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LOI CAM ON

Toi xin chan thanh cam on Ban giam hiéu, phong Ddo tao sau dai hoc
Trieong Pai hoc Y Ha Ngi, Ban Gidm doc Bénh vién Bach Mai da gitip do va
tao diéu kién cho toi trong qué trinh hoc tdp va hoan thanh lugn an nay.

T6i ddc biét bay té long biét on sdu sdc téi:

PGS. TS. Nguyén Pat Anh- Nguyén triéng bé mén Hai Sizc Cap Ciru va
Chéng doc truong Pai hoc Y Ha N4i.

PGS.TS. Bang Quac Tudn- Trieong bé mdn Hoi sizc Cap Ciru va Chéng
doc truong Pai hoc Y Ha Noi.

PGS.TS. Ha Tran Hung; PGS.TS. Vi Thi Ngoc Thanh - Thay C8 hurong dan.

Céc thay (cd) trong Bé mon Hoi Sizc Cdp Citu va Chong déc.

Cdc bdc si va diéu dwong Trung thm Chéng déc Bénh vién Bach Mai.

L& nhitng nguoi thay mau myc, tan tinh chi bdo cho tdi nhaing kién thezc
va kinh nghiém trong chuyén nganh. Giip d& t0i trong viéc chon dé tai
nghién cizu, cach tién hanh nghién cizu, hoan thanh lugn an nghién citu.

Toi xin té 10ng biét on:

Céc thay cd trong hgi dong khoa hoc bdo vé ludn an tot nghiép da gianh
nhiéu thoi gian doc va cho tdi nhing y kién quy bau dé nang cao chdt hirong
lugn an.

Toi xin tran trong cdm on Ban Gidm doc Sé Y té Phi Tho, Bénh vién Pa
khoa tinh Pht Tho, khoa Cdp Citu dd tao diéu kién cho tdi trong sust qua
trinh hoc tap.

Xin cam on nhém nghién ciru dd dong hanh cing téi trong qué trinh
nghién cuu.

Toi xin chan thanh cam on gia dinh, ban bé dd tao moi diéu Kién, déng
vién, khich I¢ toi trong qua trinh hoc tap va lam lugn an.

Ha Noi, ngay 19 thang 5 nam 2021

Ha Thi Bich Van



LOI CAM DPOAN

T6i la Ha Thi Bich Van, nghién ctru sinh khoa 35, Truong Dai hoc Y Ha
Noi, chuyén nganh Hdi siic Cap ctru va Chdong doc, toi xin cam doan:

1. Pay 1a luan an do ban than t6i truc tiép thuc hién duéi sy hudng din
cua PGS.TS. Ha Tran Hung va PGS.TS. Vii Thi Ngoc Thanh.

2. Cong trinh nay khong tring lap véi bat ki nghién ctru nao khac di duoc
cong bé tai Viét Nam.

3. Céc sb lieu va thdng tin trong nghién ciu 12 hoan toan chinh xac, trung
thue va khach quan, dd duoc xac nhan va chap thuan cia co sé noi
nghién cuu.

T6i hoan toan chiu trach nhiém trugc phép luat vé nhitng cam két nay.

Ha Noi, ngay 19 thang 5 nam 2021

Ha Thi Bich Van
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PAT VAN PE

Methanol 1&2 mot loai con céng nghiép duoc st dung kha—rong réi.
Methanol 1a thanh phan caa nhiéu chét hitu co tong hop va 1a dung mdi cia mot
s6 luong 16n cac san pham thuong mai trén thi trudng nhu dung dich phun kinh
0 t, chat tay rura, nhién liéu cac 1o dt, dung méi hoa tan trong nhiéu loai son,
vecni, chat tao bong va dung dich trong may photocopy-...". Methanol c6 mot
s6 tinh chat vat ly kha gidng ethanol, 1a mét chat long khéng mau, dé bay hoi,
mui nhe va vi gan giéng ethanol, nhung rat doc va khong dugce dung lam d6
udng.

Ngo doc methanol trong nhiing nim gan day c6 xu hudng ting lén & Viét
Nam, theo s6 liéu Trung tdm chéng doc Bénh vién Bach Mai nam 2015 ¢6 30
bénh nhan, nam 2016 da c6 téi 60 bénh nhan. Pac biét nghiém trong la nhitng
vu ngd doc hang loat nhu tai ban Ta Chai, Lai Chau nam 2017 ¢6 téi 105 bénh
nhan c6 triéu chimg dén kham trong d6 c6 8 truong hop tir vong trudc vién va 2
bénh nhan tir vong tai bénh vién. Tai Ha Noi cling ¢6 vu ngd doc nam 2017 véi 9
sinh vién mua ruou vé ki tlc xa udng va déu bi ngd doc. Nguyén nhan do su
thiéu hiéu biét ciia ngudi dan hodc do udng nham rugu/con cé methanol, ty 18 tir
vong con rit cao dao dong 41,2%- 57,1%°° va nhitng bénh nhan séng sot
thudng dé lai nhiing di chang niang né dac biét 1a di ching mat. Ngo doc nang va
tr vong do methanol lién quan dén toan chuyén héa ning, ton thuong hé than
kinh trung wong, nhiém doc than kinh thj giac, suy hé hap va suy tuan hoan. Céac
acid hiru co, chii yéu la acid formic, va cac géc tu do dugc sinh ra tir qua trinh
chuyén hoa methanol gay rdi loan chirc nang va chét té bao.

Piéu tri ngd doc cap methanol can phai duoc tién hanh sém, dung
phuong phap mai ¢ thé ctu séng bénh nhan va han ché bién chiing. Véan dé
then chét trong diéu tri ngo doc cap methanol 1 loc mau va dung thudc giai
doc dic hiéu. Loc mau dé loai bo methanol, cac chat chuyén héa va diéu
chinh tinh trang toan héa mau. Tuy nhién can phai tim ra thoi gian va phuong



thic loc mau hiéu qua nhat theo tinh trang bénh nhan. Chat giai doc dac hiéu
(antidote) chu yéu dugc sir dung géom ethanol va fomepizole, la cac chat ngin
ngtra qué trinh chuyén hda methanol thanh acid formic. Trén thé gigi ethanol
da duoc nghién ctu va st dung nhiéu nam va cho két qua kha tét, tuy nhién
viéc thiéu ethanol dic biét 1a ethanol duong truyén tinh mach nhat 1a céc
tuyén y té dau tién khién cho viéc diéu tri bi cham lai. Gan day fomepizole
dugc sir dung nhiéu hon tai cac nudc phét trién vi tinh 6n dinh, it tac dung
khong mong mudn va bénh nhan thudng dén rat som. Tuy nhién gia thanh cua
fomepizole con cao do d6 chua pho bién ¢ cac nudce dang phat trién.

Dua vao diéu kién thuc té va su nd luc tiép can cac phuong phap diéu tri
méi, tai Trung thm Chdng doc Bénh vién Bach Mai d3 va dang ap dung
phac dd loc mau tich cuc phédi hop véi ethanol dudng udng trong diéu tri
ngd doc cip methanol dua theo hudng dan cia Bo Y té nam 2015* va mot
sb tac gia khéc trén thé gigi nhu Zakharov®, nhém chuyén gia ETRIP®. Loc
mau tich cuc la tham tach mau kéo dai 8 gio khi bénh nhan huyét dong 6n
dinh va loc mau lién tuc khi bénh nhan nguy kich, huyét dong khéng on
dinh va tat ca nhitng bénh nhan nay déu dugc ding chat giai doc dic hiéu
1a ethanol ngan chin chuyén hoa methanol thanh acid formic. Tuy nhién
chua c6 nghién ciru danh gia vé tinh hiéu qua cia phac d6. Vi vay ching
t6i tién hanh nghién ciu dé tai: “Panh gia hiéu qua cia phac do loc mau
tich cwc phdi hep véi ethanol dwong udng trong diéu tri ngd déc cap
methanol” véi 2 muc tiéu:

1. Khdo sét déc diém 1am sang, can 1am sang va mét sé yéu té lién quan dén ton
thuong than kinh thi giac va tiz vong ¢ bénh nhan ngg dgc cdp methanol.

2. Pdnh gia higu qud ciia phdc do loc méau tich cuc phéi hep véi ethanol
dwong uéng trong ngé dgc cap methanol tgi Trung tdm Chéng dgc Bénh
vign Bach Mai.



Chuwong 1
TONG QUAN

1.1. So lwgc vé tinh hinh ngd déc cap methanol trén thé gisi va Viét Nam
Thé giéi:

Theo théng ké cua To6 chuc y té thé gidi trong nhimg nim gan day co
nhiéu vu ngd doc cap methanol xay ra & nhiéu qudc gia nhu Campuchia,
Indonesia, An Do, Pakistan, Na Uy, Cong hoa Séc, Estonia, Thd Nhi Ky,
Ecuador, Libya, Kenya, Nicaragus, Uganda... Cac vu dich nay ¢ tir 20 dén hon
800 bénh nhén, véi ty 1€ tir vong Ién tdi hon 30%. Vu ngd doc methanol & Na
Uy tir 2002 dén 2004 c¢6 17 bénh nhan tir vong sau khi udng ruou lau chira 20%
methanol’. Tir 2005 dén 2012 Trung tdm chdng doc Ha Lan di tu van khoang
800 truong hop tiép xdc vaoi methanol chi yéu qua duong tiéu hoa. Trong nim
2007, cac trung tm chdng doc My tiép nhan 2283 trudng hop nghi ngd ngd doc
methanol®, Nam 2010 c¢6 hon 9000 bénh nhan ngd doc methanol va
ethylenglycol®. Vu ngd doc methanol nghiém trong tai Cong hoa Séc ndm 2012
c6 tong sé 121 bénh nhan, 20 bénh nhan tir vong trudc khi dén bénh vién, 20
bénh nhan di chiing vé thi luc va than kinh trung wong, ¢6 21 bénh nhan tir vong
tai bénh vién'. Tai Tripoli, Libya hon 1000 bénh nhan bi nhidm doc vai tir vong
khoang 10% (101/1066). Tai Kenya, két qua théng ké hai vu dich ¢ khoang 341
va 126 bénh nhan, véi ty Ié tir vong twong tng 1a 29% va 21%".

Mot nghién ctru tai vién truong Ostfold, Na Uy trong 2 nam (2002-2004)
c6 59 bénh nhan, nhap vién 51, tir vong trudc vién 8, trong sé 51 bénh nhan
déu duogc diéu tri bang bicarbonat, fomepizole va loc mau ti 1¢ tar vong 18%,
di chung 10%’. Tai Iran trong vong 1 nam (2009-2010) c6 46 bénh nhan ngo
doc methanol dugc diéu tri bang loc mau ngét quang va bicarbonat, khong st
dung fomepizole, ti 1& tr vong 11%". Téc gia Ruhksana nghién cau trong 4
nam tai Karachi cua Pakistan c6 téng s6 188 bénh nhan, ti & tir vong rat cao
38,83%, di chiing 35,64%"



O Dai Loan tac gia Lee va cong su bao cao trong 9 nam (2000-2008) c6
32 bénh nhan ngod doc cap methanol, 59,4% diéu tri bang ethanol, 58,1% loc
mau ngét quang, ti 1é tir vong 34,4%, di chtiing 46,9%".

Viét Nam:

Nudc ta do tdp quéan ubng ruou tu pha ché, nau ruou lau, st dung ruou
khong rd ngudn gdc, cac ché pham con sat khuan gia 1a nhitng yéu t6 tiém an
lién quan dén ngd doc methanol. Mot s nghién cau vé ngd doc methanol tai
TTCP Bénh vién Bach Mai cho thiy ngo doc cap methanol ngay cang gia
ting va ty I& tir vong va di chitng cao. Téac gia Nguyén Dam Chinh nghién ctru
trén 30 bénh nhan tir nam 2011-2013 ti I€ tr vong trong nhdm nang phai loc
mau 1a 41%°. Téc gia Luu Thi Lién nghién ctu cac yéu td lién quan tir vong
trén 107 bénh nhan ngd doc cip methanol trong 4 nam thay ti 1¢ tir vong rét cao
41,1%, mot s6 yéu té nguy co lién quan dén tir vong 1 thoi gian dén vién muon
> 24 gid, hon mé siu (diém Glasgow < 8), toan chuyén héa pH < 7,0, tén thuong
than cap, ting duong mau va tut HA™,

1.2. Pai cwong vé methanol

Methanol hay con goi 1a methyl alcohol cé cong thuc hda hoc 1a CH,O
hay CH;OH duoc ngudi Hy Lap co tinh co phét hién khi thuy phan gd, tuy
nhién san pham methanol luc d6 ton tai dudi dang tap chat, 1an véi cac chat
khac. Methanol nguyén chat duoc tong hop lan dau tién boi Robert Boyle vao
nam 1661 bang cach thiy phan gdb Hoang Duong. Dén nay methanol dugc san
Xuat trong cdng nghiép bang phan tng héa hoc véi co chat sir dung phé bién
la carbon monoxide (CO), carbon dioxide (CO,) va khi hydro (H,). Methanol
la mot dung dich khong mau, bay hoi ¢ nhiét d6 phong, trong luong phén tir
32dalton, diém soi 1 64,7°C, trong luong riéng 1a 0,81".

Trong ty nhién ton tai mot s6 loai vi khuan sinh ra methanol théng qua
phan tng chuyén hoa ky khi nhung sau d6 methanol lai phan @ng véi oxy
chuyén hoéa thanh khi CO, va nudc. Do d6 lugng methanol sinh ra do phan
ng 1én men cuaa vi khuan ty nhién c6 s6 luong khong dang ké.



1.2.1. Poc dong hoc
* Hap thu:

Methanol hap thu nhanh sau khi udng véi thoi gian hap thu trung binh 13
5 phat'’ tay thuoc sy cd mat thic an hay khong, nong do dinh dat duoc sau 30-
60 phut'®,". Methanol hip thu tuong ddi tot qua da®®. Methanol hap thu tét &
dudng hd hap vi né tan trong nudc va hap phu mot phan béi chat nhay dudng ho
hap, woc tinh hap thu qua phdi khoang 65-75%2.

* Phan bo:

Methanol tan trong nudc, thé tich phan bé khoang 0,6-0,7 I/kg, khong
gan protein huyét twong, thoi gian ban thai trung binh 1 14-30 gid, néu udng
cuing ethanol thoi gian nay 1a 43-96 gio®.

1.2.2. Liéu gay doc

Hau hét cac chuyén gia déu thong nhét bat dau diéu tri giai doc khi néng
d6 methanol méu tir 20mg/dl vi day 1a nong do bat dau cé ton thuong thi giac
va toan chuyén héa. Ubng 30-100 ml methanol nguyén chat gay ttr vong, liéu
nhé hon 4 ml gay suy giam thi lec tham chi gay mo® 2.

1.2.3. Chuyén héa trong co thé va co ché gy déc ciia methanol
Chuyén hoa methanol

METHANOL NAD+ Ladic acid

ETHANOL SODIUM BICARBONATE
Alcohol dehydrogenase
4-METHYLPYRAZOLE
NADH Pyniate
FORMALDEHYDE
NAD+ Ladtic acid
Hldehyde detydrogenase ﬂ SODIUM BICARBONATE
NADH Pyruvite
FORMIC ACID

FOLINIC ACID

SODIUM BICARBONATE
Magnesium

C0O,+H,0

So do 1.1. Chuyén héa methanol va vi i tdc déng mét sé thuoc®



Methanol vao co thé qua dudng tiéu hoa, hd hap, qua da, hoic truc tiép
qua duong tinh mach, trai qua quéa trinh hap thu nhanh sau d6 toi tat ca cac
tang va mo°.

Qué trinh chuyén héa methanol chi yéu xay ra ¢ té bao gan (97%),
lugng nho bi thai trir & dang nguyén chat qua nuéc tiéu (1%) va khi tho ra
(2,5%)%. Chuyén héa methanol qua 2 giai doan®’.

Giai doan 1: chuyén hoa methanol thanh formaldehyd nho 3 hé théng
enzym: acohol dehydrogenase (ADH), hé théng oxy héa rugu & microsom
(microsome alcohol oxidizing system- MEOS) va catalase.

Giai doan 2: formaldehyd dugc hinh thanh 13 mét chat doc s& nhanh chéng
dugc enzym formaldehyd dehydrogenase (FDH) chuyén thanh acid formic.

Phan I6n methanol chuyén héa nho ADH. Khoang 10% methanol dwgc
chuyén hoéa nhd hé théng MEOS?. Hoat dong cia MEOS tang manh ¢ nhiing
nguoi lam dung ruou va ngd doc dong thoi ethanol. O ngudi lam dung ruou
hé thong MEOS, dac biét 1a enzym Cytochrom P450 CYP2E1 va CYP2EL ¢
vai trd quan trong vi chung dugc cam tng ting hoat dong 1én 10 lan. Khi do
lugng methanol s& duoc chuyén hoda nhiéu hon, nhanh hon tao thanh san
pham doc la acid formic gay toan chuyén héa, gan vao mang té bao gay ton
thuong té bao. CYP2E1 khong chi c6 vai trd trong chuyén hoa methanol ma
con tham gia vao hé thong giang hoa nhiéu chét cia co thé ciing nhu chét la
tr bén ngoai nhu cac loal thudc, thude 1a..2" *°. Pay chinh 1a li do tai sao
chuyén hoa methanol ngoai phu thudc vao hé théng enzym con phu thudc vao
gen, tinh trang dinh dudng, hat thudc 14 va lam dung ruou®. Nghién ctu tai
cong hoa Séc da tién hanh phan tich gen cua 50 truong hop séng s6t sau 3-8
thang trong vu ngd doc methanol thay rang gen ma héa enzym CYP2E1 c6
thé c6 vai trd trong ngoc doc cap methanol. Nhiing truong hop CYP2EL ¢6
bién thé alen it gap (xac dinh bai phan tng véi enzym Pstl, so voi alen
thuong gap duoc xac dinh boi enzym Rsal) s& ¢6 triéu chang 1am sang tét

hon, di chtng it hon, két cyc tot hon®".



Acid formic 13 doc t6 chinh gy toan chuyén hda, wc ché hd hap té bao,
t6n thuong than kinh thi gi4c, than kinh trung wong. Acid formic chuyén héa
thanh format va ion hydro sau dé chuyén hoa dén san pham cuéi cung 1a CO,
va H,O nho tetrahydrofolat, 10-formy H4 folat synthetase va 10-formy H4
folat dehydrogenase.

Cac biéu hién cua ngo doc co thé giam hoic duoc ngin chin bing cach
st dung ethanol 1a chat cé ai luc cao véi enzym ADH hoic fomepizole la chét

1*2, Cu thé nhu sau:

trc ché enzym ADH dé ngan chin chuyén héa methano

- Trong co thé nguoi ethanol ciing dugc chuyén hoa twong tu methanol.
Ethanol c6 & luc cao voi enzym ADH (gap 7-10 lan so véi methanol), néu
cling ton tai v&i methanol thi enzym ADH sé& chuyén hoéa ethanol trudc thanh
acetaldehyd sau d6 nho aldehyd dehydrogenase chuyén héa thanh acid acetic 1a
san pham khong doc va chuyén hoa dén san pham cubi cing 1a CO, va H,0,
kéo dai thoi gian ban thai ctia methanol cling nhu kéo dai sy ¢ mat cua
methanol trong mau®, cho cac bién phap loc mau dé loai bo methanol.

- Fomepizole (4MP) la chét c6 tac dung uc ché hoat dong cua enzym
ADH do d6 ngin can viéc chuyén hoéa methanol thanh formaldehyd tir do
ngan can viéc hinh thanh acid formic. Khong hinh thanh san pham doc 1a acid
formic s€ khong gay ra triéu ching ngd doc. Tuong tu ethanol, 4-MP khong
lam methanol méat di trong mau ma chi kéo dai su ton tai cia methanol ¢ dang
khong doc, chd 1y ra bang bién phap loc méau®.

- Acid formic chuyén hoéa thanh format sau d6 thanh CO, va H.,0, acid
fonilic c6 tac dung day nhanh chuyén héa format, ngin ngira format tich tu
trong cac tang, tuy nhién qué trinh nay phu thudc vao su xUc tac cua vitamin
B, va S-adenosylmethionin®.

- Ban than acid formic gay toan mau cong thém véi qué trinh chuyén
hoa methanol can NAD" sinh ra NADH, sau d6 NADH tham gia chuyén
pyruvat thanh acid lactic, nhu vay cang lam tinh trang toan mau nang hon,
dan dén hinh thanh nhiéu acid formic khong phan ly cang ngdm sau vao mat,



than kinh trung wong gy doc®®. Do d6 can dung bicarbonat va loc mau dé
diéu chinh tinh trang toan h6a mau®.

Tbc do oxy hda methanol trong méu cham hon nhiéu so vai ethanol va
phu thudc ndng do, khong bi anh huéng bai duong vao. Khi mot luong nho
methanol (< 0,1g/kg) vao co thé, két qua nong do trong mau khoang 2-10
mg/dl va giam xuéng theo md hinh bac mét (first order kinetics: toc do thai
trir phu thudc vao ndng do cua chat), thoi gian béan thai khoang 2-3 gio, 96,9%
methanol dugc chuyén hoa”.

Khi mot lugng 16n methanol (>1g/kg) vao co thé, két qua nong do trong
méau >300mg/dl va giam xudng theo mé hinh bac 0 (zero-order kinetics: toc
d6 thai trir khong d6i, khdng phu thudc ndng do), thoi gian ban thai ting 1én
24 gio, tham chi 13 hon va chi khoang 78% methanol duoc chuyén héa. Vi &
nong do cao nhu vay hé théng enzym ADH, FDH, MEOS, catalase bi bdo hoa
khong du dé chuyén héa methanol®’.

Co ché gay doc cia methanol
Acid formic gay toan chuyén hda

Methanol dugc chuyén hoa thanh formaldehyd. Formadehyd ton tai rat
ngan trong huyét tuong (1-2 phat), sau d6 chuyén hda rat nhanh thanh acid
formic, acid formic chuyén héa cham nén tich ty lai giy doc.

Acid formic c6 tinh chat acid yéu, nhung van manh hon acid carbonic
(H,CO,), do vay khi sinh ra trong co thé s& gay toan hda mau. Ngoai ra, qua
trinh chuyén héa methanol qua 2 phan tng dau tién déu can dén NAD" san sinh
ra NADH. Sau d6 NADH lai tham gia vao phan tng hda hoc va chuyén pyruvat
thanh acid lactic, tao ra san pham 1 acid lactic gy tang lactat mau. Sy c6 mat cua
acid lactic cang lam nghiém trong thém tinh trang toan héa méau. Do tinh trang
toan trong ngd doc methanol 1a do acid formic va acid lactic nén xép vao nhom
toan chuyén hoéa ting khoang trong anion. Khoang 50% muc do toan héa méau la
do acid formic truc tiép gay ra, con lai 1a do acid lactic gay ra. Ngoai ra bénh nhan
ngd doc ca ethanol thi cd mot lwong nho ceton gop phan gy toan mau *.



C6 mot sé yéu td anh huong dén chuyén héa acid formic. O diéu kién pH
sinh ly acid formic bi phan ly thanh format va ion hydrogen. Sau d6 format bi
chuyén hoéa thanh CO, va H,0. Tuy nhién qua trinh chuyén héa format thong
qua rat nhiéu phan ang va phu thudc vao sy x(c tac vitamin By, va S-
adenosylmethionin (SAM) theo so db:

Folic acid — Hfolate = Hyfolate

Formategl—)lo Formyl-H 4folatel>CO7
|

510-CH- H4folate

A A

510- CHZ - Hfolate

5-CH; - Hfolate SAM Vit.Bj,

So d@o 1.2. Chuyén hoa format™
Acid formic sc ché ho hdp té bao
Acid Formic s )fe" 2Fe”

pH 2.0
Outer membrane

He
Inner membrane 7 77 Q

NAD'+H'  NADH ADP+P,  ATP

Hinh 1.1: Acid formic sc ché cytochromoxidase™
Acid formic sau khi duoc tao ra sé theo mau ngém vao mé dich rdi di
vao trong té bao. Acid formic két hop véi vi tri thr 6 ciia phan ta sat trong
nhan Heme cua phan tir cytochrome oxydase dac biét la phan tur cytochrom
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aa3, mot enzym co chirc nang oxy hoa khir trong chudi van chuyén dién tir va e
ché hoat dong ciia enzym ndy vi thé ngan ngtra phan tng oxy héa khir 1am gién
doan qué trinh hd hap té bao néi cach khac wc ché hd hap té bao gay doc té bao™.

Khi pH mau cang giam acid formic cang ton tai nhiéu & trang thai
khong phan ly cang c6 kha nang ngdm vao mé va cac tang dich nhu vong
mac, qua hang rao mau ndo va vao ty thé. Mat trong cia mang ty thé chi cho
phép dang khdng phan ly di chuyén vao do d6 trong tinh trang toan hda mau
su ¢ ché hd hap té bao dién ra thuan loi, cang toan mau su tc ché dién ra
cang manh dan dén tén thuong té bao cang nhiéu®®.
Acid formic gay djc cho mit

Nghién cau ban dau cho rang thu pham gy ton thwong thi gi4c 1a
formaldehyd. Tuy nhién nhitng nghién ctu gan day da chi ra vai trd caa acid
formic do formaldehyd chi ton tai trong huyét twong véi thoi gian ngin 1-2

94041492 P tinh trén mat khéng phai do toan chuyén héa ma do doc tinh

phat
truc tiép cua acid formic 1én té bao than kinh véng mac va dia thi giac®. Tuy
nhién toan chuyén hoa cé thé 1am ting doc tinh do lam tang khuéch tan cua
acid formic vao trong té bao vi vay toan chuyén hoa la yéu tb thuan loi va lam
ton thuong kéo dai hon. Acid formic tac dong 1én dich 1a dia thi giac va vi tri
sau vong mac cua day than kinh thi giac gay ra phd day than kinh, pha hay
I6p myelin va tén thuong than kinh thi giac™.

Acid formic khéng phan ly gin véi cytochrom oxidase gay wc ché chic
nang ty thé cua day than kinh thi gi4c va vong mac 1am giam ATP cua day
than kinh thi gi4c va véng mac. Giam ATP lam giam hoat dong caa bom Na'-
K*-ATPase trén mang té bao than kinh thi giac 1am mat chic ning cua cac ty
thé trong té bao than kinh thi giac vén rit can ATP (duy tri dién thé nghi cua
mang) 1am tén thuong 16p 40 myelin va gay ra mat thi luc®. Khi 16p 4o
myelin bi ton thuong ching bat dau phong 1én gay ra ton thuong dé ép soi
than kinh®. Piéu nay ngin ngira dan truyén protein trong soi truc, ty thé va
6ng than kinh tir than té bao than kinh dén cac soi truc. Khi té bao mat chirc
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nang ching trd nén nhay cam hon véi acid formic va gay ra ton thuong lam
méat dan truyén than kinh va mat thi luc*. Tén thuong chon loc trén than kinh
thi giac va vong mac co thé do ting tiép xtc véi acid formic do dong méau doi
dao qua mao mach ciia mang mach mat va tir dich ndo tuy*. Do d6 tao diéu
kién dé acid formic khuéch tan dén viing canh dia than kinh thi giac® .
Acid formic gdy déc trén thdn kinh trung wong
Nghién ciru hinh anh cong hudng tir hay cat 16p vi tinh so ndo, giai phau tir
thi bénh nhan ngd doc cip methanol céc tac gia thiy phl va ton thuong hoai tir
cac nhan nén, dic hiéu 1a nhan béo sdm, va xuét huyét chit trang dudi vo*’ .
Nguyén nhan gay phl té bao tai cac vi tri nay do acid formic ¢c ché hoat dong
cytochrom trong ty thé cua té bao than kinh dan dén wc ché hoat dong cua Na'-
K*-ATPase™. Mot s6 gia thuyét duoc dwa ra dé giai thich cho ton thuong dic
hiéu tai nhan béo sam™*:
- Nong do acid formic tai nhan béo sim cao do giam kha ning dan luu
cua tinh mach & nhan dau tu tinh mach Rosenthal.
- Tudi mau dong mach khong du.
- Su tiéu thu oxy va glucose cao hon so véi nhitng viing chét trang lién
ké hoac nhan nén khac.
Anh huong cua thay d6i huyét dong nhu huyét ap dong mach va thiéu
maéu c6 thé tac dong dén tung ving cu thé> >,
1.3. Pic diém bénh nhan ngd doc cap methanol
1.3.1. Pic diém 1am sang bénh nhan ngé déc cap methanol
Biéu hién 1am sang trong ngo doc cap methanol 13 ton thuong da tang. O
bénh nhan ngd doc cip methanol dién hinh, cac triéu ching @c ché hé than
kinh trung wong nhe xuat hién dau tién, trong vong 30 phut sau udng. Sau do
thuong ¢ 2 giai doan: giai doan kin déo (khoang 12-24 gid, ¢ thé dai hon tuy
thuoc sb lugng methanol uéng, o ubng ciing ethanol, c6 nén hay khong ciing nhu
chirc nang than) va giai doan ngd doc rd vai tinh trang toan chuyén hda mat b,
réi loan thi luc, thé Kussmaul do toan chuyén hda, suy hd hap, séc.
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Triéu chirng than kinh trung wong

Trong ngd doc cap methanol mét sé triéu chieng nhu dau dau, chéng
mit, lo mo, 1an 16n thuong xay ra véi mice do tir nhe dén nang. Methanol it
gay ra trang thai kich thich hon so vé&i ethanol. Sy xuét hién hén mé va co
giat trong nhitng trudng hop ngd doc nang 1a do phi ndo™*. Nhiing trudng
hop sdng nhung c6 di chung thi than kinh c6 thé tién trién cac biéu hién
nhu Parkinson va mat tri nhé nhe vé sau>. Nhitng biéu hién 1am sang nay
thuong lién quan véi hinh anh hoc 1 hoai tir nhan béo sim va chét tring
duéi vo. Nhiing bién chang than kinh khéac hiém gap la viém tay cat ngang,
méat nhan thae®® va liét kiéu gia hanh tay®’.

Triéu chieng vé mit
* Chdn dodn bénh Ii than kinh th; giac do ngg déc methanol:

Chén doan ton thuong than kinh thi giac khi ¢ nhitng triéu chimg dién
hinh sau®°:

- Bénh sur sir dung ruou c6 methanol.

- Khong dau mat, giam hoac mat thi luc ddi xang 2 bén.

- Soi d4y mat ¢ ton thuong.

* Trigu ching ton thuong than kinh thj giac trong ngé déc cap methanol:

Trong ngd doc cap methanol triéu ching sém cua ton thuong thi giac
bao gom sg¢ anh sang, nhin mo, rdi loan nhin mau sac va phan xa anh
séng, ton thuong thi trudng va phu dia thi véi hé théng mach méau véng
mac ngoan nghéo. Tuy nhién, mot s trudng hop chi giam thi luc thoang
qua, thi luc tro vé binh thuong trong vai gio dau ngay khi duoc diéu tri,
néu sau 6 ngay khong hdi phuc thi thi luc thuong dién bién xau.

Biéu hién triéu ching dau tién vé thi lyc dao dong tir nhin ma, thay doi
thi truong cho dén mat thi luc hoan toan. Nhiéu bénh nhan thay toan bo thi
truong 13 swong mi mau trang hozc xam. Nhiing bénh nhan mat thi luc nang
c6 thé chi dém duoc ngon tay, mot sé truong hop khdng nhin thay anh sang.
Ton thuong thi gidc do acid formic gay doc cho té bao vBng mac va dia thi
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giac®. Ton thuong tai mat bi tinh trang toan chuyén hoéa lam cho ning hon.

Trong pha cap tinh caa ngd doc, giam phan xa &nh sang xay ra & tat ca
bénh nhan (c6 giam thi luc va thi luc binh thuong). Giam phan xa anh sang cé
gia tri tién luong. Nhiing bénh nhan c6 dong tir gidn va cb dinh thuong tor
vong, néu séng thudng cé ton thuong thi luc ning né. Nhimg treong hop mét
thi luc vinh vién déu c6 tén thuong vé dap tng caa ddng tir véi anh sang.

Soi day mat thiy cac mirc d6 ton thuong khac nhau. Sung huyét dia thi
khi ton thwong thi luc tién trién, ton thuong sung huyét ton tai tir ngay thir
nhat dén ngay thir bay. Tir 6 gio dén 24 gio sau khi sung huyét c6 thé thay su
tién trién phl mach xuit phat tir dia thi d¢én ving vdng mac 1an can. Phu
thuong lan rong doc theo nhirng mao mach chinh cua vong mac va kéo dai 10
dén 60 ngay. U mau tinh mach véng mac thuong két hop vai phil véng mac.
Thay ddi day mat thiy ¢ 87% bénh nhan c6 mét thi luc ban dau va tat ca bénh
nhan c6 ton thwong thi luc vinh vién. Phi vBng mac nhe hoic trung binh c6
mét sd truong hop hdi phuc thi luc hoan toan, mot sé trudng hop mat thi lyc.
Phi vBng mac nang s& mat thi luc vinh vién. Mot s6 trudng hop thi luc 2 mat
khac nhau mic du thay do6i khi soi day mat giong nhau ca 2 bén. Hinh dang
cta am diém thuong duoc giai thich cho su khac nhau vé thi luc. O thi truong
trung tdm cua mat tot hon, am diém lan rong ra diém mo che ca diém vang
cua mat. O mat con lai am diém bao gom ca diém vang va diém mu hoan toan
x6a bo vung thi luc quan trong. Sau 4 dén 6 thang thi luc & mat tét hon bét
dau giam va xubng mirc nhu mét con lai .

Ton thuong thi truong trong ngd doc methanol 13 khong dic hiéu, diém
mu 13 ton thuong thuong gap nhat va cd thé 1a mot hodc nhiéu diém mu.
Piém ml trung tam 1 ton thuong thuong thiy nhat. Mot vai bénh nhan c6 am
diém quanh trung tdm hozc gan trung tam ma khong két ndi véi diém mu. Co
thé ¢6 thi truong ngoai bién bi han ché & giai doan som. Sau 2 dén 4 thang su
thay doi thi truong mot cach ky la va khac nhau. Ton thuong cac loai b6 soi
va co mach ngoai vi thuong két hop dé loai trir tat ca hodc hau hét thi truong.



14

Céc dau hiéu vé mat khac bao géom giam thi truong, gidn dong tir va phu
giac mac, dién hinh thi sung huyét dia thi s& giam trong vong 3 ngay, nhung
phu xung quanh dia thi c6 thé dai dang vai tuan. Miéu ta loat ca bénh cho thay
phan 16n bénh nhan hdi phuc chtc ning thi gidc binh thuong®, nhung di
chung thi luc vinh vién xay ra ¢ 25-33% trong s bénh nhan ngod doc
methanol ndy. Bat thuong thi giac thuong khdng tién trién néu sau giai doan
tiém an kham mit binh thuong®. Di chiing than kinh thi giac vinh vién trong
ngd doc methanol thuong Ia giam phan xa cua ddng tir véi anh sang, teo day
than kinh thi giac, han ché phan ngoai vi cua thi truong, trung tim diém mu,
giam do sac nét, mat kha nang nhan biét mau sic va mi. Muc d6 nang cua roi
loan thi giac twong quan v6i mic do nang caa toan chuyén héa™ %%,

Téc gia Zhonghua mé ta 8 bénh nhan mat thi luc do ngd doc cap
methanol qua duong ho hap & Trung Qudc. Ca 8 bénh nhan déu biéu hién cap
tinh, cac triéu chirng toan than biéu hién sém, ca 2 mat déu bi suy giam thi luc
nghiém trong (thi luc 0,1 hoac mat), cac day than kinh thi gidc déu bj ton
thuong khi chup MRI. Sau 1 nim diéu tri chirc niang thi gi4c cta 8 bénh nhan
nay hdi phuc cac mirc d6 khac nhau nhung khong dang ké®.

Triéu chirng ho hap, tuan hoan

Suy hd hap, the Kussmaul, thé yéu, nging thé khi methanol d& chuyén hoa
gay toan chuyén hoa'

Suy tuan hoan biéu hién ban dau thuong mach nhanh, huyét ap tut. Ning
hon c¢6 thé thay mach cham, huyét &p tut khong dap tng véi thuéc van mach
va ngirng tuan hoan.

Triéu chieng tiéu héa

Ngo doc methanol gay budn nén, noén va dau bung. Co thé gap xuat
huyét tiéu hoa voi biéu hién non ra mau, di ngoai phan den.

Viém tuy cap 1a bién ching kha thuong gap trong ngd doc methanol.
Tang men gan thuong nhe va thoang qua®. Tuy nhién biéu hién ¢ tiéu héa
khéng phan anh miec @6 nang cuaa ngo doc.
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Triéu chieng vé than:

Tiéu co van cap |a bién chiing it gap trong ngdé doc methanol. Tuy nhién
c6 thé gay ra ton thuong than cip, 1a dau hiéu nang cua ngd doc methanol.
R4i loan chiic ning than thudng nang ¢ ngay tht 8 khi nam vién va trg vé
binh thudng trong vong 1 thang®.

1.3.2. Pic diém can 1am sang bénh nhan ngé dac cap methanol
R6i loan thing bing toan kiém:

Bénh nhan sau udng rugu c6 biéu hién toan chuyén hoa ting khoang
trong anion va khoang tréng ALTT trong khi lactat ting vira phai nén nghi
dén ngod doc methanol. Chién luoc niy co y nghia quan trong vi xét nghiém
dinh lwgng methanol can thoi gian, trong khi phai xt tri tich cuc ngay. Tuy
nhién can phan biét voi mot sé bénh canh 1am sang twong tu nhu toan ceton
do dai thao dudng, toan ceton do rugu, sbc nhiém khuan®*®’,

Khoang tréng anion

Khoang tréng anion 1a sy khac biét vé tong céc cation va téng cac anion
do duoc. O diéu kién binh thudng, khoang trong nay dai dién cho cac protein
tich dién am, acid béo, va cdc anion v6 co (sulfat, phosphat). Binh thuong
khoang trong anion 1a 12-16 mmol/l. Acid formic va acid lactic (& muac do
thap hon) gop phan vao khoang tréng anion trong ngo doc cap methanol. Khi
methanol dugc chuyén hoa thanh acid formic khoang trong anion ting 1én 1o
rét. Acid formic sau khi dugc hinh thanh tc ché chudi hd hap té bao tai cac
cytochrom tao acid lactic va cang lam khoang tréng anion ting 1én. Cong thirc
xéac dinh khoang tréng anion:

Khoang tréng anion (mmol/l) = (Na* + K*) — (HCO; + CI).

Theo mét nghién ctu hau hét nhitng bénh nhan ngo doc methanol ning
Vi bicarbonat huyét twong < 18 mmol/I ¢6 ndong d6 methanol trén 50 mg/dl
va acid formic chiém 42% khoang trong anion®.

C6 thé hinh dung dién bién khoang tréng ALTT va khoang tréng anion theo

so d6 dudi day
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Khoing trong Khodng tring
ALTT anion
{ mosm/dgH0) (ool T)
Cao | ) Cao
.. Khoing irong ALTT Khing tring Anion
Thap R _| Thap
05 Théi gian A

" A " i .
Sanhap thn Sau chuyen haa

Hinh 1.2. Dién bién khodng trong &p lec tham thau va khodng tréng anion
theo thoi gian®
Khoang trong ap luc tham thau

Ap lyc tham thau mau 1a ap luc gay ra do nong do riéng phan cua cac
chat hoa tan khac nhau trén 1 don vi nudc trong huyét trong®.

- Po ap luc tham thau (mosm/kgH,0) bang may: do diém dong da cua
dung dich (mdi 1 mosmol chat hoa tan bat ki trong 1 kg nudc s& giam nhiét do
d6ng da cua dung dich xuéng 1,86°C).

- Po tham thau wdc tinh (mosm/l) = 2 [Na] (mmol/l) + [glucose]
(mmol/1) + [ure] (mmol/1)®°.

Khoang tréng ALTT = ALTT do duogc - dd tham thau woc tinh™.

Khoang tréng ALTT dé danh gia nhanh cac thanh phan tao ALTT khéng
do duogc. O diéu kién sinh ly, khoang trong ALTT xap xi la 10, khoang tréng
nay tir calci, cac anion, protein, va lipid. Tang khoang trong ALTT khi 16n
hon 10-15™.

Hau hét cac thudc va doc chat khong duoc xac dinh giy ting ALTT vi
ngay ca khi ngd doc thi nong do cac chat khong du anh huong dén ALTT do

duoc Vi trong lwong phan tir caa ching cao’. Truong hop ngd doc phd bién
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gay tang khoang tréng ALTT la ngd doc ethanol™. Ngoai ra c6 mot s6 ngd
doc gay taing ALTT nhu methanol, ethylenglycol, isopropanol, ethyl ether®.
Tang ALTT t6i da khi hdp thu methanol dat dinh, truéc khi xuat hién
chuyén héa. Theo qua trinh chuyén héa methanol thi khi bénh nhan méi
vao vién do luong methanol c6 nhiéu trong méau sé& ting khoang trong
ALTT, cang vé sau do methanol chuyén héa thanh acid formic nén khoang
trong ALTT giam dan (methanol giam, acid formic khdng tham gia tao
khoang trong ALTT) va khoang trong anion ting dan (do ting acid

™7 Sy gop phan cua cac san pham chuyén héa methanol toi

formic)
khoang tréng ALTT Ia rat nho. Acid formic phan cuc va tich dién duoc can
bang bai natri, vi thé acid formic khéng gop phan vao khoang tréng ALTT

¢ giai doan muon caa ngo doc methanol’®

. Do d6 ¢ giai doan muon, khoang
trong ALTT khéng phan anh duoc mtc d6 nang caa ngd doc va khdng co
khoang trong ALTT ciing khong loai trir dugc ngd doc methanol.
Nong dd methanol

Xét nghiém dinh lwong methanol trong mau toan phan bang phuong
phap sac ki khi. Két qua vé nong do c6 thé gilp chan doan xac dinh va tién
lwgng mirc d6 ning cua ngd doc. Tuy nhién nhitng tredng hop dén muon sau
vai ngay khi da chuyén héa hét methanol hodc sau khi da loc mau ¢ tuyén
trudc thi xét nghiém methanol thuong am tinh do d6 két qua xét nghiém
muodn thuong it gia tri. Nhu vay triéu chimg 1am sang va tién lugng tir vong
lién quan mat thiét véi tinh trang toan chuyén hda, nong do format hon la
nong d6 methanol huyét twong’”.
Chan doan hinh anh

To6n thuong thuong gap nhat trong ngd doc methanol 1a hoai tir nhan béo
sam 2 bén®, néu chup cét 16p vi tinh trong vong 24 gi¢ dau sau khi ngd doc

methanol thudng chwa xuét hién tén thuong® ™. Trong nhimg trudng hop ngod



18

doc nang, hén mé sau, chup cit 16p so ndo tai thoi diém nhap vién cé thé gap
hinh anh giam ti trong nhan béo sim, nhan dudi*’. Hoai tir nhan béo sim hai bén
khong dac hiéu cho ngo doc methanol. Mot sé truong hop khéc gy ra ton
thuong nhan béo sim bao gdm bénh Wilson’s, cac rdi loan giang héa than kinh
cé tinh gia dinh, teo dia thi giac Leber’s, bénh Leigh’s (Subacute necrotizing
encephalomyelopathy), va tén thwong thiéu mau/thiéu oxy".

Mic di chup MRI ban dau khong thay bat thuong day than kinh thi giéc,
ngay ca truong hop bénh nhan cé biéu hién mu trén 1am sang, tuy nhién sau
mot thang chup MRI c6 thé thay ton thuong teo giao thoa thi giac va soi than
kinh thi truéc giao thoa thi giac®. Ton thwong vé ndo thly cham biéu hién
trén MRI ¢6 thé goi y réi loan thi luc vinh vién. Nhiing hinh anh thuong gap
khéac trén CT va MRI ¢ bénh nhan ngo doc methanol bao gom phil ndo va ton
thwong chét tring dudi vo, dic biét 1a & thly tran, thiy cham va thuy dinh®.
Cac thanh phan ngoai vi caa chat trang hai ban cau dai nao thuong khéng bi
anh huong”®. Phu ndo dién hinh trong ngdé doc methanol cé thé gay ra chén ép
hé théng ndo that va thoét vi than ndo®. Ton thuong it gap lién quan véi ngd
doc methanol bao gom hoai tir tiéu ndo va xuat huyét dudi nhén. Xuat huyét
n&o 1 bién chiing trong ngd doc methanol®.

1.4. Mot sb yéu t6 lién quan dén ton thwong than kinh thi giac va tir vong
& bénh nhan ngé doc cap methanol

Ngo doc cap methanol ngay cang ting, van dé chan doan va diéu trj van
con nhiéu kho khin ngay ca ddi vai cac chuyén gia chong doc®. Hién nay xac
dinh cac yéu t tién luogng tir vong trong ngd doc methanol c6 vai trd quan
trong. Cac nghién ctu hién nay huéng dén xac dinh cac yéu té du béo, tién
luong tir vong dé co thai do xir tri tich cuc ngan ngira bién ching, giam ti l¢

tir vong do methanol.
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Téc gia Brahmi nghién ctu trén 16 bénh nhan ngo doc cip methanol tai
Tunisia tir thang 12 nam 2003 dén thang 4 naim 2004, két qua cho thay mot sb
yéu td lién quan dén tén thuong than kinh thi giac 1a thoi gian tir khi tiép xtc
methanol dén khi xuat hién triéu chting, lugng methanol ubng, nong do
methanol, pH (p<0,05)%*.

T4c gia Liu®, Barceloux va cong su® cho rang du hiéu tc ché nhip tim
la mot ddu hiéu tién luong tir vong. Tac gia Hovda va cong sy nghién ctu trén
51 bénh nhan ngd doc methanol trong d6 9 bénh nhan tir vong c6 toan chuyén
hoa nang, ca hai yéu to nhap vién sém sau udng methanol va phat hién tinh
trang bu hd hap do toan chuyén héa co lién quan dén sy sbng con trong ngo doc
cap methanol’.

Téc gia Weinberg va cong su cong bd nhimg truong hop ngd doc methanol
6 giam y thirc va ton thuong thi luc, diéu tri tich cuc nhung khéng cai thién vi
pht ndo®. O mot nghién ctu khac mot sé truong hop bénh nhan nang cé biéu
hién tiéu hoa va viém tuy cap két hop véi tang than nhiét 1a nhitng diu hiéu duoc
coi 1a ngd doc nang va tién luong t6i®"%.

Tac gia Ley va cong su theo ddi nhimg truong hop séng s6t sau vu ngd doc
niam 2001 c6 di chimg vé than kinh trung wong va thi giac khi xuét vién thay
rang nhiing di chang nay van con sau 6 ndm va khong thé phuc hoi, cac biéu
hién nay bao gom bénh li da day than kinh, mat diéu hoa, mat cam giac va biéu
hién ngoai thap twong tu parkinson®.

Chi c6 mot yéu té nguy co du doan doc lap duge xac dinh bai mé hinh
phan tich da bién 1a co giat®. Co giat 1a mét triéu chiing than kinh quan trong
thé hién anh huang 1&n hé than kinh trung wong cia methanol. Nhitng nghién
Clru sau nay vé nong do format huyét twong va mo rat co gia tri.

Muc do nghiém trong ciia NDC methanol mot phan phan &nh boi ting

khoang tréng anion do acid formic. Bénh nhan udng ciing ethanol thi khoang
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tréng &p luc tham thau ting do ethanol nhung khoang tréng anion cé thé binh
thuong do ethanol gan véi enzym ADH va chuyén hoa trugc methanol. Trong
mét nghién cau 50 bénh nhan ngd doc cip methanol thi triéu ching hén mé, co
giat, pH< 7,0 hoac ndng d6 methanol > 80mmol/l 1a nhiing yéu t6 lién quan dén tir
vong, di chung vé thi gic lién quan véi toan chuyén hda™.

Téc gia Lee va cong sy nghién ctu hoi cau trong 9 nam (2000-2008)
tai bénh vién Chang Gung, ti 18 tir vong 34,4%. Piém Glasgow (OR 0,816;
Cl 0,682-0,976), ha than nhiét (OR 168,686; Cl 2,685-10,595), nong do
creatinin huyét thanh (OR 4,799; CI 1,321-17,440) la nhitng yéu t6 lién
quan dén ter vong™.

Téc gia Sanaei Zadeh va cong su (2011) nghién ctu tir nam 2003 dén
2010 & 2 bénh vién Tehran, Iran trén 95 bénh nhan ngd doc cap methanol,
ti 1& tir vong 28%, tac gia két luan ting duong mau 1a yéu tb lién quan dén
tir vong (140+55mg/dl & nhom séng so voi 219+99mg/dl & nhém tir vong,
p <0,01), diém cat 1a 140mg/dI°®*.

Nam 2012 tac gia Kute va cong su cdng bd 91 truong hop ngd doc
methanol tai An Do, c6 13/91 bénh nhan phai ding HD lan 2, két qua cho
thay cd su khac biét vé pH trung binh gitta nhm sbng (7,14 + 0,14) va nhém
tr vong (6,81+ 0,08) voi p<0,005. Tac gia cho rang toan chuyén hoa pH< 6,9,
thong khi nhan tao, hdn mé va hoic co giat ldc nhap vién 1a nhiing yéu té lién
quan dén tir vong (p<0,001)*.

Zakharov va cong su nghién cau trén 38 bénh nhan ngd doc cap
methanol tai Na Uy nam 2012, tac gia tién hanh dinh luong néng do format
huyét thanh, lactat va cho rang day la nhiing chi s6 dang tin cay dé danh gia
muc do nghiém trong cta ngd doc methanol dac biét véi nhitng bénh nhén
dén muon do methanol da chuyén héa. T4c gia dua ra két luan format >11-12

mmol/l ¢6 lién quan dén di chang mét, than kinh va tir vong®.
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o S6 bénh C
Nam Tac gia A Nhirng yeu tién luong
nhan
1953 |BennetJr IL 323 Luong bicarbonat sir dung thap
L HO6n mé hodc co giat, va tinh trang
1979 |Naraqi S va cong su 28 i T
nhiem toan kéo dai
. Hon mé va nong do methanol mau
1981 |Swartz RD va cong su 44 5
tang cao
_ . > 10h méi dugce diéu tri va nong do
1989 |Mathieu P va cong su 10 )
format trong mau > 0,5¢/L
Hon mé hoic co giat, toan chuyén
1998 |Liu JJ va cong su 50 hoa, pH < 7 va nong d6 methanol
mau cao
. Suy hd hap, hdn mé, toan chuyén
2005 |Hovda KE va cong su 51 ] .
hoa (pH <6,9) va tang thong khi
. Hon mé, toan chuyén hoa, methanol
2007 |Paasma R va cong su 111
trong mau cao va tang thong khi
Hassanian- .
. pH <7, hon mé va dén vién sau 24
2007 |Moghaddam H va 25

cong su

gio xay ra ngo doc

Co6 thé két luan nhitng anh huong 18n mat, than kinh trung wong, hod

hap, tiéu hoa, ting than nhiét, suy than phai dugc nhan biét nhanh chong &

nhitng bénh nhan ngd déc methanol, nhdm nguy co cao can phai duoc diéu tri

tich cyc 1am ting hiéu qua diéu tri. Hon mé, tinh trang toan chuyén hda, uc

ché ho hap, nhip cham khi nhap vién 1a nhitng yéu t4 tién luong dang tin cay

lién quan dén tir vong.

1.5. Chéan doan ngd déc cap methanol

1.5.1. Chan doan hwéng téi ngd doc methanol

Can nghi d&én ngo doc cap methanol khi tiép can cap ciu bat ki mot bénh

nhan ndo cd c4c biéu hién 1am sang goi y bat thuong vé y thie va thi luc:
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- Méi udng ruou, hda chat nghi ngd cd methanol.

- Néu d@én sém c6 thé chi biéu hién nén, réi loan y thic nhe, réi loan
hanh vi, rdi loan thi gi4c nhe, nhin mo. Néu dén muon hon c6 thé hén mé, co
giat, vat va, thé nhanh sau hodc phu phéi, tut huyét p, thiéu niéu, vo niéu.

- Xét nghiém khi méau cd tinh trang toan chuyén hda ting khoang tréng
anion va thuong khong hoic dap ung kém véi diéu tri théng thuong nhu
truyén dich, truyén bicarbonat.

- Khoang tréng ALTT va khoang tréng anion cé thé gitp tién luong
murc ¢ nang cia ngd doc. Tuy nhién khoang trong ALTT c¢6 mot s6 han ché:

+ Khdng thé phan biét da udng ethanol hay methanol.
+ C6 d6 nhay khéng cao trong bénh canh dén cap cu mudn vi hau
hét methanol da duoc chuyén hoa.
+ Khong du d6 nhay dé loai trir vi co truong hop ngd doc nang lai co
khoang tréng ALTT khéng 16n hon 10.
+ Bénh nhan udng luong 16n ethanol (>100mg/dI) cé thé c6 khoang
trong ALTT tang cao.
1.5.2. Chan do4an phan biét
- Ngo doc cap ethanol (ting ALTT, toan lactic, dap ung véi diéu tri
thong thuong).
- Tinh trang bénh li c6 nhiém toan chuyén héa ting khoang trong anion:

+ Nhiém toan ceton do dai thao duong.

+ Nhiém toan ceton do ruou.

+ Nhiém toan lactic (ngé doc metformin, séc nhiém khuan, viém tuy

cap...)

1.5.3. Chan do4n xac dinh

Theo Zakharov va cong su® bénh nhan duoc chin doan ngd doc cap
methanol khi:

- Bénh sir 6 tiép xtc methanol va ndng ¢6 methanol > 20mg/dl va/hoic
khoang trong ALTT > 20mosm/kgH,0 (khéng cé ethanol), hoic
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- Bénh sui/lam sang ngd doc methanol va c6 methanol trong mau vai it
nhat 2 tiéu chuan: pH<7,3, bicarbonat < 20mmol/l, khoang trong anion >
20mmol/Il

Tiéu chuan chan doan ngd doc cap methanol dang dugc &p dung tai TTCH
Bénh vién Bach Mai theo tac gia Lee™:

- Bénh str/lam sang nghi ngd ngd ddc methanol.

- Xét nghi¢m c6 methanol trong mau.

1.6. Piéu tri ngd ddc cap methanol
1.6.1. Loc méau trong diéu tri ngd doc cap methanol

Piéu tri bang thudc giai doc dac hiéu khdng thé ngin chin hoan toan céc
san pham chuyén hoéa cua methanol nhu formaldehyd, acid formic, chi 1am
cham qua trinh chuyén hoa, sau d6 cac chat chuyén hda s& dan dao thai qua
gan, than, phéi. Véan d& 1a luong acid formic tao ra tir chuyén héa methanol I6n
hon nhiéu so véi lwong acid formic duoc thai trir, két qua 1a tich tu acid formic
% Methanol va cac chat chuyén héa I1a nhiing phan tir nhé nén déu lay ra dugc
bang loc mau. Loc mau con 12 liéu phap gitip diéu chinh toan chuyén héa nang °.
Dic biét & nhitng truong hop bénh nhan dén sém, ndng d6 methanol cao néu chi
dung fomepizole hoac ethanol thi phai dung dai ngay, loc mau nén dugc can
nhac vi tinh hiéu qua, tiét kiém chi phi.

Hién nay c6 2 phuong thtc loc méau chu yéu trong diéu tri ngd doc cap
methanol: loc mau lién tuc va tham tach mau.

Loc mau lién tuc (Continuous veno-venous hemofiltration- CVVH)

Pay 1a tap hop cac phuong thirc diéu tri nham loai bo ra khoi méau mot
cach lién tuc va cham céc chat doc (néi sinh hoac ngoai sinh), dich va dién
giai, thuong dung & bénh nhan huyét dong khong on dinh (huyét 4p binh
thuong, khdng bi suy tim nang) ¢ hogc khong cé suy than .

Loc mau lién tuc it anh huong dén huyét dong, tranh duoc hién tuong tai
phan b methanol tir cac to chirc tro lai mau, ding trong cac truong hop ngo
doc cap methanol dén muon, toan chuyén héa nang, tut huyét ap. Tuy nhién
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loc méu lién tuc c¢6 nhuoc diém 14 thoi gian loc methanol kéo dai hon tham
tach mau: giam thoi gian ban thai caa methanol tir 28 gio xudng con 13 gio.
Loc méu lién tuc trong ngd doc cap methanol chua ¢ nghién ciru hé théng,
méGi c6 mot vai nghién cau nho %,

Tham tach mau (HD) trong ngé déc cap methanol

Co 56 |i thuyét ditng HD trong diéu tri ngé dgc ciap methanol

Methanol c6 trong lwong phan tir nho (32 dalton), khdng gan protein
huyét tuong, thé tich phan b thap (0,6-0,7 I/kg), thoi gian ban thai ty nhién
dai 14-32 gio, néu ubng cung ethanol thoi gian ban thai tang 1én 43-96 gio,
97% chuyén hda qua gan, 2,5% qua phdi, 1% qua than®. Thoi gian ban thai
cua methanol khi HD tir 28 gio giam xudng chi hon 3 gio, do d6 HD la
phuong phap hiéu qua nhat dé loai bo methanol va cac san pham chuyén
h6a”,>" ®®. Tuy nhién nhuoc diém cua HD 1a gay tut huyét 4p. Dung HD néng
d6 methanol giam nhanh nhung c6 thé ¢6 hién tugng tai phan bé methanol tir cac
t6 chuc tré lai méu, tinh trang tang lai ndng d6 methanol mau 12-36 gio sau khi
két thic HD da dugc béo cao & mot sé truong hop®. Can theo ddi khoang tréng
ALTT, khi mau, néng do methanol sau loc mau 12-36 gio dé xét chi dinh loc
mau tiép hay khong.

Bang chieng khoa hec diing HD trong diéu tri ngé déc cap methanol

Nam 1958 tac gia Schreiner cong bé dau tién toan dién vé ding HD
trong diéu tri ngo doc cap”’.

Nhém EXTRIP (Extracorporeal treatments in poisoning), gom 27
chuyén gia hang dau thé gi¢i vé loc mau trong ngd doc cap, khuyén céo su
dung phwong thirc HD trong xur tri bénh nhan ngd doc cip methanol®.

Nam 2015 dong thuan vé vai trd cua loc méu ngoai co thé trong ngo doc
cap methanol dd duoc cong bd dua trén 272 nghién cau cong bd. Mac du thiéu
cac thir nghiém 1am sang ngau nhién c6 d6i chung nhung cac chuyén gia déu
dong thuan HD 1a phuong phap dugc khuyén cdo dé thai trir methanol, diéu
chinh toan chuyén héa va tham tach mau lién tuc 12 lua chon thay thé®. Do thanh
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thai methanol, thoi gian ban thai methanol va format khac nhau gitra cac phuong
phép loc méau ngoai co thé (theo bang 1.2), theo cac chuyén gia thi HD c6 uu thé
vuot troi hon so véi loc méau hap phu, loc mang bung ciing nhu loc mau lién tyc.

Bang 1.1. D¢ thanh thai methanol, thoi gian ban thai methanol va format

Do thanh thai ] ]
Phuong T/2 methanol (gio) T/2 format (gio)
he methanol (ml/ph)
uc

TB |Min-Max| n | TB [Min-Max| n | TB |Min-Max| n
HD 208 | 77-400 | 38 | 34 | 0,6-13,1 |114| 3,0 | 0,6-10,3 | 39
Loc mau
A 6,87 6,87 1110 1 1
hap phu
Loc mang

37 5-70 2 13 2-49 13
bung
CVVH 36,7 | 17-48 3 | 86 | 35-12 4

Nghién cau nay cho thay thoi gian ban thai methanol va format trong
tham tach mau ngét quang 1a 3,7 gio va 1,6 gio (n=11), trong loc mau lién tuc
dai hon dang ké 12 8,1 gio va 3,6 gio (n=13), p < 0,01°.

Bao cao dau tién vé loc mau trong ngd doc cap methanol dugc cong bd
baoi tac gia Austin, Lape va Burham nam 1961, sau d6 c6 35 bénh nhan ngo
doc cAp methanol diéu tri bang HD duoc cdng bé tai Anh®. Tac gia Gonda va
cong sy nam 1978 da nghién ctu trén 9 bénh nhan ngd doc methanol diéu tri
bang HD. Thoi gian tir IGc ubng dén lic loc mau tir 4-100 gio, ndng do methanol
tir 3mg/dl dén 570mg/dl, 2 bénh nhan tir vong, 7 bénh nhan sdng trong d6 3 bénh
nhan di ching vé thi luc. Tac gia khuyén cao nén ding HD sém, ethanol va
bicarbonat™.

Kinh nghi€ém lgc mau tai mot trung tam & An Do: nghién ctru trén 91
bénh nhan ngd doc cép methanol dugc dung HD 4-6 gio, 13 bénh nhan can
loc 2 cudc. Céc tac gia khang dinh HD 1a phuong phép tot nhat dé loai bo
methanol va san pham chuyén hoa. HD cai thién pH, ti & tir vong trong
nghién ctru nay 1a 3/91 bénh nhan. Téc gia Kute khang dinh thoi gian HD,

bicarbonat, ethanol an toan cho bénh nhan NDC methanol”. Mot s tac gia
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tai An P cling dua ra khuyén céo khéng dung HD tiang ti 1& tir vong.
Krishnamurthi cong b6 87 bénh nhan NDC methanol diéu tri bang kiém tir
vong 32/87 (37%)'”. Divekar va cong sy md ta 45 bénh nhin ngd doc
methanol diéu tri bang kiém, ethanol, bién phap hd trg, tir vong 7/45'".
Kumar va cs cong bb 21/67 bénh nhan (31,3%) tir vong do NDPC methanol
diéu tri br:?mg kiém, ethanol, acid fonic, khong c6 khi mau va loc mau' .

* Loc mau tich cue trong ngd doc cip methanol trong nghién ciru

Vé phwong thirc loc mdu:

Khi bénh nhan ngd doc cap methanol du tiéu chuan loc mau co huyét
dong 6n dinh s& dugc thAm tich méau kéo dai 8 gio theo khuyén cao cua mot
s6 tac gia trén thé giéi nhu Zakharov’, Jacobsen®, nhém chuyén gia loc mau
trong ngd doc cap ETRIP®. Phuong thirc nay khong nhiing loc methanol, acid
formic tot ma con diéu chinh tinh trang toan chuyén héa®,”’. B6i véi nhitng
bénh nhan qua ning, huyét dong khéng 6n dinh s& duoc chi dinh loc mau lién
tuc, diéu nay phu hop theo khuyén céo ctia nhom chuyén gia loc mau ETRIP,
loc mau lién tuc 13 lya chon thay thé trong diéu kién tham tdch mau khong
thuc hién duoc vi tinh trang bénh nhan huyét dong khong on dinh® va trong
hoan canh bénh nhan d3 duoc dung thudc giai doc ethanol dudng udng trude
va trong sudt qua trinh loc mau dé ngan can methanol chuyén hoa thanh san
pham doc 1 acid formic.

Vé thoi gian loc mdu:

Trude day tai TTCD Bach Mai thuong ding HD 4 gid dé diéu tri bénh
nhan ngd doc methanol, khi ding HD két qua xét nghiém dinh lwong nong do
methanol khéng c6 ngay. Néu ding HD sém lic giai doan néng d6 methanol
van con cao trong mau, khi d6 methanol khong duoc loc sé tiép tuc hinh thanh
chat chuyén hoa 12 acid formic gay anh huéng dén cac co quan khac. Vi vay
muc dich ctia loc mau trong ngd doc cip methanol 1a cho dén khi hét toan hoa
méau va nong d6 methanol trong mau < 20mg/dl (nong do bat dau gay toan
chuyén hoa va gay ton thuong co quan dich nhu mat, nfo).
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Tt ndm 2013 sau nghién ctru ctia Nguyén Pam Chinh trén 30 bénh nhan
ngd doc cap methanol c6 17 bénh nhan loc mau (3 bénh nhan HD lan dau 4
gi0, 11 bénh nhan CVVH vi tinh trang nang tut huyét ap, 3 bénh nhan CVVH
lan dau va két hop HD 1an sau vi suy than cip), tac gia dé xuét can loc mau
som kéo dai hon va uu tién HD trong diéu tri ngd doc cap methanol®. Tiép d6
HD kéo dai cling dugc ching minh hi€u qua trong nghién ctru cia Pham Nhu
Quynh (2016) ap dung HD lan dau véi thoi gian 1a 8 gio '
chiang t61 thuc hién theo phac dd dang ap dung tai TTCD Bach Mai chi dinh

. Nghién ctru cua

HD 8 gi6 cho cudc loc dau tién. Khi c6 néng do methanol thoi diém vao vién,
s€ udc tinh thot gian loc mau dya trén n6ng dd methanol ban dau nay theo
cong thirc cua tac gia Hirsch'™ va Yousset'””, néu thoi gian udc tinh trén 8 gio
s& tiép tuc loc 1an 2 tiép theo ngay sau 1an 1. Ngoai ra, ciing tiép tuc loc cudc
2 néu sau 1an loc 1 néng do methanol > 20mg/dl.

Nhu vay loc mau tich cuc trong nghién ctru ngoai uvu tién HD vi
nhitng wu diém vuot troi so véi CVVH, tang ti 1€ luu luvong mau va toc do
dich tham tach, kéo dai thoi gian loc, con bao gém céa rit ngan thoi gian
gitta cudc loc thu nhat va cudc loc tiép theo. Piém tich cuc trong loc mau
con thé hién trong trudng hop bénh nhan nguy kich, huyét ap tut siu duoc
dung ethanol ngin chin methanol chuyén hoa thanh acid formic va sir dung
CVVH loc methanol.

Piéu ndy ciing twong tu quan diém tic gia Zakharov va cong su khi
nghién clru trén 24 bénh nhan ngd doc cép methanol (11 bénh nhan HD, thoi
gian trung binh 8 gio, va 13 bénh nhan CVVHD/HDF, thoi gian trung binh 44
gi®), nhom nghién ctru khuyén céo vé thoi gian loc mau nén duya trén nong do
methanol mau va nhitng bénh nhan ngd doc cap methanol nghiém trong thi 8
gid HD ciing dii dé loai bé methanol, acid formic va diéu trj toan chuyén hoa
>. Nghién ctru nay ciing ung ho su hiéu qua vuot troi cia phuong thire HD so
voi CVVH vé ti 18 loai bé methanol va acid formic, diéu nay rat quan trong

v61 nhitng bénh nhan dén muon, ngd doc sb luong 16n. Cac thong s6 HD cho



28

bénh nhan ngd doc cap methanol trong nghién ciru cia Zakharov : toc do dich
tham tach 500ml/ph, tbc do mau dao dong 180-220-250ml/ph, dién tich mang
loc dang str dung 1a 1,5-1,6m” ciing tuong tu cac thong sd dang duoc ap dung
tai TCD Bénh vién Bach Mai.

Tac gia Nizhu nghién ctru trén 11 bénh nhan ngd doc cip methanol &
Bangladesh nam 2018 ciing khang dinh HD 8 gid, tbc d6 mau 250-300ml/ph,
tdc do dich tham tach 500ml/ph mang lai hi¢u qua diéu trj '%°.

Nam 2007 & mdt vu dich ngd doc methanol & Estonia tac gid Paasma va
cong su nghién ctru trén 154 bénh nhan, trong dé 96 bénh nhan (87%) duoc
dung ethanol tinh mach, 71% bénh nhan dugc loc mau (71 bénh nhan HD, 8
bénh nhan CVVHD). Téc gia cling ap dung HD kéo dai vai thot gian trung
binh 7,3 gi®, bénh nhan khong biét ndng d6 methanol s& dugc HD 8 gio™.

Trén co s& luu lwong mau va toc do caa dich tham tach cao hon thi loai
bo methanol va san pham chuyén héa nhanh hon tac gia Philippe Lachance
nghién ctru trén 55 bénh nhan véi phuong thirc HD hiéu suét cao: toc d6 dich
tham tach 750ml/ph, luvu luwgng mau 350-400ml/ph, dién tich mang loc 2,0-
2,2m*. Nhom nghién ctru dd xac dinh duoc thoi gian ban thai ciia methanol
trong khi loc mau va dua ra cong thirc ude tinh thoi gian loc méau can thiét khi
c6 ndng do methanol nhu sau:

Thoi gian loc mdu = 3,390 x (Ln (Mci/4)) (ntr)

= 3,534 x (Ln (Mci/4)) (nam)
Trong d6 Mci 14 ndng d6 methanol (mmol/1) vao vién '”’.
Tiéu chuan loc mau

Theo hudng dan diéu tri caa hiép hoi cac TTCD Hoa Ky (2002) loc mau
dugc chi dinh & nhimg truong hop ngd doc cap methanol c6 mot trong cac
tiéu chuan sau®,'%:

- Toan chuyén héa rd rang (<7,30),

- Ton thuong thi giac: nhin ma, nhin d6i, kham va soi ddy mat c6 ton thuong,

- DAu hién sinh tén dién bién xau mic du duoc diéu tri hdi stc tich cuc,



29

- Ton thuong than cép,

- Réi loan dién giai khong dap ung véi diéu tri ndi khoa,

- Nong d6 methanol > 50 mg/dl.
Tiéu chuan dirng loc mau

Theo hudng dan diéu tri caa hiép hoi cac TTCD Hoa Ky dung loc mau khi:

- Methanol am tinh, hoac

- Methanol < 25mg/dl va hét toan hoa mau.

Khi ndng d6 methanol cao, loc mau khoang 18-21 gid 1 can thiét'®!*°. Bit
thudng vé mat cd thé thoang qua, tuy nhién thuong kéo dai nén khéng nén duing
lam tiéu chi dé danh gia tiép tuc loc méu hay khong®.

h'* va Chu'*! dua ra khuyén céo dung loc mau khi:

Tac gia Hirsc
- Ndng @6 methanol mau <16mg/dl va pH >7,3 hoic
- Methanol méau am tinh.
Nam 2015 nhém chuyén gia vé loc mau da dua ra khuyén cdo vé tiéu
chuan dirng loc mau®, quan diém nay twong tu nhu Kraut'
- Nong d6 methanol mau < 20mg/dl va cai thién trén 1am sang.
Thoi gian loc mau
Bénh nhan voi nong d6 methanol qua cao loc mau kéo dai 1a can thiét,
tranh tinh trang ding loc mau sém khong ngin duoc ton thuong than kinh va
thi giac tiép dién. Trong truong hop khong c6 nong do methanol thi 8 gid HD
thuong duoc khuyén céo®.
Nhitng nghién ctiu gan day da thanh 1ap cong thic ude tinh thoi gian loc
mau dé néng do methanol < 20mg/dI**+%
Thoi gian (gid) = -V In (5/A)/ 0,06 k
Trong do:
V: thé tich nudc toan co thé.
V(nam)=2,447 - 0,09516 x tudi + 0,1074 x chiéu cao (cm) + 0,3362 x
can ning (kg)
V (nit)= -2,097+ 0,1069 x chiéu cao (cm)+ 0,2466 x can ning (kg).
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A: Nong d6 ban dau methanol (mmol/l).

mmol/l = (mg/dl: Trong luong phan tr/10)

k: 80% d6 thanh thai ure ma nha san xuat quy dinh (ml/ph) dua vao tbc d6 mau
Sir dung Heparin trong lwong phan tir thap trong HD

Trén thé gi6i da c6 mot sé nghién ciru danh gia hiéu qua an toan, it bién
chtng cua viée str dung chéng déng Heparin trong luong phan tir thip trong
than nhan tao nhu sau:

Nghién ctru cua Klingel va cong sy nam 2004 nghién ctru sy an toan hi¢u
qua ctia tiém tinh mach mot 1an enoxaparin trén 781 bénh nhan & 79 trung tam loc
mau cua Puc, bénh nhan duoc theo doi cac thong s6 trén 1am sang va xet nghiém
trong 32 tuan. Két qua 98,3% bénh nhan khong c6 tac dung phu'"”.

Nghién ctru cua Lim va cong su: day 1a phan tich gop tir 12 nghién ctru,
4971 bénh nhén, so sanh nong do anti —Xa va nguy co chay mau ¢ bénh nhan
suy than man sit dung heparin trong luong phan tir thip (enoxaparin,
tinzaparin, dalteparin), bénh nhan dugc xét nghiém anti-Xa sau 4 gio dung
thudc. Tac gia cho rang Heparin trong lugng phan tir thap c6 lién quan dén sy
gia ting vé mit thong ké nguy co chay mau 16n ¢ bénh nhan c6 do thanh thai
creatinin < 30 ml/ph so véi nhitng nguoi ¢ d6 thanh thai creatinin>30 ml/ph
(5,0% s0 vai 2,4%, 95%Cl 1a 1,19-4,2)**,

1.6.2. Chat giai ddc dic hiéu trong diéu tri ngé doc cap methanol
Co 56 li thuyét cia viéc sir dung ethanol va fomepizole

Ethanol c0 ai luc véi enzym ADH cao hon so véi methanol nén khi cung
tén tai trong mau ethanol s& chuyén hoa trude do d6 ngan chan chuyén hoa
methanol thanh san pham doc 1a acid formic®.

Fomepizole dugc thay c6 kha ning @c ché ADH rat cao, khi methanol
khéng duoc chuyén héa thi tic dung gdy doc cua acid formic s& khdng xuét
hién'*>,*°. Nghién cau trén loai khi ndng do fomepizole khoang 0,8 mg/I la c6
kha ning ¢ ché hoat dong cua ADH™,
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Néu chi dinh sém sau khi ngo doc, ethanol va fomepizole 1am giam hinh
thanh cac san pham doc tinh ciing nhu lam ting thoi gian ban thai cua
methanol, trong thoi gian chd doi loc mau®?,*Y’

Bang 1.2. Thoi gian ban thai cua methanol khi dung fomepizole va ethanol

Bién phép diéu tri Thoi gian ban thai methanol
Khéng diéu tri ~ 14-32 gio
Dung fomepizole ~ 50 gio
Dung ethanol ~43- 96 gio
Tham tach mau ngat quang ~ 3,5 gio

Chi dinh s dung ethanol va fomepizole
Bang 1.3. Chi dinh dung ethanol va fomepizole "''*'"”
Bénh nhan nghi ngo hoic chan doan ngd doc cap methanol cd mot trong cac

tiéu chuan sau:

Nong d6 methanol mau > 20mg/dl hoac

Bénh sir gan day co udng ruou chira methanol va cé khoang trong ALTT >
10 mosm/kgH,O hoac

Bénh sir hoac 1am sang nghi ngd ngd doc methanol va co it nhat 2 trong 3

tiéu chuan sau:

+ pH méu dong mach < 7,3

+ ndng d6 HCOZ < 20mmol/l

+ Khoang tréng ALTT > 10 mosm/kgH,0O

1.6.2.1. Tiéu chudn dérng ethanol va fomepizole

Theo huéng dan diéu tri caa hiép hoi cac TTCD Hoa Ky' ethanol va
fomepizole dugc dung dén khi:

- Methanol am tinh, hoac

- Nong d6 methanol < 20mg/dl va pH > 7,3.
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Néu ndéng d¢6 methanol khong cé ngay thi khoang tréng ALTT nén vé
mtrc binh thuong trudc khi dirng ethanol va fomepizole
1.6.2.2. So sanh gira ethanol va fomepizole

Vé mat Ii thuyét fomepizole c6 nhiéu wu diém nhu fomepizole uc ché
cao ADH, tac dung kéo dai, phac dd don gian, dé st dung, sau liéu bolus
dang mdi 12 gio, tang liéu trong loc méu, khong can phai theo ddi ndng
d6 trong mau''®t?°. Mot vai tac gia dé xuit dung fomepizole khéng can
phai loc mau néu bénh nhan khéng tén thuong than, khéng ton thuong
mét, pH mau binh thuong™**2%,

Bét loi chu yéu khi st dung fomepizole 1a gia thanh dat va co rat it kinh
nghiém str dung, tang lidu trong loc méau, doi khi gay kich vng tai chd, buon non,
non, nhip tim nhanh, dau du, chong mit, tang bach cau ua acid™? %",

Piéu kién thuc té tai Viét Nam khong co fomepizole ciing nhu ethanol
tinh mach vi gia thanh rat dat, chi co ethanol duong udng. Khi sir dung
ethanol dudng uéng viéc chinh liéu rat phtc tap va khéng thuc hién dugc vi
xét nghiém giri Vién Phap Y Quoc gia, khdng co két qua ngay. Sau liéu bolus
qua sonde da day dung liéu duy tri myc dich dat ndng d6 100-150mg/dl >’

Ethanol ciing bi loai b bdi loc mau do d6 can ting liéu trong loc mau, day
ciing 1a mot kho khan nita trong diéu tri. Ethanol gy thay doi tinh trang y thirc
(kich thich hoic tc ché than kinh trung wong), ha dudng mau (dic biét 1a tré em,
bénh nhan suy dinh dudng), suy gan, viém tuy. Khi dung ethanol bénh nhan
phai nhap vién vao khoa héi sirc, phai theo ddi ndng d6 ethanol va duong mau
thuong xuyén ciing nhu ting céng lao dong cua diéu dudng do d6 tdng chi phi
cing tang cao.

Mic di ¢ nhiéu nhugc diém song ethanol 1a chat giai doc dic hiéu dugc
str dung dau tién cho bénh nhan ngd doc methanol vi gia ré, san co, bac si c¢6

kinh nghiém va van duogc dung & mot sé trung tm chdng doc 16n °”.
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C6 thé tém tat viéc so sanh ethanol va fomepizole theo bang dudi®

Bang 1.4. Tém tit mot so so sanh ethanol va fomepizole

Ethanol Fomepizole
Tinh trang say Co Khéng
An than C6 Khong
Ha duong mau Co Khéng
Gia thanh Thap Cao
Theo ddi xét nghiém Co Khong
Thoi gian tac dung Ngan Dai
Canh tranh hodc tc ché enzym Cao Cao hon ethanol
ADH
Téc dung Khong thé du doan | C6 thé du doan
Kiém soat nong do Kho Dé&
Triéu chung tiéu hoa C6 (udng) Khong
Qua tai thé tich C6 (tinh mach) Khéng
Piéu chinh liéu trong loc mau Co Co
Piéu chinh liéu nguoi nghién ruou Co Khong
Ngudn Dé Kho
Kinh nghiem Nhiéu it

1.6.2.3. Diéu tri ngé déc cap methanol bang ethanol
* So lwgc vé ethanol.

Ethanol c6 cong thtc hda hoc C,HsOH 1a chat long, khéng mau, tan
nhanh trong nudc, gan rat kém véi protein, c6 thé tich phan b 0,6 I/kg, trong
lwong phén tur 46, trong lugng riéng 0,7939 g/ml, dao thai qua loc mau.
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* Hap thu, phan bé ethanol

Ethanol duoc hap thu nhanh qua duong tiéu hoa, chu yéu l1a ¢ ta trang.
Sy c6 mat cua thirc dn 1am giam va lam cham su hap thu ethanol. Ethanol
dugc phan bd & tat ca nhimg mé c6 nudc véi thé tich phan bd xap xi 0,6 — 0,7
I/kg. Ethanol nhanh chdng qua rau thai va hang rao mau néo.

* Chuyén hoa va thai trir ethanol

Trong co thé ngudi gan chuyén héa 90-98 % ethanol dugc hap thu théng
qua 3 hé enzym: alcohol dehydrogenase (ADH) c6 vai trd chinh, hé théng oxy
hoa ethanol & microsome (MEOS), hé catalase tham gia rat it, trong khi d6 than
va phéi dao thai mét phan ethanol khong qua chuyén hoa.

Pic diém chuyén hoa theo phan tmg dong hoc bac 0 (Zero-order kinetics),
tic 1a chuyén hoa khong phu thudc nong d, ngoai trir ndng do ethanol qua thap
(< 10-20 mg/dl) hoic qua cao (> 200-300 mg/dl)'%,'%. Tc do thai trir dién hinh
cua ethanol la khoang 15-20 mg/dl/gio & nguoi khée manh, dao dong trong
khoang 10-34 mg/dl/gio™. Tc do thai trir ethanol thuong cao hon & nhiing
nguoi nghién ruou so voi nhitng nguoi khdng nghién rugu vi & & ngudi nghién
ruou hé théng MEOS dic biét 1a enzym Cytochrom P450 dwoc cam tng nhiéu
hon nén tang hoat déng3l.

* Co s i thuyét dung ethanol trong diéu tri ngé doc cap methanol

Trong co thé ethanol duoc chuyén hoa tai gan twong tu methanol nho
enzym ADH, tuy nhién ethanol c6 &i luc véi enzym ADH Ién gap khoang 7-
10 1an so véi methanol. Do d6 néu ciing ton tai trong mau ethanol s& chuyén
hoa trudc, kéo dai thoi gian ban thai ciing nhu kéo dai sw cO mat cua

methanol, cho loc mau va cac bién phép hoi suc loai boé methanol®,
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Ethanol

Aldehyde formic Aldehyde acetic

Acid formic Acid acetic

Rat doc Khong doc

Hinh 1.3. Co ché gidi déc cua ethanol trong ngé doc cap methanol®

*Co s& khoa hoc diing ethanol diéu tri ngé doc cap methanol

Tinh chét giai doc cua ethanol duoc nhan ra dau tién nam 1940 khi Roe
quan sat thay nhirng bénh nhan uéng methanol 1an ca ethanol c¢é dién bién 1am
sang nhe hon nhiing bénh nhan chi ubng methanol don thuan, 6ng goi y ndng
d6 ethanol mau khoang 100mg/dl thi c6 lgi ich 1am sang. Tir d6 dén nay voi
nhiéu tién bd vé mit co ché va 1am sang ethanol dwgc coi la antidote cua
methanol*®®. Sau nay dé c6 nhitng nghién ctru dung ethanol dudng tinh mach
cling nhu dudng udng diéu tri ngd doc cip methanol mang lai nhiing hiéu qua
nhat dinh.

Niam 1981 tac gia Peterson CD da ding ethanol duong udng dung dich
50% cho liéu bolus va dung dich 20% cho liéu duy tri diéu tri 5 bénh nhan
ngd doc cap methanol c6 ndng dd methanol vao vién 27 mg/dl d¢én 425 mg/dl
(trung binh 190 mg/dl), duy tri ndng d6 ethanol 100-200mg/dl, theo ddi ndng
d6 ethanol 1 gio/lan. Liéu ethanol udng can thiét dé duy tri ndng do trong mau
duoc so sanh véi liéu ethanol dyu doan dua trén duoc déng hoc cua ethanol,
ethanol duoc ting dya theo kinh nghiém cho dén khi dat ndng d6 mong muén,
tac gia khuyén céo liéu ethanol dudng uéng nén cé nhan hoa dya theo nong

d6 ethanol do dugc®.
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Téc gia Roy danh gia tdc dung phu cua ethanol khi diéu tri cho 60 bénh
nhan nhi ngd doc cap methanol tai 2 trung tdm nhi khoa I6n & Canada. Nhém
bénh nhi nay tudi trung binh 24 thang, nong d6 methanol trung binh Ia
13,3mg/dl (0-280mg/dl), 29 bénh nhi dugc ding ethanol duong udng, 21 bénh
nhi dung ethanol tinh mach, thoi gian dung ethanol trung binh la 16 gio (1,5-
72 gi¢). C6 50/60 bénh nhi dugc do duong mau khéng c6 bénh nhi nao duong
méu <2,78mmol/l, c¢6 6/60 bénh nhi cé biéu hién budn nga sau dung ethanol
nhung khong hon mé va khong phai dat noi khi quan. Khéng c6 bénh nhi nao
bi ha than nhiét, nhiém doc gan hay viém tic tinh mach. Tac gia dua ra
khuyén c4o mac du nong do ethanol trong mau dao dong nhung khéng co
bénh nhi ndo tir vong va tac dung phu cua ethanol khéng nhiéu khi bénh nhan
duoc theo ddi can than .

Wedge va cong su danh gia 6 an toan cua ethanol duong tinh mach diéu
tri 49 bénh nhan ngo doc methanol va ethylenglycol, 45 bénh nhan HD va tit ca
déu duoc dung ethanol tinh mach 10%, c6 45 bénh nhan (92%) gap tac dung
phu, trong d6 35 bénh nhan (71%) kich thich phai dung an than, 16 bénh nhan
(33%) nhip tim nhanh > 100 lan/phat, 11 bénh nhan (22%) nén, 10 bénh nhan
(20%) suy giam y thac phai dat noi khi quan, 9 bénh nhan (18%) c6 biéu hién ha
huyét &p, 3 bénh nhan (6%) co giat, 5 bénh nhan (10%) viém tinh mach, khong
c6 bénh nhan nao ha duong mau. Mdi bénh nhan duoc lam xét nghiém ethanol
trung binh 1 6 1an, c6 tong 371 mau xét nghiém trong d6 102 mau (27%) dat
liéu ethanol trong pham vi 100-150mg/dl, 93 mau (25%) trén ngudng 150mg/dl,
176 mau (25%) dudi ngudng 100mg/dl. Nong d6 ethanol khong dat do chinh
lidu khéng phu hop 1a 159 mau (59%). Céc tac gia cho rang dung ethanol khé
chuan liéu va cé nhiéu tac dung phy'®’.

O vu ngd doc methanol ¢ Estonia nim 2005, Paasma va cong sy thay
rang trong tong s6 111 bénh nhan ngd doc cip methanol dugc diéu tri bang
ethanol tinh mach (87%), tham tach mau (71%), bicarbonat (85%), 72 bénh
nhan tinh khi nhap vién dugc dung ethanol cé 29 bénh nhan (40%) tré nén
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hon mé trong vong 1 gio sau liéu bolus ethanol, 2 bénh nhan suy hé hap phai
thong khi nhan tao *.

Téc gia Zakharov nghién ciu trén 121 bénh nhan ngd doc cap methanol
trong vu ngd doc tai cong héa Séc nam 2012, do luong fomepizole han ché
nén ethanol dugc dung thuong xuyén hon (n=70 so véi n= 21), cac diéu tri
khac twong tu tac gia khang dinh khéng cd sy khac biét vé ti 18 tir vong giira 2
nhém (p= 0,39)".

* Liéu lwong va cach dung ethanol

Pé c6 tac dung véi enzym ADH nong do ethanol duy tri duoc & lidu
khuyén céo khoang 100-150 mg/dI**®. Hién nay chwa c6 dit liéu nong do
ethanol nho nhat c6 thé ngin chin dugc chuyén héa methanol. Tuy nhién theo
kinh nghiém 1am sang ndng d6 ethanol < 100 mg/dl 1a khéng c6 hiéu qua'®,
mo ta loat ca 1am sang cho thay chuyén hda tir methanol thanh format xay ra
khi ndng do ethanol xudng duéi 100 mg/dl trong sudt qua trinh diéu tri ngo
doc methanol **°. O nghién ctu 46 bénh nhan ngdé doc methanol & nha tu bang
Michigan thi thay rang c6 thé dirng truyén ethanol khi nong ¢6 methanol < 20-
30mg/dI®. C6 nhimg truong hop bénh nhan khi néng do methanol dudi 20
mg/dl nhung van c6 toan chuyén hoa c6 thé do formate hoac trong bénh canh
bénh nhan ngd doc nang, suy da tang.

Vé cach tinh liéu ethanol c6 nhiéu tac gia dua ra liéu luong va céch tinh
khac nhau tuy nhién sy khac biét khong nhiéu

Nam 1981 tac gia Peterson CD dua ra khuyén céo liéu ethanol duong
uéng liéu bolus 0,6-0,8g/kg, liéu duy tri trong loc mau 1a 250-350 mg/kg/gid
va liéu 110-130 mg/kg/gid khdng loc méu, lidu cu thé phai ca thé hoa dua trén
nong do ethanol do duoc. Dua trén cdng thuc tinh liéu ethanol uéc tinh dé
ethanol mau tir 100-200mg/dl, chinh liéu ethanol theo kinh nghiém®®:

Ko= (Vimax)(Css)/ (Kt Css)

Kp= Ko + (D)(Cs)

Ko: nong d6 ethanol du doan
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Ko: nong do ethanol wéc tinh trong loc mau

Cs: Nong @6 ethanol mong mudn

Vi toc d0 thai trir ethanol (124mg/kg/gio, trung binh 75-175
mg/kg/gio)

Km: hé s6 Michaelis-Menten (13,8 mg/dI)

D: d6 tham tach ethanol

Nam 2002 trung tdm chdng doc My dwa ra khuyén cdo liéu ethanol trong
ngd doc cip methanol, quan diém nay ciing ddng thuan véi mot sé tac gia
khéc, cu thé ¢ bang 1.7 t1712813L

Bang 1.5. Liéu dung ethanol

Ethanol Dung dich | Dung dich Dung dich uéng
tuyét doi uong 43% | truyén 10% | 20% (twong duong)

Liéu ban dau 600mg/kg 1,8ml/kg 7,6ml/kg 3,8 ml/kg

Liéu duy tri &
nguoi khong 66mg/kg/gio | 0,2ml/kg/gio |0,83ml/kg/gic|  0,42ml/kg/gio
nghién ruou

Liéu duy tri &
ngudi nghién 154mg/kg/gio|0,46ml/kg/gic|1,96ml/kg/gic|  0,98ml/kg/gio
raou

Liéu duy tri khi

loc mau & nguoi 169 - -‘ .
khong nghién ma/kg/gic 0,5ml/kg/gio [2,13ml/kg/gio| 1,07 mi/kg/gio
ruou

Liéu duy tri loc
mau & nguoi 257mg/kg/gio|0,77ml/kg/gio|3,26ml/kg/gio 1,63ml/kg/gio
nghién ruou

Bang liéu lwong nay chi tiét cho timg ddi twong va loai dung dich
ethanol ciing nhu duong dung, tuy nhién toc do duy tri khd nhé, kho khin
trong viéc tinh todn trén 1am sang.

Niam 2015 tac gia Martin- Amat va cong su dé xuat liéu ethanol gian hoa
dung trong ngoé doc methanol theo nghién ctiru cia McCoy nhu sau va ciing
dugc nhiéu nudce trén thé gisi ap dung.




Bang 1.6. Liéu ethanol giin héa trong diéu tri ngd doc cap methanol
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128

. Dung dich ,
i, Dung dich X Dung dich
Liéu luong N truyén TM .
truyen TM 5% uong 20%
10%
Liéu ban dau 15(ml/kg) 7,5(ml/kg) 4(ml/kg)
Liéu duy tri ¢ nguoi khong 2 — 1- _
_ _ . 0,5(ml/kg/gio)
nghién ruou 4(ml/kg/gio) | 2(ml/kg/gio)
Liéu duy tri & nguoi nghién 4— 2 —
e ALy T onguot ngnie | | 1mirkglgiv)
ruou 8(ml/kg/gio) | 4(ml/kg/gio)
Liéu duy tri khi loc mau o 4-— 2— _
o _ _ i 1(ml/kg/gio)
ngudi khdng nghién ruou 7(ml/kg/gio) | 3,5(ml/kg/gio)
Liéu duy tri loc mau & 6— 3- _
) _ ) . 2(ml/kg/gio)
ngudi nghién ruou 10(ml/kg/gio) | 5(ml/kg/gio)

Trong nghién ctu cua ching t6i dung ethanol duong uéng 20% theo

phéc d6 nay vi don gian, dé &p dung.

* Mot s6 yéu té anh huwéng dén ndng dd ethanol mau

Phan phdi ethanol trong co thé

Nong do ethanol trong md phu thudc vao ham luong nudc twong ddi cua

mo d6. Cung mot luong ethanol uéng vao nhu nhau trén mot don vi trong
luong co thé cd thé tao ra nong do ethanol trong mau khéac nhau & mdi nguoi
do ti Ié chat béo va nudc trong co thé mdi ngudi khac nhau. Nit gidi s& co
nong do ethanol trong mau cao hon nam gidi khi udng mét lwong nhu nhau vi
nit gidi do ti 16 m& cao hon nam gigi nén ti 1& phan bé ruou thap hon™**®,

MGt S6 yéu to anh hwong dén hdap thu ethanol

Ethanol khi vao da day va dugc chuyén xudng ta trang, hdng trang rét
nhanh va hap thu cha yéu tai d6, do d6 da day rdng 1a mot yéu té quan trong
quyét dinh téc d6 hap thu ethanol.

Ethanol vuot qua mang sinh hoc bang cach khuéch tan thu dong, do d6
nong do ethanol cang cao thi su hap thu cang nhanh.
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Ethanol gay kich thich niém mac tiéu hoa, nong do cao c6 thé giy an
mon, xuat huyét va gay liét co tron duong tiéu hoéa dan dén giam hap thu.

Nong do6 ethanol trong mau cao hon néu udng mét liéu duy nhat thay vi
uéng nhiéu liéu nho.

Thire an s& lam giam hap thu caa ethanol, cac chat béo, carbohydrate
hodc protein déu cd hiéu qua nhu nhau trong viéc lam cham qué trinh 1am
rdng da day***.

Chuyén héa ethanol trong co thé

Cac enzym cha yéu trong quéa trinh oxy hoa ethanol tai gan la
alcohodehydrogenase va & mic d6 thip hon phu thudc cytochrom P450,
catalese, . Ton thuong gan lam giam tdc d6 oxy hoa ethanol va ethanol khéng
anh hudong boi cdc hormon (insulin, glucagon, leptin, catecholamine, hormon
tuyén giap) trong qué trinh dao thai ra khoi co thé™. Tdc d6 chuyén hoa
ethanol khéng phu thudc nong do, theo phan tng dong hoc bac 0, ngoai trir
nong d6 qua cao (>200-300mg/dl) hoic qué thip (<10-20mg/dI)**.

MGt s6 Yéu té danh huong dén dao thai ethanol trong mau

Gidi tinh: nir giéi c6 toec do dao thai ethanol nhanh hon vi nir gigi co
trong lwong co thé nho hon ***,

- Tudi: Tré em c6 hé enzym ADH chua hoan thién va ngudi gia do khoi
luong gan va luong nudce trong co thé giam nén co téc do dao thai ethanol
kém hon.

- Chung toc: Toc do dao thai ethanol & ngudi My ban dia ting hon nguoi
da tring, ngudi Trung Qubc nhu nguoi da trang, c6 thé do sy khac nhau vé
khéi lwong gan™"*%,

- Thire an: Chuyén hoa rugu ¢ nguoi dugce an no cao hon khi nhin doi vi
ndng do enzym ADH cao hon, thirc 4n ciing lam ting luu lugng méau dén gan.
Puong fructose 1am ting chuyén hoa ethanol bang cach cung cap chat nén
gilp chuyén NADH thanh NAD®, giup tang cuong hap thu oxy cua ty lap

the'®.
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- Nhip diéu sinh hoc: Téc do dao thai ruou thay ddi theo thoi gian trong
ngay, ting nhiéu vao cudi ngay co thé do lién quan dén nhiét d6 co thé.

- Tap thé duc: tang tc dd dao thai rwou co6 thé do lién quan nhiét do co
thé va tang giai phong catecholamin

- Nghién ruou: udng ruou lam ting chuyén héa ethanol do enzym ADH
tang d6 nhay, bénh gan lam giam tc d6 dao thai ethanol

- Thubc: Céc thube gay uc ché enzym ADH (pyrazole, isobutyramide)
hodc canh tranh véi ethanol dé gianh ADH (methanol, ethyleneglycol) hoic
trc ché chudi hd hap cua ty thé s& 1am giam téc do dao thai ethanol.

* Mt sé tac dung khdng mong muédn cia ethanol
Téc dung trén than kinh trung wong:

Ethanol gay ra c4c anh huong lén hé théng than kinh trung wong tir budn
ngu nhe hodc hung phan dén hdn mé va wc ché hé hap.
* Tac dung trén tiéu hoa:

- Tang enzym transaminase: biéu hién ting AST, ALT c6 thé gap khi diéu
tri bang ethanol dic biét nhiing bénh nhan viém gan virus, xo gan.

- Viém niém mac da day: biéu hién bang day bung, dau bung thuong vi, ¢
hoi, ¢ chua, van dé nay gay giam hap thu ethanol vao mau.

- Xuat huyét tiéu hoa: chay mau da day, ta trang tuy nhién it gap.

- Viém tuy cap: 1a bién chung niang né song it gap.

* Mot sé tac dung khdng mong muan khac:

- Ethanol c6 thé gay ha duong huyét, dic biét & tré em va nhitng bénh
nhan suy dinh dudng. Lister va cong su di tién hanh mot nghién cau hdi ciu
trén 27 trudng hop ngd doc alcohol duge diéu tri bang ethanol va loc mau tai
mot bénh vién ¢ Ottawa. Mic du tac gia két luan rang ethanol 1a chat giai doc an
toan va hi¢u qua nhung chi do d6 an toan trong nhitng bénh nhan nay Ia ha
duong mau™®.

- Réi loan dién giai: c6 thé gap ha natri va kali mau, co ché chua 3 rang.
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Bang 1.7. Triéu chimg ngd doc ethanol theo ndng do'"'

Nong do ethanol Triéu chtng
<50mg/dl NGi nhiéu, cam giac hanh phic
50-150mg/di Loi ndi, cam xdc, van dong cham chap

Suy giam thi luc nhe

150-300mg/dl Nhin mo, mat nhan thic va cam giac,
khdng phdi hop, thoi gian phan tng cham
300-500mg/d| Nhin m& hozc nhin ddi, ¢ thé hén mé,
ha nhiét d§, ha duong mau, co giat

> 500 mg/dl Hon mé, suy ho hap, giam phan xa, ha
huyét &p, ha duong mau, tir vong do suy

ho hap, suy tuan hoan, hoac do sac phoi

1.7. Mt s6 nghién ciru vé ngd doc cap methanol trén thé gioi va Viét Nam

M@t s6 nghién ciru trén thé gioi

Tac gia Hodva nghién ctu trong 2 nam (2002-2004) tai Na Uy c6 59
bénh nhan, nhap vién 51, tir vong trudc vién 8, cac triéu ching thudng gap roi
loan thi giac 55%, kho thé 41%, cac ri loan tiéu hoa 43%, hon mé 24%, dau
nguc 12%, ndng ¢6 methanol trung binh 1a 80mg/dl, pH trung binh 7,2. Bénh
nhan déu duoc diéu tri bing bicarbonat, fomepizole (71%) va tham tach mau
(73%), ti 18 tir vong 18%, di chiing ndo va mat 10%. Mot s6 yéu to lién quan
dén tir vong: suy hd hap, hdn mé, toan chuyén héa pH < 6,9’

Mot nghién ciru khac caa tac gia Massoumi va cong su (200-2009) trén
51 bénh nhan véi c4c triéu ching thuong gap réi loan y thirc 39,2%, rdi loan
tiéu hoa 70,6%, réi loan thi giac 41,2%, thoi gian dén vién trude 24 gio la
23,5%, thoi gian tir khi udng methanol dén khi dugc loc mau khoang 10 gio,
pH trung binh 7,15, 98% bénh nhan dwoc thim tach méu, 39% bénh nhan
dugc tham tach mau lan 2. Két qua tir vong 7,9%, song c6 di chiing 29,4%,
séng khong di chung 62,7%.



43

Tai Estonia tac gia Pasma va cong su nghién ctru trén 154 bénh nhéan ngo
doc cap methanol, ti 18 tir vong chung 1a 68/154 bénh nhan (44%), c6 43/154
bénh nhan tr vong trudc vién (27,9%), tir vong tai vién 25/ 111 bénh nhan
(23%), séng c6 di chung (mat, ndo, than, gan) 20/111 bénh nhan (18%), sdng
khong di chang 66/111 bénh nhan (60%). Mot s triéu chimg thudng gap roi
loan tiéu hda (49%), réi loan thi gic (37%), kho thd (20%). C6 85% bénh
nhan dugc truyén kiém, 87% dung ethanol, 71% loc mau, 63% thd may. Mot
s6 yéu t6 lien quan dén tir vong. pH méu va ndng 6 methanol 12 2 yéu t6 tién
lwong lién quan tir vong™.

Tai Iran trong vong 1 nam (2009-2010) c6 46 bénh nhén ngd doc
methanol duge diéu tri bang loc mau ngat quing va bicarbonat, khdng st
dung fomepizole, ti 1¢ tir vong 11%".

Téc gia Sattar nghién ctru trong 4 nam tai Karachi cua Pakistan cd tong
s6 188 bénh nhan, triéu chung lac nhap vién kho the 44,36%, hon mé
33,08%, co giat 22,56%, ti |é tir vong rat cao 38,83%, di chirng 35,64%".

O Pai Loan tac gia Lee va cong su bao céo trong 9 nam (2000-2008) c6
32 bénh nhan ngo doc cap methanol trong d6 ha than nhiét (50%), ha huyét ap
(15,6%), suy than (59,4%), suy ho hap (50%), réi loan y thuc (GCS 10,5 +
5,4). CO 59,4% diéu tri bang ethanol, 58,1% loc mau ngat quang, ti Ié tir vong
34,4%, di chung 46,9%. Mot s yéu té lién quan tir vong la GCS, ha than
nhiét, suy than*,

Mot nghién catu cua tac gia Zakharov va cong su so sanh hiéu qua
fomepizole so véi ethanol trong diéu tri ngd doc methanol trén 100 bénh
nhan. Nhitng bénh nhan nay duoc diéu tri gidng nhau ngoai trir thudc giai doc
dac hiéu. Trong do c6 25 bénh nhan dung fomepizole va 68 bénh nhan dung
ethanol 10% tinh mach, 7 bénh nhan khéng dung loai thudc giai doc dic hiéu
nao. Nhitng bénh nhan nay cé cac diéu tri khac twong tw nhau, chi khéc

nhau thudc giai doc dac hiéu va danh gia hiéu qua dya trén két cuc tir vong,



44

di chimg. Nhom diéu tri bang fomepizole (ti vong 6 bénh nhan, di ching
10 bénh nhan, khéi 9 bénh nhan), nhém diéu tri bang ethanol (ti vong 5
bénh nhan, di chang 10 bénh nhén, khoi 10 bénh nhan), véi p< 0,705.
Nhom nghién ctu dua ra két luan: mic du ethanol thuong lién quan dén
bién chuang nhiéu hon nhung theo nghién cttu nay khong c6 su khac biét vé
két qua diéu trj gitra s dung ethanol va fomepizole!*

Nam 2012 tac gia Beatty va cong su dua ra mot bao céo hé théng hon vé
viéc dung ethanol va fomepizole trong ngd déc ruou dua trén sé liéu cua cac
nghién ctu. B&o cdo nay dua trén 145 nghién cuu, ¢6 897 bénh nhan, trong do
720 bénh nhan (80,3%) diéu tri bang ethanol (505 ngd doc methanol, 215 ngd
doc ethylenglycol), 146 bénh nhan diéu tri bang fomepizole (81 ngo doc
methanol, 65 ngo doc ethylenglycol), 33 bénh nhan (3,7%) duogc diéu tri ca 2
loai thubc giai doc (18 ngd doc methanol, 15 ngd doc ethylenglycol). Déi Voi
bénh nhan diéu tri bang ethanol ti 18 tir vong & bénh nhan ngd doc methanol 1a
21,8%, ngd doc ethylenglycol 14 18,1%. Ddi véi bénh nhan diéu tri bang
fomepizole ti 1€ tir vong & bénh nhan ngd doc methanol la 17,1%, ngd doc
ethylenglycol 1a 4,1%. %). Trong nhém bénh nhan ngd doc methanol suy
giam thi luc 18,2% & nhom diéu tri bang ethanol, 18,1% ¢ nhom diéu tri bang
fomepizole, 23,1 % & nhém diéu tri bang 2 loai. Tac dung phu duoc bdo céo
rat it & nhiing bénh nhan dugc diéu tri bang ethanol hoic fomepizole. Ha
duong mau 2/897 bénh nhan (0,2%) & nhém diéu tri bang ca 2 antidotes.
Viém phoi 8/897 bénh nhan (0,9%) & nhom diéu tri bang ethanol, viém tuy
7/897 bénh nhan (0,8%) ¢ nhom diéu tri bang ethanol, co giat 7/897 bénh
nhan (trong d6 4/720 bénh nhén, 0,6% diéu tri bang ethanol, 3/146 bénh nhan,
2% diéu tri bang fomepizole). Cac chuyén gia cho ring chua thé dua ra mot
két luan cu thé vé viéc sir dung thudc giai doc ndo, can nghién ciu sau hon
nita. Bac sT 1am sang can dua vao diéu kién thyc té c6 san loai thubc giai doc
nao, tinh trang bénh nhan, chi phi ciing nhu hiéu qua dé lva chon thudc giai
doc cho phu hop *.
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M6t nghién ciru vé loc mau trong diéu tri ngd doc cap methanol tai mot
trung tdm than cta An d6 cua tac gia Kute va cong sy nam 2012 trén 91 bénh
nhan. Loc mau phuong thirc tham tach mau, tc do mau 250-350 ml/phut, toc
d6 dich loc 500ml/phut, dién tich mang loc > 1,5 m? thoi gian loc méau 4-6
gio. Ti 18 tir vong c6 lién quan dén toan chuyén héa pH < 6,9, thd may, hon
mé (p<0,001)%.

Nghién cu vé phuong thic loc mau gan day nam 2014 tac gia Zakharov
va cong su da tién hanh nghién ctu so sanh hiéu qua tham tach mau ngat
quang so vai loc mau lién tuc trong diéu tri ngd doc cap methanol. Trong d6
11 bénh nhan diéu tri bang thim tach mau ngat quang, 13 bénh nhan diéu trj
bang tham tach mau tinh mach- tinh mach lién tuc/ siéu loc két hop tham tach
mau. Nghién ctu cho thay sy vuot troi ciia phuong thirc tham tach méu ngat
quéng (thoi gian ban thai methanol (3,7 £ 1,4 gio) va format (1,6 £ 0,4 gio) so
véi loc mau lién tuc (thoi gian ban thai methanol (8,1 £ 1,2 gio) va format
(3,6 £ 1,0 givy)>.

M@t s6 nghién ciru tai Viét Nam

Nudc ta do tap quan udng ruou ty pha ché, nau ruou lau, st dung ruou
khdng rd ngudn gdc, cac ché pham con sat khuan gia 1a nhiing yéu té tiém an
lién quan dén ngd doc methanol. Trong 20 nam qua khoa Cap Cau A9 di tiép
nhan rat nhiéu bénh nhan ngo doc cap methanol, tuy nhién dén nim 2008 khi c¢6
su phdi hop giita TTCD Bénh vién Bach Mai véi vién Phap Y Québc Gia trong
viéc dinh luong methanol thi viéc chan doan va diéu tri bénh nhan ngd doc cap
methanol dugc bao cao rd rang hon. Ngoai ra cac dia ban khac trén ca nudc ngo
doc cap methanol thudng xay ra rai rac khap noi, cac vu ngo doc tap thé nhung
chura c6 thong ké cu thé va chua co cac nghién ciru mot cach hé thbng.

Téc gia Nguyén Pam Chinh nghién ctu tir 2010-2013 trén 30 bénh nhan
ngd doc cap methanol diéu tri tai TTCD Bénh vién Bach Mai, bénh nhan
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duoc loc mau, truyén kiém, khéng dung ethanol, ndong ¢6 methanol trung binh
50,5mg/dl (nhé nhat 3mg/dl, 16n nhat 157mg/dl). Trong nghién ciu nay c6 17
bénh nhan phai loc mau (3 bénh nhan HD, 11 bénh nhan CVVH, 3 bénh nhan
HD + CVVH). Thoi gian 1 cuéc HD 1a 4 gio, tbc ¢ mau 200-220ml/ph).
Thai gian CVVH trung binh 20 gid, te d¢6 mau 80ml/ph). Ti 18 ta vong trong
nhém bénh nhan ning phai loc mau 13 41,2%>.

Tiép sau do6 tac gia Pham Nhu Quynh (2016) nghién ctu vé hiéu qua
phuong thic HD kéo dai 8 gio trén 37 bénh nhan cho thay cai thién hiéu qua

diéu tri, giam ti Ié tir vong 35%%.
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Chuong 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Poi twong nghién ciu
2.1.1. Tiéu chuan chon bénh nhan

Bénh nhan duogc chan doan ngd doc cép methanol diéu trj tai Trung tam
Chéng doc Bénh vién Bach Mai tir thang 11/2016 dén thang 10/2019 theo tiéu
chuén cua tac gia Lee **:

- Bénh su/lam sang nghi ngo ngd doc methanol.

- Xét nghiém c6 methanol trong mau.

- P tiéu chuan loc mau va dung ethanol dudng udng.

Bénh nhan ngd doc cép methanol s€ dugc loc mau khi c6 mot trong céc
tiéu chuan sau (theo huéng dan diéu tri ciia Hiép hoi cac Trung tam Chéng
doc Hoa Ky):

+ Toan chuyén hoa (pH < 7,30).

+ To6n thuong thi giéc: nhin mo, kham va soi day mt c6 ton thuong.

+ DAu hién sinh tn dién bién xau mic du duoc diéu tri hdi suc tich cuc.

+ Ton thuong than cap.

+ R&i loan dién giai khong dap tng véi diéu tri noi khoa.

+ Nong do methanol > 50 mg/dl.

Bénh nhan nghi ngo hoac da xac dinh ngd doc cép methanol duoc chi dinh
dung ethanol 20% dudng udng khi c6 mét trong cac tiéu chuin sau (theo hudéng dan
diéu tri cuia Hiép hoi cac Trung tim Chdng doc Hoa Ky'):

+ Nong d6 methanol mau > 20mg/dl.
+ Tién str gan day c6 udng ruou chira methanol va c6 khoang trong ap

luc tham thau > 10 mOsm/kg H,O0.
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+ Tién sir 1am sang nghi ngd ngd doc methanol va cé it nhat 2 trong 3
tiéu chuan sau:
o pH mau dong mach <7,3.
o Nong do HCO 5~ < 20mmol/l.
o Khoang tréng ALTT > 10 mosm/kg H,0.
2.1.2. Tiéu chuan loai trir
- Ngo doc phdi hop véi chat khac (thude ngu, hoa chét trir sau, diét co...).
- Bénh phéi hop nang: sdc nhiém khuan, viém tuy cap, xuét huyét tiéu hoa.
- Tién st bénh c6 di chtng than kinh trung wong, bénh mét.
- Tudi < 16.
- Bénh nhan va gia dinh khong dong ¥ tham gia nghién ciru.
2.2. Phwong phap nghién ctiru
2.2.1. Pia diém va thoi gian nghién ciéu
- Dia diém nghién ctru: TTCD Bénh vién Bach Mai
- Thoi gian nghién ctru: tir thang 11 nam 2016 dén thang 10 nim 2019
2.2.2. Thiét ké nghién ciru
Nghién ctru can thiép 1am sang, danh gia trudc — sau diéu tri. Loc mau
va dung thube gidl doc dac hi¢u la diéu tri then chét trong ngd doc cép
methanol, @& dam bao tudn tht dao duc nghién ctru, chung t6i khong chon
nhém doi chimg.
2.2.3. Co mau
Ap dung cbng thic tinh ¢& mau cho viéc kiém dinh sy khac nhau gitra hai ty

1& d6i v6i nghién ctu thir nghiém 1am sang khong ddi chang:

[Zl_%,/ZP(l— P)+Z,,JPL-P)+P,(1- PZ)T

n=
(Pl - Pz )2
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Trong do:

n 14 ¢& mau can thiét cho nghién cau

P.: ty Ié tr vong chung do ngd doc methanol & nhom co diéu tri
P,: ty Ié tr vong chung do ngod doc methanol ¢ nhém khong diéu tri
P=1/2 (Pl + PZ)

o 1& mirc y nghia théng ké lua chon bang 0,05, twong wng vai do tin cay 95%
B 1a xac suat xay ra sai 1am loai Il, lya chon 8 =0,1

Z : Hé s tin cay. Theo o« va 8 da chon, ¢6 Z;.o = 1,96 va Z;.5 = 1,28

Trong nghién ctru nay, nhom nghién ciru st dung;

P.: Ty Ié tar vong do ngd doc methanol & nhom cé diéu tri trong nghién ciu
cua tac gia Brahmi nim 2007 13 44%, P,= 0,44,

P,: Ty Ié tir vong & nhdm bénh nhan ngd doc methanol khong diéu tri trong
nghién ciru cua tac gia Doren nam 1999 12 80%. P,= 0,8.

P =0,62. Thay vao cong thirc tinh duwoc ¢& mau can thiét cho nghién cau 1a 37
bénh nhan. Thuc té, nghién ctru da lua chon dugc 89 bénh nhan tham gia

nghién cau.

2.2.4. Phwong tién nghién ciru

- Bénh an nghién ctru: héi bénh, kham lam sang, xét nghiém can lam
sang (phu luc 1).

- Mau phiéu dong y tham gia nghién ctru (phy luc 2).

- May loc mau Fresenius (4008S, Fresenius Medical Care AG, KgaA,
burc), mang loc Rexeed-13L.

- May loc mau lién tuc Prismafex cia Thuy Dién, mang loc M100.

- Dung dich ethanol 20% do Cong ty ¢ phan bia rugu Viger san xuat
theo dat hang cua TTCD, duoc kiém dinh thanh phﬁn, néng do tai khoa Hoa
Phap, vién Giam dinh Phap Y Qudc Gia.
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- Pinh luong methanol va ethanol trong méu duoc lay mau giri khoa Hoa
phap, vién Giam dinh phap Y thuc hién xét nghiém bang phuong phéap sic ki
khi (GS). St dung mdy i mau GC 6890 N va may phén tich mau ATG1888.

- M4y do ALTT méu: may Loser cia buc (TTCD).

- May xét nghiém huyét hoc, dong mau tai khoa huyét hoc BV Bach Mai.

- May xét nghiém sinh hoa tai khoa sinh hoa BV Bach Mai.

- May xét nghiém khi mau GEM 3000 tai TTCD BV Bach Mai.

- May chyp CT Scanner Somatom Spirit Siemen, may chup MRI Magnetom
Avanto Siemens, may chup XQ tai Trung tam Di¢n quang BV Bach Mai.

- May dién tim, may XQ tai giwvong cia TTCD BV Bach Mai.

- Cac phuong tién khac tai TTCD: may thd cac loai, monitor theo doi,
may truyén dich, bom tiém dién, 6ng thong da day, catherter tinh mach trung
tam, artline dong mach, cac loai dich truyén, thubc, bom tiém, binh nhua c6
chia ml do ethanol...

2.2.5. Tién hanh nghién ciru

Lua chon tit ca bénh nhan du tiéu chuan nghién ctru. Bénh nhan duogc
kham lam sang, lam cac xét nghiém can lam sang, diéu tri bﬁng loc mau tich
cuc va ethanol 20% dudng udng theo phac d6 cling nhu cac bién phap diéu tri
khéc. Panh gia hiéu qua diéu tri dwa trén cai thién trén 1am sang (giam ti 18 ttr
vong va di ching, gidm d§ nang PSS, tinh trang suy da tang, cdi thién cac
triéu chimg vé y thuc, tinh trang ho hap), cai thién cac chi s trén xét nghiém
(cai thién toan chuyén hoa, giam khoang tréng anion, giam khoang tréng ap
luc thAm thau, giam tinh trang ton thuong than cép, hiéu qua dat néng do
ethanol mong muén).
2.2.5.1. Kham Iam sang va lam cac xét nghi¢m cgn lam sang

- Kham lam sang: Bénh nhan dugc khai thac tién str, bénh str, kham danh gia
biéu hién toan, tinh trang ho hép, tudn hoan, than kinh trung wong, kich thude
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dé)ng tr, phan xa anh sang, kham mit, triéu chimg tiéu hoa, tiét niéu, danh gia
mirc d6 niang theo diém PSS, suy da tang bang thang diém SOFA.
- Can lam sang: Bénh nhan dugc lam cac xét nghiém:
+ Xét nghiém ndng d6 ethanol, methanol mau (gui khoa Héa phép, vién
Phép Y Quéc Gia).
+ Xét nghiém khi mau dong mach.
+ Xét nghiém ALTT mau.
+ Xét nghi¢ém sinh hoéa mau: ure, creatinin, glucose, dién giai do,
SGOT, SGPT, CK, CK-MB, amylase.
+ Xét nghiém tong phan tich t& bao mau, dong mau co ban.
+ Xét nghiém doc chat nudce tiéu dé loai trir Cac ngd doc déng thoi.
+ Lam di¢n tim tai giuong.
+ CT/MRI so nao.
+ X quang tim phi.
2.2.5.2. Phdc db diéu tri lpc mdu tich cuwe va ethanol dwong uong
- Chi dinh lgc mau:
Bénh nhan ngd ddc cép methanol ¢c6 mdt trong cac ti€u chuan sau sé
duoc ap dung phac d6 loc mau (theo hudng din diéu tri ctia Hiép hoi céac
Trung tim Chdng doc Hoa Ky) *:
+ Toan chuyén hoa (pH < 7,30).
+ T6n thuong thi giéc: nhin mo, kham va soi day mat c6 ton thuong.
+ D4u hién sinh t6n dién bién xau mic du duoc diéu tri hdi st tich cuc.
+ Ton thuong than cap.
+ R4i loan dién giai khong dap tng véi diéu tri noi khoa.
+ Nong d6 methanol > 50 mg/dl.
- Chi dinh dung ethanol 20%:

Bénh nhan nghi ngo hodc da chan doan ngd doc cap methanol duoc chi dinh
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dung ethanol 20% dudng udng khi c6 mot trong cac tiéu chuin sau (theo hudng dan
diéu tri ctia Hiép hoi cac Trung tim Chdng doc Hoa Ky'):
+ Nong d6 methanol mau > 20mg/dl
+ Tién str gan day c6 ubng ruou chira methanol va cé khoang tréng ap
luc tham thau > 10 mOsm/kg H,0
+ Tién st 1am sang nghi ngd ngd doc methanol va cé it nhat 2 trong 3
tiéu chuan sau:
o pH mau dong mach <7,3.
o Néng do HCO5™ < 20mmol/l.
o Khoang trong ALTT > 10 mosm/kg H,O
- Phuwong thirc loc mau:
+ May loc mau Fresenius, mang loc Rexeed-13L, Kich thudc mang
loc 1,3m2.
+ Tdc d6 dich tham tach 500ml/ph.
+ Tdc d6 mau 200ml/ph- 220ml/ph.
+ Nhi¢t d6 37°C.
+ Cai dat thoi gian HD lan 1 1a 8 gio. Khi c6 két qua ndéng do
methanol lGc vao vién s& udc tinh thoi gian HD, néu thoi gian HD > 8 gid
bénh nhan s& dugc loc tiép 1an 2. Néu thoi gian HD < 8 gio s& dung loc

theo thoi gian udc tinh.

+ Thoi gian loc mau ude tinh theo tac gia Hirsch'™ va Yuossef'®:
Thoti gian (g10) =-V In (5/A)/ 0,06 k
Trong do:
V: thé tich nudc toan co thé.
A: Nong d6 ban dau methanol (mmol/l), mmol/lI= (mg/dl: TLPT/10).

k: 80% d0 thanh thai ure ma nha san xuat quy dinh (ml/ph) dua vao téc do mau.
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V (nam) = 2,447 - 0,09516 x tudi + 0,1074 x chiéu cao (cm) + 0,3362 x
can nang (kg).

V (nit) = -2,097 + 0,1069 x chiéu cao (cm) + 0,2466 x can ning (kg).

- Dimg loc méu (theo Roberts va Kraut): khi methanol &m tinh hoic ndng d6
methanol < 20mg/dl va cai thién triéu chimg trén 1am sang®, "%,

- Trudng hop bénh nhan qué ning, toan chuyén hoa ning, huyét ap thap mic
du da diéu chinh can bﬁng dich va dung thudc van mach liéu cao thi bénh nhan s&
duoc CVVH dé dam bao an toan cho bénh nhan ( thoi gian 20 gid, tdc dd mau 80-
120mi/phut).

- Chéng dong: enoxaparin (Lovenox) 40mg™® tiém tinh mach tru¢c HD
30 phat (thAm tach mau) hodc dung heparin diéu chinh theo dong mau co ban
(loc mau lién tyc).

- Theo dbi bién chtng trong loc mau: tut huyét ap, chay mau tai chd
chan catheter, tic qua loc.

- Xr tri bién chtng néu co:

+ Tut huyét ap: truyén dich, ding thudc van mach.

+ Chay méu chan catheter: bing ép cAm maéu tai chd, truyén mau va cac
ché pham mau néu c6 mat mau.

+ Tac qua loc: thay qua loc khac.

- DUng ethanol 20% duong udéng qua ong thong da day theo phac do
cia Mc Coy '?®: Bénh nhan duoc dit 6ng thdng da day, hat hét dich ton du,
sau do dung ethanol nhu sau:

Liéu bolus 4ml/kg bom qua 6ng thong da day. Sau d6 dung liéu duy tri
kiém soat toc do qua mdy truyén dich:

+ Liéu duy tri & bénh nhan khong nghién ruou 0,5 ml/kg/h, bénh nhan
nghién rugu 1a Iml/kg/h.
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+ Khi vao loc mau sé& ting liéu ¢ bénh nhan khéng nghién ruou 1
ml/kg/h, bénh nhan nghién rugu 1a 2ml/kg/h.

- Dung ethanol trong suét qué trinh loc mau. Néu bénh nhan phai tiép tuc
loc mau 1an 2 thi tiép tuc duy tri ethanol theo phac do 1an loc 1. Dung ethanol
khi két thuc loc méu.

- Theo ddi tac dung khéng mong mudn cia ethanol:

+ Trén tiéu héa: non, budn non, chudéng bung, dau bung, XUAt huyét tiéu
héa, viém tuy cip.

+ Ha duong mau: biéu hién 1am sang, theo do1 duong mau mao mach,
xét nghiém khi mau trong thoi gian truyén ethanol.

+ Tac dung trén than kinh trung wong: kich thich, hung phan, hay tc
ché gay suy giam ¥ thtrc phai dit noi khi quan, theo ddi voi nhitng trudng hop
tinh khi vao vién.

+ Tang enzym transaminase: theo ddi bang xét nghiém SGOT, SGPT.

+ Viém niém mac da day: theo ddi cac biéu hién nhu chuéng bung, dau
bung thuong vi, chi dinh noi soi néu nghi ngo.

+ Xuét huyét ti€u hoa: theo doi dich da day, chat non, mau sic, tinh
chét phén.

+ Viém tuy cap: theo ddi tinh trang chudng bung, amylase, chi dinh
siéu am 6 bung, chup CT scanner 6 bung néu nghi ngo.

+ Ha natri, ha kali theo ddi bang xét nghiém sinh hoa mau, khi mau.

Cac bién phap diéu tri khac

- Panh gia va dam bao nguyén tic hoi sttc co ban: duong thd, thong khi
nhén tao néu suy hd hip, dit duong truyén truyén dich, dung thudc. Bénh
nhan duoc truyén dich natriclorid 0,9%, truyén dung dich glucose 5%, 10%
du phong ha duong méu vi bénh nhan tam thoi nhin an trong thoi gian dung

ethanol truyén lién tuc qua 6ng thong da day.
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- Bénh nhan nang dugc dat catheter tinh mach trung tam, dat artline dong
mach dé theo ddi huyét ap.

- Piéu chinh toan héa mau néu pH< 7.3 bang dung dich natribicarbonat
dua 1én mic pH >7,3, lidu 1-2 mmol/kg diéu chinh theo pH mau (c6 thé 1én
t61 400-600 mmol trong vong vai gio®).

- Bénh nhén duogc dung acid fonilic * liéu 1mg/kg, t6i da 50mg/lan mbi 6
gid pha truyén trong dung dich glocose 5% trong 30-60 phut, dung dén khi
x€t nghiém methanol am tinh.

Theo déi trong qud trinh diéu tri va két thiic diéu tri

- Bénh nhan dugc theo doi cac triéu ching 1am sang trude va sau hoan
thanh phac d6 loc mau va ethanol, sau d6 1 ngay/lan.

- Xét nghiém khi mau: vao vién, sau truyén bicarbonat, trudc va sau loc mau.

- Néng do ethanol, methanol: vao vién, sau dung ethanol 1 gio (1a thoi
diém ethanol hip thu dat dinh), sau loc mau. Trong qua trinh nghién ctu
chung t6i nhan thdy nong d6 ethanol dao dong nhiéu nén trong giai doan sau
chung t6i dinh luong ethanol 1 gio/lan trong 8 gid truyén ethanol trén 38 bénh
nhan dé danh gia d6 dao dong ethanol.

- Xét nghiém ap luc tham thu: vao vién, sau loc mau.

- X¢ét nghiém sinh héa mau: vao vién, sau loc mau.

- Chup CT/MRI so¢ ndo: khi tinh trang bénh nhan 6n dinh.

- Kham chuyén khoa mit: sau phac dd loc mau va ethanol bénh nhan
duogc soi diy mat cip ctru tai giudng néu bénh nhan ning phai thé mdy, kham

tai khoa Mit (soi day mat, kham thi luc) khi tinh trang bénh nhéan 6n dinh.
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Phac d6 loc mau tich cwe va ethanol dwong udng 20%

Chin dodn ngd déc cip methanol
( du tiéu chuin loc méu va ding ethanol®)

!

Loc miu Ding ethanol (theo Mc Coy)

e Phuong thirc HD * Dit sonde da day, hit hét dich ton du,
liéu bolus 4 ml/kg, duy tri liéu kiém

oMy Fregedins sodt toe dg bing may truyén dich:

% Tt 0 ol e Rk 00 i - BN khéng nghién rugu: 0.5 mi/kg/b;
e Tée 46 mau 200 ml/phit nghién rueou 1 mlkgh
e Quiloc: Rexeed—13 L - Loc méu ting liéu gip 2

e Nhiétdo:37°C
e Thoigian:8h

(BN nang, HA tt : CVVH, thi gian 20
gidy, 1oc d mau 80-120ml/phit)

‘
[methanol] > 20 mg/dl, pH <73

/o Theo ddi [ethanol], [methanol]: vao vi{m}

sau truyén ethanol 1h, sau loc mau

o Khi mau: vao vién, sau loc mau, sau

truyén bicarbonat Tiép tyc phic do loc mau va ethanol
o ALTT mau, sinh hoa mau: trudc va sau Théi gian HD lin 2 dura theo CT udc
loc mau tinh (Kruse) = -V x In(5/A)/ 0.06 x k
K j Ethanol duy tri va tang Ién khi loc nhu
trén
R |
vi

|methanol] <20 mg/dl, pH > 7.3

.

Dirng loc mdu va ethanol

* Tiéu chuan loc mau theo TTCD M¥ (co tiz 1 t3éu chuin &rd kn): pH < 7.30; Ton thuong thi giac; Dau hs¢u sinh ton
xiu dit @i dwge HSTC; Réi logn dién giai ning khéng dip img voi dicu tri thing thikmg; [methanol] = 50 mg/dl; Tiéu chuin
diing ethanol 20% theo TTCD My (6 tir 1 tiéu chuin trir ¥n): methanol msiu > 20mg/dl, tién sir gin diy o6 uéng rwgu chin
methanol va KTALTT > 10 mOsmvkgH>0, tién sir lim sang nghi ng ngd djc methanol vi c6 it nhit 2 trong 3 tiéu chudn sau
(pH <73, HCO3" < 20mmol/l, KTALTT > 10 mosm/kgHz0)

(Phac d6 Trung tam Chdng doc Bach Mai theo khuyén cdo By Y té&%)

2.2.6. Cac bién sb nghién ciru
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Mgt sé déc diém chung cia nhém bénh nhan nghién citu:

- bic diém chung cta bénh nhan ngd ddc methanol: tuoi, gidi.

- bia phuong xay ra ngd doc: Ha Noi va cac tinh khac.

- Chan doan va diéu trj tuyén dudi.

- Hoan canh xdy ra ngd ddc.

- Loai ché pham chira methanol gdy ngd doc.

- Puong vao gay ngo doc.

- Tién str nghién rugu.

- Tién str bénh man tinh: bénh tim mach, h6 hép, gan mat.

- Thoi gian tir khi tiép xtc doc chat dén khi xuét hién triéu ching (gio).

- Thoi gian tir khi tiép xtic doc chat dén khi vao vién (gid).

Muc tiéu 1: Khdo sat dac diém lam sang, can lam sang va mot sO yéu 16
lién quan dén ton thuwong than kinh thi gidc va tir vong & bénh nhdn ngé déc
cap methanol.

- Bénh nhéan chia lam 3 nhém: nhom séng khong di chting, nhom
soéng c6 di chimg (mat, than kinh hodc ca 2), nhom tir vong.

- Tri€u chiing khoi phat:

+ Triéu ching mat: nhin mo, nhin d6i, khong nhin thay.
+Y thtrc: cham chap, bat tinh.

+ Tiéu héa: budn ndn, ndn, dau bung.

+ Ho hap: thd nhanh, kho tho, tim.

- Mirc d6 ning theo diém PSS.

- Panh gia suy da tang theo bang diém SOFA.

- Cac dau hiéu sinh ton: mach, nhiét do, huyét &p.

- Tri¢u ching than kinh: Glasgow, co giat, li¢t khu tru.

- Triéu chiing mat: nhin mo, mat thi luc, kich thuéc va phan xa anh sang
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ctia dong tr.
- Triéu chimg tim mach: dau nguc, tut huyét ap.
- Triéu chimg ho hap: kho thé, nhip thd, SpO,, ran phdi, sic phoi, suy hd
hap, tho may.
- Triéu ching tiéu hoa: dau bung, budn noN, NdN, xuat huyét tiéu hoa.
- Pic diém két qua khi méu dong mach (pH, PaCO,, PaO,, HCO5, BE, lactat).
- Khoang trong anion.
- ALTT, khoang tréng ALTT.
- Nong d6 ethanol mau.
- Nong d6 methanol méu.
-Lién quan nong do methanol mau vé&i khoang trong ALTT va khoang
trong anion.
- bic diém thay doi vé xét nghiém sinh héa mau: ure, creatinin, SGOT,
SGPT, CK, CK-MB, glucose, dién giai do, amylase.
- X quang phoi.
- CT/MRI so nao.
- Ti 1& ton thuong than kinh thi gidc: danh gia boi bac si chuyén khoa
Mit theo tiéu chuan.
- Mot s6 yéu t6 lién quan dén ton thuong thi giac:
+ Thoi gian dén vién.
+ Triéu ching nhin mo, mat thi luc, kich thudc déng tr, phan xa anh
sang ctia dong tur.
+ Glasgow.
+ pH.
+ Nong d6 methanol mau.

- Mot sO yeu to lién quan tir vong:
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+ Thoi gian dén vién.

+ Phan xa anh sang ctia dong tur.
+ HATD < 90mmHg.

+ Suy ho hap phai tho may.

+ Glasgow < 8 diém.

+ Tién st nghién ruou.

+ pH, lactat, HCO;".

+ Nong d6 methanol mau khi vao vién.
+ Creatinin.

+ CK.

+ Glucose.

Muc tiéu 2: Panh gid hiéu qud phdc dé loc mdu tich cwe phdi hop
ethanol dwong uong trong diéu tri ngé ddc cdp methanol tai trung tam Chong
doc bénh vién Bach Mai

- Két qua chung: Ti 1é tir vong, di chimg (mét, than kinh trung uong), song
khong di chimg.

- Cai thién 1am sang:

+ DJ nang PSS thay ddi trude va sau diéu tri.

+ Thay d6i y thiic (diém Glasgow) trudc va sau diéu tri.

+ Ti 1& suy ho hap/tut HA/ton thuong than cip trudc va sau diéu tri.

+ Suy da tang theo SOFA thay d6i trudc va sau diéu tri.

- Cai thién cac chi s6 can 1am sang:

+ Hiéu qua thai trir methanol (ndng d6 methanol méau trude-sau loc).

+ Hiéu qua diéu chinh toan chuyén héa (pH, HCOg", BE, khoang trong
anion) trudc va sau loc.

+ Giam khoang tréng ALTT sau loc.
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+ Ti 1& bénh nhan/mau ethanol dat muc tiéu.

+ Creatinin sau loc mau.
- Mot s6 dic diém lién quan loc mau:
+ S6 ca loc 1an 2.
+ Thoi gian tir khi tiép xuc doc chat dén khi loc mau (gio).
+ Thoi gian tr khi vao vién-loc mau (gio).
- Bién chung loc mau: tut HA, chdy mau, tac qua loc.
- Mot s6 dic diém phac do ethanol dudng udng:
+ Thoi gian tir khi tiép xuc doc chat-dung ethanol (gio).
+ Thoi gian tu khi vao vién- dung ethanol (gio).
+ Luong ethanol dung (ml).
+ Dién bién ndéng d6 ethanol (VA0 Vién, sau truyén 1 gio, sau loc mau).
Do két qua ethanol dao déng nhiéu, giai doan sau 38 bénh nhan duogc lam xét
nghiém ethanol 1 gid/lan.

- Tac dung khéng mong mudn cta ethanol: kich thich than kinh trung
wong, rc ché than kinh trung wong ndn, chudng bung, xuat huyét tiéu hoa, ha
duong huyét.

2.2.7. Phwong phap thu thap so liéu

- Str dung mau bénh 4n nghién ctru (phu luc 2).
2.2.8. Mot s6 tiéu chuan va dinh nghia

- Tut huyét ap (theo Pottecher): khi HA t6i da thap hon 90mmHg va HA
t6i thiéu thdp hon 60mmHg hoic giam qua 30mmHg so voi huyét ap nén'?’.

- Mach nhanh (theo Wedge): > 100 lan/phat™?’ .

- Ha nhiét do (theo Nuckton): <36° C'* .

- Muc do nang khi nhép vién theo PSS™® (phu luc 3).

+ Khéng ngd doc (d6 0): khong c6 dau hiéu hodc triéu chimg lién quan
dén ngd doc.

+ Nhe (d0 1): nhe, thoang qua va tu hét cac dau hiéu ngo doc.
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+ Trung binh (d0 2): céac tri€u chung rd hodc kéo dai.
+ Nang (d9 3): cac tri€u chung nghiém trong hodc de doa dén tinh mang.
+ Tu vong (40 4): nguy kich, tr vong.
(Panh gia d6 ning timg co quan lua chon co quan c6 ton thuong ning nhat)
- Panh gia ¥ thire theo thang diém Glasgow™™ — phu lyc 4.
Panh gia két qua diém Glasgow (15 diém: binh thuong, 9-14 diém: rdi
loan ¥ thuc nhe, 6-8 diém: réi loan ¥ thic ning, 4- 5 diém: hon mé sau, 3
diém: hon mé rat sau, de doa khong hdi phuc).

- Danh gia tinh trang suy da tang theo SOFA™*

- phu luc 5.
- Kich thuéc dong tir: danh gia theo thudc do cia Westminster.
- Tiéu chuan nghién ruou theo ICD 10: ¢6 it nhat 3/6 d4u hiéu sau day:
+ Thém khét hodc bat budc phai dung rugu.
+ Kha nang kiém soat viéc str dung ruou bi suy yéu.
+ Trang thai ca vé mit sinh 1i khi str dung ruou giam hodac dung.
+ Bang chimg vé sy dung nap.
+ Ludn nghi dén viéc st dung ruou 1a mot biéu hién ctua giam khoai lac
hoac thich thu.
+ Lién tuc sir dung bat ké biét rd né c6 hai.
- Tac dung khong mong muén cua ethanol:
+ Kich thich than kinh trung wong: sau dung ethanol bénh nhan noi
nhiéu, kich thich, hung phén.
+ Ut ché than kinh trung wong: sau dung ethanol bénh nhan suy giam y
thirc, hOn mé, tham chi phai dat ndi khi quan.
- Tiéu chuan rat éng ndi khi quan:
+ Bénh nhan tinh.
+ Khong dung an than.
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+ Hop tac tdt, c6 kha nang ho khac, bdo v¢ duong thé.

+ Tim mach: khong c6 triéu chimg suy tim, huyét dong 6n dinh, khéng co
ri loan nhip tim huyét 4p trung binh > 70mmHg, khong dung thudc van mach.

+ Ho hip: khong c6 ton thuong ning trén Xq, s6 luong dom qua ndi khi
quan it, dung nap tot bang thd CPAP hodc T-tube, khi méu pH 7,35-7,45,
PaO,/FiO, > 300, pCO, < 45mmHg.

- Thoi gian thd may: thoi gian tir lac bénh nhan duoc dat ndi khi quan
thd may dén khi rat duge nodi khi quan (gio).

- Thoi gian nam vién: thoi gian tir khi bénh nhan vao vién dén khi bénh
nhan ra vién, chuyén khoa, chuyén vé tuyén duéi (ngay).

- Thoi gian dén vién: La thoi gian tinh tr khi bénh nhan tiép xuc doc
chat- dén khi bénh nhan vao vién (gio).

- Thoi gian dén vién mudn (theo Sanaei- Zadeh): tir khi tiép xtac doc chat
dén khi nhap vién > 24 gio™.

- Triéu chtmg khdi phat: danh gia bang hoi bénh nhan (néu con tinh) va
nguoi nha di cung.

- Triéu chung lac nhép vién: danh gia boi bac s nhom nghién ctru.

- Bénh st/lam sang nghi ngd ngd ddc cip methanol (theo TTCH BV
Bach Mai): dua vao hoi bénh st bénh nhan co uéng ruou, con sat khuan
khong rd ngudn gdc va cd cac biéu hién dau dau, nhin mod, hén mé, xét
nghiém co toan chuyén hoa, ting khoang tréng ALTT>10 mosm/kg H,O,
ting khoang trong anion>14mmol/l ma khong giai thich dugc bang céc
nguyén nhan khac.

- Di chtng than kinh trung wong: di chimg hon mé sau dot quy, chan
thuong so ndo, bai nao

- Tién str bénh vé mat: nhin mo do cac bénh li vé mat.
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- Két qua:
+ Séng khong di chtng: bénh nhan khoi hoan toan.
+ Tu vong: bénh nhan tr vong tai vién hoac tinh trang qua nang, huyét
ap tut xin vé dé chét (danh gia tai thoi diém ra vién).
+ Di chtrng: bénh nhan c6 di chtng than kinh trung wong, di chimg mat
hodc ca 2: danh gia ¢ thoi diém ra vién va sau 30 ngay bang goi dién thoai.
v Di chimg than kinh theo thang diém dénh gia két cuc Glasgow (GOS-

153 r.e )4 /4 A « R 9 < R
voi cac muc do (1 diém: tr vong, 2 diém:

Glasgow Outcome Scale)
tinh trang thuc vat kéo dai, 3 diém: tinh trang tan tat nang, 4 diém: tinh
trang tan tat mac do vua, 5 diém: hoi phuc tét) (phu luc 6).

v' Di chung thi giac (Bénh 1i than kinh thi giac): dua vao két qua
kham chuyén khoa mat (soi ddy mat tai giudng néu bénh nhan qua
nang, kham tai khoa Mit néu bénh nhan 6n dinh) theo tiéu chuén
cua tac gia GryBowski, Sharma®®>®:

o Bénh str co str dung rugu c6 methanol.
o Khéng dau mit, giam hoic mat thi luc 2 bén.
o Soi day mat c6 ton thuong.

- Khoang trong ALTT (mosm/kgH,0)= ALTT do dugc — ALTT udc tinh
ALTT uéc tinh = 2 x [Nong d6 Na mau (mmol/l) ] + [Nong d6 ure mau
(mmol/1)] + [Nong do glucose mau (mmol/1)].

Tang khoang trong ALTT: khoang tréng ALTT > 10 mosm/kgH,0%.

- Khoang tréng anion (mmol/l) = ndng d6 Na mau - (néng d6 clo mau +
nong do bicarbonat huyét thanh).

Tang khoang tréng anion: khoang tréng anion > 14 mmol/I*®,

- Ton thuong than cip (theo tac giaThadhali ): Tinh trang giam dot ngot
(trong vong 48 gid) chirc ning thian duoc xac dinh bang gia ting tuyét ddi ndng
do creatinin > 44pmol/l so véi creatinin nén, hodc tang > 130pmol/I™**,

- Tiéu co van (theo tac gia Gabow): CK >1000U1/I, CK-MB < 5%,
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- Tiéu chuén ha kali méau: kali mau < 3,5mmol/I.

- Tiéu chuan tang kali mau: kali mau mau > 5,0 mmol/I.

- Tiéu chuan ha duong mau: < 3,9 mmol/I.

- Tiéu chuan ting SGOT, SGPT khi ting gip 2 1an gié tri binh thudng (> 80UI/L)

(Tham chiéu theo khoa Xét nghi¢m bénh vién Bach Ma'156)

- Tiéu chuén ting duong mau trong ngd ddc cip methanol (theo tac gia
Sanaei-Zadeh): glucose >7,7 mmol/I*".

- Tiéu chuan ting amylase (theo tac gia Tenner): ting trén 3 1an giéi han
trén binh thuong (>300 UL/,

- Tiéu chuén viém tuy cap (theo tic gia Tenner™): khi c6 2 trong 3 tiéu
chuan sau

+ Pau bung kiéu viém tuy cap.
+ Amylase va/hoic lipase mau > 3 1an gidi han trén cua tri s6 binh thuong.
+ Hinh anh dién hinh ctia viém tuy cip trén CT 6 bung.
- Nong d6 ethanol (theo tac gia Roe va Mc Coy*®,*%%).
+ Pat muc tiéu: 100-150mg/dl.
+ Khong dat muc tiéu: < 100mg/dl.
+ Qua liéu ethanol > 150mg/dl.

- Toan chuyén héa (theo tac gia Singh): HCO5 < 22 mmol/l, co thay doi
pCO, hoic khong, néu pH< 7,35 toan chuyén hoa mat bu, néu pH > 7,35 toan
chuyén héa con bu**®,

- Tang lactat (theo tic gia Trzeciak) phan thanh 3 muc do: thap (0-
2mmol/1), tang trung binh (2,1- 4 mmol/l), ting cao (>4mmol/)**°

- Tiéu chuan viém phoi: Theo Trung tdm phong chong dich bénh Hoa Ki
cac dau hiéu viém phdi bao gdm'®:

+ DAu hiéu va triéu chimg toan than (a):

o Nhiét d6 > 38°C ma khong c6 nguyén nhan biét trudc.
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o Bach cau > 12G/l hodc < 4G/I.
o Réi loan ¥ thie (1An 16n khong c6 nguyén nhan ¢ bénh nhan > 70 tudi).
+ Céc triéu chtng va dau hiéu ho hip (b):
o Ho c¢6 dom mu, dom ban md&i xuét hién hodc thay ddi tinh chat
dom, ting s6 1an hut dom noi khi quan, ting lwong dom mbi 1an hut.
o Dot ho, kho tha, thé nhanh méi xuat hién.
o C6 tiéng rale phé quan.
+ X quang nguc:
o Tham nhiém mdi hodc thAm nhiém tién trién thém.
o Hinh anh dong dac.
o Hinh anh hang.
Bénh nhan duoc chan doan viém phoi khi c6 it nhat mot tiéu chuan & phan
acong it nhét 2 tiéu chuan & phén b cOng it nhét mét tiéu chuan & phén C.
2.2.9. Xir i s6 liéu
Nhap dif liéu
- M4 hoa s6 liéu bang cac bénh an dién ta sir dung phan mém théng ké y
sinh hoc.
- Lam sach sé liéu bang test thong ké missing.
Xir i s6 liéu
- TAt ca céc test théng ké déu sir dung khoang tin cay 95%.
- Béi véi bién dinh tinh

+ M0 ta bién: bang tan sb tuyét doi va ti I %.

+ Dung thuét toan y° va Fisher exact test dé xac dinh méi lién quan giita
c4c bién dinh tinh, x4c dinh ti suat chénh OR (khoang tin cay 95%). C4c bién
duoc coi 1a c6 mbi lién quan c6 ¥ nghia thong ké vai p< 0,05.

- Bdi véi bién dinh luong.

+ M ta ting bién: xac dinh gia tri 16n nhat, gia tri nho nhat, xac dinh
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cac bién co phai phan phdi chuan hay khéng bang test Kolmogorov- Smirnov.
Cac bién cd phan phdi chuan khi p> 0,05.

+ Ddi véi bién ¢ phan bd chuan s& mo ta bang gia tri trung binh va do
léch chuan. Khi can so sanh 2 gia trj trung binh st dung t test.

+ Ddi véi bién khdng phan b chuan s& md ta bang trung vi va ta phan
vi, sir dung céc test phi tham sé: Test Man Withney U cho 2 bién doc 14ap, test
Wilcoxon cho 2 mau ghép cap, test Kruskal-Wallis cho hon 2 mau doc 1ap.

- Str dung md hinh dién tich dudi duong cong ROC dé xéac dinh kha
nang chan doan cuia cac yéu té 1am sang, can 1am sang lién quan tir vong. Xac
dinh diém cut-off cua xét nghiém c6 kha ning chan doan bang cach tim chi sb
Youden (chi s6 J).

- Str dung md hinh héi quy tuyén tinh don bién dé xac dinh méi lién
quan giira bién dinh lwong vai hé s6 hdi quy .

2.2.10. Pao dirc trong nghién cau

Viéc thuc hién nghién cau hoan toan nam trong muc dich chan doan
va nang cao hiéu qua diéu tri bénh nhan ngd doc cap methanol tai TTCH
Bénh vién Bach Mai, khdng vi loi ich kinh té va muc dich khac.

Bénh nhan va gia dinh bénh nhan duoc giai thich ki luong va ki vao ban
chap nhan tham gia nghién cuu.

Bénh nhan dugc theo ddi, tu van diéu tri sau khi tham gia nghién cau. CAc
thdng tin thu thap tir bénh nhan, tir bénh &n chi nham muc dich phuc vu nghién
ctiu khoa hoc. Cac thdng tin vé bénh tat cia bénh nhan duoc giir kin.

Bénh nhan va nguoi nha bénh nhan ¢ quyén tir chdi khi dang tham gia
nghién ctru va duoc diéu tri tich cuc néu xay ra bién chang trong qué trinh
diéu tri.

Pao dtrc nghién ctru di duoc théng qua hoi dong dao dire trudong Pai hoc
Y Ha Nbi sb 29 ngay 06/01/2017 (phu luc 7).
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2.2.11. So' @6 nghién ciru

| Bénh nhin vao vién vai triéu chimg nghi ngé ngd dic methanol

Khai thic cdc thong tin hinh chinh, bénh sir, tién sir

e Tridu chimg Nic nhip vién: thin kinh, hé hip, tuin hoan, tiéu hoa, thi giic,
PSS, SOFA. ... . .

e Xét nghiém: khi mau, nong d6 ethanol, methanol, 4p hre thim thau, sinh hda
man, ...

e Xquang tim phdi, dién tim d6

Bicu tri ngd ddc cap methanol theo phac do
(phu luc phac &6 dieu i)

e Dinh gid cic triéu chimg sau qué trinh diéu tri: than kinh, hé hap, tuan hoan,
tiéu hoa, thi gidc, PSS, SOFA, ...

e Nét nghiém: khi mdo (sau truyr:}n bicarbonate, sau lpec méu), néng do
ethanol, methanol (sau ding ethanol | gitr, sau loc mau), ap hee thim thau va
sinh hoa mau (sau loc mau)

e Chup CT/MRI s0 ndo (khi bénh nhin 6n dinh)

e Bénh nhin dwge soi day mit c:‘ip clru tai girémg (bénh nhin ning, thé may)
hodc tai khoa it

Ehao sat die ditm Bim Binh gid hi¢u qua phac
e cin Bm sing va d6 lpe méau phoi hop vii

Sang, canlim sang va ethanol dudmg udng

mit s6 véu 16 én quan trong diéu tri ngde doc
£ .z i cip methanol

den ton thromg than kinh

thi gtac va i vong & bénh

nhin ngd doc cip

methanol
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Chuong 3
KET QUA NGHIEN CUU

Trong thoi gian nghién cau tir 11/2016 dén 10/2019 ¢6 89 bénh nhan du
tiéu chuan duoc chon vao nghién ctru. Két qua nghién ctru nhu sau:
3.1. Pic diém chung ciia nhom bénh nhan nghién ciru

Tuodi trung binh caa nhém bénh nhan nghién ciu 14 51 + 13,7 (nho nhat la
16, 16n nhat 12 78).

45 -
40 +
35 -
30 -
25 -
20 -

15 +
10 +
5 -
0 -

16-29 30-39 40-49 50-59
Nhom tudi

Biéu do 3.1. Phan bé tudi cua cac bénh nhan nghién citu

Ty 1€ (%)

Nhdn xét: Ngo doc cap methanol gap nhiéu nhat & nhém tudi 40 - 60 (63%).

B Nam

B Nir

96,6%

Biéu do 3.2. Phan bo gisi cua cac bénh nhan nghién cizu (n=89)
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Nhdn xét: Cac bénh nhan ngo doc cap methanol trong nghién cau chu yéu 1a nam
gidi (96,6%).
Bang 3.1. Dia phwong xiy ra ng¢ doc

Dia phuong n=89 Tile %
Ha Noi 52 58,5
Vinh Phuc 8 9,1
Hai Duong 7 8,0
Ninh Binh 5 5,6
Bic Giang 4 45
Pha Tho 2 2,2
Ha Nam 2 2,2
Nam Dinh 2 2,2
Thai Binh 2 2,2
Hoa Binh 2 2,2
Hung Yén 1 1,1
Quang Ninh 1 1,1
Lang Son 1 1,1
Téng 89 100

Nhdn xét: Ngo doc cap methanol da xay ra ¢ nhiéu tinh, trong d6 tap trung cha
yéu & khu vuc Ha Noi va mot sb tinh nhu Vinh Phic, Hai Duong, Ninh Binh,
Bic Giang.

Chan doan tuyén dwdi

23.7

—

= Theo d&i NDC methanol = Chan doan khac
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Biéu do 3.3. Chdn dodn tuyén duéi (n=59)
Nhdn xét: Ti I& bénh nhan chwa dugc chan doan dung con cao.

Bang 3.2. Piéu tri tuyén truéc

Diéu tri n=69 %
Tho méy 58 84,1
Truyén bicarbonat 34 49,3
Dung thudc van mach 15 21,7
Loc mau 2 2,9
Duing thudc giai doc dac hiéu 0 0

Nhgn xét:

- Trong s6 69 bénh nhan chuyén dén co ti 1¢ 16n bénh nhan suy hd hap da
duoc dat noi khi quan va truyén bicarbonat.
- Ti 1& bénh nhan diéu tri loc mau va dung thudc giai doc dac hiéu rat t.

Bang 3.3. Hoan canh xdy ra ngo dic

Hoan canh ngo doc n=89 Tilé %

Udng nham ruou/cdn c6 chira methanol 88 98,9

Tu tr 1 1,1

Téng 89 100
Nhan xét:

Hau hét ngo doc cap methanol do bénh nhan uéng nham rugu/con co

chtra methanol.
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Bang 3.4. Loai ché phim chira methanol giy ngd déc

Loai ché pham chira

methanol n=69 Tile%
Ruou khong rd ngudn géc 63 70,8
Con sét khuan gia 24 27,0
Ruou Vodka Ha Noi gia 1 1,1
Do khi methanol cong nghiép 1 1,1
Tong 89 100
Nhdn xét:

Trong nhém bénh nhan nghién ctu cha yéu 1a bénh nhan uéng phai

rugu khéng rd ngudn gbc, con sat khuan gia.

Bang 3.5. Vu ng6 doc

Vu ngo doc n=89 Tilé %

Mot nguoi 71 79,8

Nhiéu nguoi 18 20,2

Tong 89 100
Nhdan xét:

Trong nhdm bénh nhan nghién ctu cha yéu 1a ngd doc mot ngudi/vu.
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Bang 3.6. Puwong vao gay ngo doc

buong vao n=89 Tilé %
Tiéu hoa 88 98,9
Ho hap 1 1,1
Téng 89 100
Nhan xét:

Chu yéu bénh nhan ngo doc methanol qua duong udng.

Tién su

m Nghién reou  EKhéng nghién ryou

Biéu o 3.4. Tién sir nghién riou (n=89)
Nhan xét:

Trong nhém bénh nhan nghién ciu chi yéu ¢ tién st nghién ruou.
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1.2%
1.2%

= Binh thwong mXo gan mTang huyétap  Hen ph& quan mDaithao duwong

Biéu d6 3.5. Tien sir bénh man tinh (n=89)
Nhan xét:
Bénh nhan ngd doc cip methanol phan Ién chua ¢4 tién sir bénh man tinh.

Bang 3.7. Thoi gian tir khi tiép xic ddc chat- xuat hién triéu ching

Thoi gian (gio) n=89 Ty I¢ (%)
<24 33 37,1
24 - 48 34 38,2
> 48 6 6,7
Khéng rd 16 18,0
Téng 89 100

Trung vi (t& phén vi) : 24 (12-43)

Nhdn xét:
Thoi gian tir khi tiép xuc doc chat dén khi xuat hién triéu chang

khoang 24 gio.
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Bang 3.8. Thoi gian tir khi tiép xic ddc chét- vio vién

Thaoi gian (gio) n=89 Ty 1&(%)
<24 17 19,1
24- 48 33 37,1
> 48 23 25,8
Khéng rd 16 18,0
Téng 89 100
Trung vi (t& phéan vi ): 45 (24-54)

Nhdn xét:

Thoi gian tir khi tiép xuc doc chat- vao vién rat muon khoang 45 gio, dén
sém trudc 24 gio rat it.
3.2. Pic diém 1am sang, can 1am sang va mat so yéu to lién quan dén ton
thwong than kinh thi giac va tir vong ¢ bénh nhan ngd déc cap methanol
3.2.1. Pic diém JAm sang, cin 1Am sang & bénh nhin ngd doc cip methanol

Trong thoi gian nghién ctru ¢d 89 bénh nhan nghién ctiru dugc chia Iam 3 nhdm

Nhom séng khdng di chiing (nhém 1): n=27

Nhom song ¢é di ching (nhom 2): n=26

Nhém tir vong (nhom 3): n=36

Bang 3.9. Triéu chirng khéi phat ciia ngd ddc caAp methanol

Triéu chung khai phat n=89 Tilé %
Nhin mo 52 58,4
Réi loan y thirc, hon mé 36 40,4
Pau bung, ndn 30 33,7
Pau dau, chong mat 27 30,3
Kho tho 26 29,2
Co giat 7 79
Dau nguc 2 2,2
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Nhdn xét:

- Bénh nhan ngd déc cap methanol cé cac triéu chitng khai phat
thudng gap nhat 1a nhin mo, rdi loan y thuc, réi loan tiéu hda.

- M6t s6 nho bénh nhan c6 biéu hién nang la co giat.

Bang 3.10. Mt s6 dic diém JAm sang ciia ngd doc cAp methanol liic nhép vién

Triéu chang n %
<8 48/89 | 539
Glasgow 813 13/89 | 14,6
14-15 28/89 | 31,5
Co giat 1/89 1,1
Nhin mo 21/28 75
Mat Pong tir gidn > 5 mm 19/89 | 21,3
M4t phan xa anh sang 55/89 | 61,8
Suy hé hap the may 58/89 | 65,2
. Mach nhanh 76/89 | 85,4
Tuan hoan .
Huyeét ap tut 15/89 | 16,9
Pau bung 5/28 17,9
Khac Da lanh 4m 18/89 | 20,2
Nhiét d6 < 36°C 2/89 2,2
Nhan xét:

Phan I6n bénh nhan ngd doc cap methanol tinh trang rdi loan y thic, suy hd

hap va c4c biéu hién sdc nhu tut huyét ap, da lanh am.
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Bang 3.11. Phan d¢ nang khi nhap vién theo PSS

Muc d6 nang- PSS n=89 Tilé %
Ngung tuan hoan 2 2,2
Nang 70 78,6
Trung binh 13 14,6
Nhe 1,2
Khéng triéu chiing 3,4
Téng 89 100

Nhdn xét:

Bénh nhan ngo doc cap methanol mic d6 ning chiém ti 18 cao.

Bing 3.12. Pic diém toan chuyén héa ciia ngd doc cap methanol lic

nhap vién

.2 Nhomdi | Nhom ti
Nhom song . von
Chi sé Chung (nhém 1 ching ’ P P P
S0 | (nhém2, | (nhém3, 12 13 23
n=27) _
n=26) n=36)
7,14 7,29 7,15 6,98
pH (7,05 — (7,15 - (6,98 — (6,92 | 0,002 | <0,001| 0,036
7,15) 7,31) 7,15) ~7,07)
) 6,30 8,20 4,75 6,35
HCOs (6,81 — (7,20 (4,39 (519 | 0,018 | 0,043 | 0,369
(mmol/l)
10,12) 15,11) 7,36) - 9,89)
BE -23,15 -18,40 -24,80 -23,60
(mmollt) (23,04 — (- | (-21,31— |(-25,87 —(-| (-26,10— | 0,036 | 0,011 | 0,884
18,70) (-11,52) 20,12)) | (-20,50)
5,55 1,60 2,70 6,80
Lactat
oy | (410~ (1,41 - (3,07 - (509 | 0,066 |<0,001| 0,032
(mmol/l) | g 67y 4,62) 8,69) _9.19)
Nhdn xét:

Tat ca bénh nhan déu c6 tinh trang toan chuyén hoa, ting lactat. CO su
khéc biét giira nhom séng véi nhom séng ¢ di chang va nhom tir vong
(p<0,05).
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Bang 3.13. Pic diém khoéang trong ap luc thim thiu, khoang tréng

anion, nong do methanol ltic nhap vién

Nhém | Nhémdi | Nhém
s séng chung tr vong
Chis Chun . Py Py Po-
150 1 (hém | hem | (hom | 2| TR TE
1n=27) | 2n=26) | 3,n=36)
Khoangtréng | 812+ | 71,9+ | 77,4#381 | 915
ALTT 41,1 37,2 223 +45 3
(22,3- 0,6 0,1 0,2
(mosm/kgH-0) (15,4- (15,4- 194,2) (16,1-
194,2) | 192,7) 184,3)
Khoang tréng | 42,76 + | 36,8 + 47,88 +
anion 12,85 12,6 | 41,85+9,61| 13,30
0,13 | 0,001 | 0,06
(mmol/l) (16,7- | (21,0- |(21,6-56,8)|(29,6-
107,1) 60,4) 107,1)
Methanol 1595+ | 1499+ | 1297+ | 1883+
102,3 | 119,9 83,2 95,5
(mg/dl) 048 | 0,16 | 0,02
(8,5- (8,5- (26,85- (53,3-
569,7) | 569,7) 357,5) 370,0)
mﬂlg'a?( J‘CI 4449+ | 3315+ | 5461+ | 4633+
nitiep xu 3021 | 18,27 4258 2363
doc chat-vao 0,037 | 0,030 | 0,393
vién (25— |(25- (17,0- | (10,0-
N 168,0) | 75,0 168,0 96,0
(gid) ) ) ) )

Nhdn xét: Trong nhom bénh nhan nghién cuu:

- Khoang tréng ALTT cao, chua c6 sy khac biét gitra cac nhém vai nhau
(p>0,05).

- Khoang tréng anion cao. C6 sy khéc biét gitra nhom song voi nhom tir
vong (p<0,05).

- Nong d6 methanol cao. C6 sy khac biét gitta nhom sbng di ching va
nhom tir vong (p<0,05).

- Nong do methanol & nhém song ¢6 di chieng thap hon nhom séng khong

di ching.
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600 -

y=2,16x - 21,18 °
r=0,863; p<0,001
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KT ALTT (mosm/kgH20)

Biéu do 3.6. Tuwong quan gia néng dé methanol mau véi khodng trong ap luc
tham thau ltc nhdp vién
Nhdan xét:
C6 su twong quan chit ché gitra nong d6 methanol voi khoang tréng
ALTT.
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Khoang tréng anion (mmol/l)

Biéu do 3.7. Twong quan giita methanol mdu véi khodng tréng anion lic nhdp vién
Nhdan xét:
C6 méi twong quan it gita ndng dd methanol mau va khoang tréng
anion.
Bing 3.14. Pic diém mot s6 xét nghiém sinh hoéa ciia ngd doc cap

methanol lic nhap vién

Chi sé sinh héa n (%) Trung vi T phan vi
Ton thuong than cap 36 (40,4) 163,0 133,0-282,1
Kali Giam 26 (29,2) 3,0 2,4-34
(mmol/l) Tang 22 (24,7) 5,85 5,12 — 6,94
Tang SGOT 40 (44,9) 158,0 83,05 — 778,05
Tang SGPT 7 (7,9) 135,0 92,0 — 896,0
Tang GGT 71 (79,8) 160,0 65,0 — 735,2
Tiéu co van 10 (11,2) 3384,0 | 1912,0-4725,0
Tang enzym tuy 11 (12,4) 754,0 502,8 -976,4
Nhan xét:

Bénh nhan ngd doc cap methanol thuong gap ton thuong than cap, roi
loan kali mau.
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Bang 3.15. Két qua chup CT/MRI so nio

Két qua CT/MRI n=63 Ti 16 (%)
Binh thuong 19 30,2
Tén thuong 44 69,8
Giam t/ trong nhan béo 20 31,7
Chay mau nédo, mang nao 14 22,2
Phu néo 9 14,3
Giam ti trong cac vung ndo khac 24 38

Nhgn xét:

Trong nhom bénh nhan nghién cau c6 63/89 bénh nhan dugc chup so
ndo. Ti 1é bénh nhan c6 ton thuong kha cao voi c4c ton thuong dién hinh
cua ngd doc methanol (giam ti trong nhan beo, hoai tir nhan beo, chay mau,
phu néo).

3.2.2. Mt s6 yéu to lién quan dén ton thwong than kinh thi giac va tir
vong & bénh nhan ngd déc cAp methanol
M@t s6 yéu to lién quan ton thwong than kinh thi giac

Bang 3.16. Ton thwong than kinh thj giac

Két qua kham mét n=64 Ti lé %
Binh thuong 30 46,9
T6n thuong than kinh thi giac 34 53,1

Nhan xét:
Trong nhém bénh nhan nghién ctu c6 64/89 bénh nhan dugc khdam mit,

trong d6 ti 1& ¢6 tén thuong than kinh thi giac cao.
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Bang 3.17. Mt s6 yéu td lic nhap vién lién quan dén tén thwong thin

kinh thi giac
Yéu t6 lién quan ton o _ Dién tich dudi
B biém cat bo nhay | Do dac hiéu
thuong TK thi giac duong cong
Hon mé sau 8 50,0 56,7 0,53
pH 7,015 41,2 63,3 0,59
Nong d6 methanol
54,7 94,1 10,0 0,49
(mg/dl)
Thoi gian tir khi tiép
xtic doc chat- vao vien 24 76,5 46,7 0,63
(9io)
Nhdn xét:

Thoi gian tir khi tiép xtc doc chat- vao vién co gia tri dién tich dudi
dudng cong nam trong gigi han 0,6-0,7.
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Bang 3.18. Mot s6 yéu td lic nhap vién lién quan dén tén thwong thin

kinh thi giac
. C6 (n=34) | Khéng (n=30) OR (95%Cl)
Ton thwong TK thi giac p
n (%) n (%)
Hon mé sau <8 17 (56,7%) | 13 (43,3%) 1,308
0,594
GCS > 8 17 (50,0%) | 17 (50,0%) (0,488 - 3,507)
<7015 | 14(56,0%) | 11 (44,0%) 1,209
pH 0,712
>7,015 | 20(51,3%) | 19 (48,7%) (0441 -3,316)
Ndng do > 54,7 32 (54,2%) | 27 (45,8%) 1,778
methanol 0,659 | (0,276 -11,432)
0 0
(mgidL) < 54,7 2 (40,0%) 3 (60,0%)
Thoigiantirkhi | >24gid | 26(61,9%) | 16 (38,1%) 2,844
tiép xtic doc chat 005 | 0977 8281)
viovien (gi) | <2406 | 8(364%) | 14(63,6%) ' '

Nhdan xét:

Yéu t6 lién quan dén ton thuong than kinh thi giac: thoi gian tir khi tiép xtc

doc chat- vao vien > 24 gio.
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M@t s6 yéu to lién quan dén tir vong

Bang 3.19. Mot s6 dic diém 1am sang lic nhap vién lién quan dén tir vong

Pic diém o ion tich dudi
ac die Diém ct | Do nhay | Do dachieu | Dien tich dudi
lam sang duong cong
HOn mé sau 8 88,9 69,8 0,868
Thai gian tiep xic doc |-, 61,1 22,6 0,579
chat- vao vién (gio)

Nhdgn xét:

Bénh nhan hon mé sau khi nhap vién co dién tich dudi duong cong
trong khoang 0,8-0,9.

Bang 3.20. Mot s6 dic diém 1am sang lic nhap vién lién quan tir vong

Tir . p
. _ Song(n=53)
Dic diém lam sang vong(n=36) OR
0
n (%) n (%)
Phan xa anh Mt 32 (58,2%) | 23 (41,8%) <0,001 10,44
sang Con 4(11,8%) | 30 (88,2%) (3,23 - 33,72)
, Cé 13(86,7%) | 2 (13,3%) <0,001 14,41
Tut huyét ap
Khong | 23(31,1%) | 51 (68,9%) (3,01 - 69,14)
, Cé 34 (58,6%) | 24 (41,4%) <0,001 20,54
Suy hé hap
Khéng 2(6,5%) | 29 (93,5%) (4,47 -94,41)
0, 0,
<8 32 (66,7%) | 16 (33,3%) 1850
Ho6n mé sau <0,001
>3 4(9.8%) |37 (90.2%) (5.61-61,02)
Thoi gian >24 gio | 22(39,3%) | 34 (60,7%) 0,771 0,88
udng - vao vién | <24 gio | 14 (42,4%) | 19 (57,6%) (0,37 - 2,11)
Cé 33(47,8%) | 36(52,2%) 0,008 5,19
Nghién ruou
Khong | 3(15,0%) | 17(85,0%) (1,39 — 19,35)




Nhdn xét:
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Mot s6 yéu td 1am sang lién quan dén tr vong: mat phan xa anh sang

ctiia dong tu, tut HA, suy hd hap, hén mé sau, tién sir nghién rugu.

Bang 3.21. Mt s6 dic diém cin 1Am sang lic nhip vién lién quan tir vong

Dién tich dudi

Canlamsang | Biémcat | Do nhay | Do dic hiéu
duong cong
pH 7,0 52,8 71,7 0,744
Lactat
3,65 75,0 66,0 0,748
(mmol/l)
Methanol
93,96 88,9 35,8 0,661
(mg/dl)
Creatinin
130 63,9 75,5 0,792
(umol/l)
CK(ui/l) 1000 22,2 96,2 0,699
Glucose
7,7 80,6 47,2 0,710
(mmol/l)
Nhgn xét:

Cac gia tri pH, lactac, ndng do methanol, creatinin, CK, glucose déu c6

dién tich dudi duong cong tur 0,6-0,8.
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Bang 3.22. Mot s6 yéu t6 can 1Am sang lic nhép vién lién quan dén tir vong

Tu vong ,
Song(n=53)
Can lam sang (n=36) p OR
n (%)
n (%)
<7,0 19 (55,9%) | 15 (44,1%) 2,83
pH 0,020
>7,0 17 (30,9%) | 38 (69,1%) (1,17 - 6,87)
>3,65 27 (60,0%) | 18 (40,0%) 5,83
Lactac (mmol/l) <0,001
<3,65 |9(20,5%) 35 (79,5%) (2,27 - 15,0)
0,009
(mg/d) <9396 4 (17,4%) | 19 (82,6%) (1,37 — 14,57)
Creatinin > 130 23 (63,9%) | 13 (36,1%) 5,444
<0,001
(Hmol/1) <130 13 (24,5%) | 40 (75,5%) (2,16 —13,72)
> 1000 8(80,0%) | 2(20,0%) 7,286
CK (ui/l) 0,013
<1000 28 (35,4%) | 51 (64,6%) (1,45 36,69)
Glucose >7,7 29 (50,9%) | 28 (49,1%) 3,699
0,007
(mmol/l) <177 7(21,9%) | 25 (78,1%) (1,38-9,92)
Nhdn xét:

Mot s6 yéu té can 1am sang lién quan dén tir vong: pH, lactat, nong do

methanol, ton thwong than cép, tiéu co van, ting duong mau.
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3.3. Panh gia hiéu qua phac dé loc mau tich cuc phdi hep véi ethanol
dwong udng trong diéu tri ngd doc cap methanol
3.3.1. Hiéu qua trén Iam sang cia phac @b phoi hep loc mau tich cuc va ethanol

dwong udng

B S6ng khong di ching O Séng di chung B Tir vong

40,4% 30,4%

29,2%

Biéu do 3.8. Két qud chung
Nhgn xét:
Ti 1& tir vong (40,4%), sdng cd di chang (29,2%), sdng khong di
chang (30,4%).
Bing 3.23. Pic diém nhém di chirng

Di chirng n=26 Ti l¢ (%)
N&o don thuan 5 19,2
Mt don thuan 15 57,7
Ca ndo va mat 6 23,1
Tong 26 100
Nhdn xét:

Trong nhdm sbng c6 di ching ti 1é di chitng mat cao hon di ching néo.
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Bang 3.24. Pic diém nhém di chirng mét

Di chttng mat n=21 Ti & (%)
MAt thi luc 8 38,1
Giam thi luc 7 33,3
Kém ca di chirng ndo 6 28,6
Tong 21 100
Nhdan xét:

Trong nhdm di chieng mét ti 16 mat thi luc cao.

Bang 3.25. Hi¢u qua cai thién mirc d§ nang trén lam sang (theo PSS)

Murc d6 nang theo PSS Vao vién Ra vién p
Ning 70 (78,6%) 16 (18,0%) <0,001
Trung binh 13(14,6%) 7(7,9%) <0,001
Nhe 1(1,1%) 3(3,4%) <0,001
Khoéng triéu chung 3(3,4%) 27(30,3%) <0,001
Nhdgn xét:

Sau diéu tri bénh nhan cé su cai thién rd rét vé mac do nang, ti 1é bénh
nhan PSS d6 nang giam nhiéu, ti 1& bénh nhan khdng triéu ching tang nhiéu

S0 Véi lac vao vién (p<0,001).
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Bang 3.26. Hiéu qua cai thién mét sb triéu chirng trén 1am sang

Lam sang Vao vién Ra vién p
GCS ( nhém séng va 14 15 <0.001
nhom di chirng, n=53) (6,5 — 15) (14,5 — 15) ’
Suy hé hap phai tho may
(nhém séng va nhom di 33 (62,3%) 8 (15,1%) <0,001
chirng, n=53)
SOFA (nhém séng va 3 2
nhém di chiing, n=53) (1-5) (0-3) 0,008

Nhan xét:

Sau diéu tri bénh nhan c6 sy cai thién rd rét vé y thic (diém GCS) va

giam sb luong bénh nhan suy hd hap phai tho may (p<0,05), cai thién tinh trang
suy da tang theo SOFA (p<0,05).
3.3.2. Hiéu qua trén xét nghiém ciia phac dé loc mau tich cuc phéi hep

Vvéi ethanol dwdng udng trong diéu tri ngd doc cap methanol

Bang 3.27. Hiéu qua cai thién toan chuyén héa sau loc mau lan 1

, Ldc vao vién (n=89) Sau loc lan 1(n=89)
Thong so6 P
Trung vi Tw phén vi Trung vi Tu phén vi
pH 7,14 7,05-7,15 7,40 -7,45 | <0,001
HCO3 (mmol/l) 6,30 6,81 - 10,12 23,30 21,61 - 24,20 | <0,001
BE (mmol/l) -23,15 | -23,04 — (-18,70) -2,98 — (-0,01) | <0,001
Lactat (mmol/l) 5,55 410 -6,62 3,89 -5,37 0,071

Nhdn xét:

Sau phac d6 tinh trang toan chuyén hoa duoc cai thién rd rét. Cac chi sd

pH, HCO5, BE, lactac trudc va sau diéu tri déu thay d6i c6 ¥ nghia thong ké

(p<0,001).
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Bang 3.28. Hiéu qua cai thién toan chuyén héa sau loc mau lan 2

. Sau loc 1 (n=34) Sau loc 2 (n=34)
Chi s6 : —— : —— P
Trung vi T phan vi Trung vi T phan vi

pH 7,43 7,37 —-17,46 7,47 7,38-7,47 | 0,428

HCOs 22,1 18,72 — 23,25 24,50 22,39 - 25,79 | 0,004
(mmol/l)

BE(mmol/l) -2,4 -6,15 — (-0,89) 0,85 -2,58-1,78 | 0,011

Lactat 410 | 3,90-661 260 | 244-476 |<0,001
(mmol/l)

Nhdn xét:

C6 34 bénh nhan loc mau lan 2. Céc chi s6 HCOs, BE déu ting, lactat

giam sau loc mau. Sy khéc biét c6 ¥ nghia théng ké (p<0,05).

Bing 3.29. Hiéu qua gizm ndng dd methanol

Chi s VAo vién Sau loc mau 1an 1 | Sau loc méu lan 2
(n=89) (n=89) (n=34)
Methanol (mg/dl) | 159,04 £ 102,3 | 22,10 £ 16,7* 11,90 + 4,9*

*p<0,05

Nhan xét:

Sau loc mau dat hiéu qua tang thai trir methanol rat tt, néng d6 methanol

rat cao 159,04 mg/dl giam xuéng duéi ngudng diéu tri (p<0,001).

Bang 3.30. Hiéu qua giam khoang tréng anion va khoang tréng ap luc

thim thau

Chi <6 Vao vién Sau loc mau 1an 1 | Sau loc mau lan 2
(n=89) (n=89) (n=34)
Khodng trong 42,76+12,8 20,3+9,3%* 16,9+ 6,4**
anion (mmol/l)
Khoang tréng
ALTT 812+41,1 26,2 £19,4** 24,1 + 23,7**
(mosm/kgH,0)

**1<0,05



Nhdn xét:

Sau diéu tri khoang tréng ALTT va KT anion déu giam thap va vé gan gia
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tri binh thuong, su Khac biét co y nghia thong ké (p<0,001).

Bang 3.31. Cai thién tinh trang ton thwong thin cip

Nong d6 Creatinin Truéc loc mau Sau loc mau
Creatinin > 130 pmol/l 36 (40,4%) 1(1,1%)
(33 — 294) (19- 175)

Nhdn xét:

Sau diéu tri cai thién hau hét tinh trang tén thuong than cap, sy khac biét

c6 ¥ nghia théng ké (p<0,001).

Bang 3.32. Hiéu qua dat nong dd ethanol diéu tri (tong s6 414 miu xét

nghiém/89 bénh nhan)

Nong d6 ethanol méu S6 mau %
<100 mg/di 274 66,2
100-150 mg/dl 88 21,2
> 150 mg/dI 52 12,6
Téng 414 100,0
Nhdn xét:

Trong tong sé 414 mau xét nghiém ethanol ti 16 mau dat muyc tiéu 100-

150mg/dl chiém ti 1¢ 21,2%.
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90 - E<100 O0100-150 m>150

70.4 675 1.4

Saulh Sau2h Sau3h Saudh Sau5h Sau6h Sau7h Sau8h

Biéu do 3.9. Két qud nong dé ethanol theo gio
Nhdn xét:
Khi danh gia theo ting gio, ti Ié mau ethanol dat myc tiéu dao dong
15,8- 29,7%.

Ty 1¢ 6 miu dat mire 100-150 mg/d|

(62 e

35 316
30 26.3
23.9

25
- 211
S 20 184 184 18.9
< 15.8
> 15
<

| I

0

Saulh Sau2h Sau3h Sau4h Sau5h Sau6h Sau7h Sau8h
Thoi gian lam xét nghiém (gio)
Biéu do 3.10. Ti 1é mdu ethanol dat muc tiéu theo gio ¢ 38 bénh nhan lam xét
nghiém 1h/lan
Nhdn xét:
Trong 38 bénh nhan 1am xét nghiém ethanol mdi gio ndng d6 ethanol dat
muc tiéu dao dong 15,8 dén 31,6%.
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Saulh Sau2h Sau3h Sau4h Saubh Sau6h Sau7h Sau8h

gian 1h/1 1an (mg/dL)

Nong d6 ethanol mau theo thoi

Biéu do 3.11. Dién bién nong dé ethanol & 38 bénh nhan 1am xét nghiém
1h/lan
Nhdn xét:
Trong nghién ctu nay cO0 38 bénh nhan duogc Xxét nghiém ethanol 1
gio/lan, nong dd ethanol trung binh xap xi 100mg/dl.
3.3.3. Mot s6 dic diém lién quan loc mau

Bang 3.33. Mt s6 dic diém lién quan loc mau

Mot s6 dic diém n(%) | Trungvi| Taphanvi
Chi dinh pH<7,3 85 (95,5)
locmau |} am sang ning 3 (3,4)
Nong do methanol 1(1,1)
Thoi gian vao vién- loc mau (gio) 2 2,05-3,29
Thoi gian ¢ triéu chiing-loc mau (gio) 15,75 15,68 — 22,11
Thoi gian loc mau trung binh (gio) 9,6 3,5
Bénh nhan phai loc mau 13n 2 34
(38,2%)
S6 bénh nhan CVVH 4 (4,5%)
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S6 bénh nhéan dat HD 8 gio

78
(87,6%)

Nhdn xét:

- Bénh nhan loc mau vi toan chuyén hoéa (pH<7,3) chiém ti 1¢ cao.

- Thai gian tir khi bénh nhan c6 triéu chimg dén khi duoc loc mau khé dai,

bénh nhan vao TTCPD thuong duoc loc mau sau khoang 2 gio.

- Thai gian loc mau trung binh gan 10 gio.

3.3.4. Mot s6 dic diém cia phac dd ethanol dwong udng

Béng 3.34. Mt s6 diic diém ciia phac d6 ethanol dwong udng

Pic diém n (%) Trung vi T phan vi
Pic diem | Am tinh 82 (92,1%)
ethanol luc

o < 100mg/d 5 (5,6%) 49,31 13,14 - 102,62

Vao vién

> 100mg/dl 2 (2,3%)
Thoi gian tir khi ¢6 triéu ching — 14 14,4-20,94
dung ethanol (gio)
Thoi gian vao vién — dung ethanol (gio) 0,5 0,77-2,01
Tong lugng ethanol (ml) 1530,0 1434,6 — 1700,3

Nhdgn xét:

Thoi gian tir khi bénh nhan c6 triéu ching dén khi ding ethanol kha dai

(thudng 14 gio), bénh nhan vao TTCP thuong bat dau diéu tri ethanol ngay

(sau nira gio). Luong ethanol ding kha nhiéu 1530ml.
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Bang 3.35. Mot s6 bién ching va tac dung khéng mong mudn ciia phac dé

Bién chting va tac dung khong
. n Tilé %
mong muon

Loc HD | Tic qua loc 12/89 13,5
Chay méau 3/89 3,4
Kich thich TKTW 8/28 28,6
Uc ché TKTW 3/28 10,7
Xuat huyét tiéu hoa 5/89 5,6

Ethanol | Bung chuéng 2/89 2,2
N6n 2/89 2,2
Ha duong mau 2/89 2,2

Nhan xét:

- Trong 89 bénh nhan duoc loc mau bién chimg thudng gap nhat la tac
qua loc, bién ching khac khong dang ké.

- Trong 89 bénh nhan dung ethanol ¢6 28 bénh nhan tinh hoan toan khi
nhap vién va duoc danh gia thay do6i y thac, ti 1& co thay doi ¥ thic khong
nhiéu.

- Mot s6 tac dung khdng mong mubn it gap: xuat huyét tiéu hoa, ha duong

mau, biéu hién trén tiéu hoa.



96

Chuwong 4
BAN LUAN

4.1. Pic diém chung nhém bénh nhan nghién ciu

Trong thoi gian nghién ctu tir thang 11 nim 2016 dén thang 10 nim
2019 c6 89 bénh nhan du tiéu chuan duoc chon vao nghién ctu.

Pic diém vé tudi

Trong nghién ctu ndy do tudi trung binh caa bénh nhan 1a 51,0 + 13,7
(nho nhat 13 16 va 16n nhat 12 78 tudi). Nhdm tudi trung nién 40-59 thuong
gap nhat (63%), tuy nhién ciing gap ¢ ca nhom tré dudi 30 tudi (14,6%) vi
c6 1 vu ngd doc 9 sinh vién cia mot truong cao dang & Ha Nai. Két qua
nay phu hop véi mot sé nghién cau trude day o trong nude nhu cua tac gia
Pham Nhu Quynh nim 2017 dé tudi tir 50-59 chiém 29,73%"*°. Két qua
cua ching tdi kha khac biét véi tac gia Massoumi da sé gap ¢ nhém tudi tré
20-29 tudi (51,1%), chi c6 23,5% trén 40 tudi'*®>. Nguyén nhan cé thé do
hoan canh va nguyén nhan gay ngo doc khac nhau, nhu trong nghién cuu
cia Massoumi chi yéu do tu tir nén thuong gap & nhom tré tudi. Trén thé
gidi da ting ghi nhan nhitng trudng hop ngd doc ¢ tré nho (2 tudi) do udng
phai dung dich lau riza kinh 6 t6°.

Pic diém veé giéi tinh

Trong nhdm bénh nhan nghién ctu cha yéu 1a nam gii (86/89 bénh
nhan - 96,6%) va chi c6 3 bénh nhan la nir gi¢i (2 bénh nhan la sinh vién
trudng cao dang trong vu ngd doc tap thé, 1 bénh nhan 1a hoc sinh do 4p luc hoc
hanh udng cdn tu tir). Két qua nay ciing phu hop véi cac nghién ciu khac trong
nuéc va thé gioi nhu Luu Thi Lién 97,2%", Barceloux 91%', Masoumi
84,3%'2. O Viét Nam théi quen udng ruou chu yéu tap trung ¢ dbi trong 1 nam

gioi. Do vay nguy co ngd doc methanol & nam gidi cao hon so véi nit gidi
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Pic diém dia phwong xay ra ngéd doc

Ngo doc cap methanol da xay ra ¢ nhiéu tinh thanh, trong d6 thanh phd
Ha Noi 1a dia phuong cd nhiéu bénh nhan ngd doc methanol diéu tri tai Trung
tam chéng doc nhat (58,5%), tiép sau d6 1a Vinh Phic (9,1%). Nguyén nhan
c6 thé do day 1a dia phuong dong dan cu, tap trung nhiéu lao dong tu do, hoc
sinh sinh vién Ia nhimg d6i twong dé tiép can voi ngudn ruou ré tién, khdng rd
ngudn gbc. Nguyén nhan tht hai c¢d thé do day 1a dia ban xay ra tinh trang ban
ruou tu pha ché tir con céng nghiép nhiéu hon cac dia phuong khac, mat khac
nghién cttu ndy tai Ha Noi nén khi bénh nhan bi ngod doc s& dén bénh vién gan
nhit dé cap cuau.

Pic diém chan doan va diéu tri tuyén dudi

Mic du trong diéu kién xét nghiém con nhiéu han ché, khong dinh luong
dugc methanol trong mau, chi dya trén triéu chirg 1am sang va khi mau dong
mach nhung ti 1¢ chan doan dinh huéng ding ctia cac bénh vién tuyén dudi
tuong doi cao 45/59 bénh nhan (76,3%). Tuy nhién con 23,7% bénh nhan c6
cac chan doan khac nhu hén mé gan, hon mé chua 1 nguyén nhén, toan
chuyén hoa, nhoi mau co tim, viém than kinh thi giac..., diéu nay c6 thé do
bénh nhan vao vién muon, trong tinh trang ngd doc qua nang, dé nham Ian véi
cac bénh Ii khac, hon nra kinh nghiém chan doan va diéu tri ngd doc
methanol cua bac si tuyén dudi con nhiéu han ché.

Trong sé nhitng bénh nhan duoc chuyén tir tuyén dudi hoiac bénh vién
ngang tuyén chi cé 2,9% ngudi bénh dugc loc mau, cac truong hop khéc
duoc diéu tri chi dua trén nguyén tic hoi sac cap cu nhu dudng tho,
truyén dich, truyén kiém, diéu d6 cho thay rat it nguoi bénh duoc tiép can
véi nhitng diéu tri dic hiéu, khdng bénh nhan nao duoc st dung antidote

(ethanol). C6 1& viéc st dung ethanol con rat han ché vé ca chi dinh va kinh
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nghiém st dung dbi vai cac bac si khong phai chuyén khoa chéng doc. C6
dén 58/69 bénh nhan (84,1%) c6 tinh trang suy hd hap phai dat noi khi
quan thd may, diéu nay cho thay bénh nhan ¢ tat ca cac dija phuong con
thiéu nhan thac vé tinh trang ngdé doc dan dén thoi gian dén vién muon va
tinh trang IGc nhap vién rat ning né. Piéu nay gay anh huong rat lon dén
két qua diéu tri va day ciing 1a dic diém ndi bat ¢ nhirng truong hop ngod
doc cap methanol ¢ Viét Nam ciing nhu cac nudc kém phat trién (Estonia,
Pakistan...). Pac diém nay khac véi nhitng nuéc phat trién vé hoan canh
ngd doc, nhan thic cua bénh nhan tét, thoi gian dén vién som, tinh trang
lGc nhap vién nhe hon nén két qua diéu tri kha quan hon nhiéu. Hon nita ¢
cac nudc phat trien diéu kién co so vat chat, xét nghiém, cling nhu trang
thiét bi, thuc phuc vu diéu tri tét hon nhiéu (M¥, cac nudc Chau Au...)

Hoan canh ngo doc

Trong nghién ctu nay 88/89 bénh nhan (98,9%) ngd doc methanol do
uéng nham (uéng phai ruou c6 chira methanol va con sat khuan gia), hit phai
hoi con, két qua nay cao hon tac gia Lee bénh nhan rai ro ubng phai ruou
lau 13 68,8%™ va phu hop voi nghién cau caa Masoumi 100% ubng ruou
c6 methanol**. Nhitng ngudi ban ruou lau, ruou gia cb tinh pha methanol
vao ruou ethanol vi methanol sin c6, gia thanh ré hon nhiéu lan so véi
ethanol. Tham chi c6 nhiing nguoi da pha methanol vao nudc 14 va ban ra
thi truong vi trong mau ruou bénh nhan mang dén chling toi xét nghiém chi
c6 methanol ma khéng co ethanol.

Hoan canh xay ra ngo doc tha hai la tu ta, chi ¢61/89 bénh nhan
(1,1%) udng con sat khuan vai muc dich tu tir. Pang chi y day 1a truong
hop nir 16 tudi dang 1a hoc sinh vi &p luc hoc hanh thi cir ¢4 udng con sat

khuan c6 san trong nha va udng 200ml, ciing may 1a bénh nhan duoc me



99

phat hién va dua dén vién rat sém va dugc diéu tri tich cuc ra vién khong
cé di chang gi.

Hoan canh ngo doc 1a ty tir trong nghién ctu ndy thap hon nhiéu so voi
nghién ciu cia Massoumi 37,3%'*, Barceloux la 8%’.

Loai ché pham chira methanol gay ngd déc

Trong nghién ciu nay c6 64/89 bénh nhan (71,9%) udng ruou chta
methanol, 24/89 bénh nhan (27%) udng con séat khuan cé chaa methanol. Két
qua nghién cttu nay phu hop vai Pham Nhu Quynh (ruou chira methanol
84,49%, cdn sat khuan chtra methanol chiém 15,51%)*°.

Ti Ié con sat khuan cd chtra methanol trong nghién cu ndy cao hon céc
nghién ctu khéc vi ¢ nudc ta hién nay do cong tac quan li ong 1éo nén ngay
cang ¢ nhiéu co sd san xuat con sat khuan khong dung quy dinh, ¢6 nhiing
mau c6n mang dén ching tdi xét nghiém c6 dén hon 90% 1a methanol.

Pic biét co 1 bénh nhan (1,1%) ngd doc do hit phai hoi con cong nghiép
ro tir duong dan, day 1a nguyén nhan chua gip trong y vin.

Pwong vao gay ngé doc

Theo y vin va nhiéu nghién ciru da cong bd trén thé gigi duong vao ngo
doc methanol rat da dang, tir duong tiéu hoa, hd hap cho dén tiép xtc qua da,
qua duong mau. Tuy nhién ngd doc qua dudng tiéu hoa la pho bién nhat.
Trong nghién cau nay c6 dén 88/89 bénh nhan (98,9%) ngo doc qua duong
tiéu hoa va chu yéu 1a uéng phai rugu c6 pha thém methanol (64/89 bénh
nhan, chiém 71,9%) va udng con sat khuan dé thoa man con thém (24/89
bénh nhan, chiém 27%) nhung ubng phai con gia san xuat khong ding tiéu
chuan. Biéu nay cho thay khdng chi thi trudng san xuat ruou lau, ruou gia &
Viét Nam con tuong ddi phirc tap ma ngay ca van dé san xuat con séat khuan

van con nhiéu 15 hong, can su kiém soat chat ché cia cac co quan chiic nang.
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Trong khi d6 tai cac nuéc dang phét trién ciing chi xay ra tinh trang uéng
rugu lau, ruou gia chtr chua thiy cong bd truong hop nao ngd doc do udng
phai cdn séat khuan gia. Con tai cac nudc phét trién da phan cac vu ngod doc do
uéng phai cac san pham gia dung nhu dich lau riza kinh 6 t6, dich pha son,
vecni va nhimg truong hop nay ciing dugc phat hién dua vao trung tim chéng
doc rat sém.

Trong nhom bénh nhan nghién cau cé 1/89 (1,1%) ngd doc qua duong
hd hap, hit phai cdn céng nghiép do bi ro duong éng dan trudc khi san xuat
thanh con khd dung ndu bép, day ciing 1a truong hop rat hiém hoi trén thé
gidi, chua timg duogc cong bd.

Két qua nghién ciru nay ciing phu hop véi nghién cau cia Nguyén
Pam Chinh'® Pham Nhu Quynh'*®, Barceloux!, Massoumi'** ngo doc
qua duong tiéu hoa la 100%. Nghién ctu cia Lee va cong su nam 2014 tai
Pai Loan ngd doc qua duong tiéu hoa 1a 96,9%, ¢ 1 bénh nhan truc tiép
tiém methanol vao tinh mach chiém ti 1 3,1%"*.

Tién sir udng ruou

Trong s6 89 bénh nhan nghién ctu c6 86 bénh nhan 1a nam gigi thi ¢ 69
bénh nhan co tién st nghién ruou (77,5%). Trong s6 nay c6 5 bénh nhan
nghién ruou da tién trién thanh xo gan. Hau hét ngudi bénh déu cé thoi gian
udng ruou trén 10 ndm, cé nhimg nguoi udng téi 1 lit/ngay, udng thay nudc.
Pay chinh 1a mot trong nhitng yéu té nguy co vi ngudi nghién ruou s& ting
tan suat s dung ruou, ting nguy co phoi nhiém véi nguon ruou ré tién,
khong dam bao chat lugng. Mat khac ngudi nghién ruou ¢d hé enzym MEOS
tang hoat dong hon nén khi ngd doc methanol thi acid formic sé tich tu nhiéu
hon so v&i nguoi khdng nghién ruou gay ngé doc nang hon. Ti I¢ bénh nhan

nghién ruou trong nghién ciu ndy cao phd hop véi tac gia Lee 75%",
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Nguyén Pam Chinh 56,6% ', khéng phu hop so véi nghién ctu cua
Masoumi chi ¢6 13,7%'*. C6 su khac biét ndy mot phan do nghién cau cua
chdng toi hau hét bénh nhan nghién rugu bi ngd doc methanol do uéng phai
rugu ethanol pha Ian methanol trong khi nghién cau caa Massomi ¢6 rat nhiéu
bénh nhan bi ngdé doc do cb Y tu tr udng methanol nguyén chat, chiém dén
37,3%'.

Thoi gian tir khi tiép xic doc chat dén khi xuat hién triéu chirng va
thei gian tir khi tiép xic doc chat dén khi nhap vién

Két qua nghién ciu nay cho thay thoi gian tir khi tiép xuc doc chat dén
khi xuat hién triéu chitng khoang 24 gid (t& phan vi 1a 12-43 gid), sém nhat
1a 0,5 gid (truong hop bénh nhan nit 16 tudi udng con sat khuan ty ter sau
uéng nén duoc me phat hién), muon nhat 1a 72 gio (truong hop bénh nhan
nam 52 tuoi, nghién ruou, mua ruou & quan vé uéng sau 3 ngay xuat hién
nhin mo nhiéu, dén ngay tha 4 méi di kham tai vién mat trung wong va
duoc chuyén sang TTCD, xét nghiém nong d6 methanol 38,1 mg/dl, chang
t6 bénh nhan nay da uéng maot lwong methanol rat 16n). C6 16 bénh nhan
khong khai thac dugc thoi gian vi bénh nhan hon mé, nguoi nha khéng
biét. Thoi gian tir khi tiép xac doc chat dén khi xuat hién triéu chang trong
nghién ctu tac gia Lee sém hon cua ching ti chi c6 9,3 gid (0,0-36)™.

Bénh nhan trong nhém nghién cau dén vién rat muon, thoi gian tir khi
tiép xuc doc chat dén khi dén vién khoang 45 gid (tt phan vi 25-54), sém
nhat 1a 2,5 gio, muon nhat 1a 168 gio (day 1a truong hop bénh nhan nam quéc
tich Bi, uéng ruou ¢ quan dén khi mat thi luc méi vao vién).

Pa s6 bénh nhan xuat hién triéu chiing trong vong 24-48 gio (38,2%)
sau khi tiép xac doc chat, va day ciing 1a khoang thoi gian bénh nhan dén
vién nhiéu nhat (37,1%). Tuy nhién c6 37,1% bénh nhan xuat hién triéu
chimg truéc 24 gid nhung chi c6 19,1% bénh nhan dén vién trong khoang
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thoi gian nay, sb con lai do chi quan cir nghi say ruou thong thuong hoaic
la vao tuyén duéi viéc chan doan con cham tré. Két qua nay phu hop véi
két qua caa Nguyén Nhu Quynh thoi gian dén vién muon trung binh 45 +
35,6 gio™*°. Theo nghién ciru Nguyén DPam Chinh thoi gian dén vién trung
binh 37 gid sém hon nghién ctru cua ching t6i'®%. Tac gia Lee nghién cau
trén 32 bénh nhan, thoi gian dén vién sau ngd doc trung binh 22,1 + 17,4
gid, sém hon rat nhiéu so véi két qua trong nghién cau cua ching toi'.
Theo Massoumi c6 t&i 76,5% bénh nhan dén vién trong 24 gio va ti 18 ti
vong trong nghién ciru cua tac gia nay chi co 8%,

Theo két qua nghién ctru c¢6 5/89 bénh nhan (6,8%) nhap vién sau 3
ngay, trong sé d6 co 4 bénh nhan nghién ruou, sau uéng ruou thudng mét va
di nga. Do udng cling ethanol nén chinh ethanol 1a chat canh tranh enzym
ADH Iam methanol khong chuyén hoa ngay, khdng gay ra triéu chiing trong
ngay dau tién, sau 3 ngay khi methanol da chuyén hda thanh acid formic gay
tac dong dén nhiéu co quan, bénh nhan dén vién trong tinh trang toan chuyén
hoa nang, dap ung kém vai diéu tri.

4.2. Pic diém diém 1am sang, can 1am sang va mat s6 yéu to lién quan dén ton
thwong than kinh thi gi4c va tir vong & bénh nhan ngé doc cip methanol

Trong thot gian nghién ctru 89 bénh nhan nghién ctiru duoc chia lam 3 nhom:

Nhém séng khéng di chang (n= 27) - nhom 1.

Nhém séng c6 di chiang (n= 26) - nhém 2.

Nhém tir vong (n= 36) - nhém 3.

4.2.1. Mot s6 dic diém 1am sang, can 1am sang caa bénh nhan ngd doc
cap methanol

Triéu chieng vé mit

Trong nghién ciu nay triéu chung khoi phat thuong gap nhat la nhin mo
(chiém dén 58,4%), ngoai ra triéu chiing ldc nhap vién vé mat con bao gom
d6ng tar gidn 19/89 bénh nhan (21,3%), mat phan xa anh sang 55/89 bénh
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nhan (61,8%) va day déu la nhimg truong hop toan chuyén héa ning, trong s6
d6 ¢6 32/55 (58,2%) tir vong mac du hdi st tich cuc va loc méu.
Két qua nay phu hop véi ti & vé réi loan thi giac dao dong trong cac

nghién ctru khac nhu: Paasma 37%%, Hodva 55% ', Zakharov 58%% va

mot sé nghién ciru khéc ti 16 ndy dao dong tir 29-64%" %1 127 192 Tyy nhién

van con thap hon trong vu dich cdng bd ¢ Estonia 72% c6 rdi loan thi
giac®. Theo tac gia Barceloux dau hiéu dong tir gidn, méat phan xa anh sang
cia dong tir (con goi la dau hiéu dong tir cd dinh) 1a mot dau hiéu tién
lugng ning trong ngd doc cap methanol mic du co ché hién nay van chua
rd rang’.

Triéu chiing than kinh trung wong

Trong nghién ctiu nay triéu chang khoi phat thuong gap tha hai la réi loan
y thae, hdn mé gap ¢ 36 bénh nhéan (40,4%), c6 7 bénh nhan co giat (7,9%), triéu
chimg nay thuong it duoc dé cap hoac la ti 1¢ rat thap o cac nghién ctiu khac. Tai
thoi diém nhap vién c6 48 bénh nhan (53,9%) diém GCS <8, 13 bénh nhan
(14,6%) diém GCS 8-13, 28 bénh nhan (31,5%) diém GCS 14-15.

Nhitng bénh nhén cdé tinh trang hon mé sau (GCS < 8) nguyén nhan do
su tac dong cua methanol va ethanol Ién than kinh trung wong tai thu thé
GABA din dén tinh trang uc ché than kinh va suy giam y thac. Ti 1& bénh
nhan réi loan y thuc trong nghién ciu nay thap hon so véi Pham Nhu Quynh
(bénh nhan GCS < 8 1a 70%"*°), Brahmi (bénh nhan GCS< 9 1a 69%™), Kute
59,3%% va cao hon trong nghién ctiu cua Zakharov ti 1¢ réi loan y thuc 13
29%%, c6 su khéac biét cd thé do c¢& mau nghién ctu khac nhau, luong
methanol ubng ciing nhu thoi gian dén vién khac nhau.

Triéu chirng vé tiéu hoa

Trong nhdm bénh nhan nghién cau triéu chung khaéi phat thuong gap thu
ba 14 triéu chung vé tiéu héa nhu dau bung, ndn 30/89 bénh nhan (33,7%),
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ting men tuy 12,4%, cac nghién ctu khéac triéu chung tiéu hoa thuong gap
dao dong khoang 18- 67%",%. Két qua nay phu hop véi tac gia Hodva 43%
bénh nhan c¢6 biéu hién tiéu héa nhu dau bung, ndn, budn ndn’ va khong phi
hop véi tac gia Kute triéu chiing tiéu hoéa chiém dén 83,5%%, tac gia
Zakharov 61%%

Triéu chirng vé ho hap

Triéu ching kho thd trong cac nghién ciru khac dao dong tir 8-25% 162,
Triéu chirng nay thuong gap hon trong cac nghién ctru khac nhu Zakharov
47% %, Lee 50%™, Hovda 41%’, Kute 43,9%%, nhu vay kho thé 12 biéu hién
thuong gap trong ngd doc cap methanol.
Trong 89 bénh nhan nghién cau c6 29,2% bénh nhan o biéu hién kho tha luc
khoi phét, dén lic nhap vién cd téi 58 bénh nhan (65,2%) tién trién thanh tinh
trang suy ho hap da phai dat 6ng noi khi quan thd may, nhiéu bénh nhan cé
tinh trang tho Kussmaul, day 1a tinh trang bénh nhan con kha nang tang thong
khi d@é bu trir tinh trang toan chuyén héa. Ti Ié suy hd hap trong nghién ctu
ctia chlng tdi cao vi bénh nhan thuong dén muén, ngd doc rat ning, tham chi
c6 bénh nhan vao tuyén dudi chua duoc chan doan dung ngay tir dau nén
khéng duoc diéu tri dac hiéu sém.

Triéu chirng vé tuan hoan

Trong 89 bénh nhan nghién cau c6 18 bénh nhan co6 biéu hién soc, da
lanh 4m (20,2%), 15 bénh nhan (16,9%) c6 tinh trang HA tut lGc nhap
vién, mic du da so trong s6 d6 da dung thudc van mach tir tuyén trudc,
dic biét c6 2 bénh nhan ngung tuan hoan tai thoi diém vao vién cap cuau
c6 két qua dugc diéu tri tich cuc xong van tir vong. Két qua nay phi hop
véi tac gia Nguyén Pam Chinh, ti 16 HA tut 1a 23,3%'%. Trong qué trinh
diéu tri c6 téi 46 bénh nhan (51,7%) phai sir dung thudc van mach, trong

d6 5 bénh nhan phai dung 3 loai thudc van mach, va chi ¢6 10 bénh nhan
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thoat thuéc van mach va song duoc, diéu nay cho thay bénh nhan trong
nhém nghién ciu rat nang.

Ti 16 HA tut trong nghién ciu caa ching tdi cao hon nhiéu so véi cac tac
gia khac. Trong nghién cuu cua Massoumi khdng c6 bénh nhan nao HA tut
khi nhap vién véi HA tam thu trung binh 115 + 24 mmHg va HA tam truong

trung binh 75,8 + 10,8mmHg. Bénh nhan trong nghién cau caa Massoumi dén

sém va thai gian tir 1dc ngd doc dén 1Gc loc mau trung binh ¢6 10 gio™*

, trong
khi thoi gian tir khi ngo doc dén khi nhap vién trong nghién ctu caa ching toi
khoang 45 gio, methanol da chuyén héa nhiéu thanh acid formic gy toan va
tut huyét ap.

Trong nghién cau cua Brahmi chi c6 18,7% bénh nhan tut huyét &p do
bénh nhan dén vién sém hon (trung binh 36 gid), ndng d6 methanol thap hon
(trung binh 140mg/d1)®*.

Phan do mirc do nang khi nhap vién (theo PSS)

Bénh nhan ngd doc cap methanol trong nghién ciu thuong dén vién
trong tinh trang rat nang, c6 2 bénh nhan ngiung tuan hoan tai thoi diém vao
vién, 70/89 bénh nhén (78,6%) mac dd nang, 13/89 bénh nhan (14,6%)
muc d6 trung binh, chi cd 4/89 bénh nhan (4,6%) muc d6 nhe va khong
triéu chung. Nghién ctiu caa ching t6i c6 két qua PSS muc do nang cao
phu hop véi tac gia Pham Nhu Quynh 86,5%'*, tuy nhién cac tac gia khéc
thi ti 1& bénh nhan ¢ mtc d6 ning nay lai thip hon nhu Luu Thi Lién
65,4%", Zakhzov 47,6%'%, Wedge 37%"%".

Giai thich ti 1€ PSS mtrc d6 nang trong nghién ctu cua ching toi cao vi
hau hét bénh nhan déu uéng mot lugng methanol rat Ion, dén vién rat muon
nén methanol da chuyén héa nhiéu thanh acid formic di ngam vao tang gay
t6n thuong da co quan.

Triéu chang khoi phat thuong biéu hién ¢ mat, than kinh trung uong,
duong tiéu hoa, va hd hap, nghién ctiu ctia ching toi cho két qua phi hop voi
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h'® va mot sb tac gia khac trén thé gi¢i nhu Hodva'®,

Nguyén Pam Chin
Brami®*, Zakaharov®.

V& ti Ié céc triéu chiing xuat hién trong nghién ctu c6 mot vai khac biét
s0 v&i mot sé nghién ciru khac va ciing c6 su khac biét gitta cac nghién cau
nay véi nhau (bang 4.1), 1i do 1a vi nhiing triéu ching nay xuét hién phu thuoc
vao thoi gian tir khi tiép xdc methanol dén khi nhap vién, c¢é ubng ciing
ethanol hay khdng, lwrgng methanol udng, chirc ning than, tinh trang ndn, tinh
trang st dung rugu thuong xuyén hay khong ciing nhu enzym chuyén hoa
khac nhau & moi bénh nhan.

Bang 4.1. Ti I€ cac triéu chirng thwdong gap trong cac nghién ciru

165 166 84 93 10 167
S 9 9 9

ri¢u chung .| Thankinh Tiou héa | H6 hip | KKNONG tricu
Thi giac | yyng yong P ching
o (%) 0 % | %) 0

Tac gia (%) (%)
Nguyén Dam
Chinh 31,5 46,7 40 56,7 | Khong dé cap
(2013)
Hovda .

55 24 43 41 | Khéng dé cap
(2005)
Brahmi .

69 69 87 19 Khong dé cap
(2007)
Zakharov

58 29 61 47 16
(2015)
Zakharov va
cong su 42 31 48 32 25
(2014)
Kute (2016) 60,4 59,3 83,5 59,3 5,5
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Pic diém toan chuyén hoa

Tur két qua nghién cau cho thay tat ca ngudi bénh ngo doc cap methanol
lGic vao vién déu co tinh trang toan chuyén hda (pH trung vi 7,14). C6 su khéc
biét gitta 3 nhém sdng, di chiing va tir vong (p<0,05). Nhém tir vong ¢ pH
trung vi nho nhat 1a 6,98, nong do lactat cao nhat 6,80. Két qua nay phi hop
véi két qua trong nghién cau cua tac gia Kute nhoém séng (pH 7,17 + 0,14),
nhém tir vong (pH 6,81 + 0,08, (p< 0,001))*. Theo tac gia Barceloux pH <
7,3 trong ngd doc cip methanol 1a toan chuyén héa ning can phai loc mau’.
Thuc té methanol duoc chuyén hda thanh formaldehyde va acid formic gay
toan chuyén héa mau. Ngoai ra qua trinh chuyén hoa methanol déu tiéu thu
NAD" san sinh ra NADH, chuyén pyruvat thanh acid lactic, cing véi tinh
trang suy tuan hoan gay ra tinh trang toan lactic. Sy c6 mit acid lactic cang
nghiém trong thém tinh trang toan héa mau. Do d6 két qua nghién ciu cho
thay nong d6 pH trung binh thap va gia trj lactat ting 1a hoan toan phu hop. Két
qua nay tuong tu nghién ctu cua Lee (pH 7,0 + 0,2), Beatty (pH 7,13'*,
Hovda (pH 7,2)’, Nozha (pH 7,22)** va Zakharov (pH 7,15)*°. Sau diéu tri cac
gia tri pH, HCO5, BE déu ting va lactat ha xuéng, tuy nhién trong s6 89 bénh
nhan thi c6 10 bénh nhan co tinh trang toan tré lai vi suy da tang va déu tir vong.

Ti Ié tang lactat chung trong nghién ciiu cua ching t6i 1a 5,55 thap hon
két qua cia Nguyén Pam Chinh va Ha Tran Hung nim 2016 (lactat 7,1)'*,
cao hon Zakharov ( lactat 2,5)%.

Pic diém khoang trong anion, khoang tréng ap luc tham thau va
nong do methanol

Khoang tréng anion tai thoi diém nhap vién rat cao gia tri trung binh 1a
42,76 + 12,85 (nho nhat 16,7, 16n nhat 107,1), c6 su khéc biét gitta nhom

séng va nhom ta vong (p<0,05).
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Két qua nay phu hop véi Ii thuyét trong ngo doc methanol do san pham
chuyén hoa cua methanol 12 acid formic s& gay ra tinh trang toan chuyén héa
va ting khoang tréng anion, luong methanol uéng cang nhiéu, bénh nhan
cang dén muon thi khoang tréng anion cang ting cao. Do vay khoang tréng
anion ti I¢ thuan voi mic d6 caa bénh. Nhing trueong hop co tang khoang
trong anion thuong tap trung & nhom bénh nhan dén vién mudn, methanol da
chuyén hoa va hinh thanh rat nhiéu acid formic. Mot sé trudng hop khoang
trong anion cao va nong d6 methanol van cao la do bénh nhan da uéng qué
nhiéu methanol va nhap vién giai doan mudn nén du methanol da chuyén hoa
nhiéu hinh thanh mot luong 16n acid formic nhung ndéng d6 trong méau van
cao, nhirg truong hop nay thuong co ti 18 tir vong rat cao, dién hinh 1a truong
hop bénh nhan nam 58 tudi, uéng ruou khdng rd nguon goc, sau udng 48 gio
xuat hién dau bung, di ngoai phan 16ng, roi di vao hon mé, vao tuyén dudi
chan doan soc nhiém khuan dudng vao tiéu hoa / xo gan- viém gan C, chuyén
TTCP gio tha 72, hon mé GCS 3 diém, toan chuyén héa nang pH 7,05, nong
d6 methanol rat cao 356,9 mg/dl, khoang tréng anion rat cao 142, HD 16 gio,
dung ethanol, bénh nhén tir vong ngay tht 4.

Bénh nhan c6 khoang tréng anion thap nhat 1a 16,7, day 1a bénh nhan
pha 50ml con sat khuan véi 50ml nudc, udng hét 60ml, gia dinh phat hién dua
dén vién gio thir 3,5, chua co triéu chung gi, chua toan chuyén hoa, nong do
methanol rat cao 419mg/dl, lac d6 methanol chua kip chuyén héa thanh acid
formic nén khoang tréng anion chua cao. Bénh nhan nay khoi hoan toan sau 5
ngay diéu tri khong dé lai di chung gi.

Tuong ty nhu trén, tai thoi diém nhap vién tat ca bénh nhan déu ting
khoang trong ALTT véi gia tri khoang trong ALTT trung binh 12 81,2 + 41,1
(nho nhat 15,4, 16n nhat 1a 194,2). Bénh nhan c6 khoang tréng ALTT thap
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nhat 1a 15,4 mosm/kgH.0, Ii do bénh nhan nay khéng biéu hién triéu chang
nhung 8 ban udng cung da nhap vién nén di kiém tra, vao vién gio thir 53, xét
nghiém pH 7,28, HCO;™ 15, bénh nhan dugc dung ethanol, HD sau 6 gio co
nong do methanol thi ding loc. Con bénh nhan cd khoang tréng ALTT cao
nhat 194,2 mosm/kgH,O, day 1a bénh nhan nam, nghién ruou, vao vién gid
thir 53 trong tinh trang nang hén mé GCS 7 diém, toan chuyén héa nang pH
6,8, laclat cao khong do dugc, ndng d6 methanol rat cao 357,5 mg/dl, bénh
nhan duoc diéu tri tich cuc da séng duogc, song dé lai di chiing mat thi luc
3/10. Piéu nay ciing phd hop véi Ii thuyét khi luong methanol udng cang
nhiéu, ndong do methanol mau cang cao thi khoang trong ALTT cang cao.
Ngoai ra bénh nhan udng cung ethanol thi ca ethanol ciing 1am ting nong do
tham thau dan dén tang khoang trong ALTT.

Tu két qua nghién ctu cho thay lGc vao vién khoang tréng ALTT,
khoang trong anion déu rat cao, cao hon nhiéu so v&i cac tac gia khac:
Nguyén Pam Chinh va cong su (gia tri trung binh khoang trong ALTT 58,
khoang trong anion 31,4)'®, Luong Manh Hung (khoang trbng ALTT 61,
khoang tréng anion 34,9)'", Lee (khoang tréng ALTT 53,4 + 35,5, khoang
trbng anion 32,7 + 15,4)". Cac rdi loan nang né nay i giai tai sao ti 1& tir vong
trong nghién ctu cua chang toi cao.

Pic diém nong @ methanol mau

Nong d6 methanol mau lic nhap vién cao voi gia tri trung binh 159,5 +
102,3 mg/dl (nho nhat 8,5, 16n nhat 569,7), c6 sy khéc biét gitra nhom song
c6 di chung voi nhom tir vong (p<0,05). Nong do methanol & nhém di ching
(129,7 + 83,2mg/dl) thap hon & nhém sbéng (149,9 + 119,9mg/dl), diéu nay
cling phu hop Vi thoi gian tir khi tiép xtac doc chat dén khi vao vién & nhom di
chitng muon hon nhém séng (54,61 +42,58 so véi 33,15 +18,27) do bénh
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nhan dén vién cang mudn thi luong methanol chuyén héa thanh acid formic
cang nhiéu, ngdm vao tang gay ton thuong da co quan.

Bénh nhan cé ndng do methanol mau ldc nhap vién 16n nhat trong
nghién ciu 1a mot bénh nhan nam 46 tudi, udng con séat khuan, dén vién gio
thir 11, chua cé tinh trang toan pH 7,43, methanol 569,7mg/dl, bénh nhan
dugc loc mau 20 tiéng, ra vién khong di chiing. Bénh nhan c6 nong do
methanol thap nhat 1a truong hop trong nhdém 9 sinh vién ngd doc tap thé vao
vién muon, gid tha 49, ¢é biéu hién dau dau, chong mit, khi méau toan chuyén
hoa, pH 7,29, methanol 8,5mg/dl, khoang tréng ALTT 54,8, khoang trong
anion 18,6, bénh nhan du diéu kién loc mau va dung ethanol, khi c6 nong do
bénh nhan dugc dung loc mau ¢ gio thur 5.

Nong d6 methanol mau trong nhom bénh nhan nghién ctu cao hon rat
nhiéu so véi cac tac gia khac trong nuéc va trén thé giéi nhu Nguyén Pam
Chinh 50,5 mg/dI?, Hovda va cong su 25mg/dl’, Lee 121,9 mg/dI**, Zakharov

1'°, RAt tiée chung t61 chua dinh lugng duoc acid

va cong su 88,96 mg/d
formic dé co danh gia toan dién hon.

Twong quan ndng dd methanol mau véi khoang tréng anion va
khoang trong ap luc tham thau

Khi tién hanh di chiéu khoang tréng anion va khoang tréng ALTT cua
bénh nhan Iic nhap vién véi ndng d6 methanol mau lic nhap vién thi thay rang
nong d6 methanol méau véi khoang tréng ALTT c6 mdi twong quan chit ché véi
hé s6 twong quan r = 0, 863. Trong khi d6 nong do methanol va khoang tréng
anion c6 méi twong quan it r = 0,021. Piéu nay cling phi hop Véi thuc té 1a
methanol méau cang cao thi ap luc thim thiu cang ting khi hip thu methanol dat
dinh. Két qua nay khéng pht hop véi Nguyén Pam Chinh va cong su, c6 tuong
quan gitta néng d6 methanol va khoang tréng anion Iic nhap vién, r= 0,575,

Khoang tréng anion twong quan rét it véi nong do methanol, c6 1& boi
bénh nhan trong nghién ctu cua ching tdi udng mot lugng methanol rat 16n
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nén mic du dén vién mudn nhung van con mot luong 16n methanol chua kip
chuyén hoa thanh acid formic do d6 chua ting khoang tréng anion nhiéu.

Pic diém mot so6 xét nghiém sinh héa khac lic nhap vién cia bénh
nhan ngd doc cap methanol

Creatinin mau

Trong nghién ctiu cua ching toi ¢ 36/89 bénh nhan (40,4%) ton thuong
than cap theo tiéu chuan, gia tri trung vi cua creatinin 1a 163pmol/l. Nguyén
nhan tén thuong than cap cé thé do toan chuyén hoa, tut huyét 4p va acid
formic gy hoai tir ong than. Sau loc mau chi con 1 bénh nhan ton thuong
than cap voi muc creatin 175 umol/l, bénh nhan nay tir vong. Nhu vay tinh
trang ton thuong than cap da duoc diéu tri kha tot. Két qua cua ching téi phu
hop véi tc gia Nguyén Pam Chinh, ti 1& suy than 43,3%'®. Ti 1& bénh nhan
ton thuong than cap trong nghién ctu ndy cao hon ctia Brahmi véi 25% suy
than va creatinin méau trung binh nhém nay thap hon nghién ctu cia ching toi
(155 + 38 pmol/)®.

Kali mau

Tur két qua nghién ciu cho thay 22/89 bénh nhan (24,7%) c6 tinh trang
tang kali mau véi kali mau trung vi 1a 5,85 (5,12-6,94). Diéu nay ciing phu
hop Vvéi tinh trang suy than lam giam dao thai kali qua nuéc tiéu, cong véi
tinh trang toan chuyén hda gay dich chuyén kali tir noi bao ra ngoai bao. Bénh
nhan c6 kali mau cao nhat 7,0, c6 creatinin 259 pmol/l, pH ltc vao vién < 6,8,
tar vong ngay thar 2. Két qua kali méu tang phu hop véi két qua caa Nguyén

Pam Chinh véi kali méau trung binh 5,6

Creatine kinase (CK)

Tur két qua nghién ctu cho thay c6 10/89 bénh nhan (11,2%) c6 biéu
hién tang CK vdéi gia tri trung vi la 3384,0 ui/l (t¢ phan vi 1912,0-
4725,0). Nguyén nhan c6 thé la bién ching tiéu co van trong ngd doc

hoic nguyén nhan khong dic hiéu nhu bénh nhan ton thuong than cap,
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nam bat dong tho may.Ti 1¢ taing CK trong nghién ciu nay thap hon so
véi céc tac gia khac Nguyén Pam Chinh 43,4%"'%°, Brahmi 18,7%.

Két qua chup cit 16p vi tinh/cdng hwéng tir so ndo

Ton thuong than kinh trung wong ciing 1a mét trong nhitng tén thuong
dang chu y trong ngd doc cap methanol. Trong nghién cau nay c6 63/89
bénh nhan (70,8 %) dugc chup phim. Ton thuong trén phim chup 1a 44/89
bénh nhan (69,8%). Cac ton thuong thuong thay & giam ti trong nhan béo,
hoai tir nhan béo 31,7%, ton thuong va giam ti trong céc ving ndo khac la
38%, phu ndo 14,3%, dang cha y 1a c¢6 14 bénh nhan (22,2%) co tinh trang
xuat huyét ndo, mang ndo c6 thé do ndng d¢ acid formic cao gay ra hoai tt,
chay méau. Trong nghién ctru nay c6 26 bénh nhan (30,3%) khong dugc chup
CT/MRI so ndo vi tinh trang bénh nhan qua nang, tir vong (18 bénh nhan) va gia
dinh khong hop tac vi bénh nhan nghién ruou 1au nam (8 bénh nhan).

Trong y van nhiéu tac gia md ta xuat huyét trong 6 nhdi mau ¢ bénh
nhan ngd doc cap methanol®,*®. Theo tac gia Barceloux c6 ton thuong dién
hinh ¢ than kinh trung wong trong ngd doc cap methanol 1a xuat huyét néo cé
tinh chéat d6i xang hai bén hoac hoai ti tai vi tri nhan béo sdm do day 1a khu
vuc han ché tugi mau trong khi lai ting chuyén hoa hon khu vuc khac, do d6
nhan béo 14 vi tri d& ton thuong nhat'. Theo tac gia Sefidbakht trong ngé doc
methanol ngoai xuat huyét ndo va hoai tu tai vi tri nhan béo con co thé gip

71 Nhu vay ton

thoai hoa hoai tir chat trang hai bén va xuat huyét dudi nhén
thuong nao qua phim chup CT/MRI trong nghién cuu nay phu hop vai cac
ton thuong thudng gap trong cac nghién ciru khac va trong y vian. Pang tiéc 1a
c6 26/89 bénh nhan khéng chup dugc CT/MRI danh gia ton thuong ndo vi céc
li do nhu bénh nhan ning tir vong xin vé ngay, qua ning khéng chup dugc

hoac gia dinh khong hop tac, khong dong y chup.
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T4t ca bénh nhan trong nghién cau déu vao vién trong tinh trang rat
nang nén chdng t6éi cho dung ethanol va loc mau ngay, sau loc méau tinh
trang huyét dong 6n dinh méi di chup dwgc CT/MRI so ndo nén ciing
khong loai trir duge c6 lién quan dén viéc dung chéng déng hay khong,
day ciing 1a khé khin chung & cac nuéc nghéo, khdong c6 may CT tai chd
chup phim loai trir c6 chay méau nio truéc khi loc mau va cac diéu tri
khac.

4.2.2. Mt s6 yéu to lién quan dén ton thwong than kinh thi giac va tir
vong
4.2.2.1 Mt sé yéu té lién quan tén thwong than kinh thi giac

Két qua kham mat

Methanol duoc chuyén héa thanh formaldehyde. Formaldehyde ton tai
rat ngan trong huyét twong 1- 2 phat nén khéng cé kha ning giy doc, sau do
chuyén hda rat nhanh thanh acid formic, acid formic chuyén hdéa cham nén
tich tu lai gay doc. Acid formic gay doc truc tiép Ién té bao than kinh véng
mac va dia thi gi4c lam tén thuong mat. Bén canh d6 qua trinh toan chuyén
hoa do ngd doc methanol ciing lam ting doc tinh do lam ting khuéch tan cua
acid formic vao trong té bao va lam cho ton thwong mat kéo dai hon. Trong
nghién cau nay cé 64/89 bénh nhan (71,9%) duoc kham mat bai bac si
chuyén khoa Mat (soi diy mét cap ctu tai giwdng néu bénh nhan ning, tho
may hoic kham tai khoa Mat néu bénh nhan 6n dinh), trong d6 ti 1é bénh nhan
c6 ton thuong thi giac rat cao 34/64 bénh nhan (53,1%). Pang tiéc vi c6 25
bénh nhan (28,1%) khong dugc kham mat vi bénh nhan qué ning tir vong
(21 bénh nhan) va gia dinh khong hop tac kham (4 bénh nhan).

Ti 1& bénh nhan tén thwong than kinh thi giac trong nghién ctu nay
phU hop véi céc tac gia khac nhu nghién ciu cua Desai va cong su khi thay

78/122 bénh nhan ngd doc cap methanol bi di chang thi giac chiém
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63,9%'"?, song lai cao hon Hovda ton thuwong thi gidc chi c6 8,9%, tuy
nhién nong d6 methanol trung binh trong nghién cau nay chi c6 80mg/dl’.
Té&c gia Sharma cho rang ton thuong than kinh thi giac trong ngo doc cap
methanol 13 phu dia thi, viém than kinh thi gi4c, giam/ hoic mat thi lyc,
khong thdy duc thuy tinh thé'"®, day ciing 13 hinh thtc ton thwong mét hay
gip trong y vin vé ngd doc cip methanol, didu nay ciing phu hop voi két
qua trong nghién ctru cua ching t6i.

M@t s6 yéu té6 1am sang, can 1am sang ldc nhap vién lién quan ton
thwong than kinh thi giac

Két qua nghién ctu cho thiy: bénh nhan dén vién muon > 24 gio cd
nguy co ton thuong thi giac cao gap 2,84 1an bénh nhan dén vién trudc 24 gio.
(95%Cl 0,977-8,281). Két qua nay ciing phu hop voi nghién ctu trude da
chung minh thoi gian dén vién muon co lién quan véi mac ¢6 nhin mo (r=0,6,
p <0,05), mtrc d6 thoai hoa vong mac (r= 0,49), p<0,05) va lién quan véi thay
d6i kich thude ddng tir (r= 0,6, p<0,05)*"%. Bac biét c6 8 bénh nhan mat thi
lyc, trong d6 1 bénh nhan rat tré 16 tu6i ngd doc qua duong hit va dén vién rat
muon khi khdng nhin thay gi nira. Két qua nghién cau phd hop véi co ché
sinh 1i bénh, bénh nhan dén vién cang mudn, lugng methanol chuyén hda
thanh acid formic cang tang dan dén ton thuong té bao than kinh thi giac cang
nang né véi ti I¢ di ching cao hon.

Trong nghién cau caa Brahmi trén 16 bénh nhan c6 11 bénh nhan tén
thuong thi giac, 5 bénh khdng ton thuong thi gidc. Cac yéu t6 lién quan lan
luot 14 thoi gian tir khi tiép xac doc chat dén khi xuat hién triéu ching (gio)
(9,2 £ 5,5 s0 véi 16,6 + 8,08, p= 0,04), lwong methanol udng (gam) (462 +
350 s0 véi 105 + 60, p= 0,0001), pH (7,10 % 0,2 s0 véi 7,30 % 0,07, p= 0,04),
nong d6 methanol (mg/dl) (220 + 110 so véi 84 + 63)*. Trong nghién ciu cua

ching t6i nong d6 methanol khong c6 sy lién quan véi ton thuong thi giac co
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thé mot phan do bénh nhan cua ching toi dén vién mudn 45 gid mudn hon nhém
bénh nhan caa Brahmi trung binh 36 gio, khi d6 mot luong 16n methanol da
chuyén thanh acid formic.

4.2.2.2. Mgt sé yéu té lién quan dén tir vong

M@t s6 yéu to 1am sang lién quan tir vong

Két qua nghién ctu cho thay bénh nhan mat phan xa anh sang cua dong
tr o nguy co tir vong cao gap 10,44 1an so véi bénh nhan con phan xa anh
sang caa dong tir (95%Cl: 3,23-33,72). Piéu nay ciing twong ty khang dinh
cua Barceloux dau hiéu dong tir gidin mat phan xa anh sang 14 mot dau hiéu
tién lugng nang trong ngd doc cap methanol®.

Bénh nhan tut huyét p c6 nguy co tir vong cao gap 14,41 1an bénh nhan
c6 huyét ap binh thuong (95%Cl: 3,01-69,14). Bénh nhan suy hd hap phai dat
noi khi quan cé nguy co tir vong cao gap 20,54 l1an bénh nhan khéng suy hod
hip (95%CI: 4,47-94,41). Bénh nhan hon mé sau GSC < 8 co nguy co tir
vong cao gap 18,5 1an so véi bénh nhan c6 GCS > 8 (95%CI: 5,61-61,02).

Nghién ctu ciia chung t6i ciing phu hop voi két qua cac nghién ctu
truéc: theo Kute? va Hovda’ thi suy hd hap phai thd may va hon mé c6 lién
quan dén ti vong (p<0,001).

Rat nhiéu tac gia trén thé gidi da chung minh bénh nhan hén mé khi
nhap vién 1a mot yéu to lién quan tr vong nhu: Liu va cong su nghién ciu 50
bénh nhan ngd doc methanol tai Toronto®, Hovda’, Hassanian-
Moghaddam®*?, Paasma®®, Naraqi®’, Swartz**. Diéu nay phu hop véi thuc té
theo y vin thé gidi va Viét Nam. Vi bénh nhan trong nhém nghién ciu nhap
vién mudn, ngd doc sb lugng 16n, ton thuong than cap, toan chuyén hoa dan
dén nong do6 acid formic cao gy uc ché hd hap té bao, ton thuong than kinh

trung wong gay hon mé.
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Bénh nhan tién st nghién ruou c6 nguy co tir vong cao gap 5,19 lan bénh
nhan khoéng nghién ruou (95%CI: 1,39-19,35), diéu nay phl hop véi i thuyét
Vi & bénh nhan nghién ruou hé MEOS dac biét la enzym Cytochrom P450 2E1,
CYP 2E1 dugc cam Ung 1én tang hoat dong khi d6 lugng methanol s€ duoc
chuyén hoa thanh acid formic nhanh hon, nhiéu hon gay ra triéu ching ngo doc
nang hon din dén ti 18 tir vong cao hon. Trong 89 bénh nhan nghién ctu, tir vong
36 bénh nhan trong d6 c6 téi 33 bénh nhan ¢ tién sir nghién ruou.

Két qua nghién ctu cho thay thoi gian tir khi tiép xtic doc chat dén khi
nhap vién chua c6 méi lién quan véi tir vong, diéu nay khéng phi hop véi
cong bé cua tac gia Hassanian- Moghaddam thoi gian dén vién muon > 24 gio

152 Pidu nay c6 thé do dic diém mau cua ching tdi hau

lién quan dén tir vong
hét 12 bénh nhan dén vién rat muon, udéng 1 luong methanol rat 16n, ti 18 t
vong cao dan dén kho so sanh dé dua ra két luan vé thoi gian

M@t s6 yéu to can 1am sang lién quan tir vong

Tur két qua nghién cau cho thay bénh nhan c6 pH < 7,0 ¢6 nguy co tir
vong cao gap 2,83 lan bénh nhan cé pH >7,0 (95%Cl: 1,17-6,87). Bénh nhan
c6 lactat > 3,65mmol/l c6 nguy co tir vong cao gap 5,83 lan bénh nhan c6
lactac <3,65 (95%Cl: 2,27-15,0). Bénh nong c6 nong d6 methanol > 93,96
mg/dl c6 nguy co tir vong cao gap 4,47 lan bénh nhan c¢6 nong do methanol
<93,96mg/dl (95%Cl: 1,37-14,57). Bénh nhan ton thuong than cip creatin
> 130 pmol/l c¢6 nguy co tir vong cao gap 5,44 lan bénh nhan cé creatinin
<130 pmol/l (95%ClI: 2,16-13,72). Bénh nhan co tiéu co van CK > 1000
ui/l co6 nguy co tir vong cao gap 7,286 lan bénh nhan c6 CK< 1000ui/l
(95%Cl:1,45-36,69).

Két qua trong nghién ciu nay ph hop véi cac tac gia khéc trén thé gidi:

Coulter pH< 7,22'™, Hovda va cong sy pH<6,9 1a yéu té lién quan tir vong’.
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Cac tac gia khac ciing ching minh pH <7,0 lién quan dén tir vong: Liu va
cong su®, Mayer' ", Hasanian- Moghaddam®?, Paasma va cong su’".

Niam 2019 tac gia Hossein Hassanian va cong su™'° dua ra tuyén bd dong
thuan trong tiép can vu ngd doc methanol vé& micc pH va tinh trang y thuc lién
quan tr vong nhu sau: Trong 304 bénh nhan ngo doc cap methanol, ¢ 80
bénh nhan hdn mé, 224 bénh nhan tinh, chia lam 4 nhom

- Nhém 1 (nguy co nhom A): pH > 7 va bénh nhén tinh: nguy co tir vong 5%.

- Nhom 2 (nguy co nhém B): pH 6,74- 6,99 va bénh nhén tinh: nguy co
tu vong 14%).

- Nhém 3 (nguy co nhém C + D + E): pH <6,74 va bénh nhan tinh hoac
pH 6,74- 6,99 va bénh nhan hén mé: tir vong 52%.

- Nhom 4 (nguy co nhom F): pH <6,74 va bénh nhan hon mé: tir vong 83%.

Bénh nhan trong nhdm nghién ctu mic du dén vién muon nhung ndng
d6 methanol con rat cao diéu d6 ching té bénh nhan da uéng mot luong vo
cuing 16n. Nong d6 methanol > 93,96 mg/dl lién quan dén tir vong phd hop véi
cac nghién ctu khac nong d6 methanol cao 1a yéu tb lién quan ti vong
Swartz*, Liu®, Paasma™. Gan day Zakharov da tién hanh nghién ctu trén 38
bénh nhan ngd doc cap methanol, 6ng tién hanh dinh lugng ndng do format va
dua ra két luan nong do formate > 11- 12 mmol/l ¢6 lién quan dén di ching
mat, than kinh va tir vong®, day 1a mot budc tién maéi rat cé y nghia 1am sang
trong nhitg trudng hop bénh nhan dén vién muon khi ma methanol da
chuyén hoa thanh acid formic.

Trong nghién ctu nay tinh trang ton thuong than cap creatin >
130pumol/l cé lién quan tr vong, tuong tu VoI tac gia Lee creatinin > 1,4
mg/dl (~ 124 pmol/l) 1a mot trong nhitng yéu t6 lién quan tir vong™*. Biéu nay
phU hop Vvéi thuc té boi nhitng bénh suy than déu ¢ tinh trang ngd doc nang
né, toan chuyén hoéa, truy tim mach. Tir két qua nghién ctiu cho thiy CK ciing
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la mot trong nhiing chi sb lién quan dén tir vong, ¢6 18 can phai thém nghién
ctru va gia thiét dé i giai diéu ndy, theo chiing t6i mot phan 1a bénh nhan ngo
ddc methanol khi dén vién muon cling nam trong bénh canh chung nhu cac
bénh Ii khéc 1 sbc, 1a suy da tang.

Theo két qua nghién cau cua ching toi bénh nhan ting dudng mau
(glucose >7,7 mmol/l) c6 nguy co tir vong cao gap 3,699 lan bénh nhan c6
glucose < 7,7 mmol/l (95%CI: 1,38-9,92), didu nay ciing phu hop Véi tac gia
Sanaei- Zadeh glucose >140mg/dl (~7,7 mmol/l) cé nguy co tir vong cao hon
nhom khong ting duong mau khoang 6,5 lan khi tac gia nghién ctu trén 95
bénh nhan ngd doc cap methanol tai Pai Loan véi 43,7% bénh nhéan c6 tang
duong mau *. Tuy nhién ciing cAn xem xét thém mot s6 yéu té lién quan nhu
bénh nhan co tién sir dai thdo dudng hay khdng? Bénh nhan vao tuyén dudi c6
dugc truyén duong du phong ha duong huyét hay khong vi bénh nhan thuong
nghién ruou, udng ruou trién mién va an udng kém. Trong s 36 bénh nhan ti
vong ¢ 2 bénh nhan tién st dai thao dudng, tuy nhién nhitng bénh nhan chuyén
tir tuyén dudi 1én (35 truong hop) gidy chuyén vién khong ghi day da thong tin
nén chung t6i ciing khong biét dugc bénh nhan da truyén duong hay chua. Thuc
té chua c6 tai liéu ndo dé cap dén viéc ngdo doc methanol giy ting dudong mau
truc tiép, co 18 ting duong mau trong ngd doc cap methanol nam trong bénh
canh bénh nhan nang, suy tang, tang do stress.

4.3. Panh gia hiéu qua phac d6 loc mau tich cwc phdi hop véi ethanol
dwong udng trong diéu tri ngd doc cap methanol
4.3.1. Hiéu qua cai thién céc triéu chieng trén 1am sang cia phac do

Vé phac d6 diéu tri so véi cac nudc trén thé gigi ethanol duong tinh
mach d3 duoc ap dung rong rai, fomepizole da bat dau duoc &p dung phd bién
dic biét & cac nudc phét trién, tham chi c6 nhitng bénh nhan dén sém khdng
can phai loc mau. Trong khi d6 véi diéu kién thuc té tai Viét Nam con rat han
ché vé antidote chi c6 ethanol duong uéng ciing nhu han ché vé mat truyén
thong dé nguoi dan c6 thé nhan biét dau hiéu ngo doc, tiép can véi diéu tri
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sém hon. Nghién ctru cua ching tdi 4p dung diéu tri phéi hop loc méu tich
cuc va ethanol dudng udng 1a mot budc tién méi trong diéu tri ngd doc cap
methanol ¢ diéu kién hién nay. Dya trén nhitng danh gia vé két qua 1am sang,
can 1am sang phac d6 cua ching t6i mang lai nhitng hiéu qua nhat dinh

Két qua chung

Trong nhdm nghién cu ti 1& tir vong 1a 36/89 bénh nhan (40,4%), sbng
c6 di chiing 1a 26/89 bénh nhan (29,2%), séng khdng di ching 1a 27/89 bénh
nhan (30,4%). Li giai ti I€ t&r vong trong nghién cuiu cuaa chdng téi cao la do do
bénh nhan ngd doc rat nang (PSS muc do nang 1a 78,6%), mic do suy da tang
nhiéu SOFA 5 (2,5-7,5), dén vién rat muén so véi cac tac gia khéc (trung binh
45 gid), ndng do methanol mau cao (trung binh 159,5mg/dl), khoang tréng anion
cao (42,76 + 12,85 mmol/l), khoang trong ALTT tang (81,2 + 41,2 mosm/kg
H,0), phan Ion vao vién trong bénh canh toan chuyén héa niang (pH 7,1), hén
mé sau, suy hd hap, tut huyét ap.

Ti 18 tar vong trong nghién ctu nay thap hon nghién ciu caa Nguyén
Pam Chinh nghién ctru trén 30 bénh nhan, dung HD, khéng dung ethanol, ti
I¢ tir vong trong nhom nang phai loc mau (n=17) la 7/17 bénh nhan (41,2%),
mac du trong nghién ciu cia Nguyén Pam Chinh néng d6 methanol trung
binh thap chi c6 50,5mg/dl, thoi gian dén vién trung binh sém hon 37 gio'®.
Piéu nay chinh t6 loc mau tich cuc phéi hop ethanol dudng udng mang lai hiéu
qua cho bénh nhan ngd doc cap methanol, giam ti 1¢ tir vong so véi trudc day.
Tuy nhién ti 1€ tir vong trong nghién ciru cua ching téi lai cao hon céc tac gia
khac: Hovda 18%, Zakharov 20,8%, Paasma 23%, Sanaei- Zadeh 28,%, Lee
34,4%. Theo nghién cau cua Hodva va Zakahrov, ti 1¢ tir vong lan luot 13 21%
va 20,8% vi ndng do methanol trong cac nghién ciu nay thip hon, chi c6
80mg/dl va 88,96mg/dl, tinh trang toan chuyén héa lic vao vién (pH 7,2), nhe
hon so véi nghién ciu cua ching toi’,'°. TAc gia Lee ti 18 tr vong 34,4% thap hon
vi ndng d6 methanol thap hon (121,9 + 144,0mg/dl), khoang tréng anion (32,7 +
15,4 mmol/l) va khoang trong ALTT (53,4 + 35,5 mosm/kg H, O) déu thap hon
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so v6i nhoém bénh nhan caa ching tdi**. Tuong tr bénh nhan trong nghién cau
cua Paasma va Sanaei-Zadeh déu c6 ndng d6 methanol, khoang trong anion,
khoang trong ALTT thap hon, thoi gian dén vién sém hon so véi bénh nhan
trong nghién cau caa ching t6i***:.

Trong 26 bénh nhan di ching ching t6i danh gia tai thoi diém ra vién va
sau 1 thang bang goi dién thoai c¢6 15 bénh nhan di ching mét, 5 bénh nhan di
chizng ndo va 6 bénh nhan di chang ca mét va néo.

Trong 11 bénh nhéan di chirng ndo cé 7/11 bénh nhan (63,6%) di ching
murc d tan tat nang, 1/11 bénh nhén (9,1%) con y thuc nhung phai phu thude
nguoi khéc, 3/11 bénh nhén (27,3%) ty phuc vu ban than nhung suy giam tri
nhé, thay doi tinh nét.

Trong 21 bénh nhan di chang mat cd 8/21 bénh nhan (38,1%) mit thi luc
khong nhin dwoc mac di da diéu tri chuy@n khoa mat nhung khong hdi phuc sau
1 thang. 7/21 bénh nhan (33,3%) nhin md tiép tuc diéu tri chuyén khoa mat, sau
1 thang van nhin mo. C6 6/21 bénh nhan (28,6%) cd ca di ching ndo ning né
chuyén tuyén dudi khong chuyén khoa mat diéu tri dugc.

Cai thién mirc do nang trén lam sang

Sau diéu tri bénh nhan cé su cai thién vé micc d6 niang theo PSS (diém
PSS muc do nang, va trung binh giam nhiéu, mirc d6 khong triéu chimg ting
nhiéu), lic nhap vién cd 78,6% bénh nhan ngd doc mic d6 nang sau diéu tri
chi con 18% muc d6 nang, luc nhap vién chi c6 3,4% bénh nhan khong co
triéu chimg, sau diéu tri con sé nay da tang 1én 30,3%, sy khac biét c6 y nghia
théng ké (p<0,001). Piéu nay ching té phac d6 diéu tri cai thién tinh trang
lam sang.

Cai thién tinh trang y thuac

Sau diéu tri bénh nhan cd sy cai thién rd rét vé y thirc diém GCS trung vi
tang tir 14 (6,5-15) lén 15 (14,5-15) & nhom séng va nhdm di chiing, su khéc
biét co v nghia thong ké (p<0,001). Két qua nay phl hop tac gia Pham Nhu
Quynh trude diéu tri 1a 7,76 + 4,43, sau diéu tri 12 10,15 + 4,84,
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Cai thién tinh trang ho hap

Tai thoi diém nhap vién trong nghién ctu nay c6 53 bénh nhan ¢ nhém
séng va nhom di ching thi c6 33 bénh nhan (62,3%) suy hd hap phai thd may.
Cac bénh nhan nay déu c6 tinh trang toan chuyén hoa ning, nong ¢6 methanol
mau rat cao, suy hd hap. Ti 1& suy hd hap trong nghién citu ndy cao hon nhiéu
c4c tac gia khac nhu Nguyén Dam Chinh ti 1& suy hd hap 43%'®*, Hovda
41%’, Kute 43,9%. Sau diéu tri con 8 bénh nhan (15,1%) phai thé may
chuyén vé tuyén dudi, day déu la nhiing trudng hop di chang no. Sau diéu tri
c6 sy cai thién rd rét vé tinh trang suy hd hap (p<0,001). Thoi gian tho may
trong nhém bénh nhan nghién ctu trung binh 1 gan 3 ngay, c6 bénh nhan lau
nhat 12 7 ngay va bénh nhan nay co tinh trang viém phoi. Khi rat ong noi khi
quan sém s& han ché dugc tinh trang viém phoi, nhiém tring bénh vién.

Cai thién tinh trang suy da tang theo SOFA

Trong 53 bénh nhan & 2 nhdm séng va nhém di ching lGc nhap vién
gia tri trung vi cua thang diém SOFA 1a 3 (1-5), sau diéu tri cai thién tét
tinh trang suy da tang SOFA xuéng con 2 (0-3). Su khéc biét c6 y nghia
théng ké (p<0,05).
4.3.2. Hiéu qua cai thién trén can I1am sang cia phac do
Hiéu qua cai thién toan chuyén héa caa loc mau

Sau khi truyén kiém tinh trang toan chuyén hoa da dwoc khic phuc
nhung néu khéng loc méau thi tinh trang toan chuyén héa s& tiép dién vi
methanol tiép tuc chuyén hda thanh acid formic, acid lactic tiép tuc ting 1én.
Theo nhiéu tac gia trong nudc va trén thé giéi pH 1a yéu to lién quan dén ta
vong, dic biét trong nghién ciu cua ching tdi pH trung vi 1a 7,14 thap hon rét
nhiéu cac tac gia khac nhu Zakharov pH 7,15%, Hovda pH 7,2, Nguyén Dam
Chinh pH 7,11'"".
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Sau loc méu lan 1 cac chi sé pH, HCO; , BE, lactat déu cai thién rat tot
(vao vién gia tri trung vi pH 7,14, HCO; 6,30, BE -23,15, lactat 5,55) (sau loc
mau gia tri trung vi pH 1én 7,45, HCO5 Ién 23,30, BE Ién — 0,1, lactat giam
xudng 3,65). Su khac biét co y nghia théng ké (p< 0,001). Két qua nay phu
hop Pham Nhu Quynh ¢ vao vién pH mau trung vi 7,01, HCO3  trung vi 6,0,
BE trung vi 23,8, lactat trung vi 5,6 sau loc mau pH 1én 7,45, HCO3 26,1, BE
lén 1,9, lactat xudng 3,4'*.

Sau loc mau l1an 1 c6 34 bénh nhan do nong d6 methanol con cao (22
bénh nhan) va do tic qua loc (12 bénh nhan) nén phai loc 1an 2, sau loc mau
lan 2 HCO5 va BE déu ting c6 ¥ nghia théng ké (p<0,05).

Tinh trang toan chuyén héa da dugc cai thién rat nhanh, rat tét vi bénh
nhan vao vién duoc truyén bicarbonat va loc mau ngay nhung vi bénh nhan
cua chung t6i dén vién rat muon va ngo doc luong methanol rat Ion nén da
sinh ra rat nhiéu acid formic gy suy da co quan, mot s6 bénh nhan toan
chuyén hoa ning, suy da tang va ti vong.

Hiéu qua loc methanol

Tai thoi diém nhap vién 89 bénh nhan c6 nong do methanol rét cao trung
binh 159,5 + 102,3 mg/dl, cao nhat 569,7 mg/dl, c6 dén 91% bénh nhan cé
nong do methanol > 50mg/dl (day 1a ngudng ma bénh nhan co thé tir vong
néu khong duoc diéu tri tich cuc), con lai 5 bénh nhan (5,62%) c6 nong do
methanol 20- 50mg/dl (12 ngudng gy tén thwong mat néu khong duoc diéu
tri), chi c6 3 bénh nhan (3,38%) c6 nong d6 methanol < 20mg/dl (14 ngudng
khéng phai diéu tri nhung vi bénh nhan cua ching toi dén vién muon trén 48
gid nén methanol di chuyén hda thanh acid formic, bénh nhan c6 toan chuyén
héa, ting khoang tréng anion). Nhu vay néu khéng diéu tri chi nhin vao ndng
d6 methanol ban dau thi bénh nhan trong nhém nghién ciu caa ching tdi ¢ ti

16 tir vong rat cao theo nhu nghién ctu cua Baceloux'. Nong d6 methanol
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trung binh hon rat nhiéu céc tac gia khac nhu Nguyén Pam Chinh 50,5
mg/dI*®®, Zakharov 93,76 mg/dl *, Lee 121,9 mg/dI**. Nghién citu caa Pham
Nhu Quynh ndng do methanol Iic vao vién 1a 160mg/dl sau HD kéo dai lan 1
giam xubng con 25,51mg/dl, mot sé bénh nhan phai loc mau lan 2, néng do
methanol trung binh vé& muc dudi ngudng gy doc 1a 16,18mg/dI**°. Nghién
ctru ctia Abdolkarim pht hop véi két qua nghién ciu caa ching tdi HD giam
nong do methanol tdt, theo tac gia nay gia tri methanol trung binh truéc HD 4
22,4 + 10,5mg/dl, sau HD giam xudng con 7,3 + 6,1 mg/dI*™®.

Két qua nghién ctru cua chiing t6i sau diéu tri ndng d6 methanol giam rat
nhiéu tir 159,49mg/dl xudng con 22,11mg/dl sau loc mau lan 1 va con 11,87
mg/dl sau loc mau lan 2, day 1a ngudng khéng con chi dinh diéu tri dic hiéu,
duoc coi la an toan cho bénh nhan.

Hiéu qua giam khoang tréng anion va khoang trong ap luc tham thau

Tai thoi diém nhap vién tat ca bénh nhan déu cé tang khoang tréng
anion, gia tri trung binh 1a 42,76 + 12,85 (mmol/l). Két qua nay phu hop
véi |i thuyét bénh nhan trong nghién ciu cua ching toi dén vién muon nén mac
di nong do methanol con cao nhung cling c6 mét luong kha Ién methanol da
chuyén hoa thanh acid formic gay toan méu va giy tang khoang tréng anion. Do
vay khoang tréng anion ti I& thuan véi mic d6 nang cia bénh. Két qua nghién
ctu cua ching t6i phi hop vai két qua Pham Nhu Quynh khoang tréng anion
trung binh 42,97 + 14,6'*, nhung lai cao hon Nguyén Pam Chinh trung vi la
22" ee trung binh 12 32,7 + 15,4,

Sau diéu tri khoang tréng anion giam nhiéu (gia tri trung binh 20,33 +
9,34) sau loc mau lan 1 va giam xuéng con (16,85 * 6,35) sau loc mau lan 2
lan 2, sy khéac biét c6 ¥ nghia thong ké (p<0,001). Tuong tu Pham Nhu

Quynh sau diéu tri khoang trng anion 1a 14,3 + 8,66,
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Tai thoi diém nhap vién tit ca bénh nhan déu co ting khoang tréng
ALTT (gi& tri trung binh 81,2 £ 41,1 mosm/kgH,O). Theo dinh nghia khoang
trong ALTT > 10 mosm/kg H,O dugc coi 1a ting. Két qua nay phi hop vai i
thuyét nong d6 methanol cang cao thi ALTT cang cao, thém nita bénh nhan
c6 udng cung ethanol thi ethanol ciing tham gia 1am ting ALTT vi chung déu
c6 trong lwong phan ti nho. C6 3 bénh nhan ndng do methanol < 20mg/dl thi
khoang tréng ALTT c6 ting nhung ting khong dang ké so voi gia tri binh
thuong. Sau loc mau ndng do methanol giam thi khoang trong ALTT ciing
giam, cac san pham chuyén héa cua methanol Ia acid formic va format
khong tham gia tao ALTT. Trong nghién ctu cia Pham Nhu Quynh
khoang trong ALTT trung binh 1a 78,34 + 47,5° Nguyén Pam Chinh gia
tri trung vi la 58'®°, Lee gid tri trung binh 53,4 + 35,5, déu thdp hon két
qua cua ching toi.

Sau loc mau khoang trong ALTT vé gia tri thap hon rat nhiéu (26,44 +
19,44 mosm/kg H,0) sau loc mau lan 1 va con (24,14 + 23,69 mosm/kgH,0)
sau loc mau lan 2, su khéc biét c6 ¥ nghia thong ké (p<0,001). Két qua nay
phU hop v&i Pham Nhu Quynh sau diéu tri khoang trong ALTT giam xudng
con 26,7 + 12,83,

Cai thién tinh trang ton thwong than cap

Trong nghién ciu nay IGc nhap vién c6 36 bénh nhan (40,4%) ton
thuong than cap theo tiéu chuan, gia tri trung vi creatinin 1a 163 pmol/l. Sau loc
mau chi con 1 bénh nhan ton thuong than cap (creatinin 175 umol/l), bénh nhan
nay rat nang va tir vong. Nguyén nhan tén thuong than cap co thé 1a tut huyét &p
va mot phan do acid formic gy hoai tir dng than truc tiép. Ti 1 bénh nhan ton
thuong than caa chling t6i thap hon Nguyén Dam Chinh 43,3% (trung vi 186)'”,
cao hon Pham Nhu Quynh 37,83% (trung binh 125,6 + 43,46)'*,
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Hiéu qua dat ndng dé ethanol theo muc tiéu

Trong tong sé 414 miu xét nghiém ethanol ti 16 mau ethanol dat muc
tiéu diéu tri 100-150mg/dl 1a 21,2%. C6 38 bénh nhan duoc 1am xét nghiém
ethanol 1 gio/ lan trong 8 gio HD, ndéng do ethanol trung binh gan dat
100mg/dl, ndng d6 ethanol dat muc tiéu theo gid dao dong tir 15,8-31,6%.

Trong téng sé 414 mau lam xét nghiém c6 274/414 mau (66,2%) ethanol
<100mg/dl vi chung toi dung ethanol duong udng lién quan dén hap thu,
chuyén hoa ciing nhu c6 mot s6 yéu té khac anh huong nhu bénh nhan tho
may, tut huyét ap, nén, bung chuéng... Thém nita ching toi khdng co két qua
ethanol dinh lugng ngay nén khong diéu chinh duoc liéu ethanol.

Két qua dat ndng d6 ethanol theo mong muén cua ching t6i thap hon tac
gia Wedge nghién ctu trén 49 bénh nhan ngo doc methanol va ethylenglycol
ding ethanol truyén tinh mach, ti Ié mau ethanol dat 100-150mg/dl 1a 27%, tac
dung khdng mong muén trong nghién ciru ndy cao hon chung t6i nhu 71% kich
thich than kinh trung wong, 20% suy giam y thtc, ndn 22%, khdng c6 bénh nhan
nao ha duong mau'’.

4.3.3. Mot s6 dic diém lién quan dén loc mau

Quy trinh thuc hién cac bién phap diéu tri trong phac d6 nghién ctu cia
chdng tdi kha tét, 100% bénh nhan duoc loc mau (trong dé c6 85 bénh nhan
toan chuyén hoa pH <7,3; 3 bénh nhan sau uéng ruou khong rd ngudn gdc cé
dau hiéu sinh ton ning, hdn mé da duoc truyén kiém va dat dng noi khi quan
tuyén dudi, 1 bénh nhan sau udng con séat khuan dugc me phat hién dua luon
Va0 Vién chua c6 tinh trang toan chuyén héa sau khi c6 néng d6 methanol
duogc diéu tri ngay theo phéac dd).

Thai gian tir khi bénh nhan ¢én TTCD, 1am chan doan dén khi duoc loc
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méau khoang 2 gid, bénh nhan dugc loc mau sém hon nhiéu so véi tac gia
Nguyén Dam Chinh, trung binh 5 gid®. Tuy nhién bénh nhan thudng dén vién
muon nén thoi gian tir khi 6 biéu hién nhiém doc (dd chuyén hoa di muc
acid formic gay doc) téi khi duoc loc mau khoang gan 16 gio, ¢6 bénh nhan
dén vién sau 3 ngay. Diéu nay phu hop véi tinh trang ning caa bénh nhan khi
nhap vién va ti I¢ tir vong, di ching con cao.

Mic du bénh nhan thuong dén vién mudn nhung ndéng do methanol do
dugc con rat cao, do d6 trong nghién ctu ctia ching toi c6 34/89 bénh nhan
(38,2%) loc 1an 2 do nong d6 methanol cao (22 bénh nhan) va do tic qua loc
(12 bénh nhan). HD 1a lya chon uu tién trong ngd doc cap methanol, chi c6 4
bénh nhan phai CVVH do tinh trang qué ning, tut HA mic du da dung thudce
van mach liéu cao (3 bénh nhan CVVH tir dau, 1 bénh nhan sau HD dugc tiép
tuc CVVVH). Theo nhiéu tac gia thoi gian HD 1a 8 gio néu nhu khong c6 nong
d6 methanol. Trong nghién ctu cua ching tdi tat ca ngudi bénh duoc woc tinh
thoi gian loc mau khi ¢ két qua ndng do methanol dé dat muc tiéu ha thap
nong do methanol < 20mg/dl. Thoi gian loc mau trung binh 1a 9,6 gio.

Tac gia Pham Nhu Quynh sir dung phuong thic HD 8 gio trén 30 bénh
nhan ngd doc cap methanol cd 14 bénh nhan (46,7%) phai loc lan 2, tuong
duong véi nghién ctu cia ching téi vi nong do methanol trung binh
160,22mg/dl, cua ching t6i la 159,5 mg/l, thoi gian tir khi tiép xtc methanol
dén khi nhap vién muon 45 gio twong tu nhu nghién ciu cua ching toi®.

Tac gia Kute nghién ctru trén 91 bénh nhan, cé 14,3% bénh nhan phai
loc cudc 2, thap hon nghién ciru cta ching tdi vi ndng d6 methanol trung binh
trong nghién ciu ndy thap hon cua ching t6i, bénh nhan dén sém hon, thoi

gian 1 cudc HD tir 4-6 gio (thap hon nghién ctu cua ching t6i), toc do mau



127

250-350ml/phdt, tbc do dich tham tach 1a 500ml/phat, dién tich mang loc >
1,5m*”. Trong khi nghién cau cua ching t6i tc d6 dich tham tach Ia
500ml/pht, téc do mau khoang 200-220 ml/phdt, dién tich mang loc 1,3m?,
thoi gian loc 1an dau 12 8 gio.

Két qua nghién ctiu cho thay bién chimg thuong gap nhat 14 tac qua loc
13,5%, cac bénh nhan nay da duoc thay qua loc va tiép tuc loc, bién chang
chay mau chan catherter rat it va nhe, cac bénh nhan nay duoc bang ép cam
mau tai chd va déu 6n dinh.

4.3.4. Mot s6 dic diém phac dd ethanol dwong udng

Trong nhém nghién ciu bénh nhan thuong dén vién muon nén xét
nghiém ldc vao vién chi ¢é 7/89 bénh nhan (7,9%) cé xét nghiém ethanol
duong tinh, thoi gian tir khi bénh nhan ¢ triéu ching dén khi dung ethanol
kha dai thuong 14 gio do bénh nhan dén mudn, bénh nhan vao vién duogc
dung ethanol ngay, sau khoang nta gio, lugng ethanol duge dung dén khi
dat tiéu chuan dung ethanol, luong kha Ion khoang 1530ml.

Mot sé tac dung phu khi dung ethanol nhu kich thich than kinh trung
wong 28,6%, Gc ché than kinh trung wong 10,7%, xuat huyét da day 5,6%, cac
truong hop nay déu xuat huyét & mac do nhe (dich da day den ban, di ngoai
phan den), khdng phai truyén méu, 6n dinh sau 2 ngay diéu tri bang thuoc
esomeprazole theo phac d6, ha duong mau 2,2% (ca 2 bénh nhan nay déu da
duoc truyén duong 5% du phong ha duong mau), do d6 bac si diéu tri bénh
nhan ngd doc cap methanol ciing can phai chu y diéu tri du phong. Cac tac
dung phu nay duogc phét hién va diéu chinh kip thoi nén khdng gay ra bién

ching gi..
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4.4. Han ché caa dé tai

Vi li do dao dac nén chung téi khéng chon dugc nhém chang trong
nghién ctu. Bénh nhan ngd doc cip methanol thuong vao vién trong tinh
trang nang khi bénh nhéan du tiéu chuan loc mau va dung ethanol s& dugc diéu
tri ngay lap tac nham han ché téi da ti 18 tir vong, bién chung.

Trong thoi gian nghién cau, TTCD chua xét nghiém dinh luong ethanol,
methanol duoc ma phai giri vién Phap Y Quéc Gia, khong cé két qua ngay,
trung binh mét 4- 6 gio, do d6 nghién ctru chua dat van dé diéu chinh liéu
ethanol theo két qua dinh luogng. Chlng t6i 4p dung phac do cting theo khuyén
C40 cua CAcC tAc gia trén thé gidi va dang dugc sir dung tai TTCD nén muc
ethanol dat muc tiéu con chua cao. Khéng cd fomepizol va ethanol truyén tinh
mach tai Viét Nam do d6 nghién ctru ding ethanol duong udng ciing cho két qua
diéu tri thudc giai doc chua cao.

Pinh lugng ethanol 1 gid/lan khdng tién hanh ¢ tat ca cac bénh nhan
nghién cau (do két qua ban dau cho thiy ndng d6 ethanol mau dao dong nhiéu
nén giai doan sau xét nghiém dinh luong duoc tién hanh mdi gio), cling nhu
chua dinh lugng duoc néng do format.

Vi mét s6 Ii do khach quan nhu tinh trang bénh nhan ning, gia dinh
khdng hop tac nén ching toi chua danh gia chuyén khoa mat va chup
CT/MRI so nio duoc 100% bénh nhan din dén chua danh gia duoc toan
dién anh hudong Ién mat, than kinh trung wong & bénh nhan ngo doc cap

methanol.
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KET LUAN

Nghién ctu trén 89 bénh nhan ngd doc cap methanol trong thoi gian tir
11/2016 dén 10/2019 duoc diéu tri loc mau tich cuc va dung ethanol dudng
udng tai Trung tdm chdng doc Bénh vién Bach Mai, ching t6i c6 mot s6 két
luan nhu sau:

1. Pic diém 1am sang, can l1am sang va mot so yéu toé lién quan dén ton
thwong than kinh thi giac va tir vong é bénh nhan ngd déc cap methanol
Pic diém 1am sang, can 1am sang

Bénh nhéan thudng dén vién muon (sau udng 45 gio), chi c6 19,1% bénh
nhan dén trudc 24 gio.

Bénh nhan ngo doc cap methanol vao vién phan 1én & muac d6 niang (PSS
muc d6 nang: 78,6%), 68,5% hon mé, 21,3% dong tar gidn mat phan xa anh
sang, 65,2% suy ho hap phai tho may, 16,9% tut huyét &p.

Tat ca bénh nhan déu cd toan chuyén hoa, ting khoang tréng anion,
khoang tréng &p luc tham thau cao.

M@t s6 yéu to lién quan dén ton thwong than kinh thij giac va tir vong

Thoi gian dén vién muon (> 24 gio) lién quan dén tén thwong than kinh
thi giac.

Mot s6 yéu té lién quan dén tir vong: hdn mé sau, mat phan xa anh sang
cta dong tur, tut huyét &p, suy hd hap phai thé may, tién st nghién rugu, pH<
7,0,lactat >3,65mmol/l, creatinin > 130 umol/l, CK > 1000 UI/l, glucose > 7,7
mmol/l va methanol > 93,96 mg/dl
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2. Hiéu qua phac dd loc mau phéi hep véi ethanol dwong udng trong

diéu tri ngé doc cap methanol.
Ti 1€ tir vong 40,4%.

Tinh trang 1am sang cai thién sau diéu tri: giam do nang (PSS cai thién rd
rét, PSS muc d6 nang giam tir 78,6% xubng 18,0%, ti 1& bénh nhan khong
triéu chimg tang tir 3,4% lén 30,3% (p<0,001), giam sé bénh nhan phai tho
may (62,3% xudng 15,1%), cai thién y thicc va giam tinh trang suy da tang,
giam hau hét s6 bénh nhan t6n thuong than cap.

Hiéu qua tang thai trir methanol rat tot (tir 159,04 xubng 11,87mg/dl), diéu
chinh tinh trang toan chuyén héa (pH vé binh thudng & tat ca cac bénh nhan sau

diéu tri), giam khoang trong anion va khoang trong ap luc tham thau.
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KIEN NGHI

- Can phd bién, &p dung phac dd loc méau phdi hop véi ethanol duong
udng trong diéu tri ngd doc cip methanol. Pay 1a nhitng bién phap mang lai

hiéu qua cho bénh nhan trong diéu kién hién tai.

- Can nghién ctu tiép khi co ethanol tinh mach, fomepizole dé nang cao

hon nita hiéu qua diéu tri cho bénh nhan ngd doc cap methanol.
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PHU LUC 1
PON TINH NGUYEN THAM GIA NGHIEN CUU

Xdc nhan rang

T61 da doc cac thong tin dua ra cho nghién ctru 1am sang : ¢° Panh gia
hiéu qua phac d6 loc mau tich cuc phdi hop véi ethanol duong udng
trong diéu tri ngd doc cép methanol ©* va t61 da dugc cac can by nghién
ctru giai thich vé nghién ctru ndy va cac thi tyc ding ky tinh nguyén
tham gia vao nghién ctru.

T6i da c6 thoi gian va co hdi duge can nhic tham gia vao nghién ctu nay.
T6i hiéu rang t6i c6 quyén duogc tiép can véi cac dir liéu ma nhiing
nguoi co trach nhi€ém mo ta trong to thong tin.

T6i hiéu rang t6i c6 quyén rat khoi nghién ctru vao bat cir thoi diém

nao vi bat ctr Iy do gi.

To1 dong y rang cac bac sy cham sdc suc khde chinh s€ duge thong bao

veé viéc to1 tham gia trong nghién clru nay.

Panh dau vao 6 thich hop (quyét dinh nay s& khong anh hudng kha ning

ban tham gia vao nghién ctru):

Cé Khdng

Téi ddng y tham gia trong nghién ctru nay

Ky tén ctia nguoi tham gia Ngay / thang / nam

oooooo

..................................................................................

Neéu can,

* Ghi 10 ho tén va chir ky ciia nguoi lam ching Ngay / thang / ndm




PHU LUC 2
BENH AN NGHIEN CUU
SOBA: ............ MABA: ............... MA HOA:

BENH AN NGHIEN CUU PANH GIA HIEU QUA PHAC PO LQC
MAU TICH CUC PHOI HQP VOI ETHANOL PUONG UONG
TRONG PIEU TRI NPC METHANOL

[ Fo XN (1 TR D)
LTI Gisi: 1. Nam 2. Nit
Dan toc: 1. Kinh 2. Khéc (cu thé):
Nghénghigp:  1.Cbo 2.LR 3.CN  4.HS/SV

5.Lao dong pho thong 6. Khac
DA CNI: .o,
Noi chuyén dén: 1. Khoa Cap Cau 2. Tuvao 3. Tuyén dusi 4. Khac

Ngay gio vao vién:

Ngay ra vién/ tir vong hoic nang xin vé:

CHUYEN MON

Chén doén tuyén dudi:

............................................................................................

ChAN AOAN VAO VIBIN: ..ottt et eee et e et et et ee e et et et s e e ee e eneens
Chén doan VV dwa vao: Loikhai (] Tangvat (] Biéuhién LS XN
doc chit mau [

Chan doan mire dd ning llc vao vién (PSS):

Tavong [1 nang [1 trung binh 1 nhe 1 khoéng co triéu chiing [



5. Hoan canh xay ra ngo doc:
Noixay ra ND: Nha(J Truong hoc [

Khac (ghi r0).....ccccovvvvveieie e

Hoan canh ngo doc:

.............................................................................................

---------------------------------------------------------------------------------------------

Vu NDC 1 nguoi [

Tang vat: vo chai rugu: [] Khéc: [] (Ghi 19):

Triéu chiang khai phat:

.............................................................................................

Thoi gian udng - Xuat hién tridu Chimg. ..........ooeve e

Thoi gian uong- Xuat hién toan.............cooviiiiiiiiiiiii e

TIEN SU
Bénh dd miac Khong [

Bénhly timmach 1 ............. Thoi gian

Bénhlyhdhap 1 ... Thoi gian .....................

Bénhtamthan [ ....oooiiieieieiei,

Bénhlyganmat [ .................ooonel.

Khéc (cu thé):

Thudc dang diéu tri:

......... Thot gian
.......... Thot gian

.................



Nghién chat

Ruou: Co U Khongd Thoigian:.................... nam
SO luong:.............. ml/ngay
Matay: CO [0 Khongl Thoigian:.................. .nam

Tién sit ngd doc: CO 11 Khdng [1; S 140 NGO AOC ..o
I11- LAM SANG

Can nang: Cao:

PSS vao vién- ra vién:

SOFA vao vién- ra vién:

Tim mach
Triéu 4h sau |Két loc | Bat dau | Sau loc | Két loc | Ra vién/
Vao vién s . . X
ching loc mau| lan1 |loclan2|{lan24h| lan2 | tir vong

Tan soO tim

Loai nhip

HA max

HA min

Mach quay

1. Hé H6 Hap

Bit dau

A Sau loc | Kétloc | Ra vién/
lgc lan y : *

lin24h| lan2 | tir vong

Triéu . .. | 4hsau | Kétloc
, Vao vién . A
ching " |loc mau| lan 1

SpO,

Kho thd

Tho
kussmall

Rales phoi

Phu phoi

Sic phoi




1. Than Kinh

Triéu chirng

Vao
vién

4h sau
loc
mau

Két loc
lan 1

Sau lgc
lan 2
4h

Két loc
lan 2

Ra vién/
tir vong

Glasgow

Dong tir

PXAS

Bung chudng

Cau bang
quang

Pau dau

Kich thich,vat
va

Co giat (s0
con)

Co giat lién
tuc

Run chan tay

Hoang
tudng/Ao giac

Liét khu tra

Truong lyc co

PXGX

2. Cac biéu hién l1am sang khac

Tri¢u ching

Vao
vién

4h sau
loc mau

Két loc
lan 1

Biit dau
loc lan
2

Sau lgc
lan 2 4h

Két loc
lan 2

Ra vién/
tir vong

Nhiét do

Buodn nén

Non

la chay

Da lanh am

Nhin m¢

Pau co

Dau bung

Viém tuy

XH tiéu hda

Chay méu trén
LS




IV- CAN LAM SANG

1. Khi mau — Pién giai do

Trudc , Bat ,
, Vao . | Ketloc | Kétloc | Sau3 | Ravién/
Két qua loc lan . dau loc . .
vién lan 1 . lan 2 ngay | tu vong
1 lan 2

pH

pO;

pCO,

HCO;

BE

Lactat

ca*

Glucose

2. Methanol, ethanol, ALTT, KT ALTT, KT anion

Vao | Sau | Sau | Sau | Sau | Sau | Sau | Sau | Sau | Sau
vién | 1h 2h 3h 4h 5h 6h 7h | locl |loc 2

Methanol

Ethanol

ALTT

KT
ALTT

KT anion




3. Xét nghiém mau-nuwdec tiéu:

Ngay

Xét nghiém

Vao

vién

Sau

loc 1

Sau
loc 2

Sau
loc 3

Ngay

Ngay

Ngay

RVITV

1.CTM-HC

- Hb

HCT

-TC

-BC

TT/lympho (%)

2. S/hoa - Glucose

Uré

Creatinin

CK

CK-MB

AST

ALT

GGT

Protein

Albumin

Bilirubin TP

Bilirubin TT

Amylase

Lipase

Na+

K+

Cl

3.DM: - APTT (3)

- Prothrombin (%)




4.NT- Prot

- pH

- HC

- Ceton niéu

4. XQ tim phéi:  Binh thuong 00 Mo khong dong déu OJ: Mot bén O
5. Toén thwong than Kinh trén CT/MRI: Khong chup CT/MRI [0/ C6
chup CT/MRI [0 Binh thuong (0  Xuét huyét dudinhén 0  Giam ti
trong nhan xam TW 2 bén do NP [0  Hinh 4anh nhdi mau nio [
Tho4i héa chét tring hai bén [
Khac (ghi 10)....eeeii e

6. Dién tim

£ ; Vao Ngay x “p
K&t qua vién 1h 3h 6h > Ngay 3 | Ravién

Nhip tim

Khodng QRS

Thoi gian QT

B/hién ha kali

B/hién tang kali

V- PIEU TRI
1. Xir tri tai chd: Khong: [}
Gay non: Co Ll Khong [
KRAC: .o
2. Xir tri tuyén truéc: Khéng: []

Thé Oxy: Co ] Khong [
NKQ: Co ] Khong [
Bop bong: Co ] Khong [
Thé may: Co ] Khéng []
Truyén HCO3:  CO [ .......... lit Khong []

Truyén dich: COlT e, lit Khéng []



Loc mau:

Co

Khong [

Van mach: Adre: [1; Noradre: [] ; Dopamin: [J ; Dobutamin: [
K AC: .,
3. Piéu tri tai TT Chong ddc - Bach Mai:

a. Loai b6 chat doc

biéu tri

Ngay 1

Ngay 2

Ngay 3

Ngay 4

Ngay 5

Ngay 6

Ra
vién

Bién
chirng

HCO3-
(MEQ)

Ethanol
(ml)

Truyén
dich (1)

Truyén
duong

(1)

Bu Kali

Folinat
(mg)

Thd oxy

Dit
NKQ

Tho
may

Thube
chbng
loan
nhip

HD kéo
dai 8h

HD

CVVH




b. Diéu tri Bicarbonat

Loai Liéu ding pH K"
Thot gian ]
Bicarbonat | (mmol/L) trude sau trude sau
C. Van mach
) Néu c6
Thuoc R , — — X L
Khong | C6 | Gio batdau | Thoi gian Li€u toi da
van mach . .
dung dung (mcg/kg/m)
Adrenalin [] []
Dopamin [] []
Noradrenalin [] []
Dobutamin [] ]

d. Mét so dit liéu cho cude loc mau
S6 1an bénh nhén loc mau: HD kéo dai (8h) Sb lan:.....

CVVH: Sb 1an

Thoi gian tir lac bat dau co triéu ching dau tién dén khi dugc ding
ethanol......phut

Thoi gian tir luc vao vién dén khi rat ong noi khi quan:...... ngay
Liéu chéng dong cudc loc 1:

Liéu chéng dong cudc loc 2:

Thoi gian gitra 2 cudc loc:




VI- KET QUA

Twr vong: L e, T vong ngay thu:

Di chung: L e, cy thé:

Séng: 0O Hét triéu chimg 1am sang gio thir: .o,
pH tré vé gia tri binh thuong gio thr: ..o

CAC GHI CHU KHAC:

1. Kham chuyén khoa mét: Giam thi lyc OJ. Viém thi than kinh . Puc
thity tinh thé [J. Khong xac dinh nguyén nhan [J. Binh thuong (.
Khong kham mat [

2. Xét nghiém dac biét:

3. Dicu tri dac biét:



PHU LUC 3

PIEM PANH GIA MUC PO NANG NGO PQC
(POISONING SEVERITY SCORE/PSS)

Bo | Khong|  Nhe Trung binh Nzng T
ohan Vong
0 1 2 3 4
Khong | Nhe, thay d6i, | Triéu chang rd, | Triéu chitng nang, | Chét
co cac trieu | kéo dai de doa tinh mang
trieu | chiing, dau
chung | hiéu binh
thuong
Tiéu NOn, tiéu | Non kéo dai, tiéu | Chay mau nang,
hoa chay,  dau, | chay dau, tac ruét | thung ong tiéu hoa
kho chiu, | Bong d6 1, c6 chd | Khong nudt duoc
bong @ mot | bong d6 2 va 3 & | Noi soi: loét viém
Trot miéng mot vang gidi han | mac, thung
Noi soi: phu | Nudt kho
né, chay mau | Noi  soi:  Ton
thuong loét niém
mac
Hé ho Kich  thich, | Ho nhiéu, co that, | Cac triéu chung
hap ho, khdé tho | kho thg, rit thanh | suy hé hap nhu co
nhe, co that|quan, ha Oxy méau | that, tic nghén,
nhe can & oxy pht thanh mon,
Phim XQ phéi: | pht phdi, tran khi

nhitng dau hiéu bt
thuong & muac

trung binh

mang phoi
Phim XQ phoi:

nhitng dau hiéu




Tw

Bo | Khong Nhe Trung binh Nang
ohan Vong
0 1 2 3 4
bat thuong & muc
do nang
Hé Lo mo, chong | Hon mé nhung dap | H6n mé sau
than mat, O tai, | tng tbt vai kich khong dap ung
kinh mat diéu hoa, | thich dau véi cam giac dau,
khé &, ¢6 dau | Thd cham c6 con | trung tdm ho hap
hiéu bo théap | nging tha ngan bi trc ché
nhe Lan 16n, kich Kich thich manh,
Réi loan giao | thich, 40 gidc, mé | trang thai dong
cam, pho giao | sang kinh, co giat toan
cam nhe Co giat cuc bo than thuong
R3i loan nhe | hoac toan thé, Xuyén
thi luc hoac | khéng chu ky. Liét toan bd hoac
thinh luc Triéu chirng bo liét c6 anh huong
thép rd, triéu toi churc nang
chang réi loan pho | song
giao cam, giao MU hozc diéc
cam nang
Liét cuc bo khong
anh huong toi
chirc nang song
R&i loan thi giac
va thinh giac
H¢ Ngoai  tdm | Nhip xoang cham | Nhip xoang cham
tim thu (40 - 50 & nguoi | nang
mach Ha huyét &p |16n, 60 - 80 & tré | (<40 & nguoi lon,




Nhe

Trung binh

Nang

T
Vong

1

2

3

nhe, thodng qua

I6on, 80 - 90 o tré
nho).

Nhip nhanh xoang
(140 - 180 & nguoi
Ion, 160 - 190 o tre
nho va tré lon, 160
- 200 ¢ tré so sinh)
Ngoai tam thu lién
tuc, rung nhi,
cudbng nhi, block
nhi that 1 hoic 2,
QT va QRS kéo
dai, tdi cuc béat
thuong

Thiéu mau cuc bo
co tim

Tang hoac tut ap

ro

<60 - 80 ¢ tré nho
va < 80 tré so
sinh).

Nhip nhanh xoang
nang)>180 o
nguoi 16n, >190 ¢
tré nho va >200 ¢
tré so sinh)

Nhitng rdi  loan
nhip thit, de doa
tinh mang, block
nhi that cip 3, vo
tam thu

Nhoi mau co tim
Soc,

con tang

huyét ap

Roi loan toan
kiém
(HCO3 - : 15
- 30 hoac 30 -
40 mmol/L,
pH: 7,25 -
7,32 hoac
7,50 - 7,59)

nhe

R6i loan chuyén
hoa acid - base rd
(HCO3 - : 10 -
hoac > 40 mmol/L,
pH: 7,25 - 7,32
hoac 7,60 - 7,6)

Réi loan nudce dién

giai nhe K+ : 2,5 -

R6i loan chuyén
hoa acid - base
nang (HCO3 -
<10, pH: <7,15
hoac > 7,7)

R6i
dién giai nang K+

< 25 hoac > 7

loan nudc




Tw

Bo | Khong Nhe Trung binh Nang
ohan Vong
0 1 2 3 4

R6i loan nuéc | 2,9 hoic 6,0 - 6,9 | mmol/L
dién giai nhe | mmol/L Ha duong huyét
K+: 3,0 - 3,4 | Ha duong huyét rd | ning K+ <25
hoac 5,2 - 59| (30 - 50 mg/dL | hoac > 7 mmol/L
mmol/L hoic 1,7 2,8 | Ha duong huyét
Ha duwong | mmol/L & nguoi | nang (<30 mg/dL
huyét nhe (50 | 16n) hoac 1,7 mmol/L
- 70 mg/dl | Ha nhiét d6 kéo | & nguoi lon)
hoac 2,8 -|dai Ha nhiét do hoac
3,9 mmol/L tang nhiét do de
o nguoi lon) doa tinh mang
Ha than nhiét
thoang qua

Gan Men gan tang | Men gan tang 10 | Men gan tang 10

nhe trong
huyét thanh
(AST, ALT

tang 2 - 5 lan)

trong huyét thanh
(AST, ALT ting 5
- 50 lan) nhung
khong c6  bat
thuong khéc vé
nhu

sinh  hoa

amoni ....Hoac co6
ddu hiéu suy gan

trén 1am sang

trong huyét thanh
(AST, ALT ting >
50 lan so véi binh
thuong) hoac co
nhitng bat thuong
khac vé sinh hoa
amoni....yéu b
dong mau

Hoic c6 diu hiéu
suy gan trén lam

sang




Tw

Bo | Khong Nhe Trung binh Nang
ohan Vong
0 1 2 3 4
Than Hong cau | Hong cau niéu va | Suy than (thiéu
niéu va | protein  niéu rd | niéu, creatinin
protein  niéu | (++) Réi loan chec |mau < 500
tét thiéu (+) | nang than (nhu di | pmol/L)
nigu hoic thiéu
ni¢u) Creatinin
mau tir 200 - 500
pmol/L
Mau Huyét tan Huyét tan ning
MetHb r6 (MetHb: | MetHb nang
30 - 50%) (MetHb > 50%)
Réi loan dong mau | R6i  loan  dong
khéng c6 chay | mau chay mau co
mau trén ldam sang | chay mau trén lam
Giam HC, BC, TC | sang
Giam nang HC,
BC, TC
He¢ co Dau nhe, | Pau cing co, | Pau nhiéu, cing
nhéo co chuot rat co lién tuc, chudt
CK 250 - | Tiéu co van, CK: | rat nang
1500 1U/1 1500 - 10.0001U/I | Tiéu co van co
bién ching
CK > 10.0001U/1
Da Kich  thich, | Bong d6 2: 10 - | Phong do 2: <50%
bong d6 1 |50% bé mit co the, | bé mit co thé

(bo da) hoac

o tré em la 10 -

Tré em > 30%




Tw

Bo | Khong Nhe Trung binh Nang
ohan Vong
0 1 2 3 4
c6 d6 2|30% hoac bong d6 | hoac bong do 3 >
nhung chi & |3 < 20% bé mit co | 20% bé mit co thé
10% bé mat | thé
co thé
Mat Kich  thich, | Kich thich lién tuc | Loét gidc mac
do, chay nudc | bé mat giac mac, | rong, thung giac
mat, phd nhe, | trot gidc mac, loét | mac
mi mat giac mac diém Toén thuong vinh
vién
Tai Phu tai chd, | Phi toan bo phan | Phi toan bo chi va
chd, ngtra, dau nhe | chi, hoai t¢ nho, | cac vung co lién
bi dau vura guan
dot, Hoai tir rong
can Phu né cac vi tri

nguy hiém anh
huong téi1 duong
tho

Dau nhiéu




PHU LUC 4
THANG PIEM GLASSGOW

7
-

Mé& mat Pap wng van dong

Binh thudng 4 diém | Theo lénh 6 diém

Khi goi to 3 diém | Co dinh khu 5 diém

Khi kich thich dau 2 diém | Gat dang khi gy dau 4 diém

Khéng dap tng 1 diém | Co chi (mat vo) 3 diém
Pap wng véi 1oi noi Dudi chi (mat n3o) 2 diém
Pung 5 diém | Khéng dap tmg 1 diém
Lan Ion 4 diém

Khéng thich hop 3 diém

Khong hiéu loi 2 diém

Khong tra loi 1 diém




PHU LUC5

BANG DIEM SOFA

biém 0 1 2 3 4
H6 hap >4 <400 <300 | <200+hd | <100+hd
(PaO,/ FiO, 00 trg hd hdp | trg hd hap
Tiéu cau >150 <150 <100 <50 <20
(x10°/ml)
Bilirubin <20 20-32 33-101 | 102-204 >204
(umol/L)
Tim mach Khéng tut | HATB<70mm | Dopa< Dung Dung
(HA, thudc van HA Hg hoac Dopamin | Dopamin >
mach) dung > 5gio 15 gio
Dobutam hoac hoac
in <5 gio | Adrenalin | Adrenalin
<0,1gi6 | >0,1gio
hoac hoac
Noadrenal | Noradrenal
in<0,1 in>0,1
gio gio
Than kinh 15 13-15 10-12 6-9 <6
(GCS)
Than <110 110-170 171-299 | 300-440 >400
(creatininppmol (<500) <200
/L, hoac nudc
tiéu ml/ngay)




PHU LUC 6

THANG PIEM PANH GIA TIEN LUQNG GLASGOW
(GLASGOW OUTCOME SCALE/GOS)

Piém Mo ta

1 | Tervong

Tinh trgng thec vdt kéo dai. Bénh nhan khong cé biéu hién chirc nang vo

ndo rd rang

Tinh tragng tan tgt ngng (con y thirc nhung tan tat). Bénh nhan phai phu
3 | thudc vao ngudi khac dé duy tri cudc sdng hang ngay do tinh trang tan phé

vé tam than, thé chat hay ca hai

Tinh trgng tan tdt marc dé vera (tan tat nhung khong phai phu thuoc vao
nguoi khac). Bénh nhan khdng phai phu thugc vao nguoi khac trong cac
4 |sinh hoat hang ngay. Céac loai tan tat dugc thdy bao gdm: noi kho
(dysphasia) hay that ngdn (aphasia), liét nira nguoi, suy giam tri nho hay

sa sut tri tué va cac bién ddi nhan cach

Hoi phuc tot. Cac hoat dong tré lai binh thuong mic du ¢ thé con nhitng

khiém khuyét than kinh hay tam than nhe

Thang diém danh gia tién lwong Glasgow tap trung danh gia cac ton thuong gy
anh huong téi hoat dong chic ning & cac linh vyc khac nhau trong doi song
hang ngay cua bénh nhan thay vi danh gia mtrc d6 khiém khuyét chirc ning than

kinh cua bénh nhan




