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1. THUO C KiCH THICH HI MUSCARINIC (HO M)

1.1. Acetyicholin

1.1.1. Chuyi n hoa

Trong cl thi, acetylch olin (ACh) diiIc tOng hip t0 cholin coenzym A vli s xuc tac cla cholin -
acetyltransferase.

Acetylcholin 1a mOt base mQ nh, t0o thanh cac mulir0t d0 tan trong n00c
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Sau khi t0ng hi p, acetylc holin di0c I0u tr0 trong cac nang c6 di0ng kinh khod ng 300 - 600 A0
0 ngln day cholinergic di0i thD phlc hip khéng c6 holt tinh. DOOi Onh hO0ng cla xung ding
thO n kinh va clla ion Ca ++, acetylcholin di0c gili phéng ra dilng t0 do, déng vai trd mit chit
trung gian héa h ¢, tdc ding |1én cac receptor cholinergic U mang sau xinap, rli bl thul phan
mOt holt tinh

rit nhanh d00i tac di ng cla cholinesterase (ChE) d0 thanh cholin (I0itham gia tdng hip
acetylcholin) va acid acetic.
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C6 hai loUi cholinesterase:

- Acetylcholinesterase hay cholinesterase thilt (cholinesterase dil ¢ hil u), khu trd 0 cac ndron
vablnvinding cl van dl lam mOt tac di ng cl a acetylch olin trén cac receptor.

- Butyryl cholinesterase, hay cholinesterse gill (cholinesterase khong dil ¢ hillu, thO'y nhil u trong
huydt t00ng, gan, t0 bao thin kinh d0 m (nevroglia). Tac di ng sinh ly khéng quan trlng, chla
hoan toan bilt r8. Khi bl phong toll, khéng gay nhing biln dli chl ¢ phUn quan trl ng.

Qua trinh t0 ng hi p acetylcholin c¢é thd bl Oc chD bli hemicholin. BOc t0 cla vi khull n botulinus
Oc chd gili phéng acetylcholin ra ding t0 do.
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Hinh 5.1. Chuyln viln cla ACh tli tOn cung day pho giao cim

Cholin dill ¢ nhl p vao diu 1 n cung day phd giao 1 m bl ng chl t vii n chuytl n phl thul ¢ Na +
(A). Sau khi dilc i ng hlp, ACh dllic bu gil trong cac nang cung Vvli peptid (P) va ATP nhi
chit

viiln chuyn thl hai (B). DO0itac ding cdla Ca 2+, ACh bl dly ra khlinang dl tfl vao khe
xinap.

1.1.2. Tac di ng sinh ly

Acetylcholin 1a chit ddn truyO n thO'n kinh ¢ 0 nhilu ndi trong cO th, cho nén tac ding rit phic
tUp:

- VOiliDu thOp (10 pg/ kg tiém tinh mO ch chd), chl yOu la tac di ng trén hOu hi ch phé giao cIm
(h0 muscarinic):

. Lam chOm nhOp ti m, gidn miOch, h0 huyOt ap

. Tang nhu d0ng rudt
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. Co thOt phD quln, gay cOn hen

. CothitdOngtD

. Tang tintdich, n0Oc b0t va md hoi
Atropin lam m0Ot hoan toan nh ng tac di ng nay.

- VUi liDu cao (1mg/ kg trén chd) va trén suc vit da diiic tiém trl 0 c bl ng at ropin sulfat d0
phong tol tac ding trén hi M, acetylcholin gay tac di ng gil ng nicotin: kich thich cac hich thiic
vOt, tul thoOng thOn (hO N), lam tang nhi p tim, co mi ch, tang huyOt &p va kich thich h6 hi p
qua phin x0 xoang clnh.

Vi c6 amin bl ¢ 4 nén acetyl cholin khdng qua dil0 ¢ hang rao mau - ndo di vao thi n kinh trung
00ng. Trong phong thi nghid m, mul n nghién cOu tac ding trung 00 ng, phUi tiém acetylcholin
tr ¢ ti0 p vao ndo, nhi ng cling bl cholinesterase c¢6 r0t nhil u trong thO n kinh trung 00 ng pha
hul nhanh. Acetylcholin [a mdt chOt d0 n truyd n thd n kinh quan trd ng trong hi thO ng thO n kinh
trung 00ng, d00c tong hi p va chuylln héa ngay tdi chi, cé vai tro kich thich cac yOu t0 cOm tho
(nhO
cac receptor nhin cIm hda hic), tang phUn x0 10y, lam gi0i phéng cac hormo n cla tuyln yén,
tac ding trén vung di0i dlilam h0 than nhilt, d0p trlc til p vao vi ndo gay co gilt...

1.1.3. Cac receptor cl a hi cholinergic
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1.1.4. Ap d1 ng Iam sang

Vi acetylcholin b0 ph& hull r0t nhanh trong cU thD nén it dI0c dung trong lam sang. Chl dung
di lam gian mich trong bl nh Ray - nd (Raynaud- tim tai di u chi) hol ¢ cac billu hil'n holi t0.
Tac ding gidan mich cla ACh chl x0y ra khi n0i mé mich con nguyén vin. Theo Furchgott va
cs (1984), ACh va céac thullc clOng hd M lam gilli phong yOu t0 gidn mich c0a n0i mé mOch
(endothelium- derived relaxing factor - EDRF) ma bl n chit | a nitric oxyd nén gay gian ml ch.
NOu nOimé mich bl t0n thDOng, ACh khdng gay diil0c gian mdch.

Tiém di0i da hoc tiém blp 0,05 - 0,1 g, mJingay 2 -3 10n

Ong 1 mL = 0,1 g acetylcholin clorid

1.2. Cac este cholin khac

NO u thay th0 nhém acetyl b0 ng nhém carbamat th i blo vO di0c thulc khiitac ding cla
cholinesterase, do d6 kéo dai dilc thdi gian tac ding cla thulc. Cac thulc diu cé amin blic 4
nén kho thi m di0c vao thi n kinh trung 00 ng.

1.2.1. Betanechol (Urecholin) - Dl n xul t f1ng hil p

Tac ding chin I0c trén 0ng tiéu hda va tilt nidu. Dung dilu tr0 chi0ng bl ng, dly hii va bi dai
sau khi m0.
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ChOng chO dinh: hen, loét dJ day - ta trang. U0 ng 5- 30 mg. Vién 5- 10- 25- 50 mg

Tiém dilida: 2,5 - 5 mg, 3- 4 I0n mOt ngay.

1.2.2. CarbAChol

Dung chi a bl nh tang nhan ap, nhd dung diich 0,5 -1%
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Con dung lam chO m nh0 p tim trong cac ¢ n nhO p nhanh kO ch phat, rli lo0 n tul n hoan ngol i
bién

(viém di ng mi ch, bl nh Raynaul), tdo bén, chi 0 ng bl ng, bi dai sau m0. U0 ng 0,5- 2,0 mg/
ngay. Tiém dilida 0,5 - 1 mg/ ngay.

1.3. Muscarin

C6 nhilu trong mOt s nOm dCc lo 01 Amanita muscaria, A.pantherina

- Tac ding dil n hinh trén hO thOng hOu hOch pho giao cm, vi viy di0c gUila h0 muscarinic.
MO nh hi n acetylcholin 5 - 6 I0n va khéng bl cholinesterase pha hull.

- Khéng dung chlla bl nh. Nhing ¢é thl gl p ngl dl ¢ muscarin do an phti n0m dic: ding t0 co,
sui b0t mép, md héi Iénh lang, khé thl do khi dlo co thdt, nén Ue, Da chly, dai dim, tim dip
chOm, huyOt ap ho...

Dilu tr0 : atropin liDu cao. Cé thO tiém tinh mich tOng liDu 1 mg atropin sulfat.

1.4. Pilocarpin

Blic, bing A

La alcaloid clla la cay Pilocarpus jaborandi, P.microphylus - Rutaceae, mic nhilu 0 Nam M0O.
Pa ting hOp didc. Kich thich mInh hDu hi ch phoé giao clm, tac di ng lau hd n acetylcholin; lam
tilt nhilu n00c bOt, mO hGi va tang nhu d ng rudt. Khac v i muscarin la ¢6 ¢l tac din g kich
thich hi ch, lam gili phéng adrenalin t0 tul th00ng thOn, nén trén ding vitda dilc tiém trilc
bl ng atropin, pilocarpin si lam tang huylt ap. Trong céng thi ¢, chll ¢c6 amin bl c 3 nén thim
di0c vao thOn kinh trung 00 ng, li0u nhO kich thich, liDu cao Oc chO.

LiOu trung binh 0,01 - 0,02g

ThiOng chl dung nh mOt dung dd ch diu pilocarpin base 0,5 - 1% holc dung dich nic
pilocarpin nitrat hoU ¢ clohydrat 1 - 2% d0 chlla tang nhan ap hollc dli I0p vOi tac ding gian
ding t0 cOa atropin.

2. THUO C D01 KHANG HI MUSCARINIC (HI M)

2.1. Atropin

Dlc, blng A.

Atropin va ding lo0i la alcaloid cll a 14 cay Belladon (Atropa belladona), ca dl c di0c (Datura
stramonium), thién tién t0 (Hyoscyamus niger)...

2.1.1. Tac dl ng

Atropin va ding loli la nhi ng chit dlli khadng tranh chl p vOi acetylcholin 0 r eceptor cla hi
muscarinic (ai l0c > 0; hilu lI0c nditdi=0). ChO vOililu r0t cao va tiém vao ding mdch thi mOi
thl'y tac d0ng dili khang nay trén hiich va 0 bin vin ding cl van.

Vivlly, cac tac ding thoOng thOy la:

- Trén mOt, lam gian ding t0 va mOt khO na ng dil u ti0t, do d6é chd nhin di0c xa. Do lam cd mi
gian ra nén cac [0 ng théng di ch nhan clu bl ép I0i, lam tang nhén ap. Vi viy, khéng di 0 ¢ dung
atropin cho nhi ng ng00i tang nhan ap.

-Lam ngdng tilt n00c b0t I0ng, gilm ti0t mO héi, dich v, dich rudt

- Lam n0 khi d0o, nhOt 1a khi n6 da bl co thO't vi cI0ng phé giao cim. it cé tac di ng trén khi
dlo binh th00ng. Kem theo la lam gidm til t dd ch va kich thich trung tam hé hl p, cho nén
atropin thi0ng d00c dung a0 cit cln hen.

- [t tAc di ng trén nhu dl ng rult binh thO 0 ng, nhil ng 1am gil m khi rult ting nhu dl ng va co thit.
- Tac ding cOa atropin trén tim thi phic t0 p: li0u thd p do kich thich trung tdm day X 0 hanh néao
nén lam tim d0p chO'm; li0u cao hOn, Oc chl cac receptor muscarinic ca tim, I0i lam tim dl p
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nhanh. Tim th0 khéng chlu sO chi phii cla pho giao ¢ m nén atropin khéng ¢é [ nh hi 0 ng.

- Atropin it 0nh h0Ong d0n huyOt ap vi nhilu h0 mOch khéng cé day pho giao cIm. Chl lam
gian mich da, nhit 1a m6i trl 0 ng néng, vi thul ¢ khéng lam ti0t mO héi d00c, nén mi ch cang
giadn ra di chOng vOi xu h00ng tang nhilt.

- LiDu dOc, tac ding 1én n&o gay tinh trl ng kich thich, thao cullng, 0o giac, slt, culi cung la
hén mé va chit do lilt hanh n&o.

Dilu tr0 nhil m d0 ¢ b0 ng thul ¢ khang cholinesterase (physostignin) tiém tinh mi ch cach 2 gil
1 10n va chi ng trid u ch ng kich thich thO n kinh trung 00 ng bl ng benzodiazepin.

2.1.2. Chuy n hoa

DO hOp thu qua d00ng tiéu hoa va dilng tiém dilida. Cé thd hip thu qua niém mi ¢ khi dung
thulc t0i chd, cho nén O tr0 ¢é thD g0p tai bidn ngay cO khi nh0 mOt. Khol ng 50% thulc b0 thOi
tr0 nguyén chit qua nd0c tiu.

2.1.3. Ap di ng Iam sang
- Nh0 mOt dung ddch atropin sulfat 0,5 - 1% lam gian dilng t0 t0i da sau 25 phut, dung soi day
mOt holc dilu trd viém mIng mOt, viém giac mic. Phi vai ngay sau ding t0 mOitr0 I0i binh
th0 0 ng.

Cé th0 dung eserin salicylat (dung dO ch 0,2%) hay pilocarpin hydrat hol ¢ nitrat (dung di ch
1%) d0 rat ngln tac di ng cl a atropin.

- Tac diing lam gian cO trin d00c dung dd cOt cOn hen, cn dau tdi mOt, cln dau thO n, dau dO
day.

- Tiém tr0 0 ¢ khi gady mé d0 tranh tilt nhil u d0 m dai, tranh ngd ng tim do phin xU c0a day pht
vl
- ROi loOn ddn truyl n nhi t0c¢ nht thOt (Stockes - Adams) hol ¢ tim nhi p chim do 0nh h0 0 ng
claday X.

- Pilu tr0 ngd dic nOm lo0i muscarin va ngl do ¢ cac thull ¢ phong tol cholinesterase . Chilng
chl d0nh: bl nh tang nhan &p, bi dai do phi dli tuyn til n li0t.

2.1.4. Chl phimva lilu 0 ng

Dung d00i d0 ng base holU ¢ sulfat. Tiém tinh mdch 0,1 - 0,2 mg; tiém dilida 0,25 - 0,50 mg
(liDuthida110n:1 mg; 24gil:2mg);uing 1 -2mg (liCu tdida 1 10n: 2 mg; 24 gil: 4 mg).
Atropin sulfat 1ng 1 mL = 0,25 mg; vién 0,25 mg
Atropin sulfating 1 mL =1 mg (BOc bing A), chl dung dilu tr0 ngl d0c cac chit phong tol
cholinesterase.

2.2. Homatropin bromhydrat (homatropini hydrobromidum)

Blic, bing A
TOng hip. Lam gian ding t0 thOdi gian ngd n hd n atropin (trung binh 1 gid). Dung soi day mOt,
dung dilch 0,5- 1%.

2.3. Scopolamin (scopolaminum; hyoscinum)

Blic, bing A
- La alcaloid clla cay Scopolia carniolica.

Tac ding gin gidng atropin. Thii gian tac di ng ngd n hin. Trén thD n kinh trung 00 ng, atropin
kich thich con scopolamin thi 0 ¢ chll cho nén di0c dung chila bl nh Parkinson, cac clin co gil't
cla blnh lilt rung, phdi hOp vOithud c khang histamin d0 chl ng nén khi say t0 u, say séng.
UOng holc tiém diCida 0,25 - 0,5 mg
LiDuthidamOildn 0,5mg; 24 gi0: 1,5mg
Vién Aeron c6 scopolamin camphonat 0,1mg va hyoscyamin camphonat 0,4mg; dung chll ng
say song, say tdu: ulng 1 vién 30 phut tri0c lac khO'i hanh.
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2.4. Thul ¢ ban tIng hi p mang amoni bl ¢ 4: Ipratropium

Do g n thém nhém isopropyl vao ngu yén t0 N cl a atropin, ipratropium mang amoni bl c 4,
khéng hip thu d00c¢ qua di0ng ull ng va khdng vao di c thl n kinh trung 00ng. Thi O ng dung
difiding

khi dung d di0u tr0 bl nh phiit0c nghln mOn tinh va dd cOt cOn hen. ChD 1% hip thu vao
mau va khol ng 90% liJ u khi dung d00c nult vao ding tiéu hoa va thii tr0 theo phan. Tac
ding t0i da sau 30- 90 phut va t/2 > 4 gil.

ChO phl m: Ipratropium bromid (Atrovent, Berodual) dil ng khi dung dil nh li0 u, 20 pug/ nhat bop x
200 li0 .

NgOOil0n mOildn bop 2 nhat, miingay 3 - 4 I0n.

3. THUD C KiCH THICH HO NICOTINIC (HO N)

Cac thullc nay it d00c dung trong did u trd, nhIng I0i quan tring vl mdtddOc ly vi d00c¢ dung dl
nghién clu cac thul ¢ tac dil ng trén hi ch. Hil n nay cac thul ¢ kich thich hi ch di 0 ¢ chia thanh
hai nhdm: nhém di u g m nicotin va cac thullc {00 ng t0, tAc di ng kich thich trén cac receptor
nicotinic cla hi ch, bl hexametoni Uc chl ; nhdm sau g0 m muscarin, pilocarpin, oxotremorin,
thul ¢ phong tol cholinesterase... tac di ng kich thich trén cac receptor muscarinic (h0 M 1) cla
hi ch, khédng bl hexametoni, ma bl atropin 0c chi.

Serotonin, histamin va cac da peptid kich thich hi ch c6 thD la trén cac receptor dic hil u riéng.
Trong phin nay chl néi tli cac chit thulc loli nicotin.

3.1. Nicotin (a- pyridyl- metyl pyrrolidin)

Blc, blng A

C6 trong thul ¢ 14, thul ¢ 1ao d0 i hinh thi ¢ acid hdu cO (0,5 - 8,0%). Khi hat thul ¢, nicotin dii0c
gili phéng ra diUi di ng base

t0 do. Trung binh, hat 1 didu thul ¢ 14, hO p thu khol ng 1 - 3 mg nicotin. Lil u chi't kholl ng 60mg.
Trén hich thO c vOt, liDu nhO (0,02- 1,0mg/ kg cho, tiém tinh mO ch) kich thich; liDu cao (10 - 30
mg/ kg trén chd) lam li0t hO ch do gay biln clc va sau dé la tranh chl p vili acetylcholin.

Tac ding:

- Trén tim mO ch, gay tdc ding ba pha: h0 huydt 4p t0m thii, tang huylt ap mOnh rli culi cung
la hO huyOt ap kéo dai.

- Trén h6 hi p, kich thich lam tang bién d0 va tin sO

- Gian dng t0, tang ti0t dd ch, tang nhu dl ng rul't

Nguyén nhan cl a nhi ng tac dilng dé la do:

- Luc diu nicotin kich thich hi ch phé giao ¢l m va trung tdm Oc chi tim 0 hanh ndo nén lam tim
dlp chim, hO huyOt ap.

- Nh0 ng ngay sau dd, nicotin kich thich hi ch giao cIm, trung tdm v n mich va cac cl trin, lam
tim d0 p nhanh, tang huylt ap, gian diing t0 va tang nhu dl ng rul t. B0 ng thOi kich thich tul
th00ng thO n (coi nhD hich giao cOm khing I0) | am tilt adrenalin, qua cac receptor nhiln cIm
héa hilc 0 xoang cl nh kich thich phiin x0 Ién trung tdm hé hip.

- Culli cung la giai doln li0t sau khi b0 kich thich qua mdc nén lam h0 huyOt &p kéo dai.

Nicotin khdng dung trong dilu tr0, chd dung trong cac phong thi nghilm hollc dU gilt sau b0.
Nicotin gay nghil n, nh0 ng khi cai thul ¢ thi khéng gay bil' n ching nhi cai thul ¢ phil n. Hut
thulc la cé hii d0n tim, mOch, niém midc d00ng hé hi p vi khéi thull ¢ c6 oxyd carbon (gay
carboxyhemoglobin trong mau ngii i nghidn), cé ¢ ac base nitll, cac acid bay hili, cac phenol...
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la nhO ng chit kich thich mOnh niém mic. Ngoai ra con c6 hic in (cé holt chit la 3,4 -
benzpyren, c6 thd la mOt trong nhd ng nguyén nhéan gay ung thi phCi).

3.2. Cac thul c khac

- Lobelin:

La alcaloid cl a 1a cay lobelia inflata.

Téc ding kém nicotin r0t nhidu. HOu nh0 khéng con dl 0 ¢ dung trong Iam sang n0 a.

- Tetramethylamoni (TMA) va dimethyl - phenyl- piperazin (DMPP)

Téc di ng gil ng nicotin, kich thich c hi ch giao cIm va phé giao cOm nén tac ding phic tlp,
khéng di 0 ¢ dung trong dil u trll. Hay d00c¢ dung trong thd ¢ nghil m. DMPP con kich thich
th00ng thO n ti0t nhi0 u adrenalin.

4. THUOC PHONG B0 HO NICOTINIC (HO N)

B00c chia lam 2 loli: lo0i phong bl 0 hich thIc vOt, 0nh h0Ong dlin holtdingclacl trin, va
lo0i phong bl trén bln viln ding cla cl van.

4.1. Loli phong bl hi nicotinic c0a hich

Con glilathulc liot hOch, vi lam ngan cln lud ng xung tac thi n kinh t0 sOi tiln hOch t0i sOi hOu
hich. CO ch chung la tranh chl p vii acetylcholin t0i receptor 0 mang sau cla xinap cla hich.

NhD ta da bilt, cac hich thi n kinh thO ¢ vt cling c¢6 cU hai lo0 i receptor cholinergic Ia N va M 1.
Khi néi tdi cac thul c liot hO ch la c6 nghia chl bao ham céc thulc 0c chl trén receptor N cla
hdch

ma thoi.

Tuy cac cl quan thiOng nhin sO chi phUiclOa cl hai hi giao cIm va phé giao cdm, song bao
gil ciing c6é mit hO chidm Ou thd. Vi viy, tac ding cla cac thulc lilt hch trén c0 quan thulc
vao
tinh Du thd Oy clatdng hO (xem bl ng di0i):
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Trong lam sang, cac thul ¢ li0t hOch thiOng di0c dung dd lam hd huyOt ap trong cac clln tang
huydt &p, h0 huyOt &p dil u khil n trong m0 x0, va d6i khi d0 didu tr0 phu phi cOp, do chung c6
nhOng di ¢ dil m sau:

- CO0ng d0 Oc chi giao cm gay gian mich t0 10 vOi liDu dung

- Tac dilng mOt di nhanh sau khi ngi ng thullc, do dé d0 kilm tra dii0c hilu l0c cla thullc

- Cac receptor adrenergic ngoli bién viln dap 0ng di0c binh thi0ng nén cho phép di dang
difu tr0 khi cé tai bidn

Nh0 ng tai bil n va tac dilng phi thO0ng gip la:

- Do phong bl hi ch giao cIm, nén:

. D0 gay hi huyOt ap khi dilng (phOi d0 ngdibOnh nOm 10 - 15 phut sau khi tiém)

Dilu tr0 tai bil n b0 ng adrenalin va ephedrin.

. ROi lo0 n tul n hoan mO ch ndo, mdch vanh.

.Gilm ti0t niu .

- Do phong b0 hich phé giao cdm nén:

. Gilm ti0t d0ch, gidm nhu dl ng ruCt, lam khé mil ng va tao bén.

. Gian diing t0, chd nhin d00c xa.

. Bi dai do gil m tr00ng I0 c bang quang.

Cac thul ¢ ci (tetra ethyl amoni - TEA va hexametoni) d0 u mang amoni bl ¢ 4, khé h 0 p thu.
Hiln con 2 thulc dic sO ding.

4.1.1. Trimethaphan (Arfonad)

Phong bl hich trong thOi gian r0t ngdn. Truydn tinh mOch dung ddch 1 mg trong 1 mL, huyOt
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ap

hO nhanh. Khi ngd ng truylln, 5 phat sau huy0t ap da trl vO binh th00ng

Dung gay hi huy0t &p dil u khil n trong phOu thudt hoU ¢ dillu tr0 phu phii cOp.

O0ng 10 mL c6 500 mg Arfonad, khi dung pha thanh 500 mL trong dung dd ch mn ddng tr00 ng
di c6 1 mg trong 1 mL.

4.1.2. Mecamylamin (Inversin)

Mang N hoéa tr0 2, cho nén di hip thu qua d00ng tiéu hda, cé thl ulng dilc. Ta c ding kéo
dai 4 - 12 gil. Dung lau tac ding s gilm din

UOng mildn 2,5 mg, miingay 2 I0n. Tang din cho t0i khi dit di0c hilu qud didu trd, c6 tho
udng t0i 30 mg mii ngay. Vién 2,5 mg va 10 mg

LiDu cao c6 thd kich thich thd n kinh trung 00ng va phong toll blln vin d0ng c0 van.

4.2. Loli phong bl hi nicotinic ca ¢l van

Cura va cac chll phO'm
Blc, blng B

4.2.1. Tac ding

Cura tac ding Du tién trén hi nicotinic cla cac cO x00ng (c0 van), lam ngan cln lul ng xung tac
thOn kinh t0i c0 0 b0 n v n ding (Claude Bernard, 1856 ) nén lam gian c. Khi kich thich tric
tilp,

cl vindapOng dilc. DOOi tAc diing cla cura, cac ¢l khéng bl lilt cung mOtldc, malin 00t la
cac cll mi (gay sl p mi), cd mit, cd cO, cO chitrén, chidili, cl blng, cac cl lién siin va culi
cung la c hoanh, la m bl nh nhan ngling hé hip va chit. Vitac ding ngin nén ndu di0c hé
hip nhén t0o, chdc phin cac cl sO dilc hiiphUc theo thD t0 nglOc IDi.

Ngoai ra, cura cting cé tac ding Oc chi tric tilp 1én trung tdm hdé hl p 0 hanh n&o va lam gian
mOch hd huyOt ap hoUc co thdt khi qud n do gili phdng histamin

HOu hOt d0u mang amin bl c 4 nén r0t khé thO m vao thl n kinh trung 00ng, khéng hi p thu qua
thanh rult.

4.2.2. Cac lol i cura va ¢l chl tac dlng.Theo cl chi tac diing, chia lam hai lo0i:

4.2.2.1. Lol i tranh chl p vl i acetylc holin0 b1 n viin dl ng, lam cho b0 n v n d0 ng khong khi
clcdilc, glilaloldi cura ching khi clc¢ (antidépolarisant), hol ¢ loli gilng cura (curarimimetic)
hay pakicura (Bovet). Gili d0 ¢ bl ng cac thull c phong to0 cholinesterase (physostigmin,
prostigmin tiém tinh m0 ch tOng 0,5 mg, khéng vO Ut qua 3 mg. C6 thd tiém thém atropin 1 mg dl
ngan clin
tac ding cO0ng h muscarinic cla thull c).

Loli nay c6 tac dilng hilp dilng vii thul c mé, thullc ngd lo0i barbiturat, thul c an thi n lo0 i
benzodiazepin - d- Tubocurarin: la alcalo id [0y t0 cac cay loli Chondodendron tementosum va
Strychnos ma thl dan Nam MO d& dung d0 t0m tén dl c. Tac di ng kéo dai vai gil . Khéng dung
trong lam sang
- Galamin (flaxedil): t0 ng hi p. C6 thém tac dl ng gil ng atropin nén lam tim d0 p chd m, khéng
lam gili phéng histamin va kém dil ¢ hiin d - tubocurarin 10- 20 I0n. Tac di ng phat triln chi'm
trén cac nhom cl khac nhau, thii gian lam gian c0 b0 ng din li0t c0 hoanh kha dai nén gili hO n
an toan ring hon.

ChO phOm: Remiolan Ung 5 mL = 0,1g galamin triethyl iodid. Lilu 0,5 mg/ kg
- Pancuronium (Pavulon): 1a steroid mang 2 amoni bl ¢ 4. Tac ding khii phat sau 4 - 6 phut va
kéo dai 120- 180 phat. Du dil m chinh la it tac dl ng trén tul n hoan va khéng lam gilli phdéng
histamin.

- Pipecuronium (Arduan): khili phat tac ding sau 2 - 4 phut va kéo dai 80 - 100 phut. L0 chla
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blt pha tiém 4 mg + 2 mL dung mdi. Tiém tinh mdch 0,06 - 0,08 mg/ kg

4.2.2.2. Lol i tac dl ng nhl acetylcholin, lam bl n Vil n di ng khl ¢l ¢ qua mi nh,(depolarisant)
gli

la lo0i gil ng acetylcholin, (acetylcholinomimetic) ho O ¢ leptocura (Bovet). Cac thull ¢ phong bl
cholinesterase lam tang di ¢ tinh. Khéng c6 thull ¢ gilli dl c, tuy d - tubocurarin c6 tac ding doi
khang. Tr0Oc khilam li0t cO, gay gilt cO trong vai giay.

-Decametoni bromid: gay gilt c0 va dau cl, c6 thl gay tai bil n ngll ng th kéo dai nén cé xu
hi 0 ng dung succinylcholin thay tho .

Succinylcholin: 1a thul ¢ duy nhit cda nhém cura kh cic dic dung 0 Iam sang. C6 clu trdc
hdéa hlc nhl 2 phan t0 ACh gl n vao nhau:

Succinylcholin

KhOi phéat tac ding sau 1 - 1,5 phut va kéo da i ch khol ng 6- 8 phut, do bl cholinesterase
trong huylt t00 ng thul phén. Succinylcholin di'y K + 0 trong t0 bao ra nén c6 thi lam tang K +
mau 30- 50%, gay loll n nhip tim.

ChO phOm: Myo- relaxin 0ng 0,259 succinylcholin bromid. Tiém tinh mOch t0 1 mg/ kg.

4.2.3. Chl dinhvalilu 0 ng
- Lam mOm cO trong phOu thult, trong chd nh hinh, d0t 0ng ndi khi qul n.

- Trong tai mai h0 ng, dung soi thOc quln, gdp dd vit...

- Chiing co gilt cO trong choang dilin, ul'n van, ngd ddc strychnin.

Khi dung phii dit 0ng nOi khi qudn. Khéng hi p thI qua niém mic tiéu héa nén phii tiém tinh
mOch. Lilu I00ng tul theo tOng tri0ng hUp, ¢é thO tiém 1 10n holO ¢ truyl n nhi gidt vao tinh
mOch. Lilu mOm c0 d0u tién thO0ng la:

d- Tubocurarin 15 mg Methyl d- tubocurarin 5 mg Galamin (flaxedyl) 20- 100 mg Decametoni 4
mg Succinylcholin diiodua 30- 60 mg
Chu y: mOt sO thul ¢ khi dung cung vUi cura lodi curarimimetic (d - tubocurarin) cé thi cé tac
di ng hil'p dl ng, lam tang tac ding li0t cO cOa cura, nén cn gil m lil u:

- Cac thul c mé nhi ether, halothan, cyclopropan.

- Cac khang sinh nhD neomycin, streptomycin, polimycin B, kanamycin.

- Quinin, quinidin
5. THUD C KHANG CHOLINESTERASE
Cholinesterase la enzym thul phan lam mit tac di ng cl a acetylcholin. MOt phén t0
acetylcholin s glln vao hai vl tri hollt dlng cla enzym; vl tri anion (anionic site) sO gin v
cation N + clla acetylcholin, con v tri gl n este (esteratic site) gdm mit nhém base va mOt
nhém acid proton ( -G- H) tDo nén mit lién kOt hai hda tr0 vOinguyén t0 C ca nhom carboxyl
cla este:

580) {this.resized=true; this.width=580;}" width="549" border="0" height="505">
Physostigmin
5.1.1. Physostigmin (physotigminum; eserin)

Blc,blng A
La alcaloid clla hit cay Physostigma venenosum. Vi ¢ amin bllc 3, nén d0 hip th0 va thOim
di0c cO vao thin kinh trung 00 ng

Dung chl a tang nhan ap (nhl mOt dung di ch eserin sulfat hoU ¢ salicylat 0,25 - 0,5%) , holc
kich thich nhu diing rudt (tiém di0ida, 0ng 0,1% - 1 mL, mdingay 1 - 3 0ng).

Khi ng ddc, dung atropin lilu cao.

5.1.2. Prostigmin (neostigmin, pros erin)
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Blc, blng A

Vi mang amin bl ¢ 4 nén khac physostigmin la c6 ai I0c mi nh hin vOi cholinesterase, va khéng
thOm d00 ¢ vao thOn kinh trung 00 ng. Tac di ng nhanh, it tdc ding trén mOt, tim va huy0t 4p.
Ngoai tac dil ng phong toll cholinesterase, prostigmin con kich thich tric tilp cO van, tac di ng
nay khéng bl atropin dii khang.

Ap ding:

Prostigmin

- Chl dinh t0ttrong b0nh nhiOc c0 bl m sinh (myasthenia gravis) vi thilu hi't acetylcholin 0
bIn vin ding cl van. Con dilc dung trong cac triing hip teo cl, liltcO.

- Li0t rudt, bi dai sau khi m0

- Nh0 mOt chOa tang nhan ap

- Chia ngd dic curalolitranh chOp vOi acetylcholin

Lilu I00ng, chd phOm:

- Tiém di0i da mOi ngay 0,5 - 2,0 mg

- UDng mOi ngay 30 -90 mg vi thull ¢ khé thi m qua di day va di b0 ph& hul

Ong 1 mL = 0,5 mg prostigmin methyl sulfat

5.1.3. Edrophonium clorid (Tensilon)

ChottOng hip

Téac ding mOnh trén bl n vin ding cl van, la thulc gili dc cura loli tranh chOp vOi
acetylcholin. Tac dilng ng n hi n prostigmin.

Trong bInh nhiOc cl, tiém tinh mOch 2 - 5 mg; gili dl c cura:

5-20 mg

Ong 1 mL = 10 mg edrophonium clorid. Tensilon

5.2. Loli 0c chl khéng hili phic hollc rit kho hili phic

5.2.1. Cac hi p chi t clla phospho hilu ¢l :cac chilt nay k't hOp vOi cholinesterase chil U v
tri g0n este. Enzym b0 phosphoryl héa rit vilng bl n, kh6é di0 ¢ thul phén d0 hii phOc trd 101, doi
hiicD thD phCitdng hip I0i cholinesterase mOi. Vi viy lam tich lul nhil u acetylcholin 0 toan b0
hi cholinergic t0 vai ngay t0i hang thang.

0c chd mdnh cO cholinesterase thdt cing nhi gil. Trong Iam sang, danh gia tinh trl ng nhil m
dic bl ng dinh 100 ng cholinesterase gill trong huylt t00 ng.

Cac chitc chD cholinesterase loli phospho hD'u ¢ c6 cong thic chung la:

Trong dé X cé thD 1a halogen, cyanid (CN), thiocyanat, alkoxy, thiol, pyrophosphat...

ChO c6 DFP (di- isopropyl- fluo- phosphat) dil 0 ¢ dung nhi m0Ot chi a bl nh tang nhan ap (dung
dich 0,01- 0,05%). Cac diin xult khac dil0c dung lam thulc trl sau (TEPP, parathion,...), hol ¢
sU ding lam hOi ddc chiln tranh (tabun, sarin, soman...).

5.2.2. Dl u hilu nhilm di ¢ ¢l p:cac ddu hilu nhilm dlc cp phOn anh sO tran nglp
acetylcholin

0 toan bl hd cholinergic.
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- DOu hiDu kich thich hD' M: co dilng t0, sung huy0t giac mic, chly n00c mai, n00c bOt, dich
khi

qui n, co khi qud n, nén, dau bl ng, tiéu chiy, tim d0p chim, h0 huy0t 4p.

- DOu hiDu kich thich hD N: mOt m0i, gi0t cl, cOng cl, li0t va nguy hitm hOn cO la lit hé hip.
- DOu hiD u kich thich thO'n kinh trung 00ng: 10 [0n, mOt d0 ng tdc, mOt phOn x0 , nhd p thO
Cheyne - Stokes, co gilt toan than, hén mé, liot hé hip, h0 huylt ap do trung tdm hanh tull b0
OcchD.

Nguyén nhan din tdi t0 vong la do suy hé hip va tim mdch do c 3 ¢l chi kich thich h0 M, N
va trung 00 ng.

5.2.3.Dilutil nhilmdic

5.2.3.1. Thul c hul hi M: atropin sulfat lil u 1 t cao. Tiém tinh mOch liDu 1 - 2 mg, cach 5- 10
phut mOt 10n cho d0n khi hi't tridu chi ng kich thich hd M, holc b0t ddu c6 ddu hilu nhilm dic
atropin (gian ding t0). Ngay diu c6 th0 tiém t0i 200 mg.

5.2.3.2. Dung thud ¢ haol t hoa cholinesterase : mit sU chit0a nhan (nucleophylic agents) nh{
hydroxylamin (NH 20H), acid hydroxamic (R - CO- NHOH) va oxim (R - CH = NOH) c6 khQ
nang gilli phéng di 0 c enzym b0 phospho hlu cl phong tda va hoUt héa tr0 I0i. ChOt thO 0 ng
dung

la pralidoxim (2- PAM) tac ding 1én ChE phosphoryl hoa, t0 o oximphosphonat b0 thdi tr va
gili phéng cholinesterase.

Pralidoxim (2- PAM): 10 1g kém 0ng n00c 20 mL. MO i a0 u, tiém tinh mOch 1 - 2g, sau do truyln
nhd gilt tinh mOch mOi gi0 0,5g.

5.2.3.3. Dilu trl A1 tr]

Thay qulln ao, rla cac vung da c6 tilp xuc vili chit dic, rla di day nlu ngl dic do dilng

ull ng.

HO6 hip ho tr0, thD oxy. ChO ng co gilt bl ng diazepam (5 - 10 mg tiém tinh m0 ch) hoU ¢ natri
thiopental (2,5% tiém tinh mi ch).

Pidu tr0 sOc.
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