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1. D01 COONG

Gilc ngl la nhu cOu rdt cOn thidt cho cO thd. 0 nhing ding vt bl c cao, dl cho qué trinh sing
co

thD di0n ra binh thO 0 ng phi ¢ sO luéan phién cl a hai tr0 ng thai th ¢ va ngl.

Do Uc chd thOn kinh trung 00ng, thudc ngl t0o mOt gilc ngd gin gil c ngd sinh ly. Khi dung liDu
thO p, thul ¢ gay tac ding an thO'n, vOi lilu cao c6 thl gay mé. Thulc co6 thl gay ngd dic va chl
t

khi dung 0 liDu r0t cao.

B0 ching mit ngl, lam gil m trd ng thai cang thi ng thO n kinh... tr00c¢ day th0 0 ng dung barbiturat
va mit sl thulc ngd khac nhi din xult piperidindion, carbamat, ri0u, paraldehyd, din xult
benzodiazepin. Ngay nay, hay dung thuO c an t hOn- gay ng0 loli benzodiazepin vi it gay quen
thul ¢ va it tac di ng khbng mong mut n.

2. BARBITURAT

Cac barbiturat dlu la thul c dil ¢ b0 ng B, hil n nay it dung.

2.1. Clu trac

Acid barbituric (2, 4, 6 - trioxohexahydropyrimidin) d00c t0 o thanh t0 acid malonic v a ure.

Uré acid malonic acid barbituric

Vi la acid mOnh, d0 b0 phan ly nén acid barbituric chl a khull ch tan di0c qua mang sinh hi ¢ va
chOa cé tac diing. Khithay HO C 5 blng cac giic R 1 va R2, dilc cac barbiturat (la acid yOu, it
phan ly) c6 tac diing 0c chd thd n kinh trung 00 ng.

2.2. Lién quan gila clu trac va tac ding
Khi thay dii cOu trac, s 0nh h0Ong diin d0 ion héa va khil nang tan trong lipid cla thul c, do dé
mOc d0 khuOch tan cla thullc vao nao va ai llc cla thulc dii vi lipid cOa ¢l thO clng bl hay




Thulc ngl va ri0u - UGroup | UG Health
ThO sau, 19 Thang 6 2009 17:40

dii, nén cl0ng dl tac ding cling thay dli.

Tac diing sl r0t ydu khi chd thay thd mitHO C 5.

NOu thay haiHO C 5 blng cac chulli R 1 va R2 sl tang tac ding gay ngll.

Tac ding Oc chl thOn kinh trung 00ng s0 mOnh hin khi R 1 va R2 la chulli nhanh hoc giic
carbua hydro vong holl ¢ chl a no.

Khimt HO C5 dilc thay b ng mOt gl c phenyl, sO di0c phenobarbital cé tac di ng chlng co
gilt.

Thay O 0 C2 blng S, dilc thiobarbiturat (thiopental) gdy mé nhanh va ngln.

Khi thay HO N1 holc N3 bl ng gil c methyl ta ¢6 barbiturat 0c chl th0 n kinh trung 00ng mdnh va
ngdn (hexobarbital).

23.Tacdingdilc ly

2.3.1. Trén thl n kinh

Barbiturat 0 ¢ chd thOn kinh trung 00ng. Tul vao li0 u dung, cach dung, tull tring thai ngiJi bl nh
va tul lo0i barbiturat ma dij0c tac ding an thin, gay ngll hoc gay mé.

Barbiturat t0 o ra gilc ngl gin gilng gil c ngd sinh ly, lam cho gi c ngd d0n nhanh, gilm 100ng
toan th0 cla gillc ngd nghl ch thO0ng (pha ngl nhanh, dil n ndo A0 c6 séng nhanh, ngl rdt say
nhOng cé hiln t00ng v n dl ng nh@n clu nhanh nén pha nay con dilc giila pha ngl cé vin
dl ng nh&n cOu nhanh), giim t0 10 c0a gilc ngd nghdch thI0ng so vUi gilc ngl sinh ly.

V0Oi liou gay mé, barbiturat 0c ch t0y sOng, lam gidm phOn x0 da synap va cé th0 lam giom &p
I0c dich n&o tull khi dung 0 li0u cao.

Barbiturat (vi d0 phenobarbital) con chilng diU ¢ co gillt, chl ng di ng kinh, do lam gil m tinh bl
kich thich cOa vl ndo. Barbiturat dli I0p vOi cln co gilt do strychnin, picrotoxin, cardiazol, dii ¢
t0 uln van...

CO chO tac ding:

Gila hanh ndo va cll ndo sinh t ¢6 h 1001 cla ndo gila gim phin tri0c (phdn dilén) hol't héa
va phl n sau (phCn di xud ng) co tinh Oc chl. Barbiturat tdc ding bl ng cach 0c chl chic phin
clahl I00ima vaitro la din dit, chin I0c nhing théng tin t0 ngoli bién vao vl ndo. Thulc cé
thD ngan cln xung tac thn kinh qua cac tric h0 1001 - vO n&o, ngoli bién - dJi ndo- vl n&o, hi
I00i - cangla, vl ndo- dli nao...

Barbiturat tac di ng gian ti0 p thdng qua GABA, lam tang th0i I00ng mO kénh CI -. VUi liDu cao,
barbiturat tac ding trll ¢ ti0 p trén kénh CI -, gitp m0 kénh, CI - tiln ao 0t vao trong t0 bao thi n
kinh, gay 0u cl ¢ héa. Picrotoxin dli I0p vOi barbiturat 0 kénh CI -, Oc chO v n chuyln CI -, gay
co gilt.

Barbiturat c6 khl nang tang ciling holc bt chlilc tadc ding Oc chl synap cla GABA, tuy nhién
tinh chi n I0 c kém cac benzodiazepin.

2.3.2. Trén hi thing hé hlp

Do Oc chi tric tilp trung tdm h6 hIp 0 hanh n&o nén barbiturat [am gil m bién d0 va tin sO céc
nhd p thO. LiJu cao, thul ¢ hul holi trung tdm hoé hip, lam gi 0m dap O0ng vii CO 2, c6 thd gay
nhi p

thD Cheyne- Stockes.

Ho, hi't hii, nO ¢ va co thdt thanh quin la nhing d0u hilu c6 thd gdp, khi dung barbiturat gay
mé. Céc barbiturat lam gilm sU ding oxy 0 ndo trong luc gay mé (do 0c chll holtdling cla
neuron).

2.3.3. Trén hi thl ng tul n hoan

V0Oi liou gay ngl barbiturat it 0nh h00ng d0n tul n hoan. Liu gady mé, thulc lam gim I0u 100 ng
tim va h0 huyOt ap. Barbiturat Uc chl tim D liDu dOc.
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2.4. Bic tinh

Trong bai nay chung t6i chl d0 clp dln ddc tinh cla phenobarbital, mit b arbiturat con di0c
dung nhid u trén lam sang.

2.4.1. Tac dJ ng khéng mong mul n

Khi dung phenobarbital, t0 I0 ngl0i gl p cac phin 0ng c6 hii chil m khol ng 1%.

- Toan than: bull n ngl

- Mau: c6 hing clu khi ng I0 trong mau ngoli vi.

- ThO n kinh: rung gilt nhan clu, mdt dilu hoa d0 ng tac, b0 kich thich, lo sO, 4 10n (hay gdp O
ngd0i bl nh cao tuli).

-Da: nlimindodl Ong (hay gdp 0 ngd0ibdnh trd tuli). HiIOm g0 p hdi chOng dau khO p, r0i lo0n
chuyl n héa porphyrin do phenobarbital.

2.4.2. Ng0 dicclp

NgO di ¢ clp pheno barbital phUn I0n do ngl0i b0 nh ulng thulc vli mOc dich t0 t0. VOiliou gip
5-1010nli0u ngd, thulc c6 thd gay nguy hilm di n tinh mOng. TO vong thO Ong x0y ra khi n0ng
dl phenobarbital trong mau cao hiln 80 microgam / ml.

2.4.2.1. Trilu chO ng nhiim dJ ¢

- NgiOiblnh bulln ngl, mitdin phin x0d. NOungd dlc ning c6 thl mithitphlnxO géan
x00ng, kO cl phOn x0 giac mdc.

- Plng t0 gian, nhing vin con phin x0 vOi anh sdng (chl mit ndu ngd0i bl nh nglt thO do t0t
I00i holc suy hé hip).

- Gidan mOch da va c6 thl h0 t han nhilt (vi thul ¢ lam gi0 m chuyl n hdéa chung nén gay gilm
sinh nhilt).

- ROilo0n hé hip, nhip thO chO'm va néng, gitm I0u 100ng hé hip, gi0 m théng khi phl nang.

- ROi lodn tudn hoan: gilm huyOt ap, trly tim mOch. Culli cung, ngl0i b0 nh b0 hén mé va chit
do li0t hé hOp, phu n&o, suy thiln cOp.

24.22. X0 tri

X0 tri cOp cOu phO thulc vao mic d0 nOng khi bdnh nhén vao vion: lodi bl chit dlc tri0c hay
hiisCOctri0c.

- B0 m bl o théng khi: dit 0ng n0i khi qul n, hat @ m, h6é hi p nhén t0 o, mO khi quld n n0u c6 phu
thi0t hO u, thanh mén.

- HOn chO ngl dUc:

. R0adi day bl ng dung dil ch NaCl 0,9% hollc KMnO 4 0,1%, ngay cll khi da ngll dic t0 lau vi
khi ngl d0 ¢ barbiturat, nhu dilng di day b0 gim nén thulc O I0i l1au trong di day.
LOydichrladd dayU ID0ndlu dl xét nghiim dic c hit.

. U0 ng than holt d0 tang dao thii thul ¢ va rat ngd n thi gian hén mé hoU ¢ thul ¢ t0y sorbitol 1 -
2

a/kg.

- Tang dao thdi:

. Gay bai nilu cl0ng bl c: truyl n dung di ch mdn ding trd0ng hol ¢ dung di ch glucose 5% (4 -
6 lit/ ngay)

Dung thulc 101 nilu thdm thO u (truy0 n tinh mO ch chi'm dung dd ch manitol 100 g/ lit) A0 tang
th i barbiturat.

. Base hoa huylt t0 0 ng: truyl n tinh miO ch dung d ch base natribicarbonat 0,14% (0,5 - 1 lit)

. LOc ngoai thi n: 1a bi0n phap thdi trd chOtdlc rlt cé hilu qul nhi ng khong phUil t uyln nao
ctng c6 tho lam di0c, gid thanh cao.

. Khi bl'nh nhan ngl d0c ning, nOng dl barbiturat trong mau cao nén chly thi'n nhan t0o (ph0i
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dim b0 o huydt ap bl ng truyl n di ch, dopamin hay noradrenalin).

.0 nhOng b0 nh nhéan cé t0t huylt ap, suy vanh hollc suy t im, I0c mang b0 ng s c6 hilu qul
hin thOn nhan t0o.

- B0 m bl o tudn hoan.

. HOiphOc ndDc diln gili, thang bl ng acid base.

. NOu tr0y mOch: chl ng sCc, truyl n noradrenalin, plasma, mau.

- Ching bli nhilm, chu y t0i cdng tac hU ly va cham s6c dilc bilt trong t ri0ng hi p bl nh nhan
bl hén mé.

2.4.3. Ngi dic min tinh

NgO d0 ¢ mOn tinh barbiturat thOOng gl p 0 cac bl nh nhén 10 m dl ng thul ¢ din d0 n nghil n
thul c. Bilu hilln c0a ngl d c gdm cac tridu chi ng: co gilt, hol ng lod n tinh thOn, mé s ng...
2.5. T0Ong tac thulc

- Barbiturat gay c0'm 0 ng m0 nh microsom gan, do do6 sO lam gidm tac ding cla nhing thullc
di0c chuyln héa qua microsom gan khi dung phUi hOp, vi d0 nh0 dung phenobarbital cung vUi
sulfamid chl ng dai thao di0ng, thul c chi ng th0 thai, estrogen, griseofulvin, cort ison, corticoid
t0 ng hi p, diphenylhydantoin, d n xullt cumarin, aminazin, diazepam, doxycyclin, lidocain,
vitamin D, digitalin...

- Co mOt s thulc cé thD lam thay dii tac dO ng cla barbiturat nhi r00u ethylic, reserpin,
aminazin, haloperidol, thul ¢ ching da i thao di0ng, thulc 0c chd microsom gan (cimetidin,
cloramphenicol...) lam tang gil c ngd barbiturat.

3. DUN XUOT BENZODIAZEPIN

Pi0cting hOp t0 1956, ngay nay dilc dung nhilu hd n barbiturat vi it dl c, it t00ng tac vOi thulc
khac. Benzodiazepin c6 tac ding an thin, gili lo, lam di ngd, gian c0 va ching co gilt. Thi0ng
dung di chda mit ngl holc khé di vao gilc ngl do Du td lo I0ng (xem bai"Thul ¢ binh thO n").
4. ROOU

4.1. R0 u ethylic (ethanol)

4.1.1. Tac di ng

- Thn kinh trung 00ng: rd0u Oc chd thdn kinh trun g 00ng. Tac ding cla rl0u trén thO n kinh
trung 00ng phO thulc vao nng d0 r00u trong mau: 0 ning d0 thOp ri0u cé tac ding an thdn,
lam gidm lo au, 0 nOng d0 cao hin rd0u gay rdilo0n tam thO n, m0t didu hoa, khéng t0 chD dilc
hanh

ding va co thd b0 hén mé, 0c chl hé hip, nguy hil m dl n tinh md ng khi n0ng d0 r00u trong
mau qua cao.

CO chO tac ding: TrdOc day nglUi ta cho ring tac ding Oc chO thOn kinh trung 00ng la do r00u
lam tan ra I0p lipid c0a mang, nén OUnh hDOng d0n holt dl ng cla cac kénh ion va cac prote in
tac ding trén cac kénh.

Nh0O ng nghién clu gin day cho thOy r00u lam tang khi nang g n cla GABA trén receptor
GABAA. RO0u con tac ding trén receptor NMDA glutamat (N - methyl- D- aspartat), 0c chil kh(
nang mi kénh Ca ++ cl a glutamat.

- TOi chO : khi b6i ngo ai da rd0u co6 tac ding sat khun, tdt nhitla r00u 70 0. RIOu 900 lam
doéng protein 0 da, lam hOp cac 10 ti0t md hdi, do d6 rd0u khéng thi m sau vao trong da dilc.

- Tim mOch: r00u nhD it0nh h0Ong dln tim mOch. Dung r00u m0nh trong thd i gian dai co6 thQ
gay gian cl tim, phi dii tam thot va x0 héa.

- Tiéu héa: ri0u nhd (d00i 10 0) lam tang tidt ddch vO, d0ch vO c6 nhilu acid va it pepsin, tang
nhu dl ng rult, tang khO nang hip thu thOc an 0 niém modc rudt. Vi viy, dung ri0u nhd cé dilu
dd sO lam tang tho tr0 ng.
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NgOOc I0i, ri0u 20 0 0c chO sO baitilt dich vi. ROOu mOnh (40 0) gay viém niém mOc di day
(doOnh hiOng tdildp chOtnhay 0 di day), nén, co tht vung h vi, lam gilm sU hip thu cla
m0t sO thulc qua rudt.

- CO trdn:do 0c chd trung tdm vin mdch nén rl0u gy g idn mich. Tac ding gidn mich cla
ri0u con do khil nang lam gian cl trin cla acetaldehyd (chOt chuylln héa cla r00u). Do dé,
ngd0i ngd

dicri0u di bl hO thén nhilt va khi gdp I0nh dd b0 chit céng. RIOu con lam gian ¢ t0 cung.
4.1.2. Di0cding hi ¢

ROOu hO p thu nhanh qua di0ng tiéu héa. Sau khi ul'ng 30 phut, ri0u dit ndng d0 t0i da trong
mau. Thic an lam gidm hOp thu rd0u.

Sau khi hip thu, ri0u d00c phan phli nhanh vao cac tl chiic vadich cla cl thl (quadilcrau
thai). NOng dl r00utrongtl chOct00Ong dilng v Oindng dd trong mau.

Trén 90% r00u di0c oxy hdéa O gan, phOn con l0idi0c thditrd nguyén viln qua phiva thin. C6
2 con dilng dd chuyln hoa rl0u thanh acetaldehyd.

- Chuyl n héa qua alcool dehydrogenase (ADH): (la con di0ng chinh). ADH la m0t enzym chl a
kOm, c6 nhiDu 0 gan. NgOUOita con tim th0y ADH 0 ndo va di day. ADH chuyl n r00u thanh
acetaldehyd vlli s tham gia clla NAD + (nicotinamid adenin dinucleotid).

- Chuyl n héa qua hi microsomal ethanol oxidizing system (MEOS) khi nOng d0 r00u trong mau
trén 100 mg/ dL (22 mmol/ L), r00u di0c chuydn héa qua hi MEOS. 0 nhing ngl0i nghiln
r00u, hoOt tinh cla cac enzym tang Ién, lam tang chuyl n hoa cla chinh r00u va mit sO thulc
di0c chuyl n héa qua hi nay nhi phenobarbital, meprobamat, carbamazepin,
diphenylhydantoin. ..

4.1.3.0ngdingclarlu

- Ngoai da: dung di sat khun

- Gil m dau: c6 tho tiém r00u vao day thin kinh b0 viém dil gi0 m dau.

4.1.4. Ng0 dicmin

0 nhOng ngd0idung r00u lau dai, mOt s c0 quan nhd gan, thO'n kinh, d0 day, tim miOch... sO b0
t0n thO 0 ng.

- Gan di b0 viém, nhiim m0 gan, x0 gan. Phi n0 d0 nhy cOm vidic tinh c0a rd0u hln nam
gili.

- RO0u lam tang sO baiti0tdich vO, dichtly, Dnh hiOng t0il0p chit nhay 0 niém mic din t0i
viém d0 day.

NgOOinghiln rd0u hay b0 tiéu chly (r00u gay thing tOn rud t non), chan an, gly ydu va thilu
mau.

- Viém day th0 n kinh, r0i lo0n tdm thO n, co gilt, gi0 m kh nang lam viC ¢ tri 6¢, mé sing...
th00Ong glp 0 ngl0i nghiln rd0u ndng.

- U0 ng r00u mOnh va kéo dai, ¢ tim dd bl t0n thiOng va x0 héa. 5% ngili nghidn rl0u bl tang
huyOt &p.

-RO0Ou céOnh hiOng t0i hO thong miln dich (thay di sO héa Ong ding blch clu, sU I00ng t0
bao limpho T, holt tinh c0a NK (natural killer cell) do d6 ngli i nghidn rd0u d0 mdc cac bl nh
nhidm khuO n nhO viém phti, lao...

Khi nang b0 ung thO ming, thO'c qudn, thanh qudn va gan 0 ngl0inghidn r00u thdOng cao
hOn ngl0i binh thO 0 ng.

4.1.5. Dilu trl ngl dic

4.1.5.1. Ng0 dicdlp

- R0a di day n0u bl nh nhdn mii bl ngl dic
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- B0 m b0 o théng khi d0 trdnh suy h6 hil p

- Gili quyOt tinh trOng h0 d00ng mau, tan g ceton mau bl ng truyl n glucose.

- BOnh nhan nén nhilu, c6 thl dung thém kali (n0 u chi ¢ phUn thD n binh thI 0 ng)

- Vitamin B1 va m0t sO vitamin khac nh0 acid folic, vitamin B 6 c6 thd lam gil m b0t cac thi 0 ng
t0n thO n kinh do r00u gay ra.

4.1.5.2. Ng0 dic mdn tinh

Dung disulfiram d0 cha nghidn ri0u

Disulfiram (tetraethylthiuram) 0 c chll aldehyd dehydrogenase, lam tang ning di acetaldehyd
(g0p 5din 1010n) nén gay dic.

Sau khi u ng, kholl ng 80% disulfiram d 0 ¢ h0 p thu nhanh qua dil 0 ng tiéu héa nh0 ng ni ng dl
thul ¢ trong mau thi p vi disulfiram b0 chuyl n héa thanh diethyldithiocarbamate (chdt chuyln
hda con tac di ng).

LiDu thD O ng dung: 250 mg/ ngay (t0i da 500 mg/ ngay) trong 1 - 2 tulln, sau dé chuyln sang lilu
duy tri 125 mg/ ngay (tul thulc vao mic di nhdy cdm clOa b 0nh nhan).

Sau khi dung disulfiram 1 gill, ngd0i nghiOn udng rd0u sO b0 d0 b0 ng mOt, nhic dlu dO dOi,
bul n nén, nén, vd mb héi, t0t huylt &p va bli rli. Cac diu hilu nay co thl kéo dai t0 30 phut
din vai gil, sau dé bl nh nhan ngl thilp di.

MOt sO thuO c nhO metronidazol, cephalosporin, sulfamid chl ng dai thdo di 0 ng, khi phUi hOp vOi
r00u ethylic cling gay nhing phin 0ng nhi O disulfiram.

Céac nghién clu gin day cho thly cé thd phii hdp Naltrexon (chdt dii khang trén receptor
opioid) vOi disulfiram d0 chOa nghil nrl0u. SO phUi hOp nay sO lam gilm di0c dlc tinh cla
thulc dli vOi

gan. Naltrexon dil0 ¢ dung 50 mg/ I0n/ ngay.

4.1.6. Ti0 ng tac thul ¢

- Cac thul ¢ an thin, thullc ngl, ching co gilt, thulc Oc chd tam thO n, thul ¢ gi0 m dau lo0 i
opioid lam tang tac ding cla rl0 u trén thl n kinh trung 00 ng.

- RO0u lam tang tac ding phl trén d00ng tiéu héa nhi viém, loét, chly mau cla cac thullc

chl ng viém phi steroid (aspirin...), ul ng rd0u cung vli paracetamol lam tang nguy c viém gan.
- Khi ulng kéo dai, ri0u gay cOm 0ng mit sO enzym chuydn héa thulc U microsom gan, lam
tang chuyln héa va gidm hiDu qud diDu tr0 cla mOt sO thulc: sulfamid hi d00 ng huyOt, thulc
ching

déng mau loli cumarin, meprobamat, diphenylhydantoin, carbamazepin...

- Do tac ding gian mich ngoli vicla ri0u, ndu ulng ding thdi vOi cac thul ¢ chd ng tang huyOt
ap, co6 thl c6 nguy cll gay tit huylt ap dit nglt qua mic cln thilt.

- C4c thulc hO di0ng huylt nhém biguanid cé thD géy tang acid lactic mau nl u ul ng nhil'u
r00u trong thOi gian dilu tr0.

4.2. Methanol (r0 0 u met hylic)

LoCi r00u nay dung trong cong nghil p, khéng dung trong y t0 vi dlc. Trong cO th0, d00i sO xuc
tac cl a alcool dehydrogenase, methanol di0 ¢ oxy héa thanh formaldehyd r0t dl ¢ (gay dau diu,
bul n nén, nén, da 10 nh, hemoglobin nilu va co6 thd din din mu n0 u khéng di0c dilu tr0 ko p
thii).

CH30OH — H2CO — HCOO- — CO2+ H20

4.3. Ethylen glycol (CH 20HCH20H)

Bi0c si ding nhilu trong cong nghil p, trong may dil u khi cla xe 6 t6... Khong dung trong y t0.
Khi ngd ddc, ethylenglycol c6 thd gay acid chuyl n h6a va suy thin (do I0ng dl ng cac tinh th
oxalat 0 0 ng thdn).
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