc gay té ?

Cau 2’. Trinh bay dugc dong hoc, tdc dung, tac dung khong mong mudn,
chi dinh, chong chi dinh cua procain ?

Cau 3’. Trinh bay dugc dong hoc, tdc dung, tac dung khong mong mudn,
chi dinh, chong chi dinh cua lidocain ?
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Bai 3. THUOC AN THAN - GAY NGU

< GIOI THIEU BAI 3

Bai 3 gidi thiéu vé thudc an than - giy ngii bao gom dinh nghia, co ché
tac dung chung, phan loai thudc an than - gay ngu; dédc diém chinh vé dugc dong
hoc, tac dung, tac dung khong mong mudn, chi dinh, chéng chi dinh, chg: pham
va liéu dung cua cac thude trong nhom d€ nguoi hoc c6 dugce kién thirc nén tang
Vé‘ van dung duoc kién thirc da hoc vao tu van, hudéng dan st dung thude gay an
than - gay ngu an toan, hop 1y, hi¢u qua.

< MUC TIEU BAI 3
Sau khi hoc xong bai nay, nguoi hoc cé kha nang:
> Vé kién thuc:
_- Trinh bay duoc khai niém, co ché tac dung chung, phan loai cua thudc
an than - gy ngu.

- Trinh bay dugc nhiing dac diém chinh vé dugc dong hoc, tac dung, tac
dung khong mong mudn, chi dinh, chong chi dinh, ché pham va liéu dung cua
cac thude trong nhom.

> Vé Ky ning:

- Van dung duogc kién thirc dé tu véan, huéng dan sir dung thudc an than -
gay ngu an toan, hgp 1y, hiéu qua.

- Van dung céc kién thirc da hoc vao thuc hanh nghé nghiép.
> Vé nding luc tw cha va trach nhigm:
- Thé hién duoc nang luc tu hoc, tu nghién ctru tai li¢u vé thubc an than -
gay ngu.
- Chju trach nhiém vé két qua hoc tap cua ban than, than trong, chinh xac
trong thuc hanh nghé nghiép.

< PHUONG PHAP GIANG DAY VA HQC TAP BAI 3

- Doz voi nguoi day: su dung phuong phdp giang day tich cuc (dién
gidng, van ddp, day hoc theo vin dé); yéu cau nguoi hoc thuwe hién cau héi thao
ludn va bai tdp bai 3 (ca nhdn hodc nhom).

- Bﬁi voi nguoi hoc: chu dong doc trudc gido trinh (Bai 3 - Chuong 3)
trudc buoi hoc; hoan thanh day du cdu hoi thao ludn bai 3 theo ca nhan hodc
nhom va ndp lai cho nguwoi day dung thoi gian quy dinh.

< PIEU KIEN THU'C HIEN BAI 3
- Phong hoc chuyén mén héa/nha xwong: Phong hoc 1y thuyét
- Trang thiét bi mdy méc: Mdy chiéu va cdc thiét bi day hoc khdc
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- Hoc liéu, dung cu, nguyén vt liéu: Chuong trinh mon hoc, gido trinh,

tai lieu tham khao, giao an, phim anh, thuéc thanh phcfm va cac tai liéu lién

quan.

*,

L)

(\

AN

- Céc diéu kién khdc: Khong co

KIEM TRA VA DANH GIA BAI 3

- Noi dung:

Kién thirc: Kiém tra va danh gid tdt ca ndi dung da néu trong muc tiéu
kiéen thurc

Ky nang: Pdnh gid tat ca néi dung di néu trong muc tiéu ki néng.

Nang luc ty chu va trach nhiém: Trong qua trinh hoc tdp, nguoi hoc can:
+ Nghién ciru bai trude khi dén 16p

+ Chudn bi ddy d tai lidu hoc tdp.

+ Tham gia day di thoi lirong mén hoc.

+ Nghiém tuc trong qua trinh hoc tap.

- Phwong phap kiém tra danh gia:

Diém kiém tra thuong xuyén: khong co

Kiém tra dinh kp Iy thuyét: khdng co
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NOI DUNG BAI 3

1. Dai cuong
1.1. Khai niém

Thudc an than - gay ngu la thudc e ché than kinh trung wong. Thudc an
than c6 tac dung giam lo ling, bon chén. Thude ngu tao ra trang thai budn ngl

va duy tri giac ngu tuong tu glac ngt sinh 1y. O lidu thap, thude co tac dung an
than, liéu trung binh gay ngu, lidu cao gay mé, lidu doc s& gay hon mé va chét.

1.2. Co ché tic dung

Thudc an than - gay ngt e ché dan truyén ¢ td chirc ludi cua nio giira,
lam giam hoat dong cua synap than kinh chu y€u bang cach lam tang hoat tinh
cua GABA va glycin - |a chat dan truyén loai ¢ ché, lam thuan lgi cho m¢ kénh
CI" (cac barbiturat, cac benzodiazepin va zolpidem).

Ngoai ra, c4c thudc an than - giy ngu con tac dung theo mot sd co ché
khéc: kich thich receptor ctia serotonin (buspiron), trc ché acid glutamic, khéng
histamin va trc ché kénh Na".

1.3. Phan loai

Dua vao céu tric hoa hoc chia thanh cac nhom:

- Dan xuat cua acid barbituric: phenobarbital, hexobarbital. ..

- Dan xuat benzodiazepin: diazepam, nitrazepam. ..

- Cac dan xuat khac: buspiron, zolpidem, glutethim...

2. Din xuit ciia acid barbituric
2.1. Phenobarbital
Duwgc dong hoc

Phenobarbital hap thu tot qua duong tiéu hoa, khi can c6 thé tiém tinh
mach. Khong nén tiém dudi da va tiém bap vi gy dau va d€ hoai tor no1 ti€ém.
Sau khi uong thudc khoang 60 phit, xuat hi¢n tac dung va duy tri duoc 8 - 12
gid. Phenobarbital lién két véi protein khoang 50%, phan b rong vao cac mo,
dic biét 1a ndo, qua dugc nhau thai va sita me. Chuyén hoa & gan bang phan tng
hydroxyl hoa tao chat chuyén hoa khong c6 hoat tinh. Thai tru chu yéu qua nudce
tiéu, téc do thai trir phu thudc vao pH nudc tiéu (pH nudce tiéu giam lam cham
thai trir thuoc, tac dung kéo dai va nguoc lai).

Tac dung

- Trén than kinh trung wong: trc ché than kinh trung wong. Tuy thudc lidu
luong, thudc c6 tac dung an than, gay ngu, chong dong kinh, chong co giat.

+ An than (liéu thap) lam giam lo ling, bon chdn, tao cam gidc thoai mai,
dé chiju, dé dang di vao giac ngu.
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+ Gay ngt (liéu trung binh): tao duoc gidc ngu twong tu gidc ngu sinh 1y,
nhung ¢6 nhi€u giac mo.

+ Chéng dong kinh (liéu trung binh hoic lidu cao): chéng dong kinh con
l6n va dong kinh cuc bd (cuc by van dong hodc cam giac) do trc ché su phong
dién qua mic ¢ ndo, dong thoi lam tang ngudng dap Umg cua cac noron than
kinh trung wong vai kich thich.

- Tac dung trén céac co quan:

+ O liéu diéu tri, thudc 1am giam nhe hoat dong ctia cac co quan trong co
thé. O liéu cao, gy trc ché tim, ha huyét ap, trc ché ho hap, dé gay roi loan ho
hap (do lam giam dap Gng cua trung tdm ho hap véi nong d6 CO,). Ngoai ra,
con lam giam hoat dong co tron, gidm chuyén hoa, giam than nhiét, gidm stc
loc cau than, giam bai ni¢u, truong hop nang gay vo niu.

+ Phenobarbital 1am ting cudng tac dung cta cac thudc @c ché than kinh

trung wong khac nhu: clorpromazin, thuéc gy mé, rugu va d6i khang voéi tac
dung kich thich than kinh trung uong cia strychnin, niketamid, pentetrazol. ..

T4c dung khéng mong mudn va ddc tinh
- Tac dung khong mong muén:

Thuong lién quan toi tac dung trc ché than kinh trung uwong nhu buén ngu,
ngu ga, nhirc dau, chong mat, 14 1an, mat diéu hoa dong tac, rung giat nhin cau.
C6 thé gap tac dung nghich thuong: mét ngu, kich thich, c6 con ac mong, so hai.

Cac tac dung khong mong mudn khac gém: rdi loan chuyen hoa
porphyrin, di tmg (man ngira, viém da, viém miéng...) giam hong cau, thiéu
mau do thiéu acid folic.

- Poc tinh cap:

Thuong gip khi dung lidu cao gap 5 - 10 1an liéu binh thuong. Biéu hién
ngo ddc la ngu sdu, mat phan xa, ha than nhiét, gian dong tr, tryy tim mach, truy
h6 hap, hon mé cé thé tir vong.

Xt tri: thai nhanh thudc ra khéi co thé (giy non, udng than hoat, truyén
dung dich kiém nhu NaHCO3 1,4%; thudc lgi ti€u...). Trg ho hap, tuan hoan.

- Poc tinh man (quen thudc):

Thuong gap khi dung thudc kéo dai. Khi da quen thudc, néu ngimg dot
ngot s& gap hoi chung cai thude: co giat, mat ngii, dau co khép...

Xt tri ngd doc man tinh bang cach giam liéu thude tir tir trudc khi ngimg
han.

Chi dinh
- Co giat, dong kinh con 16n, phong co giat do sdt cao & tré nho.

- Tién mé.
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- Cac trang thai than kinh bi kich thich lo 4u, cang thang.
- Cac trang thai mat ngu nang (it dung).
- Tang bilirubin huyét, vang da & tré so sinh.

- Ngoai ra, phenobarbital con dugc phdi hop véi cac thude khac dé diéu
tri con dau that nguc, dau nira dau, nhdi mau nao va mdt so roi loan ¢ than kinh
trung uong.

Chdng chi dinh

- Suy ho hip.

- Suy gan nang.

- Réi loan chuyén hoa porphyrin.
Ché pham va liéu dung

- Ché pham: Gardenal, vién nén 15, 50 va 100mg. Luminal, dang tiém, 6ng
Iml chira 200mg.

- Liéu dung:

+ An than: 30 - 120mg/24h.

+ Gay ngu: 100 - 320mg trude khi ngu.

+ Chéng co giat: 100 - 300mg/24h, chia 2 - 3 lan.
2.2. C&c barbiturat khéac

Céc barbiturat déu co tac dung, tac dung khong mong mudn, chi dinh,
chong chi dinh tuong ty nhau. Céc thudc chu yéu khac nhau ¢ thoi gian xuat
hién tac dung, thoi gian duy tri tac dung va cuong do tac dung.

Bang 3.2. Céc chi dinh va lidu ding ciia cic barbiturat dién hinh

Tén thudc Chi dinh Liéu dung 24h
(biét dwgrc)
Amobarbital An than, gy ngu, tién | Udng: 100 - 200mg
(Amytal) mé, dong kinh Tiém: 100 - 500mg, lidu ti da
1000mg
Butabarbital An than, gay ngu, tién | Udng: 50 - 100mg
(Butiisol) mé
Aprobarbital An than, gay ngu Ubng: 40 - 160mg
(Alurat)
Emtobarbital An than, gdy ngu, tién Uéng: 20 - 100mg/lan, 1 - 3
(Embutal) mé lan
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Phenobarbital An than, gay ngu, tién | Udng, tiém: 30 - 320mg/24h
(Gardenal, Luminal) | mé, chong co giat

Secobarbital Gay ngi, tién mé Ubng: 100 - 300mg
(Seconal)

Thiamytal (Surital) | Gdy mé tinh mach Khéi mé 2 - 5ug/kg, duy tri 25

- 50mg
Thiopental Gdy meé tinh mach, | Khoi mé 2 - 6mg/kg, sau do
di€u tri dong kinh. duy tri mé t61 da 1g/lan, tiém

75 - 250mg/lan

3. Dén xuit benzodiazepin

Céac thubce thudc din xuat benzodiazepin déu c6 tic dung an than, giy
ngu, nhung do cuong dd tdc dung cua chung khac nhau, vi vay dé tién str dung
nguoi ta tam chia thanh:

- Cac thudc chii yéu dung an than gom: diazepam, alprazolam,
clodiazepoxid, clonazepam, lorazepam, oxazepam.

- Cac thudc chi yéu dung giy ngt gdém: flurazepam, temazepam,
triazolam, sutrazepam, flunitrazepam, quazepam, midazolam, estazolam.

Duwge dong hoc

Cac benzodiazepin hap thu duoc ca qua duong ubng va tiém. Sau khi
ubng 30 phut - 6 gid, thude dat nong do tbi da trong mau, duy tri tac dung tr 6 -
20 gio. Lién két véi protein huyét twong tir 70 - 99%. Thudc phan bd rong rai
vao dich co thé, xdm nhap nhanh vao ndo, qua dugc nhau thai va stta me. Céc
thudc déu chuyén hoa ¢ gan boi nhiéu enzym, tao ra cac chat chuyén hoa con
hoat tinh va kéo dai hon chat me. Thai trir cht yéu qua nudc tiéu. Thoi gian ban
thai khac nhau tur 2 - 3 gio (triazolam) té1 50 - 100 gio (prazepam, flurazepam).
Tac dung ctia thudc kéo dai hon & tré so sinh, bénh nhan suy gan, suy than.

Tac dung
- Trén than kinh trung uong:

Céc benzodiazepin trc ché than kinh trung uong nén c6 tac dung an than,
gdy ngu. So voi cac barbiturat thi tdc dung an than, gdy ngu ctia benzodiazepin
chon loc hon va pham vi an toan rong hon.

+ An than, giam kich thich, cing thang, lo ling, hoi hop.

+ Gay ngu: benzodiazepin lam giam thoi gian tiém tang va kéo dai toan
thé gidc ngi, tao gidc ngu sau, nhe nhang, giam 4c mong va giam bon chon.

+ Chdng co giat, dong kinh: thudc c6 tac dung véi cac con dong kinh con
nhd, dong kinh trang thai. Cac thudc hay dung di€u tri dong kinh gom diazepam,
lorazepam, clonazepam va clorazepat.
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- Gian co: cac benzodiazepin c6 tdc dung gidn cd co van va co tron khi
dung li€u cao nhung riéng diazepam c6 tac dung ngay & li€u an than.

- Céc tac dung khac: gidn mach, ha huyét 4p nhe nén ciing duoc ph01 hop
trong don thudc didu tri cao huyét ap. Ngoai ra, con co tac dung chéng loan
nhip.

T4c dung khéng mong mudn va ddc tinh

- Tac dung khong mong mudn cua benzodiazepin thuong gip 1a budn nga
chong mat, mat phoi hop van dong, 1a lan, hay quén.

- Poc tinh cap: xdy ra khi ding benzodiazepin qua liéu. So véi cac thude
an than gay ngu khac, qua lidu benzodiazepin thudng it nguy hiém hon. Tuy
nhién, doc tinh ting khi dung dong thdi cac chét Gc ché than kinh trung wong
khac, nhat 14 udng ruou. Chat giai doc dic hiéu 1a flumazenil - chat d6i khang
trén receptor benzodiazepin.

- Boc tinh man: khi dung lél} dai cling bi 1€ thudc thliéc, néu ngung d(}t
ngdt cling s€ gy hdi ching cai thude: dau dau, chong mat, dé bi kich thich, mat
ngu, run co, dau nhire xuwong khap... dé tranh su 18 thudc thi khong nén dung
thudc kéo dai. Néu phai dung kéo dai thi trude khi nglimg thude can giam liéu tir
tur.

Chi dinh

- Céc trang thai than kinh bi kich thich, cang thang, lo 4u.

- Cac trang thai mat ngu.

- Bong kinh con nhd, co giat do s6t cao, hoi chirng cai rugu.

- Tién mé.

- Céc bénh co cung co.

Chong chi dinh

- Bénh nhan suy ho hap.

- Nhuoc co.

- Suy gan, thin ndng.

Bang 3.3. Mot s6 diic tinh dwogc dong hoc, chi dinh chinh va liéu thuong
dung cuaa cac benzodiazepin

Tén thudc Thoi gian Thoi gian | Chi dinh Liéu thuong
(biét dwoe) | dat Cpac(h) | ban thai (h) | chinh dung
Alprazolam 1-2 12-15 | Anthan Ubng 025 -
(Xanax) 05mg x 2 - 3
1an/24h, t6i da 1a
4mg/24h
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Chlodiazepoxid 2-4 15-40 |An than, |10 -20mgx 2 -3
(Librium) tién mé, cai | 1an/24h

ruou
Clorazepat 1-2 50-100 |An  than, | Udong 5 - 7,5mg X
(Tranxene) dong kinh, | 2 1an/24h

cai ruou
Diazepam 1-2 20-80 |An thén, | Udng, tiém: 5 -
(Valium, cai  ruou, 1ng/1£m, 1 -
Seduxen) tien  mé, | 4lan/24h tuy chi

dong kinh | dinh.

co giat, co

co
Estazolam 2 10-24 |Gaynga | Ubng0,5-2mg
(Prosom)
Flurazepam 1-2 40-100 |Gaynga |Ubng 15 -30mg
(Dalmane)
L orazepam 1-6 10-20 | An than, |Uéng 2 -
(Ativan) gdy  ngu, | 10mg/24h

tién mé
Oxazepam 2-4 10 - 20 An  thén, 15-30mgx 3 -4
(serax) cai ruou lan/24h
Prazepam 1-2 50-100 | An than 10 -20mg x 2 - 3
(Centrax) lan/24h
Temazepem 2-3 10-40 |Gaynga | Udng 10 - 30mg
(Restoril)
Trazolam 1 2-3 Gayngtu | Ubng 0,125 -
(Halcion) 0,5mg

4. Cac din xuat khac
- Zolpidem (Stillnox)

Zolpidem hép thu qua duong uéng, chuyén héa & gan tao chat chuyén hoa
khong con hoat tinh. Thoi gian ban thai 1,5 - 3,5 gio.

Thudc ¢o tac dung an than, gy ngi tuong tu benzodiazepin. Khac véi
benzodiazepin, zolpidem c6 tac dung gidn co va tac dung chéng co giat yéu.
Thudc it anh huong dén nguoi binh thuong va khéng gay 1¢ thudc thudc khi
dung lau dai. Thudc chu yéu dung diéu tri mat ngu.

_ Tac dung khong mong mudn thuong gap: Dau co, run giat, suy ho hép,
budn ndn va kich thich nén khong dung qua 4 tuan.

Ché pham va liéu dung: Stilnox, vién 10mg, liéu dung: 10 - 20mg/lan.
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- Buspiron (Buspar)
~ Buspiron héap thu nhanh qua dudng tiéu hoa, chuyén hoéa qua gan tao cic
chat chuyén hoéa c6 hoat tinh. Thoi gian ban thai 2 - 4 g10.

Thudc 6 tac dung an than, chéng lo au ‘nhung khong gay ngu, khong
chdng co giat va khong cé tac ~dung gién co. Thudc khong gay 1¢ thudce thuoc khi
ding kéo dai. Tuy nhién, thudc phai dugc dung nhiéu ngay hoic hang tuan méi
c6 tac dung nén chu yeu dung cho cac truong hop lo du man tinh, khong dung
cho con cap tinh.

Tac dung khéng mong mudn thudng gip 13 budn nén, dau dau, chong
mat.

Ché phém va lidu dung: Buspar, khoi dau 5mg x 3 1an/24h, sau d6 ting
lén 10mg x 3 1an/24h.

CAU HOI LUQNG GIA

Cau 1. Trinh bay khai niém, co ché tac dung cta thudc an than - gay ngu?

Cau 2’. Trinh bay dugc dong hoc, tdc dung, tac dung khong mong mudn,
chi dinh, chong chi dinh cua phenobarbital?

Céau 3’. Trinh bay duoc ~d(f)ng ,hoc, tac dung, tic dung khong mong mudn,
chi dinh, chong chi dinh cua dan xuat benzodiazepin?
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Bai 4. THUOC GIAM PAU TRUNG UONG

< GIOI THIEU BAI 4

Bai 4 gi6i thiéu vé thudc giam dau trung wong bao gom: khai niém, co
ché tac dung, phan loai thudc giam dau trung wong; dac diém chinh vé duogc dong
hoc, tac dung, tac dung khong mong mudn, chi dinh, chéng chi dinh, che pham
va lidu dung cua cac thude trong nhom dé nguoi hoc c6 duoc kién thic nén tang
va van dung duogc kién thirc da hoc vao tu vén, huéng dan sir dung thube giam
dau trung wong an toan, hop 1y, hi¢u qua.

< MUC TIEU BAI 4
Sau khi hoc xong bai nay, nguoi hoc ¢é kha nang:
> Vé kién thuc:
- Trinh bay duoc khéi niém, co ché tac dung va phan loai cua thudc giam
dau trung wong. Li¢t ké dugc cac opioid theo chi dinh thuong dung.

- Trinh bay dugc nhiing dac diém chinh vé duogc dong hoc, tac dung, tac
dung khong mong mudn, chi dinh, chong chi dinh, ché pham va liéu dung cua
cac thude trong nhom.

> Vé Ky ning:

- Van dung duoc kién thirc dé tu van, huéng din st dung thudc giam dau
trung wong an toan, hop ly, hiéu qua.

- Van dung cac kién thtrc d3 hoc vao thuc hanh nghé nghiép.
> Vé nding luc tw cha va trach nhigm:

- Thé hién dugc nang luc tu hoc, tu nghién ctu tai liéu vé thude giam dau
trung uong.

- Chju trach nhiém vé két qua hoc tap cua ban than, than trong, chinh xac
trong thuc hanh nghé nghiép.

< PHUONG PHAP GIANG DAY VA HQC TAP BAI 4

- Doz voi nguoi day: sw dung phwong phdp giang day tich cuc (dién
gidng, vdn ddp, day hoc theo vin dé); yéu cau nguoi hoc thuc hién cdu héi théo
ludn va bai tdp bai 4 (ca nhdn hodc nhom).

- Bﬁi voi nguoi hoc: chu dong doc trudce gido trinh (Bai 4 - Chwong 3)
trudc buoi hoc; hoan thanh day du cdu hoi thao ludn bai 4 theo ca nhan hodc
nhom va nop lai cho nguoi day dung thoi gian quy dinh.

< PIEU KIEN THU'C HIEN BAI 4
- Phong hoc chuyén mén héa/nha xwong: Phong hoc 1y thuyét
- Trang thiét bi mdy méc: Mdy chiéu va cdc thiét bi day hoc khdc
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- Hoc liéu, dung cu, nguyén vt liéu: Chuong trinh mon hoc, gido trinh,

tai liéu tham khao, giao an, phim anh va cdc tai liéu lién quan.

*,

L)

<

AN

- Céc diéu kién khdc: Khong co

KIEM TRA VA DANH GIA BAI 4

- Noi dung:

Kién thirc: Kiém tra va danh gid tdt ca ndi dung da néu trong muc tiéu
kiéen thirc

Ky nang: Pdnh gid tat ca néi dung da néu trong muc tiéu ki ning.

Nang luc ty chu va trach nhiém: Trong qua trinh hoc tdp, nguoi hoc can:
+ Nghién ciru bai trude khi dén 16p

+ Chudn bi ddy d tai lidu hoc tdp.

+ Tham gia day di thoi lirong mén hoc.

+ Nghiém tuc trong qua trinh hoc tdp.

- Phwong phap kiém tra danh gia:

Diém kiém tra thuwong xuyén: 1 bai kiém tra (hinh thirc: tw lugn)

Kiém tra dinh kp Iy thuyét: khdng co
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NOI DUNG BAI 4

1. Dai cuong
1.1. Khai niém

Thudc giam dau 1a thude c6 tac dung 1am giam hodc 1am mét cam gidc ma
khong tac dung 1én nguyén nhan gay dau, khong lam mat cac cam gidc khac va
khong lam mat y thuec.

1.2. Co ché tic dung

- Tac dung ddc hiéu trén receptor opioid va bi mat tac dung boi chat d6i
khang la naloxon va naltrexon.

- Tac dung gidm dau manh, chon loc va sau noi tang.

- C6 tac dyung an than, gy ngil.

- Gay trc ché ho hap.

- Lam giam nhu dong rudt.

- Gay sang khoai va giy nghién.

Co ché: cac receptor ctia opioid déu cip doi véi protein Gi. Khi cac opioid

gin vao receptor opioid (u, k, 8) 1am kich thich receptor ndy, gdy tc ché
adenylcyclase.
1.3. Receptor cuia cac opioid va morphin ngi sinh

Receptor ciia cac opioid: hau hét tac dung ctia morphin c6 duoc 1a do nd
co vai tro chu van, kich thich receptor ctia cac opioid. Co 3 loai receptor chinh:

- Receptor muy (p): khi kich thich gay tac dung giam dau, trc ché hé hép,
co dong tir, giam co bdp co tron da day, rudt va gay sang khoai.

- Receptor kappa (k): khi kich thich cling c6 tdc dung giam dau, suy ho
hap, co dong tir va an than.

- Receptor delta (8): chua dugc nghién ctru ddy du trén ngudi, nhung trén
dong vat khi kich thich c6 tac dung giam dau.

Tat ca cac receptor cia opioid déu cip déi véi protein Gi. Khi kich thich

r 5 © e AL s A 7 A 3 A 2+

cac receptor cua opioid, gay uc ché adenylcyclase, trc ché md kénh Ca® va hoat
hda kénh K (ting uu cuc). Vi vay, tc ché gidi phong cac chat dan truyén than
kinh (chat P, acid glutamic) va ngén can dan truyén xung dong than kinh.

Morphin ndi sinh: 1 cac peptid tu nhién duoc tao ra trong co thé, tac
dong giong nhu morphin, c6 vai tro hoat hda receptor cua opioid. Hi¢n nay
nguoi ta da tim ra 3 ho morphin ngi sinh:

- Enkephalin: (Leu — enkephalin, Met — enkephalin) c6 tac dung uu tién
trén receptor 0.
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- Endorphin: (o Neo- endorphin, B- Neo endorphin) c6 tac dung wu tién
trén receptor .

- Dynorphin: (Dynorphin A, Dynorphin B), ¢6 tdc dung uu tién trén
recetor K.

Trong co thé cac morphin noi sinh tham gi,a vao diéu hoa su dan truyén
xung dong than kinh ¢ nhiu noi nhu ndo, tuy song. Ching thuong duoc giai

phong khi co thé gip stress (dau). Cac tac dung ctia chung bi giam hodc mat boi
cac chat d6i khang véi opioid nhu naloxon, naltrexon.

1.4. Phan loai
Dua vao co ché tac dung, chia cac thude giam dau trung wong thanh ba
nhom:
- Thubc chi van trén receptor opioid:
+ Cac opioid ty nhién: morphin, codein...
+ Céc opioid tong hop: pethidin, methadon. ..
- Thudc chi van — dbi khang hon hop va cha van timg phan trén receptor
opioid: pentazocin, nalorphin, nalbuphin, butorphanol...
- Thubc d6i khang don thuan trén receptor opioid: naloxon, naltrexon.
2. Thuoc chii van trén receptor opioid
2.1. Cac opioid ty nhién
2.1.1. Morphin
Duwge dong hoc

Thudc hap thu dugc qua dudng udng, dudng tiém va duong ho hap. Hap
thu qua duong tiém nhanh va manh hon, vi duong ubng thuoc chuyén hoa qua
gan lan dau 16m, sinh kha dung thap (khoang 25%). Sau khi ubng 30 - 60 phut,
dat nong do t6i da trong méau. Lién két voi protein huyét twong khoang 30%. Tap
trung nhiéu ¢ co vén, gan, ph01 than. Thudc qua dudng hang rao mau nio, nhau
thai va stra me. Nong d6 thudc & ndo thap hon cic noi khac. Morphin chuyén
héa & gan chil yéu lién hop véi acid glucuronic tao chat chuyén hoa 1a morphin -

- glucuronic con hoat tinh va morphin - 3 glucuronic khong c6 hoat tinh. Thai
trir cht yéu qua nudc tiéu, mot phan thai qua phan (c6 chu ky gan rudt), 90%
thudc thai trong vong 24 gio dau. Thoi gian ban thai 1a 2 - 3 gid & nguoi binh
thuong va kéo dai & ngudi suy than va tré so sinh (6 - 30 gi0).

Tac dung

Morphin va dan xuit c6 tac dung chon loc trén receptor p. Liu cao, ngoai
receptor p, thudc co tac dung trén cic receptor opioid khac. Tac dung cua
morphin thay d6i theo liéu dung, giéi tinh, Iira tudi va loai. Tuy nhién, tic dung
chinh 1a trc ché than kinh trung wong.

- Trén than kinh trung uong:
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+ Téac dung gidm dau: morphin c6 tac dung giam dau manh, giam dau ndi
tang va chon loc (chon lgc trén trung tam dau, khong anh hudéng té1 cam giac
khac va khong mat ¥ thuc).

+ Tac dung an than, gy ngu: tac dung an than, gay ngt cuia morphin chi
rd khi dung liéu thap hon lidu giam dau va chi & & ngudi cao tudi. Thude it gy
budn ngti & ngudi tré tudi. Nguoc lai, o nhiéu trudng hop lai thdy bon chdn, but
dut, than chi néu dung liéu cao cho tré em co thé gay co giat.

+ Tac dung trén tam than: gdy cam giac sang khoai, mo mang, tang tri
tudng tuong, mat cam giac doi khat, budn phién. Khi dung lau gay nghién thude.

- Trén ho hip: ngay ¢ lidu diéu tri, thudc da gay tc ché trung tam ho hap,
1am nhip thd chdm va sau... Liéu cao gay uc ché manh, c6 thé gay réi loan ho
hap. Co ché gay uc ché ho hép chu yéu do thudc 1am giam dap tng cia trung
tam ho hap d6i voi CO, va te ché trung tim ho hdp ¢ hanh ndo. Ngoai ra, thude
con giy co thit co tron phé quan (co thé do ting giai phong histamin). Vi vay,
can than trong v6i ngudi hen phé quan.

Thuoc trc ché manh trung tdm ho va lam giam phan xa ho.

- Trén tuan hoan: ¢ lidu diéu tri, thudc it anh huong téi tuan hoan. Liéu
cao, thuéc 1am cham nhip tim, gidn mach va ha huyét ap (c6 thé do thudc kich
thich trung tdm phé giao cam, wrc ché trung tim van mach ¢ hanh ndo va ting
tiét histamin). Cac chat d6i khang véi opioid, cac khang histamin va thudc hiy
pho giao cam 1am giam hoic mat tac dung trén tudn hoan ctia morphin va cic
Oddi.

- Trén tiét niéu: 1am co co vong bang quang, gy bi tiéu tién.

- Trén tiéu hda: lam giam truong luc va nhu dong soi co doc, giam tiét
dich ti€u hoa gay tdo bon kéo dai. Thuoc lam tang truong luc sgi co vong ti€u
hoa, co that mon vi, hau mon, co vong Oddi.

- Céc tac dung khac:
+ D& gy non do kich thich trung tdm nén & san ndo that IV.
+ Ha than nhiét do kich thich trung tam toa nhiét.
+ Tang tiét hormon tuyén yén.
+ Giam chuyén héa, giam oxy hoa.
+ Co dong tir do kich thich trung tam day 111.
+ Giam tiét dich, nhung tang tiét mo hoi.
Tac dung khong mong mudn va djc tinh

- Tac dung khong mong muén: thudng gip nhat 13 budn nodn, ndn, téo
bon, e ché ho hap, co dong tur, tang ap luc duong mat, bi ti€u, may day, ngua...

- Boc tinh cap: khi dung lidu 0,05 - 0,06g, lidu gay chét 13 0,1 - 0,15g.
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Triéu chimg: hon mé, co dong tir, suy hd hap ning, tim tai, sau d6 gian
dong tur, truy tim mach ngirng ho hap va tir vong.

Xtr tri: ngoai cac bién phap giai doc thong thuong thi chét giai doc dic
hi¢u l1a cac khang opioid: naloxon, naltrexon phoi hop véi atropin.

- Boc tinh man (nghién thudc):

Khi dung lién tuc kéo dai 1 - 2 tudn (d6i khi 2 - 3 ngay) gy hién tuong
quen thudc (tirc 1a phai ting heu moi1 dat hiéu qua nhu ban dau) bi kem voi su
quen thudc 13 sy phu thudc vé thé xac va thude (nghién thude). Neu khong t1ep
tuc dung s€ c6 hoi ching cai thudc voi biéu hién 1 chay nudc mat, nude miii,
ngat, lanh, giam than nhiét, gian dong tr, nOn ntra, ti€u chay, dau co, run, co thé
vat va, co giat...

Xt tri (cai nghién): cach ly voi méi trudong gay nghién, két hop giira lao
dong chan tay voi tdm ly tri liéu. Dung liéu phép thay thé bang methadon va mdt
s0 thuoc cai nghién. Co6 thé dung cac chat doi khang 1a naloxon, naltrexon.

Chi dinh

- Pau nang hoac dau khong dép ung véi cac thude giam dau khac: séi
than, s61 mat, ung thu, chan thuong, sau phau thuat, san khoa, nh6i mau co tim.

- Phu phoi cap thé nhe va vira.
- Tién mé.
Chong chi dinh
- Suy hé hép.
- Triéu chimg dau bung cap khong rd nguyén nhén.
- Suy gan nang.
- Chén thuong ndo hodc tang ap luc ndi so.
- Trang thai co giat.
- Nhiém doc ruou cip hodc mé sang ruou cp.
- Pang dung cac IMAO.
- Tré em du6i 30 thang tudi.
Than trong

- Morphin phai dung véi liéu nho nhat ma c6 tic dung va cang it thudng
xuyén néu cé thé, dé tranh gay nghién.

- Ngumg thube dot ngdt sau khi dimg thube mot dot 1au.

- Ngudi cao tudi, ngudi suy gan, suy than, giam chic ning tuyén giap,
suy thuong than, soc, nguy co bi dai, bénh nhuoc co.

- Thubc gy phan tmg dwong tinh khi xét nghiém doping trong thé thao.
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- Pé giam dau trong san khoa, phai diéu chinh liéu dé tranh tc ché ho hap
cho tré so sinh.

Ché pham va liéu dung

- Vién nén, vién nang 10 - 200mg. Ong tiém 10mg/ml, 20mg/2ml. Ong
tiém 2mg/ml; 4mg/2ml khéng c6 chat bao quan dé tiém ngoai mang cirng.

- Tiém duéi da, tiém bap:
+ Nguoi lon 5 - 20mg x 2 - 4 1an/24h.
+ Tré em trén 30 thang: 0,1 - 0,2mg/kg/lan.

- Udng: 10mg/lan x 2 - 4 1an/24h. Co thé tang dén 60 - 100mg/24h tly
theo mtrc d§ quen thudc va muc dg dau.

2.1.2. Codein
Duwogc dong hoc

Thudc hap thu qua dudong udng tét hon. Sau khi udng 1 - 2 gio, tac dung
xuat hién va kéo dai 4 - 6 gio. Dung tiém tinh mach, codein lam tang giai phong
histamin, gdy gian mach va ha huyét 4p nhiéu hon morphin vi vay rat hiém ding
duong tiém tinh mach. Thudc qua dugc rau thai, chuyén hoa & gan va thai trir qua
than.

Tac dung va chi dinh
Tuong tu morphin, codein c6 tac dung giam dau va giam ho.

- Codein 1a chat chu vén trén receptor ctia opioid yéu hon morphin. Trong
co thé, codein chuyén hoa mot phan thanh morphin nén c6 tac dung giam dau va
cling gay nghién nhung kém morphin. Khi dung don doc hi¢u luc gidm dau cua
codein bang 1/5 dén 1/10 morphin. Trong 1am sang thuong phdi hop véi cac
thudc giam dau ngoai vi nhu paracetamol.

Codein, co tac dung giam ho manh. Vi vay, hién nay codein hay duoc
dung lam thudc giam ho.

Chong chi dinh
- Man cam thudc.
- Tré em du6i 1 tudi.
- Bénh gan.
- Suy hé hap.
Ché pham va liéu dung
- Ché pham:
+ Vién nén 15, 30, 60 mg; ong tiém 15, 30, 60mg/ml.

+ Dang phéi hop trong ché phdm giam dau véi paracetamol (efferalgan
codeine, dafalgan codeine...); vi aspirin (empirin).
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+ Dang phdi hop trong ché pham giam ho: acodine, codepect...
- Liéu dung:

+ Giam dau: 15 - 60 mg/lan, mdi 1an dung cach nhau 4 giod, téi da
240mg/24h.

+ Giam ho: 10 - 20 mg/lan x 3 - 4 1an/24h.
2.2. Cac opioid tong hop
2.2.1. Pethidin
Pethidin con c6 tén khac 1a meperidin, 13 opioid téng hop din xuét
phenylpiperidin, c6 tdc dung manh va chon loc trén receptor L.
Duwoc dong hoc

Pethidin hap thu qua dudng tiéu hoa tot hon morphin, sinh kha dung 50%
va tang 1én khi bénh nhan bi suy gan (80% ¢ bénh nhan xo' gan). Sau khi uéng 1
- 2 gio, thudc dat nong do toi da trong mau, duy tri tac dung 2 - 4 gio. Thudc
lien két voi protein huyét tuwong xap xi 60%. Chuyén hoa & gan thanh
normeperidin ¢6 thoi gian ban thai kéo dai hon chit me. Thoi gian ban thai cua
pethidin 13 3 gio, con cua normeperidin khoang 15 - 20 gid. Thai trir cha yéu
qua nudc tiéu dudi dang da chuyén hoa.

Tac dung

- Trén than kinh trung wong: pethidin co tac dung giam dau kém morphin
10 1an. O liéu giam dau thudc cling ¢ tac dung an than, giy sang khoai, gay
nghién va trc ché ho hap nhung khong c6 tac dung giam ho.

- Trén tim mach: tuong tu morphin, chii yéu lam giam huyét 4p do lam
gidm stc can ngoai vi, gian mach theo co ché trung wong nhung tang luu luong
tim, tang nhip tim.

- Trén ti€u hoa: giy tdo boén va tang ap luc dudong mat kém morphin
nhung manh hon codein.
Tac dung khong mong mudn

- Tac dung khong mong mudn twong tu morphin nhung it gay tdo bon va
it gdy bi tiéu hon.

- Poc tinh: khac voi morphin, liéu doc cua pethidin gy cac biéu hién kich
thich nhu tim nhanh, gian dong tir, kh6 miéng, tang phan xa, a0 giac, co giat.

- Gay nghién tuong tu morphin va cling dung nap chéo voi cac opioid
khéc.

Chi dinh
- Tuong tu morphin.
- Giam dau trong truong hop dau nang.
- Tién mé.
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Chong chi dinh

Nhip tim, cac chéng chi dinh khac twong ty morphin.
Ché pham va liéu dung

- Ché pham: dolosal, dolargan, vién nén 25mg, 6ng tiém 100mg/2ml.

- Liéu thuong dung: 75 - 100mg/24h.

- Dan xuit khac cua pethidin:

Loperamid va diphenoxylat la 2 dan xuét cia pethidin. O liéu binh
thuong, thudc it tac dung trén hé than kinh trung wong, rat it gay nghién. Thudc
co tac dung lam giam nhu dong rudt, giam tiét dich tiéu hoa nén thuong dung
diéu tri tiéu chay.

2.2.2. Methadon

La dan xuat phenylheptylamin, tic dung manh trén receptor .

Duwoc dong hoc

Hap thu nhanh qua dudng tiéu héa, sinh kha dung tot hon morphin. Tich
Ity nhi€u & md nén thoi gian tdc dung kéo dai hon. Chuyén hoa & gan tao chat
chuyén hoa khong con hoat tinh, thai trir chu yéu qua nudc ti€u, thoi gian ban
thai 24 gio.
Tac dung

Tac dung giam dau cua methadon tuong duong morphin. Thudc hap thu
qua duong udng tét hon morphin, thoi gian tac dung kéo dai hon, it gdy sang
khoai hon va mtrc d6 nghién thudc phat trién cham va nhe hon. Tac dung trc ché
ho hip va giy co dong tir trung binh. Thude cling giy ting ap luc dudng mat va
gay tdo bon tuong ty morphin.

T4c dung khéng mong mudn
Budn ndn, ndn, tao bon, chong mit, khoé miéng, budn nga, va mo hoi.
Chi dinh

- Do triéu chtng cai thudc nhe va tac dung kéo dai, nén methadon duoc
dung thay thé morphin va heroin dé lam gidm dan su 1¢ thudc thuoc.

- Cac chi dinh khac tuong tu morphin.
Chong chi dinh

- Di tmg v61 methadon.

- Bénh gan nang.

- Suy ho hip ning, hen cap tinh.

- Chan thuong so nao, tang ap luc ndi so...
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- Pang bi céc roi loan tdm than ndng nhu tdm than phan liét, roi loan cam
xuc ludng cuc, tram cam co6 y tuwong va hanh vi tu sat.

Ché pham va liéu dung
- Vién nén 2,5mg, thudc dan 5mg, 6ng tiém 5 va 10 mg.

- Giam dau: ubng hodc dit 2,5 - 5mg; tiém 5 - 10mg. Liéu t6i da:
10mg/lan, 30mg/24h.

- Cai nghién: udng 5 - 10mg x 2 - 3 1an/24h. Dot diéu tri 2 - 3 ngay.

- Acetyl methadol la dan xuat cia methadon c6 thoi gian ban thai dai hon,
nén chi can dung 1 liéu la duy tri tac dung dugc 2 - 3 ngay.

2.2.3. Fentanyl
Duwgc dong hoc

Fentanyl 1a thudc giam dau manh kiéu gay nga morphin. Fentanyl giam
dau nhanh t6i da khoang 3 - 5 phut sau khi tiém tinh mach va kéo dai khoang 1 -
2 gio. Fentanyl chuyén hoa ¢ gan va mat hoat tinh. Khoang 10% dugc dao thai o
dang khong doi qua nudc tiéu. Khoang 80% fentanyl lién két voi protein huyét
tuong; phan bé mot phan trong dich no tily, rau thai va mot luong rat nho trong
stra.

Tac dung

- Fentanyl 9() hoat ‘ginh manh, tac dung chon loc tgén receptor a. Tac dung
gidm dau manh gap 100 1an morphin nhung tac dung ngan hon.

- Fentanyl liéu cao van duy tri chirc nang tim on dinh va lam giam bién
chirng noi tiét do stress. Thuoc gay e ché ho hap it hon morphin.

Tac dung khong mong mudn
- Thuong gap:

+ Toan than: chong mat, ngi lo mo, 1 lan, do giac, ra mo6 hoéi, do bung
mat, sang khoai.

+ Tiéu héa: budn ndn, non, tdo bon, co thit tii mat, khod miéng.

+ Tiét nigu: déi kho.

+ Tuan hoan: cham nhip tim, ha huyét ap thoang qua, danh tréng nguc,
loan nhip, suy tam thu.

+ Ho hap: suy ho hap, ngat, thé nhanh.

+ Co xuong: co cing co, giat rung co.

- Hiém gap:

+ Toan than: phan tmg di tng, phan vé, co thit phé quan, ngira, may day.

+ Ho hap: co thét thanh quan.

+ Tuan hoan: giam nhip tim va suy tim c6 thé ting.
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Chi dinh
- Giam dau trong va sau phau thuat.
- Phéi hop voéi droperidol dé giam dau, an than.
Chéng chi dinh
- U dong dom, suy ho hép.
- Pau nhe.
- Bénh nhuoc co.
Than trong
- Cac trudong hop bénh phoi man tinh.
- Chén thuong so ndo va tang ap luc noi so.
- Bénh tim (nhip tim nhanh).
- TrAm cam.
- Nghién rugu, ma thy.

- Luon ludn theo doi dé phong suy ho hap, khi can phai lam ho hap nhan
tao.
Ché pham

Hai dan xuat cia fentanyl la sufentanyl va alfentanyl: sufentanyl co tac
dung manh hon fentanyl 5 - 7 lan, con alfentanyl yéu hon fentanyl nhung tac

dung nhanh va ngan hon nén hay dugc dung lam thudc gdy mé duong tinh
mach.

3. Thudc chii vén - ddi khang hén hop va chii van tirng phan trén receptor
opioid
Pentazocin
Duwgc dong hoc

Thudc hap thu qua duong udng, tiém dudi da va tiém bép. Pat ndng d6 toi
da trong mau sau khi tiém 15 - 60 phut hodc sau khi uong 1 - 3 gio. Thoi gian
ban thai la 4 - 5 gio. Chuyén héa qua gan lan dau 16n nén sinh kha dung thap (20
- 25%). Chuyén hoa ¢ gan bang phan mg oxy hoéa va lién hop véi acid
glucuronic. Thai trir chu yéu qua nudce tiéu.
Tac dung

La chét cht van manh receptor k dong thoi 1a chat dbi khang yéu va chu
van tung phan trén receptor a.

O liéu thap va liéu diéu tri, thube co tac dung chu yéu trén receptor k, gay
cac tac dung trc ché than kinh trung uong gdm giam dau, an than va tc ché ho
hap, nhung yeu hon morphin khoang 4 1an, tac dung trc che h6 hip khong ting
theo liéu. Thudc gy tang ap luc duong mat, gy tio bon yéu hon morphin.
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Liéu cao trén 600mg gay bon chon, but rit, rdi loan tim than, ting nhip
tim va tang huyét ap.

T4c dung khéng mong mudn

Thudng gip 13 an than, mét moi, chong mat, nhic dau, budn nén, non
nhung it gap hon morphin. Khi dung lidu cao gay rdi loan tAm than, 4o giac, giy
nghién, trc ché ho hip, tang nhip tim, ting huyét ap.

Ngoai ra, khi dung tiém dudi da, tiém bap, thudc gay kich Gmg noi tiém,
c6 thé gy loét, hoai tir khi tiém nhiéu lan.

Chi dinh

Céc truong hop dau nang.

Ciac thudce khac: nalbuphin, butorphanol, buprenorphin, meptazinol, dezocin...
co tac dung tuong tu pentazocin.

Bang 3.4. Mot so dic tinh ciia thudc giam dau trung wong

Tén thube Thoi gian Thoi gian Liéu dung | Kha niing
ban thai (gio) | tac dung (gio) | (mg/24h) | giy nghién

Morphin 2 4-5 10 Cao
Hydromorphon
(Dilaudid) 2-3 10 Cao
Methadon
(Dolophine) 15-40 3-4 10 Cao
Pethidin 3-4 2-4 60 - 100 Cao
Fentanyl
(Sublimaze) 3-4 1-15 0,1 Cao
Codein 2-4 3-4 30 -60 Trung binh
Oxycodon .
(Percodan) 3-4 4,5 Trung binh
Propoxyphen ] ] ] p
(Darvon) 6-12 4-5 60 - 120 Thap
Pentazocin 4-5 3-4 30 - 50 Thé
(Talwin) p
Nalbuphin z
(Nubain) 2-3 3-6 10 Thap
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Buprenorphin i z
(Buprenex) 5 4-5 0,3 Thap
Butorphanol z
(Stadol) 25-35 4-6 2-3 Thap

4. Thudc ddi khang don thuan trén receptor opioid
4.1. Naloxon
Duge dong hoc

Naloxon bi mét hoat tinh khi diung duong udng nén chi yéu dung duong
tiém. Thudc phan bd nhanh vao cac mé va dich co thé. Chuyén héa chi yéu &
gan bang cach lién hop véi acid glucuronic, duy tri tac dung 1 - 4 gio. Thoi gian
ban thai 60 - 90 phit ¢ nguoi binh thuong va kéo dai ¢ tré so sinh (3 gio). Thai
trir chu yéu qua nudc tiéu, khoang 50% thai trong vong 24 gio dau.

Tac dung

Liéu thap, naloxon cé tac dung d6i khang trén receptor o, liéU: cao tac
dung 1én ca cac receptor khac. D61 khang lam mat cac tac dung tre ché ho hap,
uc ché tim mach, co that phé quan va céc tac dung khac cua opioid.

Liéu diéu tri, naloxon hﬁ‘u nhu khong cé tac dung trén ngudi khong dung
opioid, con ¢ liéu cao gap 10 lan chi c¢o tac dung giam dau, gay ngu nhe, khong
uc ché ho hap, khong gay ro1 loan tuan hoan, tiéu hoa, khong co dong tor va
khong gay nghién.

Tac dung khong mong mudn

Do lam gidam dot ngot nong dd cua cac opioid trong co thé nén c6 thé dan
t6i hoi ching cai thudc nhu: budn nén, ndn mira, toat md hoi, ting huyét ap,
tang nhip tim, run, co giat...

Chi dinh

- Giai doc khi qua liéu opioid hodc diéu tri tinh trang trc ché ho hap do cac
opioid.

- Chan doan xac dinh nghién opioid va diéu tri nghién opioid.

Ché pham va liéu dung
Ong tiém 0,4mg/ml cho ngudi 16n va dng 0,04mg/ml cho tré em.
Nguoi 16n: 0,4 - 2mg/24h. Tré em: 0,01mg/kg/24h.

4.2. Naltrexon

Naltrexon 1a thudc d6i khang dac hjéu trén thu thé opiat tuong tu naloxon,
nhung tac dung manh hon naloxon 2 - 9 1an va thoi gian tac dung dai hon.

Naltrexon hép thu va khong bi mat hoat tinh khi ding qua duong tiéu hoa.
Sau khi uong 1 - 2 gi¢ dat tac dung toi da, duy tri tac dung 24 gio.

82




Thudc thuong dung cung cd cai ‘nghién sau khi da ngung opioid it nhat tir
7 - 10 ngay dé tranh hoi chtng cai thudc ning.

Liéu dung: ung 25 - 50mg/24h (vién 50mg).
CAU HOI LUQNG GIA

Cau 1. Trinh bay dinh nghia, co ché tac dung chung cua thubc giam dau
trung uwong?

Cau 2. Trinh bé}y duoc dong hoc, tac dung, tdc dung khong mong mudn va
ddc tinh, chi dinh, chong chi dinh cua morphin?

Céau 3. Trinh bay dugc dong hoc, tac dung, tac dung khong mong mudn va
ddc tinh, chi dinh, chong chi dinh cta pethidin?

Céau 4 Trinh bay dugc dong hoc, tac dung, tdc dung khong mong mudn,
chi dinh, chong chi dinh cua fentanyl?

Céau 5 Trinh bay dugc dong hoc, tdc dung, tac dung khong mong mudn,
chi dinh, chong chi dinh cua naloxon?
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Bai 5. THUOC CHONG PONG KINH

< GIOI THIEU BAI 5
Bai 5 gidgi thiéu vé thu(f)c ch,éng dong kinh bao g(j)m: dinh nghia, co ché

tac dung chung, phan loai thuéc chong dQng kinh; dac di€,:m chinh vé du’cyp dQng
hoc, ‘tE'lC dung, tac dung lghéng mong muc:)n, chi dinh, chong chi,dinh, ch@ pham
va liéu dung cua cac thudc trong nhom d€ nguoi hoc ¢6 dugc kién thire nén tang
va van dung duoc kién thirc da hoc vao tu van, huéng dan st dung thudc chong
dong kinh an toan, hop 1y, hi¢u qua.

< MUC TIEU BAI 5
Sau khi hoc xong bai nay, nguoi hoc ¢é kha nang:

> Ve kién thic:

- Trinh bay dugc dinh nghia, co ché tac dung chung va phan loai cua
thudc chong dong kinh.

- Trinh bay dugc nhimng déc diém chinh vé duoc dong hoc, tac dung, tac
dung khong mong mudn, chi dinh, chong chi dinh, ché pham va liéu dung cua
cac thude trong nhom.

> Vé Ky ning:

- Van dung dugc kién thic dé tu van, hudng dan st dung thudc chong
dong kinh an toan, hop 1y, hi¢u qua.

- Van dung cac kién thtrc d3 hoc vao thuc hanh nghé nghiép.
> Vé nding luc tw cha va trach nhigm:

- Thé hién duoc nang luc tu hoc, tu nghién ctru tai li¢u vé thude chéng
dong kinh.

- Chju trach nhiém vé két qua hoc tap cua ban than, than trong, chinh xac
trong thuc hanh nghé nghiép.

< PHUONG PHAP GIANG DAY VA HQC TAP BAI 5

- Doz voi nguoi day: sw dung phwong phdp giang day tich cuc (dién
gidng, vdn ddp, day hoc theo vin dé); yéu cau nguoi hoc thuc hién cdu héi théo
ludn va bai tdp bai 5 (ca nhdn hogc nhém).

- Bﬁi voi nguoi hoc: chu dong doc trudc gido trinh (Bai 5 - Chuong 3)
trudc buoi hoc; hoan thanh day du cdu hoi thao ludn bai 5 theo ca nhan hodc
nhom va nop lai cho nguoi day dung thoi gian quy dinh.

< PIEU KIEN THU'C HIEN BAI 5
- Phong hoc chuyén mén héa/nha xwong: Phong hoc 1y thuyét
- Trang thiét bi mdy méc: Mdy chiéu va cdc thiét bi day hoc khdc
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- Hoc liéu, dung cu, nguyén vt liéu: Chuong trinh mon hoc, gido trinh,
tai liéu tham khao, giao an, phim anh va cdc tai liéu lién quan.
- Céc diéu kién khac: Khong co
< KIEM TRA VA DANH GIA BAI 5
- Noi dung:

L)

v’ Kién thirc: Kiém tra va danh gid tat ca noi dung dd néu trong muc tiéu
kién thuc

(\

Ky nang: Pdnh gid tat ca néi dung da néu trong muc tiéu ki ning.

(\

Nang luc ty chu va trach nhiém: Trong qua trinh hoc tdp, nguoi hoc can:
+ Nghién ciru bai trude khi dén 16p

+ Chudn bi ddy d tai lidu hoc tdp.

+ Tham gia day di thoi lirong mén hoc.

+ Nghiém tuc trong qua trinh hoc tdp.

- Phwong phap kiém tra danh gia:

<

Diém kiém tra thuwong xuyén: khong co

<

Kiém tra dinh kp Iy thuyét: khdng co
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NOI DUNG BAI 5

1. Dai cuong
1.1. Dinh nghia

Thudc chdng dong kinh 1a nhitng thube c6 kha ning loai trir hodc lam
giam tan s6, muc do tram trong cia con dong kinh va cac tri€u chig tam than
kém theo con dong kinh.

1.2. Co ché tic dung
C6 4 co ché:
- Uc ché kénh Na*

Khi kénh Na* mé ra, sy khtr cuc mang bit dau va xuét hién dién thé hoat
dong. Sau d6 kénh Na" ty dong dong lai va sau mot thoi gian s& duoc khoi phuc
tré lai trang thai hoat dong. Trong thdi gian nay van xuat hién mot dong dién véi
dién thé thap. Khi nghién ctru dién ndo cua nhimg bénh nhan dang bi dong kinh,
nguoi ta nhan thdy cac te bao than kinh dang ¢ trang thai khir cuc va phong dién
v6i tan so rat cao. Mot so thude chong dong kinh da ngan chan duoc hién tuong
nay bang cach lam cham su phuc hoi ctia kénh Na* tré vé trang thai hoat dong.
Nhitng thudc tic dong theo co ché nay goém: phenytoin, carbamazepin,
lamotrigin va acid valproic.

- Uc ché kénh Ca*

Cung voi Na*, Ca®* ciing c6 vai trd quan trong trong khir cuc mang té bao.
Phén tich dién ndo d6 trén nhitng bénh nhan dong kinh con vang cho thiy c6 su
xudt hién cac song nhon véi tan suat 3 lén/giay Céc song nay c6 lién quan dén
hoat dong cua kénh Ca?* loai T. Cac thuoc chong dong kinh, nhu acid valproic,
ethosuximid, trimethadion trc ché kénh Ca loai T, do d6 1am giam su xuét hién
cac song nhon cé trong dong kinh con vang.

- Tang hoat tinh cua GABA
~ GABA (gamma amino butyric acid) la chat dan truyén than kinh loai wc

ché. Khi GABA gan duoc vao receptor cua né thi kénh CI' m¢ ra, CI di vao
trong t€ bao va gay hién tugng uu cuc hoa. Cac thude chéng dong kinh lam tang
hoat tinh cia GABA bang cach:

t+ Uc ché GABA - transaminase, 1a enzym lam bat hoa:[ GABA, do d6 lam
tang nong do0 GABA trong ndo va tdng hoat tinh ¢ ché than kinh trung wong
(vigabatrin va acid valproic cling tdc dung mot phan theo co ché nay).

+ Lam hoat hoa cta receptor GABA hau synap, lam cho kénh CI" dé
dang m¢ ra (nhu phenobarbital va cac benzodiazepin).

+ Co thé tac dung vao receptor tién synap lam ting giai phong GABA
(nhu gabapentin).
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- Giam hoat tinh cua glutamat

Trai véi GABA, glutamat 13 chét trung gian dan truyén kich thich. Khi
glutamat gin vao receptor ctia n6 thi mot sé t& bao than kinh trén nio s& dugc
hoat hoa, phong ra cac xung di¢n voi tan xuét cao va lam xuét hién con dong
kinh. Nguoi ta da tim ra mdt loai receptor cua glutamat 1a N-methyl-D-aspartat
(NMDA) c6 lién quan dén sy phat sinh dong kinh. Cac thudc e ché receptor
NMDA c¢6 tac dung chéng lai cac con co giat trén dong vat thi nghiém va trén
invitro. Tuy nhién, ching c6 qua nhiéu doc tinh nén khong duoc sir dung cho
nguoi.

1.3. Phan loai
Bang 3.5. Phén loai cac thuéc chdng dong kinh theo co ché tic dung

Co ché tic dung Thuoc chdng dong kinh
Uc ché kénh Na' Phenytoin, carbamazepin, oxcarbamazepin, lamotrigin
Uc ché kénh Ca** Ethosuximid, trimethadion

Tang hoat tinh GABA | Phenobarbital, diazepam, clonazepam, vigabatrin

Da co ché Acid valproic

2. Cac thudc chong dong kinh
2.1. Phenytoin (Diphenylhydantoin)
Duwgc dong hoc

Tiém bap, thude co the gay kich g tai cho tiém, hap thu cham va khong
hoan toan nén thudc cha yéu dung duong ubng. Nong d6 thudc t6i da trong
huyét twong dat dugc sau khi udng 1a 3 - 12 gid. Thudc phan phbi dén khap cac
mo. Lién két véi protein, chu yéu 1a albumin (90%). Nong do thude ¢ than kinh
trung wong twong duong trong huyét twong. Phan 16n duoc chuyén héa qua gan,
thai qua mat va than duoi dang khong hoat tinh.

Tac dung

- Thudc c6 tac dung t6t v6i dong kinh cuc bd va dong kinh co cing giat
rung (dong kinh con 16n), khong c6 tac dung ddi v6i dong kinh con vang.

- Trén than kinh trung wong: khong cé tac dung @c ché toan bo hé than
kinh trung wong. Liéu ddc gay kich thich.

- V&1 dong kinh co cung - giat rung, & giai doan co cung, phenytoin lam
giam hoan toan, nhung & giai doan giat rung thi trai lai, co thé tang 1én va kéo
dai. Pay ciing 1a dic diém thudng thdy ¢ nhitng thude diéu tri dong kinh toan b
thé co cling - giat rung.

- Ngoai ra, thubc con cé tac dung chong loan nhip tim.
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Tac dung khong mong mudn

- RoO1 loan than kinh: gdy rung giat nhan cau, mat di€u van, song thi,
chéng mat, 14 lan va o giac...

- Tang san loi: thuong gap & Ira tudi dang phat trién.
- R61 loan ti€u héa: ndon, budén ndn, dau thugng vi, chan an.

- Réi loan noi tiét: giam giai phong ADH, ting glucose mau va xuit hién
duong ni¢u (do e ché bai tiét insulin). Gidm calci mau va giy chirng nhuyén
xuong.

- Roi loan vé mau: giam bach cau, giam ti€u cau va bat san dong hong
cau, khac phuc bang cach dung kem acid folic.

- Tac dung khong mong mudn khac: ban dang sdi, hoi ching Stevens -
Johnson, lupus ban d6 h¢ thong va hoai tir t€ bao gan.

Chi dinh

- Bong kinh: dong kinh cuc bd va dong kinh co cing - giat rung.

- Loan nhip tim: loan nhip tdm that hodc loan nhip tim do nhiém ddc
digitalis.

- Pau day than kinh sinh ba, tuy nhién carbamazepin hay duogc st dung
hon.
Chong chi dinh

- Man cam véi thudc.

- Suy tim, suy gan, suy than ndng.

- R6i loan chuyén hoa porphyrin.
Ché pham va lidu dung

Di-Hydan, vién nén 50mg va 100mg. Siro 30mg/5ml. Lo thubc tiém
250mg.

Nguoi 16n: 150 - 300mg/24h, rdi ting dan téi 600mg/24h. Tiém cham tinh
mach 200 - 400mg.

Tré em: 5 - 10mg/kg/24h.,

Chu y: ngung thudc dot ngdt co thé gdy con dong kinh tai phat niang. Vi
vay, khi mubn ngimg diéu tri phai giam liéu tir tir.

2.2. Carbamazepin

Carbamazepin 1a dan xuat ctia iminostilben, dugc coi 1 mot trong nhiing
thuoc co ban trong di€u tri dong kinh cuc bd va dong kinh co cung - gidt rung.
Duwogc dong hoc

Carbamazepin hép thu chdm qua duong tiéu hoa. Nong d6 tbi da trong

huyét trong dat duoc sau khi udng tir 4 - 8 gio va duy tri tac dung 24 gid. Thudce
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phan phéi nhanh vao md, lién két véi protein huyet tuong khoang 75%. Nong do
thudc trong dich néo tuy tuong duong trong huyét trong. Thubc bi chuyen hoa ¢
gan bang phan tmg hydroxyl hoa va lién hop. Thai trir qua nudc tiéu chu yéu
dang khong c6 hoat tinh, dudi 3% c6 hoat tinh. Thot gian ban thai tir 10 - 20 gio.

Tac dung

- Tac dung chéng dong kinh cua carbamazepin cing tuong ty nhu
phenytoin, nhung carbamazepin dac bi¢t c6 hi€u qua trong di€u tri dong kinh
cuc bo phtrc hop.

- Carbamazepin ciing c6 tac dung d6i voi bénh hung - trdim cam, ké ca
trong treong hop lithium khong con tac dung.

- Carbamazepin ciing co tic dung diéu tri dau day than kinh sinh ba.
Tac dung khong mong mudn

- R61 loan than kinh: kich thich, co giat, hon mé va suy ho hap. Dung lau
thudc gay chong mat, mat di€u van, nhin 16a, nhin déi va cac roi loan tdm than
van dong khac.

- Ro1 loan vé huyét hoc: thiéu mau bat sdn, mat bach cau hat...

- Phan tng di Ung: viém da, bénh hach bach huyét, tang bach ciu wa
eosin, lach to...

- Ngoai ra, co thé gay non, budn nédn, rdi loan tim mach.
Chi dinh
- Pong kinh toan bd thé co cung - giat rung.

- Pong kinh cuc bd don gian va phtc hop, dic biét 1a thé tim than van
dong.

- Bau do nguyén nhan than kinh nhu: dau day than kinh sinh ba, dau trong
zona, giang mai than kinh...

Chong chi dinh
- Man cam véi thude.
- R6i loan chuyén hoa porphyrin.
- Nguoi o tién sir loan tao mau va suy tiy.
- Block nhi that.
- Phu n&t mang thai, dac biét trong 3 thang dau.
Ché pham va liéu dung
Tegretol, vién nén 100, 200 va 400mg.
Khéi dau: 200mg x 2 1an/24h, sau d6 ting dan téi lidu duy tri.
Nguoi 1on: 600 - 1200mg/24h.
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Tré em: 20 - 30mg/24h, chia 3 - 4 lan.
2.3. Ethosuximid
Duwogc dong hoc

Thudc hép thu hoan toan qua duong tiéu hoa. Nong d¢ téi da trong huyet
tuong dat dugc sau khi udng thudc 3 gio. Thude it lién két véi protein huyet
tuong. Nong d6 thube ¢ dich ndo tuy twong duong voi trong huyét twong. Thé
tich phén bd 1a 0,7L/kg; 25% thudc thai trir qua nudc tiéu dudi dang khong
chuyen hoa. Phan con lai bi chuyén hoa qua microsom gan va thai qua nudc
tiéu. Thoi gian ban thai 1a 40 - 50 gid d6i voi nguoi 1on va khoang 30 gid doi
VOl tré em.

Tac dung
Ethosuximid c6 tac dung t6t di v6i dong kinh con nho.
Tac dung khong mong mudn
- Réi loan tiéu hoa: non, budn ndn, chan an.
- Trén than kinh trung uong: co thé gay cac roi loan than kinh nhu nhirc

dau, chong mat, bon chon, mat tap trung, rdi loan hanh vi, dic biét trén nhiing
bénh nhan co rdi loan tAm than.

- Céc 101 loan vé tao mau: giam bach cau, tiéu cau, suy tiy.

- Cac phan mg di img: may day va phan ung ngoai da, hoi chimg Stevens
- Johnson, lupus ban dé hé thong...

Chi dinh
Piéu tri dong kinh con nho.
Chong chi dinh
- Mén cam véi thude.
- Bénh gan hodc than nang.
Ché pham va liéu dung
Zarontin: vién nén, nang 250mg, siro 50mg/ml.
Khoi dau: ngudi 16n 500mg/24h, tré em 250mg/24h.
Sau tang dan 250mg/tuan cho dén khi kiém soat dugc con dong kinh.
2.4. Phenobarbital (Luminal, Gardenal)

_ Phenobarbital va dan xuat barbiturat da duoc dé cip dén ¢ bai "Thudc an
than - gdy ngu". O bai nay chi trinh bay tac dung chong dong kinh.

Tac dung

Nhiéu barbiturat c6 tac dung chéng dong kinh nhung phenobarbital co tac
dung manh nhat.
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Tuong ty nhu phenytoin, phenobarbital co tac dung d6i voi hau hét cac
loai dong kinh, trtr dong kinh con vang.

Thudc ¢6 tac dung gay ngl va co xu hudéng lam roi loan hanh vi & tré em
nén khong duoc sir dung nhu mot thude diéu tri dau tay.

Liéu dung

Nguoi 1on: 1 - 5mg/kg/24h.

Tré em: 3 - 5mg/kg/24h.

Sau d6 diéu chinh lidu cho dat két qua mong mudn.
2.5. Acid valproic
Duwgc dong hoc

Hap thu nhanh va hoan toan qua duong tiéu héa. Nong d6 dinh trong
huyét twong dat dugc sau khi uéng 1 - 4 gio nhung c6 thé bj cham lai néu ding
cung thic dn. Thé tich phan bd 1a 0,2L/kg. Lién két v6i protein huyet tuong
khoang 90%. Nong d¢ thude trong dich ndo tuy tuong duong trong huyét tuong.
Thudc chuyén hoéa ¢ gan tao 2 chat chuyén hoa 14 acid 2-propyl-2-pentenoic va
acid 2-propyl-4-pentenoic van con hoat tinh nhu chat me. Thoi gian ban thai
khoang 15 gio.

Tac dung

Acid valproic c6 tac dung dbi voi moi loai dong kinh: dong kinh cuc bo,
dong kinh toan b thé co cling - giat rung va tac dung tot doi1 véi dong kinh con
vang.

Thudc dung nap tét, it tic dung khong mong mudn va it gdy budn ngi nén
dung tot cho tré nho.

Tac dung khong mong mudn

- C6 thé gap roi loan tiéu héa hodc rdi loan than kinh trung wong nhu
budn ngu, run co, mat di€u van... Phan ing di mg ngoai da nhu ban do.

- Nghiém trong nhat 1a doc tinh d6i v6i gan, 1am tang enzym gan va mot
s0 it truong hop cd thé gay viém gan kich phat va giy tir vong.

- Thudc ciing c6 thé gy quai thai va gay di tat gai doi.
Chi dinh

Piéu tri cac loai dong kinh: dong kjnh cuc by, dong kinh con 16n, dong
kinh co giat va dac biét 1a dong kinh con vang.

Chong chi dinh
- Man cam véi thudc.
- Viém gan cap hoac man tinh.

- Phu ntr ¢6 thai hoac cho con bu.
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- R6i loan chtrc ning tuy.
Ché pham va liéu dung

Depakine, dung dich 200mg/ml, siro 200mg/5ml, vién bao tan trong rudt
200mg, vién tac dung kéo dai 500mg.

Liéu khoi dau: 15mg/kg/24h.
Sau ting dan liéu hang tuan 1én 5 - 10mg/kg cho t6i khi dat hiéu qua.
Liéu duy tri trung binh: 60mg/kg/24h.

CAU HOI LUQNG GIA

, Cau 1. Trinh bay dinh nghia, co ché tic dung, phan loai ctia cac thudc
chong dong kinh?

Céau 2,. Trinh bay dugc dong hoc, tdc dung, tic dung khong mong mudn,
chi dinh, chong chi dinh cua phenytoin?

Cau 3’. Trinh bay dugc dong hoc, tdc dung, tac dung khong mong mudn,
chi dinh, chong chi dinh cua carbamazepin?

Cau 4. Trinh bay dugc dong hoc, tac dung, tac dung khong mong mudn,
chi dinh, chong chi dinh cua acid valproic?
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Bai 6. THUOC KiCH THICH THAN KINH TRUNG UONG

< GIOI THIEU BAI 6
Bai 6 gidi thiéu vé thubc kich thich than kinh trung wong bao goém: dic
diém chung, phén loai cac thudc kich thich than kinh trung wong theo vi tri tac
dung; dic diém chinh vé duoc dong hoc, tac dung, tac dung khong mong mudn,
chi dinh, chéng chi dinh, ché pham va liéu dung cua cac thudc trong nhom dé
ngu’0’1 hoc co Eiu’qc kién thirc ,nen tang va Vaq dung duogc kién thic di hoc vao tu
van, huong dan st dung thudc kich thich than kinh trung wong an toan, hop 1y,
hi¢u qua.
< MUC TIEU BAI 6
Sau khi hoc xong bai nay, nguoi hoc ¢é khd nang:
> Vé kién thuc:
- Trinh bay duoc dic diém chung, phan loai cac thude kich thich than kinh
trung wong theo vi tri tac dung.

- Trinh bay dugc nhimng déc diém chinh vé duoc dong hoc, tac dung, tac
dung khong mong mudn, chi dinh, chong chi dinh, ché pham va liéu dung cua
cac thudc trong nhom.

> Vé Ky ning:

- Van dung dugc kién thitrc dé tu van, huéng dan st dung thube kich thich
than kinh trung wong an toan, hop 1y, hi€¢u qua.

- Van dung cac kién thtrc d3 hoc vao thuc hanh nghé nghiép.
> Vé nding luc tw cha va trach nhigm:
- Thé hién duoc nang luc ty hoc, tu nghién ctru tai liéu vé thudc kich thich
than kinh trung uong.
- Chiu trach nhiém vé két qua hoc tap cua ban than, than trong, chinh xac
trong thuc hanh nghé nghiép.
< PHUONG PHAP GIANG DAY VA HQC TAP BAI 6

- Doz voi nguoi day: sw dung phwong phdp giang day tich cuc (dién
gidng, vdn ddp, day hoc theo vin dé); yéu cau nguoi hoc thuc hién cdu héi théo
lugn va bai tap bai 6 (ca nhdn hodac nhom).

- Bﬁi voi nguoi hoc: chu dong doc trudc gido trinh (Bai 6 - Chuong 3)
trudc buoi hoc; hoan thanh day du cdu hoi thao ludn bai 6 theo ca nhan hodc
nhom va nop lai cho nguoi day dung thoi gian quy dinh.

< PIEU KIEN THUC HIEN BAI 6
- Phong hoc chuyén mén héa/nha xwong: Phong hoc 1y thuyét
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- Trang thiét bi mdy méc: Mdy chiéu va cdc thiét bi day hoc khdc

- Hoc liéu, dung cu, nguyén vt liéu: Chuong trinh mon hoc, gido trinh,

tai liéu tham khao, giao an, phim anh, thuéc thanh phcfm va cac tai liéu lién

quan.

- Céc diéu kién khdc: Khong co

< KIEM TRA VA DANH GIA BAI 6

<<

AN

- Noi dung:

Kién thirc: Kiém tra va danh gid tdt ca ndi dung da néu trong muc tiéu
kién thurc

Ky nang: Pdnh gid tat ca ndi dung da néu trong muc tiéu ki néng.

Nang luc tyw chu va trach nhiém: Trong qua trinh hoc tdp, nguoi hoc can:
+ Nghién ciru bai trude khi dén 16p

+ Chudn bi ddy d tai lidu hoc tdp.

+ Tham gia ddy i thoi lwong mén hoc.

+ Nghiém tuc trong qua trinh hoc tap.

- Phwong phap kiém tra danh gia:

Diém kiém tra thuong xuyén: khong co

Kiém tra dinh kp Iy thuyét: khdng co
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NOI DUNG BAI 6

1. Dai cuong
1.1. Pic diém chung

Céc thudc trong nhom déu c6 tac dung kich thich than kinh trung uong,
kich thich trung tam khi bi suy yéu, van mach lam hoi phuc cac trung tdm khi bi
suy yéu.

Hau hét cac thudc khong anh huéng truc tiép trén hé tim mach ma thong
qua co ché h¢ than kinh giao cdm, kich thich lam tang nhip tim, tding muc ti€u
thu oxy cuia co tim.

Tac dung cua cac thude thuong ngan, nén duogc sir dung cha yéu cho céc
trrong hop suy ho hap va tuan hoan cap ¢ thé vira va nhe.

Liéu cao tit ca cac thude kich thich than kinh trung wong déu c6 thé gay
co giat, tuy nhién muirc do va céach thic gay co giat c6 thé khac nhau.

1.2. Phan loai

Dua vao vi tri tac dung, thudc kich thich than kinh trung wong dugc chia
thanh 3 nhom:

- Thuoc tac dung uu tién trén vo nao, lam tdng hoat dong tu nhién, giam
mét moi, tao cam gidc khoan khodi: cafein, amphetamin, pipradrol...

- Thudc tac dung wu tién trén hanh néo, tac dung trén trung tam ho hap va
tuan hoan truc ti€ép hoac gian ti€p qua phan xa: niketamid, pentylentetrazol,
camphora, lobelin, bemegrid...

- Thudc tac dung wu tién trén tiy sdng, lam ting phan xa tiy: strychnin.

Su phan chia nay chi duya vao tac dung chon loc & lidu diéu tri. Khi dung
liéu cao cac thudc nay c6 thé tac dung trén toan bo h¢ thong than kinh.

2. Thudc tic dung wu tién trén vé nio
Cafein
Duwgc dong hoc

Thuoc héap thu nhanh qua duong uong va duong tiém, sinh kha dung qua
duong ubng dat trén 90%. Dat noéng do t6i da trong huyet tuong sau khi uong
thudc khoang 1 gio. Thudc phan bd rong rai trong co the, qua rau thai va stia
me. Thudc chuyen hoa ¢ gan. Thai trlr qua nudc tiéu chu yéu dang da chuyén
héa. Thoi gian béan thai khoang 3 - 7 gio, kéo dai hon & tré so sinh va tré dé non.

Tac dung

- Trén than kinh trung wong: kich thich wu tién trén vo ndo lam giam céc
cam giac mét moéi, budn ngd. Lam tang hung phan vé ndo, tang nhay cam cua
cac giac quan, do do6 tang kha nang lam viéc va lam viéc minh man hon. Tuy
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nhién néu dung cafein lién tuc va kéo dai thi sau giai doan hung phan 1a trc ché.
Liéu cao, cafein tac dung trén toan bd hé than kinh gay con giat rung.

- Trén hé tuan hoan: kich thich 1am tim dap nhanh, manh, tang luu lugng
tim va luu luong mach vanh. O liéu diéu tri, thudc it anh hudng téi huyét ap.

- Trén hé ho hap: kich thich trung tim ho hap, lam gian phe quan va gian
mach phdi. Tac dung nay cang rd khi trung tdm ho hap bi tc ché.

- Trén h¢ tiéu hoa: thudc lam giam nhu dong rudt, gay tao bon, ting tiét
dich vi (c6 thé gay loét da day - ta trang).

- Trén co tron: Thudc c6 tac dung gian co tron mach mau, mach vanh, co
tron ph€ quan va co tron ti€u hoa. Pac biét, tic dung gian co tron cang ro khi co
tron ¢ trang thai bi co that.

- Trén than: thudc 1am gian mach than, tang strc loc cau than, giam tai hép
thu Na" nén c6 tac dung loi tiéu.

- Tac dung khac: ting hoat dong cila co van, tang chuyén hoa.
T4c dung khéng mong mudn
R&i loan tiéu hoa, chuot rt, mét ngu, hoi hop.
Chi dinh
- Kich thich than kinh trung wong khi mét méi, suy nhuoc.
- Suy ho hap, tuan hoan.
- Chi dinh khac: hen phé quan, suy tim trai cap, loi tiéu (hién nay it dung).
Chong chi dinh
- Man cam véi thude.
- Suy mach vanh, nhdi mau co tim.
- Nhip tim nhanh, ngoai tam thu.
Ché pham va liéu dung
Ong tiém 1ml dung dich 0,7%.
Ubng 0,1 - 0,2g/1an, 2 1an/24h. Tiém du6i da 0,25g/1an, 1 - 2 1an/24h.
3. Thuoc Kich thich wu tién trén hanh nio
3.1. Nikethamid
Duwgc dong hoc

Thudc haip thu qua duong uéng va tiém. Sau khi uéng 15 - 30 phdt véi
lidu 250mg, néng do trong huyét twong duoc ghi nhan tr 0,6 - 3 ,6pg/ml.
Nikethamid sau khi hap thu s& duoc chuyen héa mot phan. Trong nudc tiéu,
ngudi ta thay co ca cac san pham chuyén hoa va nikethamid khong bi bién dbi.

Tac dung
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Thudc kich thich tryc tiép va gian tiép qua phan xa xoang canh Ién trung
tdam ho hap va tuan hoan ¢ hanh ndo lam tang nhip, tdng bién dd ho hap, tang
nhay cam cua trung tdm ho hap vd1 CO,. Tang nhip tim, tang sttc co bop cua tim
va tang nhe huyét ap. Thudc khong cé tac dung truc ti€p trén hé tim mach.

Liéu cao, thudc tac dung trén toan bd hé than kinh trung wong c6 thé gay
co giat.

T4c dung khéng mong mudn

Liéu cao co thé gay con co giat.

Chi dinh
Suy tuan hoan va suy ho hap vira va nhe.
Chong chi dinh

- Man cam véi thube.
- Nguoi c6 tién sir dong kinh.
- Tang huyét ap.

Ché pham va liéu dung

Coramin, Cordiamin, dung dich 25% lo 15ml dung dé udng, ong tiém
iml.

Ubng: 10 - 20 giot/lan, ngay 2 - 3 lan.

Tiém dudi da, tiém bap: 1 dng/lan, 1 - 3 1an/24h.
3.2. Camphora (Long n&o)
Tac dung

Camphora cé tac dung kich thich trung tdm ho hip va van mach ¢ hanh
ndo, 1am ting strc co bop cua tim, ting huyét ap. Ngoai ra, thude con co tac dung
gian mach da va giam dau. Thudc duoc dung dé kich thich ho hip, tuan hoan khi
bi suy yéu va dung ngoai dé giam dau.

Tac dung khong mong mudn

C6 thé xuét hién céc triéu chung budn ndn, ndn, dau bung, nhirc dau.
Chi dinh

Tro tim trong cac trudng hop khé thd, tim yéu, suy nhuogc, ngat.
Chong chi dinh

- Phu nir c6 thai va cho con bu.

- Man cam v&i cac thanh phan cua thude.
Ché pham va liéu dung

Natri camphosulfonat 200mg/2ml dung dé tiém bép thit, tiém tinh mach.
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- Nguoi 16n: tiém 1 - 2 dng/ngay, c6 thé dén 5 dng.
- Tré em: tiém 1/4 dén 2 dng/ngay, tuy theo tudi.
4. Thudc tac dung wu tién trén tiy séng
Strychnin
La alcaloid cua hat ma tién.
Duwoc dong hoc

Strychnin dwuoc hip thu nhanh chéng sau khi tiém. Cac dau hiéu bat dau
xuat hién trong vong 15 dén 30 phut, d6i khi xuat hién cham sau 1 gio.
Strychnin di chuyén trong huyét twong va hdéng ciu, va nhanh chéng roi khoi
dong mau, khoang 50% c6 thé nhap vao cac mé trong vong 5 phut. Trong mot
ngod doc gay tir vong boi strychnin, strychnin duge tim thay trong mat, gan va da
day. Nira doi cta thudc trong huyét twong 1a 10 gio. Strychnin dé dang duogc
chuyén héa, cha yéu boi cac enzym ciia microsome gan.

Tac dung

- Thubc ¢6 tac dung uu tién trén tiy séng, kich thich phan xa tay, ting dan
truyén than kinh - co, tang dinh dudng va hoat dong co nén thudong dung diéu tri
cac truong hop té liét, suy nhuogc, dai dam, liét duong.

- Thudc gay kich thich tiéu hoa, ting tiét dich vi, ting nhu dong rudt, giup
an ngon, dé tiéu.

- Thuoc lam tang nhay cam cua cac co quan cam giac: do kich thich vao
trung tam nghe, nhin, ngui.

- Liéu cao kich thich ca vo ndo, hanh néo. Lam tang bién do va tan sd ho
hap, tang tuan hoan khi cac trung tdm nay bi rc ché. Liéu doc, kich ‘thich manh
tuy song lam tang phan xa va gay con co giat glong nhu co giat do uén van. Con
co giat do strychnin ¢ tinh chat phan xa, chi xuat hién khi c6 kich thich tir bén
ngoai nhu tleng dong, anh sang... Vi vay, khi bi ngd doc strychnin can dé bénh
nhan vao buong t6i tranh moi kich thich va dung cac thudc tic ché con co giat
nhu ether, thudc ngu...

Tac dung khong mong mudn

Run, co giat nhe, ciing co mat va chi.
Chi dinh

- Piéu tri nhuge co.

- Mét méi, m&i 6m day, an kém ngon.

- Yéu co thit, liét duong.
Chéng chi dinh

- Man cam véi thude.

- Tang huyét 4p.
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- Bong kinh.
- Viém gan.
Ché pham va liéu dung
Strychnin sulfat, 6ng tiém 1mg/ml. Tiém duéi da 1mg/lan, 2mg/24h.
CAU HOI LUQNG GIA

Cau 1. Trinh bay dic diém chung, phan loai cac thudc kich thich than kinh
trung uwong?

Cau 2,. Trinh bay dugc dong hoc, tdc dung, tdc dung khong mong mudn,
chi dinh, chong chi dinh cua cafein?

Cau 3. Trinh bay duoc dong hoc, tac dung, tac dung khong mong mudn,
chi dinh, chong chi dinh cua nikethamid?

Cau 4. Trinh bay duoc dong hoc, tac dung, tic dung khong mong mudn,
chi dinh, chong chi dinh cua strychnin?
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Bai 7. THUOC PIEU TRI ROI LOAN TAM THAN

< GIOI THIEU BAI 7

, Bai 7 gi6i thiéu vé thude diéu tr,i r6i loan tdm thén bao gém: ’khéi piém, co
ché téq dung chung, phan loai cac thuoc trc ché tdm than, thuéc chong trém cam;
dac diém chinh vé dugc dong hoc, tac dung, tac dung khong mong muoén, chi
dinh, chéng chi dinh, che pham va liéu dung cua cac thude trong nhom dé nguoi
hoc c6 duge kién thic nén tang va van dung dugc kién thire dé hoc vao tu van,
huéng dan sir dung thudc @rc ché tam than, thubc chong trAm cam an toan, hop
1y, hi¢u qua.

< MUC TIEU BAI 7
Sau khi hoc xong churong nay, nguoi hoc ¢6 kha nang:

> Vé kién thuc:

- Trinh bay dugc khfSli niém, co ché tac dung chung va phan loai cua céac
thudc e ché tam than, thudc chong tram cam.

- Trinh bay duoc nhiing dac diém chinh vé dugc dong hoc, tac dung, tac
dung khong mong mudn, chi dinh, chong chi dinh, ché pham va liéu dung cua
cac thudc trong nhom.

> Vé Ky ning:
’ - Van dyng dugc kién thuc dé tu van, huéng din st dung thube diéu tri
r01 loan tam than an toan, hop ly, hi¢u qua.

- Van dung cac kién thtrc d3 hoc vao thuc hanh nghé nghiép.

> Vé nding luc tw cha va trach nhigm:
’ - Thé higf:n dugc nang luc tu hoc, tu nghién ctru tai liéu vé thude diéu tri
ro1 loan tam than.

- Chiu trach nhiém vé két qua hoc tap cua ban than, than trong, chinh xac
trong thuc hanh nghé nghiép.

< PHUONG PHAP GIANG DAY VA HQC TAP BAI 7

- Doz voi nguoi day: sw dung phwong phdp giang day tich cuc (dién
gidng, vdn ddp, day hoc theo vin dé); yéu cau nguoi hoc thuc hién cdu héi théo
lugn va bai tap bai 7 (ca nhdn hodc nhom).

- Bﬁi voi nguoi hoc: chu dong doc trudc gido trinh (Bai 7 - Chuong 3)
trudc buoi hoc; hoan thanh day du cdu hoi thao ludn bai 7 theo ca nhdan hodc
nhom va nop lai cho nguoi day dung thoi gian quy dinh.

< PIEU KIEN THUC HIEN BAI 7
- Phong hoc chuyén mén héa/nha xwong: Phong hoc 1y thuyét
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- Trang thiét bi mdy méc: Mdy chiéu va cdc thiét bi day hoc khdc

- Hoc liéu, dung cu, nguyén vt liéu: Chuong trinh mon hoc, gido trinh,

tai liéu tham khao, giao an, phim anh va cdc tai liéu lién quan.

- Céc diéu kién khdc: Khong co

< KIEM TRA VA DANH GIA BAI 7

(\

<

- Noi dung:

Kién thirc: Kiém tra va danh gid tdt ca ndi dung da néu trong muc tiéu
kién thurc

Ky nang: Pdnh gid tat ca ngi dung dd néu trong muc tiéu ki néng.

Nang luc ty chu va trach nhiém: Trong qua trinh hoc tdp, nguoi hoc can:
+ Nghién ciru bai trude khi dén 16p

+ Chudn bi ddy d tai lidu hoc tdp.

+ Tham gia day di thoi lirong mén hoc.

+ Nghiém tuc trong qua trinh hoc tdp.

- Phwong phap kiém tra danh gia:

Diém kiém tra thuong xuyén: khong co

Kiém tra dinh kp Iy thuyét: khdng co
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NOI DUNG BAIL 7

1. Thudc Gc ché tAm than
1.1. Pai cuwong
1.1.1. Khai niém

Thudc trc ché tAm than con goi 1a thudce an than kinh, an than chu yéu hay
thudc liét than. La thudc an thin manh, chéng roi loan tAm than thé hung cam,
lam giam céc kich thich vé tam than, giam y thtrc, hoang tudng, 4o giac, lo so...
tao cam gidc tho o, lanh dam.

O liéu diéu tri, thudc khong gay ngu, khong gay mé, nhung co tac dung
trén than kinh trung wong va than kinh thue vat: gay ha huyét ap, ha than nhiét,
chéng nén, hoi ching ngoai thap va cac roi loan noi tiét...

1.1.2. Co ché tic dung

- Uc ché receptor dopaminergic ¢ nio ma quan trong nhat 1a receptor Ds.

- Uc ché cac receptor khac nhu serotoninergic, o-adrenergic, cholinergic
va histaminic H1.

Hién nay c6 5 loai receptor dopaminergic tir Dy dén Ds. Khi vao co thé,
thudc an than kinh c6 thé gan vao tat ca cac receptor nay nhung ¢ cac muc do
khac nhau. Tac dung chéng rdi loan tdm than cha yéu lién quan t6i kha ning trc
ché receptor D, & nao.

1.1.3. Phan loai
Theo ciu trac hoa hoc chia thanh cac loai sau:
- Dan xuat phenothiazin: clorpromazin, levomepromazin, fluphenazin...
- Dan xuat butyrophenon: haloperidol.
- Dan xuat benzamid: sulpirid, remoxoiprid.

- Cac dan xuat khac: dan xuat benzisoxazol (risperidon), dan xuét
thioxanthen (thiothixen, cloprothixen...), dan xuat diphenylbutyl piperazin
(pimozid), dibenzo-diazepin (clozapin), alcaloid cdy ba gac (reserpin)...

1.2. Dan xuit phenothiazin
1.2.1. Clorpromazin
Duwgc dong hoc

Clorpromazin hap thu duoc qua dudng udng, truc trang va dudng tiém.
Duong udng hap thu nhanh nhung sinh kha dung chi khoang 30%. Tac dung an
than xuat hién sau khi udng hoic dit truc trang khoang 60 phut, sau khi tiém
khoang 10 phut. Thudc phan bé rong rdi trong co thé, qua duoc hang rao mau
N30, rau thai va sita me (nong do6 thudc & ndo cao hon & huyét twong). Lién két
v6i protein huyét tuong trén 95%. Thoi gian ban thai khoang 30 gio. Thubc
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chuyén héa & gan bang phan tng oxy héa sau d6 lién hop véi acid glucuronic va
khir methyl tao thanh cac chat chuyén héa khong con hoat tinh. Thai trir chu yéu
qua nudc tiéu.
Tac dung

- Trén than kinh trung wong va tdm than: clorpromazin va cac dan xuét
cua phenothiazin c6 tdc dung chinh la an than manh, chong 161 loan tam than thé
hung cam, lam giam hoang tudng, 4o giac, thao cuong, vat va, lam mat cac y
nghi ky la (dac trung clia bénh tdm than phén liét), tao cam giac an diu, lanh
dam, thd o v&i ngoai canh va e ché cac phan xa c6 diéu kién.

Céc tac dung khac trén than kinh trung wong:

+ Gay ha than nhiét do wrc ché trung tAm diéu nhiét (nAm ngay phia trudc
cua vung dudi doi)

+ Chéng nén 1a do phong bé receptor dopaminergic ¢ san néo that IV.

+ Gay hoi ching ngoai thap, nhat 1a khi dung liéu cao.

+ Thubc it anh huong t&1 vé ndo nén it anh hudng téi hoat dong tri tué,
khong lam mat phan xa tiy va phan xa khong di€u kién. Hi€p dong tac dung véi
cac thudc uc ché than kinh trung wong.

- Trén hé than kinh thuc vat:

+ Huy a-adrenergic va lam ddo ngugc tdc dung cia noradrenalin trén
huyét ap, lam gian mach ngoai vi va ha huyét ap.

+ Huy muscarinic gdy gidn dong t, tdo bon, giam tiét dich, khd miéng,
kho da, bi tiéu...

- Trén hé tuan hoan: tac dung phirc tap do tic ché ca trung uong va ngoai vi
nhung néi chung gay ha huyét ap thé dung, cham nhip tim, gian mach va ha huyét
ap.

- Trén hé noi tiét: tang tiét prolactin ciing do trc ché receptor D, lam ting
tiét stra va gay chirng va to ¢ dan 6ng. Giam tieét FSH va LH, giam nong d6
gonadotropin, estrogen, progesteron gay mat kinh & phu ntr.

- Khéng histamin va serotonin gay tic dung an than, binh than.

Tac dung khong mong mudn va djc tinh

- Tac dung khong mong mudn chu yéu lién quan dén tac dung duoc 1y:

+ Than kinh trung uong: gay budn ngu, mét moi, trAm cam, hoi ching
ngoai thap, Parkinson, suy nghi cham chap, 1u lan...

+ Than kinh thyc vat: gy tac dung khong mong mudn kiéu atropin gdm:
tao bon, kho miéng, bi tiéu, gian dong tir. Ngoai ra, gdy loan nhip tim, suy tim,
ha huyét ap thé dung.
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+ Noi tiét: tang can, chay sita, ching va to ¢ dan ong, giam tinh duc, rdi
loan kinh nguygét...

- Tac dung khong mong mudn khéc: gay doc voi mau (giam bach cau, tiéu
cau, thiéu mau). Vang da r mat, sot cao ac tinh va cac phan tng di ing.

Chi dinh

- Khoa tdm than: diéu tri bénh tAm than phan li¢t cac thé, giai doan hung
cam cua tam than ludng cuec.

- Khoa khéc:
+ Chéng non, chéng nac.
+ Tién mé.
+ Bénh udn vén (diéu tri hd tro).
Chong chi dinh
- Ngo doc thude e ché than kinh trung wong: ruou, thude ngu, opioid.
- C6 tién str giam bach cau hat va rdi loan tao mau, nhugce co.
- Bénh Parkinson.
Ché pham va liéu dung
- Ché pham: Aminazin

+ Dang udng: vién nén 10 - 200mg; dung dich uéng hoic siro 10 -
100mg/5ml.

+ Dang thudc dan: vién 25mg va 100mg.

+ Dang tiém: dng tiém 25mg/ml.

- Liéu dung:

+ Ubng: 10 - 25mg/lan x 2 - 4 1an/24h.

+ Tiém: 25 - 50mg/lan x 3 - 4 1an/24h.
1.2.2. Levomepromazin (Methotrimeprazin)
Duwogc dong hoc

Sau khi uéng, néng d6 dinh trong huyét tuong dat duoc tu 1 dén 4 gio va
sau khi tiém mong tir 30 dén 90 phut. Khoang 50% thudc ubng vao tuan hoan
toan than. Levomepromazin chuyén hoa ¢ gan thanh sulfoxid va chat lién hop
glucuronic va bai tiét nhidu vao nude tiéu dudi dang cac chat d6. Mot lugng nho
thudc dang khong bién doi bai tiét vao phan va nudc tiéu (1%). Thoi gian ban
thai khoang 20 gio.

Tac dung

Thudc c6 tac dung giam dau manh, an than va giy ng, tac dung tuong tu
clorpromazin.
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Tac dung khong mong muén

Tac dung khong mong mudn cta levomepromazin gidng cic phenothiazin
khac, nhung ha huyét ap thé ding nang hon va xay ra thuong xuyén hon so voéi
cac phenothiazin khéc.

Chi dinh

- Piéu tri con dau nghiém trong (thuong duoc dung phdi hop thude giam

dau)
- Tién mé trudc khi phau thuat.
- Loan than chu ky, loan than thyc thé, loan than giai doan hung cam.
- Tam than phan liét
- Dung trong chuyén da dé nham an than va giam dau.
- Réi loan nhéan cach c6 hanh vi hudng ngoai qua muc va co thai do giy
20.
Chdng chi dinh

- Ngo doc thude tre ché than kinh trung wong: ruou, thue ngt, opioid.

- Bénh nhan hén mé, nhuoc co, ¢o tién sir co giat, tién sir giam bach cau.
Ché pham va liéu dung

- Vién nén 25mg, ong tiém 25mg/ml.

- Diéu tri loan tAm than va giam dau:

+ Nguoi 16n:

~ Thudc udng: lidu khoi dau ding 50 - 75mg/24h, chia thanh 2 - 3 1an. Nén

udng trong bira an va co thé tang liéu néu dap ung dugc thudc. Trong trudng
hop st dung liéu ban dau cao (100 - 200mg/24h) can nam trén giwong trong vai

ngay dé han ché tinh trang ha huyét ap thé dung. Voi truong hop loan than ning:
Dung 1g/24h hoac hon.

Thudc tiém: tiém bap 10 - 20mg/ 1an, nhic lai sau 4 - 6 gio.
+ Tré em

Thudc udng: liéu khoi dau dung 0,25mg/kg/24h, chia thanh 2 - 3 lan,
dung chung véi bita an. Tré em dudi 12 tudi khong dung qua 40mg/24h.

Thudc tiém: tiém bap 0,062 - 0,125mg/kg/24h. Tiém nhiéu lan hodc tiém
1 lan.

1.3. Dan xuit butyrophenon
Haloperidol (Haldol, Peridol, Forrtunan)

Duwogc dong hoc
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Hép thu tot qua duong tiéu hoa. Sinh kha dung 60 - 70%. Sau khi ubng 4 -
6 gio, thuoc dat néng do t6i da trong mau nhung trang thai can bang dat dugc
sau | tudn diéu tri. Lién két véi protein huyét tuong 90%. Nong do thudc trong
huyét twong thay ddi theo ca thé nguoi bénh. Chuyén héa chu yéu & gan bang
phan Ung khu alkyl oxy hoéa. Thai trir qua than va mat. Thoi gian ban thai
khoang 24 gi10.
Tac dung

- Trén than kinh trung wong va tAm than, thudc co tic dung tuong tu
clorpromazin va cic dan xuat khac ciia phenothiazin: chéng réi loan tam than
manh, giam lo au, chéng ndon manh, giam dau va gay hoi chimg ngoai thap.

- Trén than kinh thyc vat: rat it tic dung 1én hé than kinh thuc vat. O liéu
diéu tri, thuoc khong gay huy giao cam va pho giao cam, khong khang histamin
nhung gay gian co.

T4c dung khéng mong mudn

Tuong tu clorpromazm haloperldol gdy ngu ga, roi loan ngoai thap, hoi
chtmg Parkinson, réi loan ndi tiét, ting tiét stra va chimg vu to ¢ dan 6ng. Tuy
nhién, thudc it gy tac dung khong mong muén trén than kinh thyc vat.

Chi dinh

- Chuyén khoa tdm than: diéu trj cac trang thai tim than cdp va mén tinh:
tam than hung cam, hoang tudng, tam than van dong, tm than phan liét, do giac
va trang thai mé mong, It lan kem kich dong.

- Chuyén khoa khac: chéng non, tién mé, giam dau nhét 13 sau chiéu xa
bénh ung thu.

Chong chi dinh

- Man cam véi haloperidol.

- Qua liéu thudc trc ché than kinh trung vong.

- Bénh Parkinson.

- R6i loan chuyén hoa porphyrin.

- Phéi hop voi levodopa.

- Than trong v&i ngudi rdi loan ngoai thap, dong kinh, tram cam, cuong
giap.
Ché pham va liéu dung

- Ché phém: vién nén 0,5; 1; 1,5; 2; 5; 10 va 20mg. Dung dich uéng
0,05% va 0,2%. Ong tiém 5mg, 50mg va 100mg/ml.

- Liéu dung: thuong dung 0,5 - 5mg/lan x 2 - 3 1an/24h.
- Liéu tbi da: 100mg/24h.

1.4. D4n xuit benzamid
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Sulpirid (Dogmatil, Viparal)
Duwoc dong hoc

Hap thu duogc qua duodng tiéu hoa, sau khi ubng 4 - 5 gid dat nong do tdi
da trong mau. Lién két voi protein huyét twong 40%. Thudc khuéch tan nhanh
vao cac td chic nhat 1a gan, than, ndo; it qua rau thai va stra me. Thai trtr 90%
qua than dang chua chuyén hoa.

Tac dung
La thude chéng roi loan tAm than ludng cuc.

- Liéu thude 100 - 600mg: co tac dung kich thich, giai e ché, chdng cac
trang thai tram cam do kich thich receptor dopaminergic sau synap ¢ than kinh
trung vong.

- Liéu trén 600mg c6 tac dung chong hoang tudng, 4o giac 1am an dju do
thudc kich thich vao receptor dopaminergic trude synap lam giam giai phong
dopamin.

T4c dung khéng mong mudn
- Trén than kinh: rdi loan van dong, hoi chtng ngoai thap, ngu ga...
- Tim mach: ha huyét ap thé dung.
- N§i tiét va chuyén hoa: tang tiét sita, ting can...
Chi dinh
- Liéu thap: cac roi loan tdm than thé trim cam.

- Liéu cao: céc r61 loan tam than thé hung cdm: tam than phan li¢t, do
giac, thao cudng...

Chong chi dinh
- Man cam véi thube.
- Nguoi dong kinh, u tiy thugng than.
- Nguoi mang thai va thoi ky cho con bu.
- Phéi hop véi cac thude levodopa, ruou...
Ché pham va liéu dung

- Ché pham: vién nang 50 va 200mg. Ong tiém 2ml chira 100mg va
200mg.

- Liéu dung;

+ R4i loan tAm than thé trAm cam: 200 - 600mg/24h.

+ R4i loan tAm than thé hung cam: 800 - 1600mg/24h.
1.5. C4c din xuat khac

DAn xuit benzisoxazol: Risperidol
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- Thubc ddi khang SHT, ¢ v0 ndo nén c6 tac dung diéu tri cac triéu ching
am tinh ctia tdm than phan liét. Ngoai ra, thuoc ciing c6 tac dung doi khang trén
receptor D, nén con c6 hi€u qua di€u tri tri€u chirng duong tinh cua tadm than
phan liét (tdc dung trén SHT, manh hon trén D, khoang 20 lan).

- Tac dung khong mong mudn c6 thé gip 1a mat ngl, nga ga, chong mat,
mét moi, buodn non...

- Thudc it gay réi loan ngoai thap hon cac thude kinh dién tuy nhién van
gap mot so tri¢u ching nhu run co, cham chap, cung do...

- Liéu dung: khoi dau ubéng 2mg/24h, nhitng ngay sau ting dan 1én dén
liéu 6mg/24h. Khong nén dung quéa 8mg/24h.

Din xuit thioxanthen
- Dan xuit thioxanthen co cdu triic twong tuy phenothiazin, chi thay

nitrogen bang carbon ¢ nhan trung tdm. Cac thudc trong nhéom gdém co
thiothixen, cloprothixen, flupenthixol.

- Thubc ¢6 tac dung an than kinh va chéng nén twong tu clorpromazin,
nhung manh hon (thiothixen c6 tdc dung manh hon clorpromazin khoang 20
lan).

- Chu yéu di€u tri ro1 loan tdm than, bénh tdm than phan liét, hoang tudng
roi loan cu xur & nguoi nghién ruou.

- Tac dung khong mong muén tuong ty clorpromazin: an than, ha huyet
ap va khang muscarinic. Tuy nhién, thudc 1am ting truong luc co va gay rdi loan
ngoai thap nhiéu hon.

- Liéu dung:
+ Cloprothixen: 15 - 50mg x 3 1an/24h.
+ Flupenthixol: 20 - 80mg/24h.

2. Thudc chdng trim cam

2.1. Dai cwong

2.1.1. Khai niém

- Tram cam 1a mot {trang thai tam |y bénh ly, bleu hién qua trinh tc che
toan b hoat dong tam than. Ba réi loan co ban cta tram cam la giam khi sac,
giam hoat dong va glam hung thi. Céc tridu ching trim cam gém: mét mai,
chan an, mat ngu, giam tap trung cha y, giam ty tin, budn chan, that vong, y
tudng toi 161, bi quan vé twong lai, c6 y tuéng hay hanh vi tu sét. .

- Thudc chong trAm cam lam mét cac tinh trang u sau, budn chan, that
vong... 1ap lai can bang vé tam than.

2.1.2. Co ché tdc dung va phan logi
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Bang 3.6. Phan loai thudc chong trim ciam theo co ché tic dung

Nhoém thube

Co ché tac dung

Cic thube

Uc ché monoamine
oxidase (IMAO)

IMAO khong chon
loc

Phenelzin, isocarboxazid,

tranylcypromin

IMAO chon loc Moclobemid, toloxaton
Chéng tram cam ba|Uc ché thu hdi | Amitriptylin,  imipramine,
vong noradrenalin va | nortriptylin, trimipramin,
serotonin desipramin...
Uc ché chon loc thu héi | Uc ché chon loc thu | Fluoxetin, fluvoxamine,

serotonin héi serotonin paroxetine va sertraline
Céc thudc khac Tac dung theo cac co | Amoxapin, maprotilin,
ché khac nhau nonifensin, trazodon,
mianserin, ifrindol,

bupropion, nefazodon...

2.2. Thudc e ché monoamin oxydase (IMAOQO)
2.2.1. IMAO khong chon loc
Duwge dong hoc

Céc thudc déu hap thu tot qua duong ti€u hoa, nhung tac dung chong tram
cam ciing chi c6 sau 1 — 2 tuan dung thude. Chuyen hoa & gan tao chat chuyén
héa con hoat tinh. Thai trir chil yéu qua nudc tiéu.

Tac dung

Enzym MAO c6 nhiéu trong ty thé & ndo (MAO,A) va & cac md nhu gan,
rudt, phoi, mach mau... (MAOg). MAO la enzym quan trong tham gia vao
chuyén hoa va lam mat hoat tinh cta cac chat trung gian hda hoc c6 ban chat 1a
cac monoamine nhu: noradrenalin, serotonin, dopamine.

Thudc IMAO khong chon loc ¢ tac dung trc ché ca MAOA va MAOg lam
tdng cac chat trung gian hoa hoc ¢ ¢ trung uong va ngoai vi. Vi vay, gay nhiéu
tac dung khong mong muon.

- Trén tAm than: thudc c6 tac dung chéng tram cam. Khac véi thude chdng
tram cam ba vong, IMAO khong chon loc gay tdng van dong va gay sang khoai
& nguoi binh thuong.

- Cac tac dung khac (khong dugc ap dung trong diéu tri):

+ Gidn mach, ha huyét ap.

+ Giam str dung oxy, chdng con dau thit nguc.

Tac dung khong mong mudn
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So vdi cac thudc chéng trdm cam khéc, cac thuéc IMAO gay tac dung
khéng mong mudn nhiéu va ning hon nén ngay nay it dung.

- Thube thuong gay kich thich, mat ngu, thao cudng, 1a 14n, 40 giac, run
co, co giat, ha huyét ap thé diang.

- Gy viém gan, t6n thuong té bao gan.

- Gay tuong tac voi nhiéu loai thudc, thirc an va d6 udng nén de gay doc
Vi co thé. Vi vay, khi dung cac thuéc IMAO phai rat than trong vé ché do an
udng.

Chi dinh
Céc trang thai tram cam.
Chong chi dinh
- Man cam véi thube.
- Suy gan.
- Bénh tim mach.
- Bénh dong kinh.
Cic thudc trong nhém
Dién hinh c6 phenelzin, isocarboxazid va tranylcypromin.

Céac thude chéng tram cam IMAO khong chon loc co nhiéu doc tinh va
tuong tac voi nhiéu thudc cling nhu thirc dn, nén ngay nay it dung.
2.2.2. IMAO chon loc

La cac thudc e ché chon loc MAO, & ndo, ¢o tac dung chéng trAm cam
tuong tu loai tc ché khong chon lgc. Thudce khong tac dung trén MAOg & ngoai
vi, t0 chtrc, vi vay it tac dung khong mong muon va doc tinh hon nhém tc ché
khong chon lgc.

Hai thuéc IMAO chon loc thong dung 1a toloxaton va moclobemid, cé tac
dung tuong tu nhau, duoc chi dinh trong céc trang thai tram cam, ching loan
tam than, vo cam.

Thudc khong duoc dung khi thao cudng, hoang tuong va khong phdi hop
v61 nhom IMAO khong chon loc.

Liéu dung:
- Toloxaton: 200mg x 3 1an/24h. Vién nang 200mg.
- Moclobemid: 300 — 600mg/24h. Vién nén 150mg.
2.3. Thudc chong tram ciam 3 vong
Duwogc dong hoc

Thudc hip thu khong hoan toan qua duong tiéu hoa. Sau khi udng 3 - 4
gi0, thudc dat nong do to1 da trong mau. Lién két voi protein huyét tuong trén
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90%, phan bd nhanh vao cac t6 chiic gan, ndo, than. Chuyén héa & gan tao thanh
cac chat chuyén hoa c6 hoat tinh manh hon chat me¢. Thoi gian ban thai 15 - 50
gi0. Thuoc thai trir chi yéu qua nudc tiéu.

Tac dung

- Trén tam than: thudc c6 tac dung chéng trAm cam, lam mat cac trang
thai u sau, budn chan, tht vong, tang cuong hoat dong tam than, c6 tac dung tot
v0i cac dang tam than van dong, roi loan giac ngu, kém an, giam can. Tac dung
thuong xuat hién cham (sau 1 - 2 tuan dung thudc) va kéo dai.

- Ngoai ra, thudc con khang cholinergic ¢ trung wong va ngoai vi gay cac
tac dung sau:

+ Trén than kinh trung wong: phan 16n cac thube co tac dung an than tir
nhe dén manh (trir protriptylin). Tuy nhién, tic dung an than cta thuoc giam dan
khi dung lién tuc.

+ Trén than kinh thuc vat:

Hé giao cam: liéu thap, thudc trc ché thu hoi noradrenalin, gay kich thich
giao cam, 1am ting hoat dong cua tim, tang huyét ap. Liéu cao, thudc gay hiy a-
adrenergic 1am giam luu luong tim, gidn mach, ha huyét ap. Ngoai ra, con co tac
dung chdng loan nhip.

H¢ pho giao cam: thudc uc ché hé muscarinic giong atropin, gay gian
dong tur, gidm tiét dich.

Ngoai ra, thudc con co tac dung khang histamin nhe.
Tac dung khong mong mudn

- Gy | roi loan than kinh va tam than nhu: hoang tuong, ao giac, ac mong,
lo ling, I 14n, budn ng hodc mat ngu, mat thang bang, run, co giat... thudng
gip khi méi diéu tri.

- Trén than kinh thyc vat: gay ha huyét ap tu thé dung, kho miéng, tio
bon...

- Chuyén hoa: thém an, an vo d9, ting can.

- Noi tiét: r6i loan kinh nguyét, giam tinh duyc...
Chi dinh

- Trang thai tram cam cac loai (ndi1 va ngoai sinh).

- Pau do nguyén nhan than kinh.

- Pai dam & tré em trén 6 tudi va ngudi 1on.
Chéng chi dinh

- MAn cam véi thude.

- Hoang tudng, 4o giac.
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- Réi loan tim mach, xo vita dong mach.

- Bong kinh.

- Bénh glaucom.

- Nguoi nghién ruou va ngudi cao tudi.
Cic thudc trong nhém

Amitriptylin, imipramine, nortriptylin, trimipramin, desipramin... déu co
tac dung, chi dinh, tac dung khéng mong muon, chdng chi dinh va twong tac
thudc twong tu nhau, chi khic nhau vé cuong d6 tac dung va lidu dung.

2.4. Thudc e ché chon loc serotonin
Fluoxetin
Duwge dong hoc

Fluoxetin hap thu duoc qua duong ti€u hoa. Voi lidu diéu tri, ndng do
thudc trong huyét twong duy tri on dinh sau vai tuan. Thudc chuyen hoéa & gan
tao ra norfluoxetin c6 hoat tinh va thoi gian ban thai dai hon chat me (thoi gian
cua fluoxetin la 7 - 9 ngay con norfluoxetin la 10 - 30 ngay). Thudc thai trir cha
yeu qua nuoc tiéu.

Tac dung

Fluoxetin va cac thudc tuong tu co tac dung wc ché chon loc thu hoi
serotonin vé ngon soi than kinh, gay hoat hoa tam than nén c6 tac dung chéng
tram cam. Tac dung chéng tram cam cua thudc twong tu nhom thude tram cam
ba vong. Tuy nhién, do thudc khong rc ché adrenergic, hau nhu khong khang
cholinergic nén it gay tac dung khong mong muén trén tim, mach va huyét ap
hon thudc chong tram cam ba vong va thuéc IMAO. Thudc it gdy twong tac véi
thire dn, dd udng va doc tinh cap thuong nhe. Vi vay, hién nay nhom thude nay
hay duoc st dung hon.

Tac dung khong mong mudn

- Thuong gip 1a budn ndn, chan an va mat ng.

- Khi phéi hop véi thuée IMAO c6 thé gy hoi chimg serotonin.

- Ngoai ra, thude con gdy tang ty 1¢ tu sat, hanh vi bao lyc & bénh nhan
dung thudc. Vi vay, trong khi diéu tri phai giam sat chit ch& bénh nhan.

Chi dinh
- Cac trang thai trAim cam.

- Céac trang thai ro1 loan tdm than (ro1 loan giac ngd, con hoang sg, roi
loan &m anh cudng birc, 161 loan dn udng).

Chéng chi dinh

- Man cam v&i thuoc.
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- Suy than nang.

- Phu ntr ¢6 thai, cho con b.

- Tré em dudi 18 tudi.

Ché pham va liéu dung

- Vién nang 10mg, 20mg.

‘ - U(f)ng 20mg/24h vao budi sang, sau vai tudn c6 thé ting liéu va chia ra 2
lan/24h, t6i da 80mg/24h.

Bang 3.7. Tém tit tac dung va lidu dung ciia thudc chong trim cam

Tén thudc Uc ch‘é' thu | Ut ch‘é' thu | An than Khang Liéu dung
hoi hoi muscarinic | (mg/24h)
noradrenalin | serotonin
Choéng tram cam ba vong
Amtriptylin ++ +++ +++ +++ 75 - 200
(Elavil,
Laroxin)
Amoxapin ++ + ++ ++ 200 - 300
(Asendin)
Clomipramin +++ +++ +++ ++ 75 - 300
(Anafranil)
Desipramin +++ 0 + + 75 -200
(Norpramin)
Doxepin + ++ +++ +++ 75 -300
(Adapin)
Imipramin ++ +++ ++ ++ 75 - 200
(Tofranil)
Maprotilin +++ 0 ++ ++ 75 -300
Nortriptylin ++ +++ ++ ++ 75-150
(Pamelor)
Protriptylin +++ ? 0 ++ 20 - 40
(Vivactin)
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Thuoc e ché chon lgc thu hoi serotonin

Fluoxetin 0 +++ + + 10 - 60
(Prozac)
Fluvoxamin 0 +++ 0 0 100 - 300
(Luvox)
Paroxetin 0 +++ + 0 20-40
(Paxil)
Sertralin 0 +++ + 0 50 - 200
(Zoloft)
Cic thube khac
Nefazodon 0 + ++ +++ 200 - 400
Trazodon 0 ++ +++ 0 150 - 200
Venlafaxim ++ +++ 0 0 75 - 250
Ghi chu:

(0): Khong c6 tac dung; (+): Tac dung nhe; (++): Tac dung trung binh

(+++): Tac dung manh; (?): Khong rd

3. Thuoc diéu hoa hoat dong tim than

Lithium

Duwoc dong hoc

Thudc hép thu gin nhu hoan toan qua dudng tiéu hoa. Sau khi udng
khoang 2 gio dat nong do t6i da trong mau (nhung trang thai tim than chi 6n
dinh sau khi dung thudc 5 - 7 ngdy). Thudc phan b rong rii dén cac t6 chuc,
qua hang rao mau ndo cham. Thuéc khong lién két véi protein huyét twong va
khong chuyén hoa. Thai trir chu yéu qua than, thoi gian ban thai khoang 20 gio.
Tai thn, lithium tai hap thu canh tranh v&i Na , Vi vay nhiing ngudi an it muoi
hodc dung lau dai cac thude 1oi thiéu thai mudi (th1a21d) s& lam tang tai hap thu

lithium.
Tac dung

Lithium 14 thudc 6n dinh tim than, c6 tac dung phong va diéu tri rbi loan
tam than ¢ ca hai pha hung cam va tram cam.

Tac dung khong mong mudn

- Thubc ¢ pham vi an toan hep, doc tinh cao.
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- Tac dung khong mong muon hay gdp: run, khat nhiéu, uong nhiéu va
ti€u nhiéu, tang can, phu né chan tay...

- Trén than kinh: hoa mat, chong mat, budn ngu, cham chap, 14 1an, 4o
giac, U tai, hay giat minh, hoi1 chiing nao...

- Céc tac dung khong mong mudn khéc trén noi tiét, tudn hoan, tiéu hoa.
Chi dinh

- Phong va diéu tri con hung va trAm cam.

- Phong va diéu tri bénh hung - trAm cam va trAm cam tai phat.
Chong chi dinh

- Bénh than, bénh tim mach, bénh Addison, thiéu ning tuyén giap.

- Tré em dudi 12 tudi.
Ché pham va lidu dung

- Vién nén, nang: 200 - 400mg.

- Liéu dung:

+ Piéu tri con hung - trAm cam cap tinh: 1500 - 1800mg/24h, chia 2 - 3

+ Du phong (diéu tri 1au dai): 900 - 1200mg/24h, chia 2 - 3 lan.
CAU HOI LUQONG GIA
Cau 1. Trinh bay dinh nghia, co ché tac dung cua thudc trc ché tim than?

Cau 2. Trinh bay dinh nghia, co ché tac dung va phéan loai cta thudc
chong tram cam?

Céau 3. Trinh bay dugc dong hoc, tac dung, tac dung khong mong mubn va
ddc tinh, chi dinh, chong chi dinh cta clorpromazin?

Cau 4 Trinh bay dugc dong hoc, tdc dung, tac dung khong mong mudn,
chi dinh, chong chi dinh cua sulpirid?

Céau 5 Trinh bay duoc dQng hc;)c, tég dung, tac dung khong mong mudn,
chi dinh, chong chi dinh ctua thuéc chong traim cam ba vong?

Cau 6 Trinh bay dugc dong hoc, tdc dung, tdc dung khong mong mudn,
chi dinh, chong chi dinh cuaa lithium?
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CHUONG 4. THUOC TAC DUNG TREN HE THAN KINH
THUC VAT

< GIOI THIEU CHUONG 4

~ Chuong 4 gi¢i thigu vé& thudc tac dung trén h¢ than kinh thuc vét bao
gbém: cac chat dan truyén than kinh, cac h¢ phan tmg va phan loai thudc tac dung
trén hé than kinh }huc vat; dac dié;n chinh veé duqc, d@ng hoc, tép dung, tac dung
khong mong muoén, chi dinh, chong chi dinh, ché phdm va liéu dung cua cac
thudc trong nhom dé nguoi hoc c6 dugce kién thirc nén tang va van dung dugc
kién thuc da hoc vao tu van, huéng dan st dung thuoc tac dung trén hé than
kinh thuc vat an toan, hop 1y, hiéu qua.

< MUC TIEU CHUONG 4
Sau khi hoc xong chuong nay, nguoi hoc ¢o kha nang:

> Vé kién thirc:

- Trinh bay duoc céac chét dan truyén than kinh, cac hé phan tmg va phan
loai thuoc tac dung trén hé than kinh thuc vat.

- Trinh bay duoc nhiing dac diém chinh vé dugc dong hoc, tac dung, tac
dung khong mong mudn, chi dinh, chong chi dinh, ché pham va liéu dung cua
cac thude trong nhom.

> Vé Ky ning:

- Van dung dugc kién thirc dé tu van, hudng din st dung thudc tac dung
trén hé than kinh thuc vat an toan, hop ly, hi€u qua.

- Van dung céc kién thirc d3 hoc vao thuc hanh nghé nghiép.

> Vé nding luc tw cha va trach nhigm:

- Thé hién duoc nang luc tu hoc, tu nghién ctru tai li¢u vé thudc tac dung
trén hé than kinh thuc vat.

- Chiu trach nhiém vé két qua hoc tap ctua ban than, than trong, chinh xac
trong thuc hanh ngh¢ nghiép.

<» PHUONG PHAP GIANG DAY VA HQC TAP CHUONG 4

- Doz voi nguoi day: sw dung phwong phdp giang day tich cuc (dién
gidng, vdn ddp, day hoc theo vin dé); yéu cau nguoi hoc thuc hién cdu héi théo
ludn va bai tap chwong 4 (cd nhdan hodac nhom).

- Déi véi nguoi hoc: chu dong doc trudc gido trinh (Chuong 4) truoc
buoi hoc, hoan thanh day du cdu hoi thao ludn chwong 4 theo cd nhan hodc
nhom va nop lai cho nguoi day dung thoi gian quy dinh.

< PIEU KIEN THU'C HIEN CHUONG 4

- Phong hoc chuyén mén héa/nha xwong: Phong hoc 1y thuyét
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- Trang thiét bi mdy méc: Mdy chiéu va cdc thiét bi day hoc khdc

- Hoc liéu, dung cu, nguyén vt liéu: Chuong trinh mon hoc, gido trinh,

tai liéu tham khao, giao an, phim anh, thuéc thanh phcfm va cac tai liéu lién

quan.

- Céc diéu kién khdc: Khong co

< KIEM TRA VA DPANH GIA CHUONG 4

<<

AN

- Noi dung:

Kién thirc: Kiém tra va danh gid tdt ca ndi dung da néu trong muc tiéu
kién thurc

Ky nang: Pdnh gid tat ca ndi dung da néu trong muc tiéu ki néng.

Nang luc ty chu va trach nhiém: Trong qua trinh hoc tdp, nguoi hoc can:
+ Nghién ciru bai trude khi dén 16p

+ Chudn bi ddy d tai lidu hoc tdp.

+ Tham gia ddy i thoi lwong mén hoc.

+ Nghiém tuc trong qua trinh hoc tap.

- Phwong phap kiém tra danh gia:

Diém kiém tra thuong xuyén: khong co

Kiém tra dinh kp Iy thuyét: 1 bai kiém tra (hinh thitc: tw ludn)
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NOI DUNG CHUONG 4

1. Dai cuong

Hé than kinh thuc vat con goi la hé than kinh tu dong, chuyén diéu khién
cac hoat dong ngoai y mudn cua con nguoi. No gilr vai tro diéu hoa chirc phan
ciia nhiéu co quan quan trong nhu ho hép, tudn hoan, tiéu hoa, than nhiét,
chuyen héa va bai tiét... Vi thé, hé than kinh thuc vat 13 hé diéu hoa cac hoat
dong co tinh chat séng con cua co thé, gitp co thé song 6n dinh va thich nghi
dugc voi nhitng thay doi ctia méi truong.

Soi than kinh thuc vat bat nguén tr cac trung tam & ndo va tuy séng, d1 to1
cac co quan, cac tang, mach mau. Hé than kinh thue vat duoc chia thanh 2 hé:
hé giao cam (sympathetic) va h¢ pho giao cam (parasympathetic). Hai hé nay co
chirc nang ddi nguoc nhau trong diéu hoa céc hoat dong cua co thé.

1.1. Chat dan truyén than kinh

Chét dan truyén than kinh (chat trung gian hoa hoc) la nhing chat hoa hoc
dong vai tro trung gian dan truyén xung dong than kinh qua khe synap. Chat dan
truyén than kinh duoc tong hop ngay tai té bao than kinh, sau d6 duogc duy trit
dué6i dang phirc hop trong céac hat dic biét & ngon soi than kinh dé tranh bi phan
huy.

- Chat trung gian ctia hé giao cam 1a cac catecholamin (adrenalin,
noradrenalin hodc dopamin) c6 ¢ ngon soi sau hach giao cam. Cac chat nay
dugc goi 1a catecholamin vi trong cu tric déu c6 nhéan catechol (gdm vong
benzen va 2 nhdm -OH & vi tri ortho) va chudi amin ¢ nhanh bén. Chung con
duogc goi 1a cac amin cudng giao cam. Tuy nhién, ¢6 nhidu amin cudng giao cam
khong phai la catecholamin nhu phenylephrin, ephedrin, amphetamin...

- Chét trung gian cta hé pho giao cam 1a acetylcholin, ¢ ¢ ngon soi trudc
hach phé giao cam, ngon sg¢1 sau hach phé giao cdm va ngon soi trudc hach giao
cam.

Ngoai 1¢€:

- Ngon so¢1i sau hach giao cam chi phéi hoat dong cua tuyén mo hoi tiét ra
acetylcholin.

- Dy giao cam chi phdi hoat dong cia tuyén tity thugng than khong di
qua hach nao, tin cung tiét ra acetylcholin, ri kich thich tuyén tay thuong than
tiét ra adrenalin. Hau hét adrenalin duoc bai tiét & tay thuong than. Vi vay,
ngudi ta goi ty thuong than 14 hach giao cam khong 10.

- Day than kinh van dong chi phdi hoat dong cia co van ciing khong di
qua hach nao, tan cung ti€t ra acetylcholin.

1.2. Cac hé phan {ng ciia hé than kinh thwe vt
1.2.1. H¢ cholinergic
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Hé théng céc thu thé co phan tmg dac hiéu voi acetylcholin goi 1a h¢ phan
mg voi acetylcholin hay hé cholinergic (cholinoceptor). Hé nay chu yéu c6 &
mang sau synap hach giao cadm, hach ph6 giao cam, mang sau synap sgi sau
hach phé giao cam va mang sau synap than kinh - co. Chung dugc chia thanh 2
hé nho 1a hé muscarinic (h¢ M) va hé nicotinic (hé N). Ngoai ra, cac hé nay con
thiy ¢ than kinh trung wong.

H¢ muscarinic

H¢ muscarinic la h¢ ngoai phan tmg v6i acetylcholin con bi kich thich boi
muscarin va bi phong bé bai atropin. Trong co thé, hé ndy c6 & mang sau synap
soi sau hach pho giao cam va tuyén mo héi.

Hién nay, nguoi ta tim ra 5 loai receptor ciia hé muscarinic: M, M,, Mg,
M4, Ms. Receptor My, M3, Ms ¢6 ¢ co tron khi ph€ quan, ti€u hoa, ti€t ni¢u, hach
va tuyen tiet. Receptor M, va My ¢6 nhi€u ¢ co tim va co tron mach mau.

Khi kich thich h¢ muscarinic gay co co tron khi phé quan, ti€u hoa, tiét
niéu, ting tiét dich, gidn co tron mach mau, rc ché tim va ha huyét ap.

Hg¢ nicotinic

H¢ nicotinic 1a hé ngoai phan Uimg v&i1 acetylcholin con bi kich thich béi
nicotin ¢ li€u thap va bi phong bé bdi nicotin & li€u cao. HE nicotinic cd & cac
hach giao cam, hach pho6 giao cam, ban van dong co xuong va tuyén tuy thuong
than.

Khi kich thich h¢ nicotinic gdy co co van, kich thich tim, co mach, tang
huyét ap, gian dong tir.

1.2.2. H¢ adrenergic

Hé thdng cac thu thé co chung dic tinh phan tng dic hiéu voi adrenalin
hoac noradrenalin dugc goi la h¢ phan Ung v&i adrenalin hay hé adrenergic
(adrenoceptor).

Hé adrenergic c6 chil yéu & mang sau synap soi sau hach giao cam, ciing
dugc chia thanh 2 hé nho 13 hé a-adrenergic va h¢ 3-adrenergic.

Hé a-adrenergic: bao gdm céc receptor o Va o.

- Receptor o, ¢6 & mang sau synap soi sau hach giao cam, trén co tron
mach mau ngoai vi, dudi da, ndi tang, co vong ti€u hoa ti€t ni€u, co tia mong
mat. Khi kich thich receptor o, gay co co tron mach mau va tang huyét ap, co co
tia mong mat lam gidn dong tir, co co tron tiét niéu.

- Receptor o, ndm & mang trude synap cua soi sau hach giao cam di t6i
co tron mach mau, ti€u cau, t€ bao md. Khi kich thich receptor a, lam gidm tiét
renin, gian mach va ha huyét ap, tang két dinh ti€u cau.

O ngoai vi, receptor o, chiém wu thé nén khi kich thich hé o-adrenergic
ngoai vi thudong gay co mach va tang huyét ap.
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Hé B-adrenergic: co 3 loai receptor 1a By, B, va B3

- Receptor B; c6 ¢ mang sau synap cua soi sau hach giao cam chi phdi
hoat dong cua tim.

- Receptor 3, c6 ¢ mang sau synap cua soi sau hach giao cam ¢ co tron
mach mau, phé quan, tiéu hda, tiét niéu, co van, hé chuyén hoa glucid.

- Receptor B3 c6 & cac mdé ma.

Khi kich thich hé B gay kich thich tim, tdng co bop co tim, gian cac co
tron tang chuyén hoa.

1.2.3. H¢ dopaminergic

H¢ nay co nhiéu & co tron mach mau than, noi tang va & than kinh trung
uong, ¢o 5 loai receptor nhung quan trong nhat 13 receptor D; va D,. Trong d0, &
ngoai vi receptor Dy chiém wu thé hon Do, nguoc lai, 6 trung wong D, lai chiém
wu thé hon D;. Receptor D; c6 chu yeu & co tron mach than. Vi vay, khi kich
thich hé dopaminergic ngoai vi gy gidn co tron mach than.

1.3. Phan loai
1.3.1. Thuédc tac dung trén hé adrenergic
Thudc kich thich hé adrenergic (thudc cwong giao cam)

- Thudc kich thich tryc tiép o va B-adrenergic: adrenalin, noradrenalin,
dopamin.

- Thudc kich thich truc tiép a-adrenergic.

+ Thudc kich thich oy-adrenergic: heptaminol, metaraminol,
phenylephrin.

+ Thudc kich thich a-adrenergic (gdy huy giao cam): methyldopa,
clonidin.

- Thudc kich thich truc tiép p-adrenergic.

+ Kich thich B-adrenergic khong chon loc: isoprenalin, dobutamin,
ethylnephrin...

+ Kich thich chon loc 3,-adrenergic: salbutamol, terbutalin...

- Thudc kich thich gian tiép hé adrenergic: ephedrin, amphetamin.
Thubc e ché hé adrenergic (thudc hity giao cim)

- Thudc tre ché truc tiép hé a-adrenergic:

+ Alcaloid cya 16a mach: ergotamin, ergotoxin...

+ Dan xuat imidazol: prazosin, tolazolin, phentolamin...

+ Dan xuat haloalkylamin: phenoxybenzamin.

- Thudc tre ché truc tiép hé B-adrenergic:
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+ Chon loc trén B4: atenolol, acebutolol, metoprolol, practolol, betaxolol...

+ Khong chon loc (&c ché ca By va B,): propranolol, sotalol, timolol,
pindolol, alprenolol, oxprenolol...

- Thudc trc ché gian tiép hé adrenergic: reserpin, yohimbin, guanethidin,
bretylium.

1.3.2. Thubc téc dung trén hé cholinergic
Thudc kich thich hé cholinergic

- Thudc kich thich truc tiép hé muscarinic va nicotinic: acetylcholin,
metacholin.

- Thudc kich thich truc tiép hé muscarinic: pilocarpin.

- Thubc kich thich gian tiép hé muscarinic va nicotinic (thuc khang
cholinesterase): neostigmin, physostigmin, pyridostigmin...

- Thudc kich thich truc tiép hé nicotinic: nicotin, lobelin,
tetramethylamoni va dimethylphenylpiperazin.

Thuoc trc ché hé cholinergic

- Thudc c ché hé muscarinic (thudc huy phd giao cam): atropin,
scopolamin...

- Thudc trc ché hé nicotinic:

+ Thudc @c ché receptor N & hach (thuéc phong bé hach): trimethaphan
camsylat, hexamethonium...

+ Thudc wc ché receptor N ¢ co van (thubc mém co): tubocurarin,
gallamin, suxamethonium...

2. Thuoc tac dung trén hé adrenergic
2.1. Thubc kich thich hé adrenergic (Thudc cudng giao cam)

Thudc kich thich hé adrenergic (thudc cudng giao cam) la thudc cé tac
dung kich thich truc ti€p trén receptor cia h¢ adrenergic hodc gian tiép lam tang
luong catecholamin & synap than kinh cua h¢ adrenergic.

2.1.1. Adrenalin (Epinephrin)
Ngu(‘“)n géc

- Noi sinh: adrenalin dugc tiét ra & nhiéu noi nhu ngon soi sau hach giao
cam, than kinh trung wvong nhung nhi€u nhat 1a tuyén tiy thuong than.

- Adrenalin dung lam thudc dugc chiét tir tuyén tiy thugng thén cua dong
vét va tong hop hoa hoc. Adrenalin dung trong y hoc la loai dong phan ta tuyén,
c6 hoat tinh manh hon loai dong phan hitu tuyén 20 lan.

Duwgc dong hoc
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- Hap thu: adrenalin it duoc hip thu va bi phan huy ¢ duong tiéu hoa.
Thudc hip thu duoc qua dudng dit dudi ludi va duong tiém: dudng tiém dudi
da va tiém bép hap thu cham do gy co mach noi tiém. Tiém tinh mach hap thu
nhanh, xuit hién tac dung qua nhanh va manh nén d& gy tai bién nhu phu phdi
cép, gian mach manh, tai bién mach mau ndo. Vi vay, adrenalin chu yéu dung
truyén tinh mach.

- Chuyén hoa: trong co thé, adrenalin va cac catecholamin déu bi chuyén
hoa bdi 2 loai enzym la COMT (Catechol-O-methyltransferase) va MAO
(Monoamine oxidase) tao thanh cac chat chuyén héa khong con hoat tinh.

- Thai trir: adrenalin thai trir chu yéu qua nuée tiéu phan 16n duéi dang da
chuyén hoa (acid vanylmandelic lién hop vo61 acid glucuronic hoac acid
sulfuric).

Tac dung

- Trén than kinh giao cam: thudc kich thich ca receptor o va B-adrenergic,
nhung tac dung trén B manh hon. Cac tac dung cta adrenalin rat phuc tap, twong
tu nhu kich thich h¢ giao cam. Biéu hién tac dung cua adrenalin trén cac co quan
va tuyén nhu sau:

+ Trén mat: gy co co tia mong mat lam gian dong tir, lam chén ép lén
6ng thong dich nhin cau gay ting nhén ap.

+ Trén tim: thudc kich thich receptor B, & tim, 1am ting nhip tim, tang strc
co bdp cua co tim, tang luu luvong tim do d6 ting cong cuia tim va tang murc tiéu
thu oxy cua tim. Vi vay, néu dung liéu cao c6 thé gay roi loan nhip tim.

+ Trén mach: adrenalin kich thich receptor a; gdy co mach mét sé ving

nhu mach ngoai vi, mach da va mach tang, kich thich receptor B, gay gién mach
mot s& ving nhu mach néo, mach phéi, mach vanh, mach mau téi bép co.

+ Trén huyét ap: adrenalin 1am ting huyét ap tdm thu, it anh huong t6i
huyét ap tam truong.

+ Trén ho hap: adrenalin gay kich thich nhe h6 hap, 1am gian co tron phé
quan (do kich thich thu thé B,) va lam giam phu né niém mac nén c6 tac dung
cat con hen phé quan. Tuy nhién, hién nay it ding vi gay nhiéu tac dung khong
mong mubn do kich thich ca .

+ Trén hé tiéu hoa: thudc 1am gidn co tron tiéu hoa, giam tiét dich tiéu
hoa.

+ Trén hé tiét niéu: 1am giam luu luong méau toi than va anh hudng téi
murc loc cau than, 1am gian co tron nhung co co vong bang quang lam cham bai
tiét nudc tieu, gay bi ticu.

+ Trén tuyén ngoai tiét: giam tiét dich ngoai tiét nhu giam tiét nudc bot,
dich vi, dich rudt, nudéc mat...
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+ Trén chuyén hoa: giam tiét insulin, tang tiét glucagon va ting toc do
phan huy glycogen nén ting glucose mau. Tang chuyén hoa co ban 1én 20 -
30%, ting tiéu thu oxy, ting cholesterol mau, ting tao hormon tuyén yén
(ACTH) va tuyén tiy thuong than (cortison).

- Trén than kinh trung wong: liéu diéu tri, adrenalin it anh huong do it qua
hang rao mau ndo. Liéu cao, kich thich than kinh trung wong gay hdi hop, but
rut, kho chiu, danh tréng nguc, cang théng, run. Tac dung kich thich than kinh
dac bi¢t ro & nguoi bi bénh Parkinson.

Ngoai ra, adrenalin 1am tang kha ning két dinh tiéu cau.
Tac dung khong mong mudn

Thuong gip 14 lo au, hoi hop, loan nhip tim, nhire dau. Truong hop tiém
tinh mach nhanh c6 thé phu phoi, xuat huyét no.

Chi dinh
- Cap ctru so¢ phan vé.
- Cap ctru ngimg tim dot ngot.
- Hen phé quan (hién nay it dung vi ¢4 nhom kich thich chon loc trén P,).
- Dung tai chd dé cAm mau niém mac, trj viém miii, viém méng mét.
- Phéi hop voéi thude té dé ting cuong tac dung cta thude té.
Chong chi dinh
- Miéc bénh tim mach ning, ting huyét ap.
- Xo vira dong mach.
- Uu nang tuyén giap.
- bai thdo duong.
- Tang nhan ap.
- Bi tiéu do tic nghén.
Ché pham va liéu dung
- Ong tiém 0,1mg/ml; 1mg/ml. Thudc nhé mat 1%.

- Lieu ding: tuy mic do bénh, ¢6 thé ding 1mg/lan, 2mg/24h, tiém dudi
da hodc truyén tinh mach.

2.1.2. Noradrenalin
Duwgc dong hoc

Noradrenalin ¢6 cac dic diém duoc dong hoc tuong tu adrenalin, chi khac
la noradrenalin gy co mach manh nén khong ti€ém dudi da va ti€ém bap, chi
dung duong tiém va truyén tinh mach.

Tac dung
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- Trén than kinh trung uong: twong tu adrenalin.

- Trén than kinh thuc vat: thudc kich thich ca thu thé o va B-adrenergic
nhung tadc dung trén hé B rat yéu nén thuc t€ c6 thé coi 1a chi tdc dung trén hé a.
Biéu hi¢n tac dung trén co quan nhu sau:

- Trén hé tuan hoan: it anh hudng t6i tim (do it tac dung trén hé B), nhung
gdy co mach manh hon adrenalin (do tac dung chu yéu trén thy thé o). Gy co
tAt ca cac mach mau, co mach vanh, 1am tdng strc can ngoai vi, gay tang ca
huyét ap tdm thu, huyét 4p tdm truong, ting huyét ap trung binh va khong giy
phan xa ha huyét ap bu trur.

- Céc tac dung khac tuwong tu adrenalin nhung yéu hon.
Tac dung khéng mong mudn

C6 thé gay tinh trang lo au, cing thang, hdi hop, dau dau, nhung it hon
adrenalin.

Chi dinh

- Ha huyet ap, truy tim mach do cac nguyén nhan nhu chan thuorng, nhiém
khuan, qua liéu thudc phong bé hach, qua liéu thube hiy pho giao cam..

- Phéi hop voéi thude té dé kéo dai tac dung ctia thudce té.
- CAm méau niém mac.
Chong chi dinh
- Nguoi bénh giam thé dich tuan hoan khi chwa duoc bu dich day du.

- Nguoi bénh thiéu oxy ning hodc ting CO, trong mau (dé gy loan nhip
tim).

- Nguoi bénh gay mé bang cyclopropan hay cac thubc mé nhom halogen
(dé gay loan nhip tim).

- Nguoi bénh bi huyét khdi mach ngoai bién hodc mach mac treo (tang
thiéu méu cuc bd va lam ton thuwong nhoi méau lan rong hon).

- Chéng chi dinh dung noradrenalin phéi hop véi thude té tai chd dé gay
té ngon tay, chan, tai, miii va bd phan sinh duc.

- Tang huyét ap.
Ché pham va liéu dung
- Ong tiém 1mg/ml.

- Liéu dung: 1 - 4mg/24h pha trong dung dich glucose dang truong,
truyén tinh mach. Li€u toi da 10mg/24h.

2.1.3. Dopamin

Dopamin 1 tién chat tao thanh noradrenalin va la chat trung gian cua hé
dopaminergic. Dopamin cd rat it & ngon giao cam, ma tap trung chu yéu ¢ than
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kinh trung wong va c6 vai trd quan trong d6i véi bénh Parkinson. Trong phan
nay chi trinh bay tac dung trén h¢ giao cdm ma chu yéu la tac dung trén tim
mach va huyét ap.

Duwoc dong hoc

Dopamin khoéng tac dung khi udng. Tac dung lam tang huyét ap cua
dopamin c6 thé thay rd ngay 1 - 2 phut sau khi tiém truyén tinh mach. Tac dung
nay keo dai khi tiép tuc tiém truyén va s& giam trong vong 10 phut sau khi
ngimg truyén. Dopamin chuyén hoa ¢ gan. Trong thuc té, dopamin khong dé
dang qua hang rao mau ndo. Bai tiét chi yéu qua than, rat it dopamin dao thai ¢
dang chua chuyén hoa.

Tac dung

- Liéu thap: thudc tac dung chu yéu trén receptor Dy, gdy gifin mach vanh,
mach ndi tang, dac biét mach than lam tang toc dd loc va tang luu luong than.

- Liéu trung binh: tac dung chi yéu trén receptor By 1am tang ca nhip tim
va suc co bop tim.

- Liéu cao: tic dung trén o giy co mach, ting huyét ap.
T4c dung khéng mong mudn

Khi dung liéu cao co thé gap budn nén, non, dau dau, tang huyét ap, loan
nhip tim do kich thich manh hé giao cam. Khéng dung cung thudc e ché MAO
va phai diéu chinh liéu khi dung ciing thudc chéng trdim cam ba vong.

Chi dinh
Sbc cac loai, dic biét 1a soc kém theo giam thé tich mau hodc vo niéu.
Chong chi dinh

U té bao ua crom, loan nhip tim, rung that, bénh thiéu mau cuc bd tim.
Cuong gidp trang. Tranh dung cung thudc gay mé halothan.

Ché pham va liéu dung
- Dung dich tiém 40, 80 va 160mg/ml dung tiém hodc truyén tinh mach.
- Liéu dung tuy thudc vao tinh trang sdc.

2.1.4. Isoprenalin (Isoproterenol)

Duwgc dong hoc

Isoprenalin hap thu tot, c6 thé dung duong tiém dudi da, tiém bap, tinh
mach, dit duéi ludi hodc khi dung. Trong co thé bi chuyén hoa boi COMT, it bi
anh hudng boi MAO. Lién két véi acid glucuronic va acid sulfuric. Thai trir qua
nuéc tiéu phan 10n dang da chuyén hoéa.

Tac dung

- Trén than kinh trung uong: gay kich thich than kinh trung uong nhe hon
adrenalin.
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- Trén hé giao cam:

+ Trén tim: kich thich receptor B; trén tim 1am ting hung phén, ting co
bop, tang luu lugng tim. Céc tdc dung trén tim cua isoprenalin manh hon
adrenalin.

+ Trén mach: gay gian mach, dac bi¢t cdc mach mau tdi co van.

~ +Trén huyét ap: tang huyét ap tam thu, giam huyét ap tdm truong. Gy ha
huyét &p do phan xa manh hon adrenalin.

+ Trén co tron: kich thich receptor B, ¢ co tron nén lam gian hau hét cac
co tron nhu co tron hd hip, tiéu hoa, tiét niéu, tr cung... Tac dung gidn co tron
cang 1 khi co tron & trang thai co that. Tac dung gidn co tron cuia isoprenalin
manh hon adrenalin 5 - 10 lan. Pdng thoi vOi gian co tron, thudc nay con lam
giam tiét dich khi phé quan nén c6 tac dung cét con hen tét.

Tac dung khong mong mudn

Thuong gip 1a nhirc dau, hoi hop, tim dap nhanh.
Chi dinh

- Ngtmg tim do sdc.

- Loan nhip tim cham.

- Hoi chirng Adam - Stockes.
Chong chi dinh

- Di ung véi sulfit hodc isoprenalin hodc cac amin tac dung giong than
kinh giao cam khéc.

- Bénh tim nang.

- Céc loai loan nhip tim.

- Cuong giap khong kiém soat; hoi ching cudng giap.

- Bénh mach vanh cip; tang huyét 4p ning.

- Nguoi bénh dé bi rung that hodc nhip nhanh thét.

- Tién st bi loan nhip that.

- Nhip nhanh hodc block nhi that gdy ra ngd doc glycosid tro tim.
Ché pham va liéu dung

- Vién ngam duéi ludi 10 - 30mg. Ong tiém tir 0,2 - Img/ml. Khi dung
0,25%.

- Liéu dung;
+ Ngam duéi ludi: 10 - 30mg/24h.
+ Tiém, truyén tinh mach 0,5 - 1mg.
2.1.5. Ephedrin
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Nguon goc

- Ty nhién: ephedrin 1a alcaloid cua cay Ma hoang, dang ddng phan ta
tuyén.

- :Féng hop: thudc dugc tong hop 1an dau tién vao nim 1927, 13 dong phan
hiru tuyén.

Ca hai dang déu duoc ding trong 1am sang.
Duwogc dong hoc

Thudc hap thu dugc qua moi duong: duong uong, duong tiém va dung
ngoai. Sau khi uong 2 - 4 gio, thudc dat ndng do t6i da trong mau, duy tri tac
dung 4 - 6 gi0. Trong co the bi chuyén hoa cham va it boi cac phan tmg oxy hoa
va khir amin. Thai trir cht yéu qua nude tiéu. Thoi gian ban thai 3 - 6 gio.

Tac dung

- Trén hé giao cam: tac dung cta ephedrin yéu hon adrenalin, it doc va
kéo dai hon. Tuy nhién, néu dung lién tuc, kéo dai thi tdc dung cua ephedrin s¢€
bi gidam hodc mat do chat dan truyén than kinh & synap bi can kiét.

- Trén tuan hoan: kich thich tim, co mach, ting huyét 4p (so véi
noradrenalin thi tdc dung tang huyét 4p y€u hon nhung kéo dai hon).

- Trén ho hap: kich thich ho hép, gidn co tron phé quan nén dugc ding
diéu tri hen phé quan.

- Trén than kinh trung wong: ephedrin gay kich thich than kinh trung wong
manh hon céc catecholamin .Tac dung kich thich manh nhat & vé ndo va hanh
néo.

- Trén vo ndo: lidu thap thudc gdy tang hung phan, sang khoai, tinh téo,
giam mét moi. Liéu cao gy hoi hop, mat ngu, run tay, ting van dong.

- Trén hanh nao: kich thich trung tam ho hap va van mach, 1am tang ho
hép, tuan hoan, giup tang cuong va hdi phuc cac trung tam nay khi bi tre ché. Vi
vay, hién nay n6 dugc xép vao nhom chat dopping cam ding trong thé thao.

Tac dung khong mong mudn
Thudc gay kich thich: hdi hop, mat ngi, loan nhip tim, ting huyét ap.
Chi dinh
- Hen phé quan.
- Ho hap bi trc ché (nhu khi gay té tity song, ngd doc rugu, thude ng...).
- Ha huyét ap do tryy tim mach, hoi chimg Adam - Stockes.
- Viém va sung huyét miii, hong.
Chéng chi dinh

- Qua man vdi ephedrin.
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- Tang huyét ap.

- Pang diéu tri bang thudc trc ché monoaminoxydase.

- Cuodng giap va khong diéu chinh duoc.

- Ha kali huyét chua duoc diéu tri.

- Phi dai tuyén tién liét.

- Bénh tim do thiéu méu cuc bo.

Ché pham va liéu dung

- Vién nén 10mg, thuéc nho miii, 1 - 3% (sulfarin); éng tiém 25mg/ml.
Ngoai ra con c6 cac dang khi dung, siro phoi hop vai cac thuoe khac.

- Liéu dung:

+ Tiém duéi da, bap 10mg/1an, 20mg/24h.

+ Udng 10mg/1an, 60mg/24h.

+ Liéu tdi da 150mg/24h.

2.2. Thuoc e ché hé adrenergic (thudc hity giao cam)

Thubc rc ché hé adrenergic (thuéc huy giao cam) 1a cac thuéc c6 tac dung
ngan can mot so tac dung khi kich thich hé giao cam hodc han ché tac dung cua
cac thude cuong giao cam. Thuoc tre ché tryc tiép receptor adrenergic hodc gian
tiép lam giam lugng catecholamin & synap than kinh cua h¢ adrenalin.

2.2.1. Thuéc irc ché f-adrenergic
2.2.1.1. Péc diém chung
Duwgc dong hoc

Hau hét cac th}léc déu‘ hap thu dugc qua duong ti€u hoa. Sau khi ué{lg
khoang 1 - 2 gi¢ thude dat néng do t61 da trong mau. Chuyén hoa qua gan lan
dau va sinh kha dyng cua phan lon cac thuée phy thudc vao tinh hoa tan trong
lipid. Propranolol, alprenolol, oxprenolol c6 chuyén hoéa qua gan lan dau lon,
sinh kha dung thip. Betaxolol, pindolol, penbutolol dé hoa tan trong nudc, it tan
trong lipid c6 chuyén héa qua gan lan dau thap, sinh kha dung cao. Thudc phéan
b t6i cac to chirc trong co thé, qua dugc hang rao mau ndo. Phén 16n cac thudc
chuyen hoa & gan va thai trir cht yéu qua nudce tiéu. Thoi gian ban thai cia cac

thudc khac nhau, tir 10 phat dén 24 gio. Thoi gian ban thai kéo dai & bénh nhan
suy gan, than.

Bang 4.1. Mot so diic tinh dwoe dong hoc ciia thudc vre ché
B-adrenergic

Tén thuéc | Tantrong lipid | Sinhkhadung | Thoigian ban thai

Acebutolol Thap 50% 3-4h
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Atenolol Thap 40% 6-9h
Betaxolol Thap 90% 14-22h
Carvedilol Khong rd 25-35% 6-8h
Esmolol Thap Khong ro 10 phat
Labetalol Trung binh 30% 5h
Metoprolol Trung binh 50% 3-4h
Nadolol Thap 33% 14-24h
Pindolol Trung binh 90% 3-4h
Propranolol Cao 30% 3,5-6h
Sotalol Thap 90% 12h
Timolol Trung binh 50% 4-5h

(*): Sinh kha dung phu thude liéu dung.
Tac dung

Céc thudc déu co cac dic diém tac dung giong nhau trén tim, mach, huyét
ap, co tron va chuyén hoa, chi khac nhau vé cuong do tac dung.

- Trén tim mach: thudc trc ché receptor Bi-adrenergic lam giam hoat dong
cua tim: giam stc co bop co tim, giam nhip tim, giam dan truyén, giam tiéu thy
oxy clia co tim nén co tac dung chéng loan nhip tim. O thoi gian dau dung
thudc, strc can ngoai bién c6 thé tdng nhe nhung dung 1au dai sirc can ngoai bién
s€ tr¢d vé binh thuong hodc gidm nhe. Thudc lam giam ti€t renin va lam giam
huyét ap & nguoi bi tang huyét ap, it anh huong td1 ngudi binh thuong. Tac dung
trén hé tim mach cua céc thuoc nay cang rd khi hé giao cam & trang thai kich
thich.

- Trén co tron: lam ting co con tron khi phé quan, co tron tiéu hoa (do d6i
khang véi f3,).

- Trén ngoai tiét: 1am tang tiét dich khi phé quan, dich tiéu hoa...

- Trén chuyén hoa: lam giam chuyen hoa, e ché phan huy glycogen va
lipid, trc ché tac dung gay ting duong huyét cua cac catecholamin.

- Céc tac dung khac:

Tac dung cuong giao cam ndi tai: ngoai cac tac dung tc ché receptor B
nhu d3 trinh bay ¢ trén, mot sé thudc trong nhom (nhu pindolol, acebutolol...)
con ¢o tac dung kich thich tirmg phén trén receptor By Va B,. Céc thudc nay duoc
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goi 1a co hoat tinh giao cam ndi tai. Két qua cua cac tac dung trai nguoc nhau
nay 1am giam bét tac dung trén tim va trén phé quan cia thude e ché p. Vi vay,
cac thude trc ché P co hoat tinh cudng giao cam ndi tai it gay tac dung khong
mong muén (nhu chim nhip tim, hen phé quan) hon cac thudc chi tc ché
receptor B don thuan.

Thudce con co6 tac dung 6n dinh mang t€ bao than kinh, t€ bao co tim va co
van nén cling co6 tac dung chong loan nhip, gay té€ va an than nhe.

Tac dung khong mong mudn
- Cham nhip tim.
- Co thét khi phé quan gay con hen.
- Gay con dau va loét da day, ta trang.

- Khi nging thudc dot ngdt co thé 1am nang thém con dau that nguc, tham
chi gdy dot tir. Vi vay, trude khi ngung thudce, phai gidm liéu dan dan.

Chi dinh
- Tang huyét ap.
- Con dau that nguec.
- Loan nhip tim do cudng giao cam, sau nhdi mau co tim.
- Tang nhan ép.
- M6t s6 bénh than kinh: dau nira du, run co, cing thang...
- Giai doc thude cudong B-adrenergic.
Chong chi dinh
- Suy tim, cham nhip xoang, block nhi that d6 2,3.
- Hen phé quan.
- Loét da day - ta trang tién trién.
- Nhuoc co.
- Nguoi mang thai.
2.2.1.2. Céc thuéc va biét dwgc

Duya vao vi tri va co ché, thudc trc ché B-adrenergic dugc chia lam 2
nhom:

- Khéng chon loc (e ché ca B, va B,): propranolol, labetalol, sotalol,
timolol, pindolol, alprenolol,oxprenolol...

- Chon loc trén B,: atenolol, acebutolol, pratolol, betaxolol, esmolol...

Céc thudce noi chung giong nhau vé tdc dung, co ché tdc dung, chi khac
nhau vé€ cudong do tac dung va mot so6 dac diém riéng.
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Bang 4.2. Mot so diic diém tic dung va liéu ding ciia thudc e ché

B- adrenergic

Tén thudc va biét | Chonloc | Cwong giao | On dinh | Liéu dung/24h
dwoc trén B, cam ndi tai mang
Acebutolol (Secral) + + + 200 - 600mg
Atenolol (Temomin) + - - 50 - 100mg
Betaxolol + - - 20 - 40mg
Esmolol + - - 50 -
200pg/kg/phat

Metoprolol + - + 50 - 300mg
(Lopressor)
Carvedilol” - - + 12,5 - 25mg
Labetalol” - - 200 - 400mg
Nadolol - - - 20 - 160mg
Pindolol (Visken) - + - 5-15mg
Propranolol - - + 40 - 120mg
(Avlocardyl, Inderal)
Sotalol (Sotalex) - - - 80 - 240mg
Timolol - - - 10 - 30mg
(Timaco, Blocadren)

2.2.2. Thuéc irc ché o - adrenergic

2.2.2.1. Phentolamin

Duwgc dong hoc

Hap thu nhanh qua duong ti€m, duy tri tac dung ngan. Sau khi tiém tinh
mach tac dung xuat hién ngay tirc thi va kéo dai 15 - 30 phut, tiém bap 15 - 20
phut c6 tac dung, duy tri 30 - 45 phut. Thuoc chuyén hoa ¢ gan va thai trir qua
nudc tiu chu yéu dang da chuyén hoa.
Tac dung
~ - Phentolamin trc ché ca receptor o4 VA o, 1am gidn mach va ha huyét ap.
Thudc gay tang nhip tim do phan xa.
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- Tac dung khéc: phong bé ca receptor serotoninergic va ting giai phong
histamin, phong bé kénh K*, kich thich co tron da day - rudt va ting tiét dich.

Tac dung khong mong muén

Thudng gip 1a ha huyét ap, nhip tim nhanh do phan xa hogc loan nhip,
thiéu mau cuc bo co tim va cac roi loan tiéu hoa nhu dau bung, budn nén, viém
loét da day ta trang cép.

Chi dinh
Du phong va diéu tri tang huyét ap.
Chong chi dinh
- Nhdi méu co tim hodc tién st nhdi mau co tim.
- Pau thit nguc, thiéu nang mach vanh, xo cirng manh vanh.
- Suy than.
Ché pham va liéu dung
Thuong dung 5mg/lan, tiém bap hodc tinh mach.
Lo thudc tiém 5mg.
2.2.2.2. Alcaloid ndm cwa ga

Céac Alcaloid ctia ndm cua ga dugc lay tir Claviceps purpurea, mot loai
nam ky sinh trén cac loai ngii coc, dic biét 1a lta mach den.

Dua vao cau triic hoa hoc chia alcaloid cia nAm cya ga thanh 2 nhom:

- Nhém c6 cau tric polypeptid: ergotamin, dihydroergotamin, ergotoxin.

- Nhom cé cdu tric amin (dan xuat cua acid lysergic): ergometrin.
metylergometrin.
Duwgc dong hoc

Céc thudc hap thu qua duong tiéu héa kém va khong on dinh. Tuy nhién,
toc do hap thu tang lén khi uéng cung cafein. Chuyén héa manh & gan va thai tru
phan 16n qua mat. Thoi gian ban thai 2 - 3 gio.
Tac dung

Céc alcaloid cua ga déu co dic diém tac dung va co ché gidng nhau, chi
khac nhau vé cuong do tdc dung va muc d§ chon loc trén cic co quan
(ergotamin va dihydroergotamin tdc dung uu tién trén mach ngoai vi nhat 1a khi
mach con ergotamin tac dung uu tién trén tr cung).

- Trén co tron mach mau: tac dung cua thudc phuc tap va phu thudc vao
nhiéu yeu to (loai mach mau, liéu dung...). O liéu diéu tri, ergotamin va dan xuat
giy co mach ngoai vi nhét 1a khi mach & trang thai gidn (tuy nhién, thudc gay

gidn mach & nhitng mach bi co that). Liéu cao, thudc gay co mach manh va kéo
dai ¢ thé dan t¢i thiéu mau cuc bd co tim va hoai tir chi. Thudce gian mach truc
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tiép (natri nitroprussiat) doi khang, 1am mat tic dung co mach cua céc alcaloid
cua ldoa mach.

- Trén co tir cung: thude con 1am co co tron va co mach mau tir cung nén
dugc tng dung 1am thude co hdi va cdm mau tir cung sau khi sinh. Khéac véi
oxytoxin, alcaloid cua 16a mach gay co tir cung khong phu thudc vao trang thai
clia tir cung va co bop khong co tinh chét sinh 1y nén khéng dung lam thudc kich
thich dé.

- Trén co tron khac: thude gdy co nhe co tron khi phé quan va co tron tiéu
héa. Vi vay, khi dung liéu cao c6 thé gdy budn non, ndn va tiéu chay.

Tac dung khong mong mudn

Thuong gip 13 16i loan tiéu hoa (nhu budn ndn, ndn, tiéu chay, rdi loan
cam giac va van dong (nhu ao giac, giat co, té dau chi). Liéu cao, gdy co mach
manh, kéo dai thiéu mau cuc bo, tic mach ngoai vi, hoai tir.

Chi dinh

Pau ntra dau (migrain) va dau dau do cac roi loan van mach khac. Co hoi
tir cung dé. Phong va di€u tri chdy mau tir cung sau khi sinh hodc sau khi nao
thai.

Chéng chi dinh

Suy tuan hoan ngoai bién. Tang huyét a4p. Thiéu mau cuc bo co tim. Loét
da day ta trang. Bénh gan, than nang. Phu nit c6 thai, cho con bu.

Ché pham va lidu dung

‘ - Ergotamin: thuong dung diéu tri dau ntra dau. Udng 1 - 2mg/lan, 1 - 3
lan/24h, tong lieu khéng qua 6mg. Vién 1mg, 2mg.

- Dihydroergotamin: diéu tri dau nura dﬁu‘ va huyét ap thé dung. Tiém
Img/lan, tong li€u to61 da 6mg/tuan. Uong 3mg/lan, 3 1an/24h. Nén udng ngay
trudce bira an.

- Ergometrin (ergonovin): Thuong dung co hdi ttr cung: 0,2mg/lan.
3. Thuoc tac dung trén hé cholinergic
3.1. Thudc kich thich hé cholinergic (Thudc cwong phé giao cim)
3.1.1. Acetylcholin
Ngudn goc

Trong co thé, acetylcholin dugc tiét ra tur ngon sgi trude hach giao cdm va
sau hach ph6 giao cam, ngon sg¢i dén tiy thugng than, ban van dong co xuong
va than kinh trung vong.

Acetylcholin dung trong y hoc 14 loai tong hop.

Duwogc dong hoc

133



Acetylcholin bi phan hiy ¢ dudng tiéu héa nén khong dung dudng udng.
Thudc hap thu nhanh qua dudng tiém bép va tiém dudi da. Khong duoc tiém
tinh mach vi hdp thu qua nhanh, tic dung xay ra nhanh va manh d& gy tai bién
ha huyét 4p dot ngot, rdi loan nhip tim (cac dan xuét khac cia cholin bén vimng
hon c6 thé udng duoc).

Acetylcholin c6 chira nhom amin bac 4 nén rit kho thAm qua hang rao
sinh hoc, khong vao duogc té bao than kinh, nhung c6 thé vao cac td6 chirc khac
cua co thé. Nong do thuoc trong huyét tuong 16n hon trong t6 chirc.

Trong co thé acetylcholin nhanh chéng bi chuyén hoa boi cholinesterase
tao thanh cholin va acid acetic. Thai trr mét phan qua nudc ticu.

Tac dung

Acetylcholin kich thich truc tiép hé M va N. Tac dung trén h¢ M chiém
uu thé hon nén thuc té€ tic dung cua acetylcholin bi€u hién la cuong pho giao
cam.

- Tac dung kich thich hé¢ M:

+ Trén mat: gay co dong tir do lam co co vong mong mat, gay co thé mi,
gitp mé rong ong thong dich nhan cau, lam gidm nhan ép.

+ Trén tuan hoan: thuoc lam giam hoat dong cta tim (giam nhip tim, giam
sttc co bop, giam din truyén, giam tinh hung phan), gay gian mach va ha huyét
ap. Tac dung ha huyét 4p xuét hién nhanh, manh nhung rat ngan nén hau nhu
khong dung trong 1dm sang.

+ Trén co tron: thudc 1am ting hoat dong cua co tron. Liéu thip c6 tac
dung kich thich 1am ting co bop co tron tiéu hoa, tiét niéu, duong mat, ho hap
gitip phuc hoi chirc ning co tron khi bi liét. Liéu cao, thudc giy co thit co tron
manh gay kho thd (do co that phé quan), dau bung (do co that da day, rudt)...

+ Trén tuyén ngoai tiét: kich thich cac tuyén ngoai tiét gay ting tiét dich,

tang ti€t mo hoi, nude bot, nude mat, dich khi phé quan, dich da day, ruot.
’Liéu thap c6 tac dung phuc hdi chiic ning tuyén tiét. Liéu cao gay rdi loan

bai tiét.

- Téc dung kich thich hé N

Khi dung liéu cao va trén stc vat da dung atropin dé phong bé hé M,
acetylcholin gay kich thich h¢ N ¢ cac hach giao cam, pho giao cam va tuy
thuong than gy tac dung gidng nhu cudng giao cam (kich thich tim, co mach,
tang huyét ap, tang ho hap, gidn dong tir...). Kich thich hé N ¢ ban van dong co
xuong gy tang co co. Kich thich h¢ N ¢ than kinh trung uong giy ting hung
phan.
T4c dung khéng mong mudn

- Loét da day ta trang.
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- Hen phé quan.
Chi dinh

- Viém téc mach chi.

- Nhip tim nhanh kich phat.

- Chuéng bung, bi tiéu, tdo bon, 1iét rudt sau md.

- Tang nhén ap hodc lam co con nguoi trong phau thuit md mét.

- Vi kém bén, bi ph;i huy nhanh trong co thé va tac dung kém chon loc
nén acetylcholin it dung di€u tri, chu yéu trong phong thi nghiém.

Chong chi dinh

- Ha huyét ap.

- Hen phé quan.

- Viém loét da day - ta trang.

- S61 than, sé1 mat.
Ché pham va lidu dung

- Acetylcholin clorid 20mg/2ml.

- Tiém dudi da, tiém bap 0,5 - 1mg/lan, 1 - 2 1an/24h.
3.1.2. Pilocarpin
Nguf“)n géc

Pilocarpin dung lam thudc duoc chiét tir thuc vat hodc téng hop hoa hoc.
Dwgc dong hoc

Hap thu dugc ca qua duong ubng va tiém. Sau khi uong khoang 1 gio,
thudc dat ndng do toi da trong huyét twong. Sau khi nho mat 10 - 30 phat, xuat
hién tac dung va duy tri dugc 4 - 8 gio. Dang gel tac dung kéo dai 18 - 24 gio.
Thai trir chil yéu qua nude tiéu phan 16n dang di chuyén hoa.

Tac dung

Thudc kich thich truc tiép hé M. Biéu hién gidng acetylcholin nhung bén
vitng hon. Tac dung cua pilocarpin ndi bat nhat 1a trén co tron va tuyén ngoai
tiét.

- Trén mat: thuoc lam co co vong mong mat nén gay co dong tir va gidm
nhan 4p. Tac dung nay cang ro khi bi tang nhan ap.

- Trén co tron: thuéc 1am ting nhu dong da day, rudt, co co vong bang
quang, tai mat, co that co tron phé quan.

- Tuan hoan: trc ché tim, gian mach va ha huyét ap.

- Trén tuyén ngoai tiét: tang ti€t mo hoi, nude bot, dich vi...
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Tac dung khong mong mudn
- Nho mit: nhin md hodc giam kha ning nhin vao ban dém.
- Pudng udng:
+ Do birng mat, phu, phu mat, ting huyét ap, nhip tim nhanh.
+ Chéng mat, dau dau, budn ndn, ndn, tiéu chay, tdng tiét nudce bot.
+ Viém miii, chdy nudc miii, nhin mo, u tai.
Chi dinh
- Nho mit diéu trj glaucom, viém méng mat hodc gidn dong ti.
- Co that mach ngoai vi.
- Giam chirc nang ngoai tiét.
- Giam chtrc nang co tron (li€t rudt, liét bang quang sau mé).
Chéng chi dinh (chi yéu v6i dudng toan than)
- Hen phé quan.
- Ha huyét ap.
- Loét da day, ta trang.
Ché pham va liéu dung
- Vién nén 5Smg. Dung dich nho mat 1 - 4%. Gel boi mat 4%.
- Pudng udng, tiém thuong dung 15 - 30mg/24h.
- Pudng nhé mat: 1 - 2 giot/lan, 3 - 4 1an/24h. Dang gel 1 1an/24h.
3.1.3. Neostigmin (Prostigmin)
Duwgc dong hoc

Neostigmin 13 amin bac 4, kho hap thu qua dudng tiéu hoa, duong tiém
hap thu nhanh hon. Lién két vdi protein huyét twong tir 15 - 25%, kho qua hang
rao mau ndo, nhau thai va sira me. Chuyén héa boi esterase ¢ huyét twong va
mdot phan & gan. Thai trir cht yéu qua nude tiéu dang chua chuyén hoa, thoi gian

ban thai 1 - 2 gio.
Tac dung

- Tac dung trén hé M: gay cudng pho giao cam gidng acetylcholin nhung
tac dung clia neostigmin thudng on hoa va bén viig hon nén duoc dung nhiéu

hon (xem acetylcholin).

- Tac dung trén hé N:

+ Thubc kich thich hé N ¢ than kinh trung wong gy tinh trang hung phan,

liéu cao gay co giat.
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+ Thuég kich thich h¢ N & hach thue vat gay cuong pho giao cam. Khi hé
M bi phong bé bang atropin thi xuat hién tdc dung cuong giao cam.

+ Thubc kich thich hé N & co xuong gay tang co co, co thé dung lam
thudc chéng nhuoc co hodc giai doc thudec mém co cura chdng khir cuc.

Tac dung khong mong mudn

- Trén than kinh trung wong: gy trang thai kich thich, lo 4u, chong mat,
bon chon. Khi dung qua liéu gay co giat, hon mé.

- Trén thén ngoai tiét: tang tiét nudc bot, nude mét, nude mii, mo héi...
- Trén tuan hoan: cham nhip tim va ha huyét ap.
- Trén ho hap: co that khi phé quan.
- Tac dung khong mong mudn khac: tiéu chay, co co...
Chi dinh
- Bénh glaucom.

- Giam chirc nang co tron (trudc bung, tdo bon, li¢t rudt, li¢t bang quang
sau mo).

- Gidm chutrc nang co van (nhuoc co, liét co).

- Giai doc thudc mém co cura loai chéng khu cuc.
Chong chi dinh

Tac rudt va tic duong tiét niéu.
Ché pham va liéu dung

- Dang tiém 0,25mg/ml; 0,5mg/ml; 5mg/10ml va 10mg/10ml; dang vién
nén 15mg.

- Tiém 0,5 - 5mg/24h,

- Udng 15mg/lan, 3 - 4 1an/24h.
3.1.4. Nicotin
Dwgc dong hoc

Nicotin hap thu qua miéng, qua ong tiéu hoa va qua da. Khoang 80 - 90%
dugc chuyén hoa trong co thé, chi yéu & gan, mot phan & than va phoi. Thoi
gian ban thai khoang 2 gid. Ca nicotin va chat chuyén hoa déu thai trir nhanh
qua than. Tdc do thai trir phu thudc vao pH nudc tiéu, khi pH nudc tiéu kiém thi
tdc do thai trir cham. Nicotin cling thai mot phﬁn qua stra me.

Tac dung

- Trén than kinh trung wong, nicotin kich thich hé nicotinic & than kinh
trung wong gay hung phan, kich thich hoé hap. Liéu cao gay co giat.
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- Trén than kinh thuc vat, nicotin kich thich hé nicotinic ¢ cac hach thuc
vat, bi€u hién:

+ Trén tuan hoan: giy tac dung 3 pha: khdi dau, nicotin kich thich hé N &
hach pho giao cam va trung tdm trc che tim ¢ hanh ndo nén lam tim dap cham,
ha huyét ap; tiép theo kich thich hé N & hach giao cam, tuy thuong than va trung

tam van mach lam tim dap nhanh, ting huyét ap; cudi cing gy liét hach do kich
thich qua mirc, lam ha huyét ap kéo dai.

+ Ngoai ra, giy gidn dong tir, ting nhu dong rudt, ting tiét dich.

Nicotin gy nghién, khong dung trong diéu tri, chi dung trong phong thi
nghiém dé nghién ciru cac thude tac dung trén hach.

Tac dung khong mong mudn

Céc tricu chung cép tinh: budn ndn, non, dau bung, ti€u chay, toat md hoi,
dau dau chong mat, ro1 loan chitc nang nhin, nghe, 61 loan tdm than, kho tho,
truy tim mach, huyét ap.

3.2. Thuoc e ché hé cholinergic (Thudc hily phé giao cam)
3.2.1. Thuéc trc ché hé M

Atropin

Nguon goc: La alcaloid c6 trong belladon, ca doc duogc.
Duwoc dong hoc

Thudc dé& hap thu qua duong udng va tiém. Sinh kha dung qua duong
ubng khoang 50%. Sau khi tiém dudi da 20 - 30 phat hodc sau khi tiém tinh
mach 5 - 10 phat, thudc dat ndng d6 tdi da trong mau. Thude phan bd khip cac
t6 chirc ctia co thé, qua duoc hang rao mau néo, nhau thai va stra me. Trong co
thé, atropin dugc chuyén hoa & gan bang phan tmg thuy phan dudi tac dung cua
esterase tao acid tropic va tropanol, mot phan bi oxy hoa. Thai trir chu yéu qua
nuéc tiéu ca dang chuyén hoa (50%) va dang chua chuyén hoa. Thoi gian ban
thai khoang 2 - 5 gio.

Tac dung

Atropin va cac thuéc cuing nhom trc ché canh tranh véi acetylcholin va
cac chat kich thich hé muscarinic khac, ngin can su gan acetylcholin vao
receptor muscarinic ca & than kinh trung wong va ngoai vi. Gay kich thich than
kinh trung wong va huy pho giao cam.

- Kich thich than kinh trung wong: & liéu diéu tri, thudc kich thich nhe mot
s6 trung tAm & ndo nhu vagus, trung tdm ho hdp va van mach. Liéu cao gy bon
chdn, a0 gidc, mé sang.

- Tac dung huy phé giao cam: Atropin trc ché chon loc trén hé M (it tac
dung trén hé N) gy tac dung hiy pho giao cam, biéu hién trén cic co quan va
tuyén nhu sau:
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+ Trén mat thudc gay gian dong tr do gidn co vong mdng mat, gy liét
thé mi dan t6i mat kha ning diéu tiét cia mat va lam ting nhan 4p.

+ Trén tuan hoan: binh thudng thuoc it anh huong toi tim, mach va huyét
ap, nhung khi dung lidu cao hodc hé tun hoan bi tc ché do cuong pho giao cam
thi atropin phong bé hé M, 1am tim dap nhanh, manh, co mach va tang huyét ap.

+ Trén co tron: atropin phong bé hé M trén co tron, 1am giam truong luc,
gidm nhu dong va gian cac co tron ho hap, ti€u hoa, tiét ni¢u. Tac dung gian co
tron cang 10 khi co tron & trang thai co that.

+ Trén tuyén ngoai tiét: giam tiét dich ngoai tiét nhu giam tiét nudc bot,
dom, mo ho1, dich mat, dich vi, dich ruot...

+ Tac dung khac: Khi dung lidu rat cao va tiém vao dong mach co tac
dung gay té yeu, khang histamin nhe, phong bé h¢ N nhung khong dang keé.

Tac dung khong mong mudn
- Thuong gip 1a kho miéng, kho nudt, khat, sot.
- Gian dong tir, mat kha niang diéu tiét cia mat va tang nhan ap.
- Tuan hoan: nhip tim nhanh, danh tréng nguc.
- Than kinh: dé bi kich thich, hoang tuong, 1a 1an.
- Tiét niéu: bi tiéu.
- Tiéu hoéa: gidm nhu dong rudt, gay tao bon.
Chi dinh
- Nho mit giy gidn dong tir dé soi day mat, do khiic xa mét & tré lac.
- Pau do co thit da day, rudt, duong mat, duong niéu.
- Hen phé quan.
- Tién mé.
- Phong chéng nén khi di tau xe.
- Bénh Parkinson.
- Nghén nhi that va cham nhip tim do cudng phé vi.
- Ngo doc thude kich thich cholinergic.
Chong chi dinh
- Tang nhan ép.
- Bi tiéu do phi dai tuyén tién liét.
- Li¢t rudt, hep mon vi va nhuoc co.

Ché pham va liéu dung
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- Vién nén, 0,25mg; dung dich tiém 0,25mg/ml va 0,5mg/ml va 1mg/ml,
dung dich nho mat 1%.

- Liéu dung;:
Thong thuong udng hodc tiém dudi da, tiém bap 0,5 - 1mg/24h.
Liéu t6i da tiém dudi da 1mg/lan, 2mg/24h; ubng 2mg/lan, 3mg/24h.
Diéu tri ngd doc phospho hiru co.

3.2.2. Thudc tic ché hé N

Thuéc ligt hach, phong bé hach

Duwgc dong hoc

La cac chat tong hop, co cdu tric 1a amin bac 3 va 4 nén hap thu kém va
cham qua duong tiéu hoa. Thuoc thuong dung duong tiém. Bi chuyén hoa va
thai tror nhanh ra khéi co thé.

Tac dung

Cac thudc liét hach c6 tac dung tranh chap véi Acetylcholin tai receptor
nicotinic ¢ mang sau synap cua hach thyc vat lam ngéan can dan truyén xung
dong than kinh tir soi tién hach sang soi hau hach. Do d6 giam cac chirc ning
thuc vat. Ngoai ra, thudc con trc ché nhe trén hé N & ban van dong co xuong gay
gidn co nhe. Tac dung tiy thudc vao su phan b ciia hach giao cam va pho giao
cam trén cac co quan to chuc.

Chi dinh

- Con tang huyét ap cap hodc dung ha huyét ap co kiém soat trong phau
thuat. Cac truong hop tang huyét ap thong thuong hién nay rat it dung.

- Phu phdi cdp (do c6 kha nang lam giam ap suét ctia phoi).
Tac dung khong mong mudn

Trén than kinh thyc vat: rdi loan thi giac, liét co mi, kho miéng, tao bon,
li¢t rudt, bi ti€u, ha huyét ap thé diang.

Trén than kinh trung wong: gay kich thich, hung cam, run, 1 1n, co giat.
Khi qua liéu, dung céac thude kich thich adrenergic dé giai doc.
Cic thuoc va lidu dung
- Tetretylamoni (TEA): 0,25 - 0,5g/lan, 1 - 2 1an/24h, tiém bap.
- Hexamethonium:
Tac dung manh hon TEA khoang 10 - 20 lan.
Ubng 0,1g/1an, 3 - 4 1an/24h. Tiém dudi da, bap 20mg/lan, 1 - 2 1an/24h.
- Trimethaphan camsylat (Arfonat):
Tac dung manh hon TEA khoang 30 lan nhung ngén.
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Liéu dung: truyén tinh mach 0,1 - 0,2mg/kg/24h

- Mecamylamin (inversine): Khoi dau 2,5mg/lan, 2 1an/24h sau d6 dicu
chinh li€u theo dap ung ctia nguo1 bénh.

- Céc thudc: pentolinum, azamethonium, trimetinidium tuwong tu TEA.
CAU HOI LUQNG GIA
Cau 1. Trinh bay dinh nghia va vi tri ciia hé adrenergic, cholinergic?

Cau 2. Trinh bay cach phan loai cta cac thude tic dung trén hé than kinh
thuc vat?

Cau 3. Trinh bay ngudn gbc, tac dung, tac dung khong mong mudn, chi
dinh, chong chi dinh cta adrenalin?

Cau 4 Trinh bay dugc dong hoc, tdc dung, tac dung khong mong mubn,
chi dinh, chong chi dinh cua noradrenalin??

Cau 5’. Trinh bay dugc dong hoc, tdc dung, tac dung khong mong mubn,
chi dinh, chong chi dinh cua ephedrin?

Cau 6’. Trinh bay dugc dong hoc, tdc dung, tac dung khong mong mudn,
chi dinh, chong chi dinh cua pilocarpin?

Cau 7. Trinh bay dugc dong hoc, tdc dung va co ché, tac dung khong
mong muon, chi dinh, chong chi dinh cta atropin ?
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