DUQC LY HOC 2007 - PAI HOC Y HA NOI

(SACH DUNG CHO SINH VIEN HE BA C ST PA KHOA)

Bai 8: THUOC NGU VA RUGU

MUC TIEU HOC TAP: Sau khi hoc xong bai ndy, sinh vién c¢6 kha nang:
1. Néu dugc moi lién quan giita cdu triic héa hoc va tdc dung ciia barbiturat.
2. Trinh bay duoc cdc tdac dung duoc ly cua barbiturat.

3. Néu duoc triéu chiing ngd doc cdp va cdch xit ly ngd doc cua thudc ngu barbiturat
(phenobarbital).

4. Trinh bay duoc tdc dung, ngd doc cdp va man, diéu tri ngé doc ruou ethylic.

1. DAl CUONG

Giéic ngt 12 nhu cdu rét cdn thiét cho co thé. O nhimg dong vat bac cao, dé cho qud trinh séng cé
thé dién ra binh thudng phai c6 su luan phién cua hai trang thdi thic va nga.

Do tic ch€ than kinh trung wong, thuéc ngl tao mot giac ngl gan gidc ngh sinh 1y. Khi dung li€u
thap, thudc gay tic dung an than, véi liéu cao c6 thé gdy mé. Thudc c6 thé gay ngd doc va ché t
khi dung & liéu rét cao.

Dé chong mat ngt, 1am gidm trang thdi cang thang than kinh... truéc day thudng ding barbiturat
va mot sO thudc ngu khac nhu dan xuat piperidindion, carbamat, rugu, paraldehyd, dan xuét
benzodiazepin. Ngay nay, hay dung thudc an than- giy ngl loai benzodiazepin vi it gay quen
thuoc va it tic dung khong mong muon.

2. BARBITURAT
Cdc barbiturat déu 1a thudc doc bang B, hién nay it dung.
2.1. Cau tric

Acid barbituric (2, 4, 6- trioxohexahydropyrimidin) dugc tao thanh tir acid malonic v a ure.
NH, HOOC NH - OC H

NPV RN
NIV

NH,

Uré acid malonic acid barbituric

Vi l1a acid manh, dé bi phan ly nén acid barbituric chua khuéch tdn dugc qua mang sinh hoc va
chua c6 tdc dung. Khi thay H & C, bang cdc goc R, va R,, duoc cdc barbiturat (1a acid yéu, it
phan ly) c6 tic dung tc ché€ than kinh trung uong.

2.2. Lién quan giita cau tric va tac dung



DUQC LY HOC 2007 - PAI HOC Y HA NOI

(SACH DUNG CHO SINH VIEN HE BA C ST PA KHOA)

Khi thay déi cau triic, s€ anh hudng dén do ion héa va kha ning tan trong lipid cua thudc, do d6
mutc do khuéch tdn clia thudc vao ndo va 4i luc clia thuodc doi vé6i lipid clia co thé ciing bi thay
déi, nén cudng do tac dung ciing thay déi.

Tac dung sé rat yéu khi chi thay th¢ mot H 6 C.,.
Néu thay hai H & C, bang cac chudi R, va R, sé tang tac dung gay ngu.

Tac dung tc ch€ than kinh trung wong sé manh hon khi R, va R, 1a chudi nhanh hodc goc carbua
hydro vong hoac chua no.

Khi mot H & C; dugc thay bing mot géc phenyl, s& duge phenobarbital ¢6 tdc dung chong co
giat.
Thay O & C, bang S, dugc thiobarbiturat (thiopental) gdy mé nhanh va ngan.

Khi thay H & N, hoac N, bang géc methyl ta ¢ barbiturat Gc ché than kinh trung wong manh va
ngan (hexobarbital).

2.3. Tac dung duoc ly
2.3.1. Trén than kinh

Barbiturat tc ché than kinh trung uong. Tuy vao li€u ding, cdch dung, tuy trang thii ngudi bénh
va tuy loai barbiturat ma dugc tic dung an than, gy ngl hoac gy mé.

Barbiturat tao ra gidc ngu gan giéng gidc ngu sinh 1y, lam cho gidc ngt dén nhanh, giam lugng
toan thé clia gidc ngl nghich thudng (pha ngt nhanh, dién nio do cé séng nhanh, ngl rat say
nhung ¢6 hién tuong van dong nhan cau nhanh nén pha nay con dugc goi la pha ngt cé van dong
nhan ciu nhanh), giam ty 1é cta gidc ngl nghich thuong so véi gidc nga sinh ly.

V6i liu gay mé, barbiturat tic ché tlly s6ng, lam gidm phan xa da synap va cé thé 1am gidm ap
luc dich nido tuy khi dung & liéu cao.

Barbiturat (vi du phenobarbital) con chong dugc co giat, chong dong kinh, do lam giam tinh bi
kich thich ctia vd ndo. Barbiturat doi 1ap véi con co giat do strychnin, picrotoxin, cardiazol, doc
to uon van...

Co ché tac dung:

Gitta hanh ndo va cu ndo sinh tu ¢6 hé ludi cta ndo gitta gdbm phan trude (phan di 1én) hoat héa va

phan sau (phin di xuéng) c6 tinh tic ché. Barbiturat tic dong bang cdch tc ché chic phan clia hé

luéi ma vai tro 12 dan dit, chon loc nhitng thong tin tir ngoai bién vao vo nio. Thudc c6 thé ngin
can xung tdc than kinh qua cdc truc hé luéi- vo ndo, ngoai bién- d6i ndo- vé nio, hé ludi- ca
ngua, vo ndo- doi ndo...

Barbiturat tdc dung gidn ti€p thong qua GABA, lam tang thoi lugng md kénh Cl . Vi liéu cao,
barbiturat tic dung truc ti€p trén kénh Cl -, gitip m& kénh, Cl - tién ao at vao trong t€ bao than
kinh, gay uu cuc héa. Picrotoxin doi lap véi barbiturat & kénh Cl °, ttc ché van chuyén CI *, gay co
giat.

Barbiturat c6 kha nang tang cuong hoic bat chudc tdc dung tic ché synap clia GABA, tuy nhién
tinh chon loc kém céc benzodiazepin.

2.3.2. Trén hé thong ho hdp



DUQC LY HOC 2007 - PAI HOC Y HA NOI
(SACH DUNG CHO SINH VIEN HE BA C ST PA KHOA)
Do tic ch€ truc ti€p trung tam ho hidp & hanh ndo nén barbiturat lam giam bién do va tin s6 cac

nhip thé. Liéu cao, thudc huy hoai trung tam ho hap, 1am gi am dap tng véi CO,, c6 thé gay nhip
thd Cheyne- Stockes.

Ho, hit hoi, nic va co thét thanh quan 1a nhitng dau hiéu c6 thé gap, khi dung barbiturat gy mé.
C4c barbiturat lam giam st dung oxy & ndo trong lic gdy mé (do tc ché hoat dong cuia neuron).

2.3.3. Trén hé thong tuan hoan

Vi liéu gay ngu barbiturat it anh hudng dén tuin hoan. Liéu gay mé, thudc lam giam luu luong
tim va ha huyét 4p. Barbiturat tc ché tim & liéu doc.

2.4. Poc tinh

Trong bai nay chiing t6i chi dé cap dén doc tinh cua phenobarbital, mot b arbiturat con duoc ding
nhiéu trén 1am sang.

2.4.1. Tdc dung khong mong muon

Khi dung phenobarbital, ti 1& nguoi gap cac phan ting c6 hai chi€ém khoang 1%.
- Toan than: budn ngu

- M4u: ¢6 hong cau khdng 16 trong mau ngoai vi.

- Than kinh: rung giat nhan cau, mat diéu hoa dong tac, bi kich thich, lo sg, 14 1an (hay gap &
ngudi bénh cao tudi).

- Da: néi mén do di tng (hay gip & ngudi bénh tré tudi). Hi€m gip hoi ching dau khép, r6i loan
chuyén héa porphyrin do phenobarbital.

2.4.2. Ngo doc cdp

Ngo doc cdp phenobarbital phan 16n do ngudi bénh uong thudc v6i muc dich tu tir. VGi liéu gép
5- 10 I4n liéu ngt, thude c6 thé gay nguy hiém dén tinh mang. Tl vong thudng xay ra khi néng
do phenobarbital trong mau cao hon 80 microgam / ml.

2.4.2.1. Triéu chitng nhiém doc

- Ngudi bénh budn ngli, mat dan phan xa. Néu ngo6 doc niang c6 thé mat hét phan xa gan xuong,
ké ca phan xa gidc mac.

- Dong tr gian, nhung van con phan xa véi dnh séang (chi mat néu ngudi bénh ngat thd do tut ludi
hoac suy ho hép).

- Gian mach da va c6 thé ha than nhiét (vi thuéc 1am giam chuyén héa chung nén gay gidm sinh
nhiét).

- Rai loan ho hép, nhip thd chdm va néng, giam luu lugng ho hap, giam thong khi phé nang.

- R6i loan tuan hoan: giam huyét ap, truy tim mach. Cudi cing, ngudi bénh bi hon mé va chét do
liét ho hap, phu nao, suy than cép.

24.22. Xutri

Xt tri cap cttu phu thudc vao mic do nang khi bénh nhan vao vién: loai bo chat doc trudc hay hoi
stc trudc.
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- bam bao thong khi: dat 6ng ndi khi quan, hit dom, ho hap nhan tao, mé khi quan néu c6 phu
thiét hau, thanh mon.
- Han ch& ngo6 doc:

. Rira da day bang dung dich NaCl 0,9% hoac KMnO , 0,1%, ngay ca khi da ngo doc tir 1au vi khi
ngo doc barbiturat, nhu dong da day bi giam nén thudc & lai lau trong da day.

Lay dich rira da day & 1an dau dé xét nghiém doc c hat.

. Uong than hoat dé tang dao thai thudc va rit ngin thdi gian hon mé hoic thudc tdy sorbitol 1 - 2
glke.

- Tang dao thai:

i (/}éy bé)i niéu cudng bic: truyén dung dich man ding truong hoac dung dich glucose 5% (4 - 6
it/ ngay

Dung thudc loi niéu tham thau (truyén tfinh mach cham dung dich manitol 100 g/ lit) dé tang thai
barbiturat.

. Base hod huyét tuong: truyén tinh mach dung dich base natribicarbonat 0,14% (0,5 - 1 lit)

. Loc ngoai than: 1a bién phdp thai trir chat doc rat ¢6 hiéu qua nhung khong phai & t uyén nao
ciing c6 thé 1am dugc, gid thanh cao.

. Khi bénh nhan ngé doc nang, nong do barbiturat trong mau cao nén chay than nhan tao (phai
dam bao huyét 4p bang truyén dich, dopamin hay noradrenalin).

.0 nhiing bénh nhan c6 tut huyét ap, suy vanh hoac suy tim, loc mang bung s€ c6 hiéu qua hon
than nhan tao.

- bam bao tuan hoan.

. H6i phuc nudc dién giai, thang bang acid base.

. Néu truy mach: chong soc, truyén noradrenalin, plasma, mau.

- Chong boi nhiém, chu y t6i cong tac ho 1y va cham séc dac biét trong t ruong hgp bénh nhan bi
hon mé.

2.4.3. Ngo6 doc man tinh

Ng6 doc man tinh barbiturat thuong gap & cac bénh nhan lam dung thu6c dan dén nghién thudc.
Biéu hién clia ngd doc gdom céc triéu chiing: co giat, hoang loan tinh than, mé sang...

2.5. Tuong tac thuoc

- Barbiturat gdy cam ting manh microsom gan, do d6 sé lam giam tic dung ctia nhitng thudc dugc
chuyén héa qua microsom gan khi ding phdi hop, vi du nhu ding phenobarbital cling véi
sulfamid chong dai thdo duong, thudc chong thu thai, estrogen, griseofulvin, cort ison, corticoid
tong hop, diphenylhydantoin, d4n xudt cumarin, aminazin, diazepam, doxycyclin, lidocain,
vitamin D, digitalin...

- C6 mot s6 thudc c6 thé 1am thay déi tdc dung cla barbiturat nhu ruou ethylic, reserpin,
aminazin, haloperidol, thuéc chong dai thio duong, thuéc tGc ch€ microsom gan (cimetidin,
cloramphenicol...) lam tang gidc ngl barbiturat.
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3. DAN XUAT BENZODIAZEPIN

DPuoc tong hop tir 1956, ngay nay dugc ding nhiéu hon barbiturat vi it doc, it tuong téc véi thudc
khéc. Benzodiazepin ¢6 tac dung an than, giai lo, lam dé ngu, gian co va chéng co giat. Thudng
dung dé chita mat ngl hodc khé di vao gidc ngt do uu tu lo ling (xem bai"Thudc binh than").

4. RUGU
4.1. Ruou ethylic (ethanol)
4.1.1. Tac dung

- Than kinh trung wong: ruou tc ché than kinh trun g wong. Tac dung cta ruou trén than kinh
trung uong phu thuoc vao noéng do rugu trong mau: & néng do thap ruou co tic dung an than, lam
giam lo au, & nong do cao hon ruou gay roi loan tAm than, mat diéu hoa, khong tu chi duge hanh
dong va c6 thé bi hon mé, tic ché ho hap, nguy hiém dén tinh mang khi néng do rugu trong mau
qua cao.

Co ché€ tac dung: Trudc day nguoi ta cho rang tac dung tc ché than kinh trung wong 1a do ruou
lam tan ra 16p lipid clia mang, nén anh hudng dén hoat dong cua cac kénh ion va céc prote in tac
dong trén céc kénh.

Nhitng nghién ctu gin day cho thdy ruou lam ting kha niang gin cia GABA trén receptor
GABA,. Rugu con tiac dong trén receptor NMDA glutamat (N - methyl- D- aspartat), tic ch€ kha
nang mé kénh Ca™ cua glutamat.

- Tai ché: khi boi ngoai da rugu c6 tac dung sat khudn, t6t nhat 1a rugu 70 °. Rugu 90° 1am dong
protein & da, 1am hep cdc 16 ti€t mo hoi, do d6 ruou khong tham sau vao trong da dugc.

- Tim mach: rugu nhe it 4anh hudng dén tim mach. Dung rugu manh trong thdi gian dai c6 thé gay

gian co tim, phi dai tam that va xo hoa.

- Tiéu héa: ruou nhe (dudi 10°) 1am tang tiét dich vi, dich vi c6 nhiéu acid va it pepsin, ting nhu

dong ruot, tang kha nang hap thu thitc an ¢ niém mac ruot. Vi vay, dung ruou nhe ¢ diéu do sé

lam tang thé trong.

Nguoc lai, ruou 20° ic ché su bai tiét dich vi. Ruou manh (40°) gay viém niém mac da day (do
anh huodng t6i 16p chat nhay ¢ da day), non, co that ving ha vi, 1am giam su hdp thu cia mot s6

thudc qua ruot.

- Co tron: do tc ché trung tam van mach nén ruou gay g ian mach. Tac dung gian mach cua ruou
con do kha niang 1am gidn co tron cha acetaldehyd (chat chuyén héa clia ruogu). Do dé, ngudi ngd

doc rugu dé bi ha than nhiét va khi gap lanh dé bi chét céng.

Ruou con lam gian co tir cung.

4.1.2. Duoc dong hoc

Ruou hap thu nhanh qua dudng tiéu héa. Sau khi uong 30 phit, ruou dat nong do toi da trong
mau. Thic an lam giam hap thu rugu.

Sau khi hdp thu, ruou dugc phan phéi nhanh vao céc t6 chiic va dich ctia co thé (qua dugc rau
thai). Nong do ruou trong té chitc tuong duong v 6i ndong do trong mau.

Trén 90% rugu dugc oxy héa & gan, phin con lai duoc thai trir nguyén ven qua phéi va than. C6 2
con dudng dé chuyén héa rugu thanh acetaldehyd.
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- Chuyén héa qua alcool dehydrogenase (ADH): (1a con dudng chinh). ADH 1a mot enzym chia
k&m, c6 nhiéu & gan. Ngudi ta con tim thdy ADH & ndo va da day. ADH chuyén ruou thanh
acetaldehyd véi su tham gia cia NAD ™ (nicotinamid adenin dinucleotid).

- Chuyén héa qua hé microsomal ethanol oxidizing system (MEOS) khi nong do ruou trong mdu
trén 100 mg/ dL (22 mmol/ L), rugu duoc chuyén héa qua h¢ MEOS. O nhiing ngudi nghién
rugu, hoat tinh clia cdc enzym ting lén, 1am tang chuyén héa ctia chinh ruou va mot so thude
duoc chuyén héa qua hé nady nhu phenobarbital, meprobamat, carbamazepin,
diphenylhydantoin...

4.1.3. Ung dung ctia ruou

- Ngoai da: dung dé s4t khudn

- Giam dau: c6 thé tiém ruou vao day than kinh bi viém dé giam dau.
4.1.4. Ngo doc man

O nhimg ngudi ding ruou lau dai, mot s6 co quan nhu gan, than kinh, da day, tim mach... s& bi
ton thuong.

- Gan dé bi viém, nhiém md& gan, xo gan. Phu nit dé nhay cam véi doc tinh cua rugu hon nam
gidi.

- Ruou lam tang su bai tiét dich vi, dich tuy, anh hudng téi 16p chit nhay & niém mac dan téi
viém da day.

Ngudi nghién rugu hay bi tiéu chdy (ruou gay thuong tén rud t non), chdn an, gy yéu va thi€u
mau.

- Viém day than kinh, r6i loan tam than, co giat, giam kha nang lam viéc tri 6c, mé sang... thuong
gap 6 ngudi nghién rugu nang.

- U6ng ruou manh va kéo dai, co tim dé bi ton thuong va xo héa. 5% ngudi nghién ruou bi ting
huyét ap.

- Ruou ¢6 4nh hudng t6i hé thong mién dich (thay déi su hoa ting dong bach ciu, s6 luong t€ bao
limpho T, hoat tinh cia NK (natural killer cell) do d6 ngudi nghién rugu dé mic cac bénh nhiém
khuan nhu viém phéi, lao...

Kha nang bi ung thu miéng, thuc quan, thanh quan va gan & ngudi nghién rugu thuong cao hon
nguoi binh thuong.

4.1.5. Diéu tri ngo doc

4.1.5.1. Ngo doc cdp

- Rira da day né€u bénh nhan méi bi ngd doc

- Pam béo thong khi dé trdnh suy ho hap

- Giai quyét tinh trang ha dudng mdu, tin g ceton mdu bang truyén glucose.

- Bénh nhan non nhiéu, c6 thé ding thém kali (néu chic phan than binh thuong)

- Vitamin B, va mot s6 vitamin khdc nhu acid folic, vitamin B, ¢6 thé 1am gidm b6t cdc thuong
ton than kinh do ruou gay ra.
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4.1.5.2. Ngo doc man tinh
Dung disulfiram dé chita nghién ruou

Disulfiram (tetracthylthiuram) ¢ ché aldehyd dehydrogenase, lam tang nong do acetaldehyd
(gap 5 dén 10 lan) nén gay doc.

Sau khi u6ng, khoang 80% disulfiram dugc hap thu nhanh qua dudng tiéu héa nhung néng do
thudc trong mdu thap vi disulfiram bi chuyén héa thanh diethyldithiocarbamate (chat chuyén héa
con tac dung).

Liéu thuong dung: 250 mg/ ngay (t6i da 500 mg/ ngay) trong 1 - 2 tun, sau dé chuyén sang liéu
duy tri 125 mg/ ngay (tuy thuoc vao mic do nhay cam ctia b énh nhan).

Sau khi diing disulfiram 1 gio, nguoi nghién udng rugu s€ bi d6 bung mat, nhiic dau dit doi, buon
non, noén, va mo hoi, tut huyét 4p va boi réi. Cac dau hiéu ndy c6 thé kéo dai tir 30 phiit dén vai
gi0, sau d6 bénh nhan ngu thiép di.

Mot s6 thuoc nhu metronidazol, cephalosporin, sulfamid chong dai thao duong, khi phoi hop véi
rugu ethylic ciling gay nhitng phan tng nhu & disulfiram.

C4c nghién citu gan day cho thay c6 thé phoi hop Naltrexon (chat doi khang trén receptor opioid)
v6i disulfiram dé chita nghié n ruou. Su phdi hop nay s& lam giam dugc doc tinh cta thudce doi véi
gan. Naltrexon dugc dung 50 mg/ 1an/ ngay.

4.1.6. Tuong tdc thuéc

- C4c thudc an than, thudc ngu, chong co giat, thudc tc ché tam than, thudc giam dau loai opioid
lam tang tiac dung cta rugu trén than kinh trung wong.

- Rugu lam tang tac dung phu trén duong tiéu héa nhu viém, loét, chdy mau cua cac thudc chong
viém phi steroid (aspirin...), uéng rugu cung véi paracetamol lam tang nguy co viém gan.

- Khi u6ng kéo dai, rugu gay cam tng mot s6 enzym chuyén héa thudc & microsom gan, 1am tiang
chuyén héa va giam hiéu qué diéu tri clia mot s6 thudc: sulfamid ha duong huyét, thudc chong
dong mau loai cumarin, meprobamat, diphenylhydantoin, carbamazepin...

- Do tac dung gian mach ngoai vi clia ruou, néu udng dong thoi véi cac thude chong tang huyét
4p, c6 thé c6 nguy co gay tut huyét 4p dot ngot qud mide can thiét.

- Cac thudc ha dudng huyét nhém biguanid c6 thé gay tang acid lactic mdu néu uéng nhiéu ruou
trong thoi gian diéu tri.

4.2. Methanol (ruou methylic)

Loai rugu nay dung trong cong nghiép, khong dung trong y t& vi doc. Trong co thé, dudi su xiic
tac cua alcool dehydrogenase, methanol duoc oxy héa thanh formaldehyd rat doc (gay dau dau,
budn non, non, da lanh, hemoglobin niéu va c6 thé din dén mu né u khong duoc diéu tri kip thoi).

Alcool -
CH,OH »H,CO ———®HCOO" —*CO,+H,0
methanol dehydrogenase formaldehyd format
4.3. Ethylen glycol (CH,OHCH,OH)




DUQC LY HOC 2007 - PAI HOC Y HA NOI

(SACH DUNG CHO SINH VIEN HE BA C ST PA KHOA)

DPuoc stt dung nhiéu trong cong nghiép, trong mdy di€u khi cia xe 6 to... Khong dung trong y té.
Khi ngo doc, ethylenglycol c6 thé gay acid chuyén héa va suy than (do ling dong céc tinh thé
oxalat & 6ng than).

S S A e

CAU HOI TU LUONG GIA
Phdn tich cdu triic héa hoc va cdc ddc tinh Iy héa cua cdc barbiturat.
Phdn tich méi lién quan giita cdu triic héa hoc va tdc dung duoc ly ciia barbiturat.
Trinh bay cdc tac dung duoc ly ciia thuoc ngu barbiturat.
Trinh bay cdc tdc dung khong mong mudn cia phenobarbital.
Trinh bay triéu chiing ngod doc cdp va cdach xit tri ngé doc phenobarbital.
Trinh bay cdc tdc dung duoc ly cua ruou ethylic.
Trinh bay triéu chitng ngd doc va cdach xu tri ngé doc ruou ethylic.

Trinh bay cdc tuong tdc cua ruou ethylic vdi cdc thudc khdc.



