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NHAN TRUWONG HOP NHIEM TOAN LACTIC LIEN QUAN
METFORMIN

Phan Thé Anh, Tén Thanh Ting, Nguyén Thity Phwong Oanh

TOM TAT
Nhiém toan lactic mdu lién quan dén metformin la mgt bién cé hiém gap nhing
nghiém trong, ty 1é tir vong cao. Truwong hop lam sang bdo cdo la tinh huéng nhiém toan
lactic ndng trén bénh nhan (BN) dai thio dwong (DTD) type 2 diéu tri bang Metformin
dang bi bénh COVID 19, BN dap wng kém voi diéu tri bicarbonat, hoi phuc 16t sau loc
mau ngoai than (LMNT) cdp ciru. SARS-COV-2 dwoc bdo cdo lam ting nguy co ding
ké nhiém toan lactic mau trén BN PTP type 2 diéu tri véi metformin. Co ché lién quan
gifta nhiém toan lactic va metformin van chiea vé rang, tuy nhién hay gap trén BN c6 suy
giam chike nang thdn. LMNT nén dwge cdn nhic soém trong cdc truong hop nhiém toan

lactic ndng nghi ngo lién quan dén metformin.
Tir khéa: Nhiém toan lactic; ngo doc metformin; suy than, loc mdu ngoai than.
CASE REPORT: METFORMIN-ASSOCIATED LACTIC ACIDOSIS
ABSTRACT

Metformin-associated lactic acidosis (MALA) is rare but is serious and
related to a high mortality rate. The reported case is a severe lactic acidosis case in a
COVID-19 patient treated with metformin. The patient responded poorly to intravenous
bicarbonate but recovered well after emergency hemodialysis. SARS-COV-2 infection
has been reported to significantly increase the risk of lactic acidosis in patients with type
2 diabetes treated with metformin. The associated mechanism between lactic acidosis
and metformin is unclear. This condition is common in patients with impaired renal
function. Hemodialysis should be considered early in cases of severe lactate acidosis
suspected of being associated with metformin.
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1. PAT VAN PE

Metformin 1a thudc diéu tri
DbTD duong uéng dugc Iya chon dau
tién trong tit ca cac khuyén cdo cia
Hiép héi DPai thao duong Hoa Ky
(ADA) va cting nhu cac hiép hoi ¢ cac
nuéc khac. Co ché tac dung chu yéu do
lam giam san xut glucose & gan, giam
dé khang insulin ngoai vi. Thudc khong
kich thich ting tiét insulin nén khong
gy ha duong huyét va khong gay ting
can. Do d6, metformin ludn 1a lua chon
hang dau trong diéu tri DTD type 2 véi
phéac d6 don doc hay két hop cac thude
ubng ha dudng huyét khac hodc insulin.

Tac dung phu nguy hiém nhat
cua metformin 1a nhiém toan lactic mau,
1a trang thai nhiém toan chuyén hoa do
gial phong ion H+ tur acid lactic. Bay
1a mot bién ¢b hiém gip nhung nghiém
trong, gdy tor vong cho khoang 50%
sO ca duoc ghi nhan, thudng lién quan
dén viéc ké don nhom thude biguanid
khong hop ly.

Co ché bénh sinh ciia metformin
lién quan dén nhiém toan chuyén hoa
van chua duoc hoan toan hiéu r5. Co
ché chinh giai thich cho qua trinh
nhiém toan chuyén hoa lién quan dén
metformin 1a do tac dung tc ché tan tao
glucose tir cac chat trong d6 c6 lactat va
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Metformin overdose;

Renal impairment,

tac dung thic day qua trinh duong phan
tao ra lactat tai rudt [1]. Co ché hay
gap trén lam sang 1a tinh trang tich luy
Metformin, gip chu yéu trén nhitng BN
DPTD type 2 diéu tri bang Metformin c6
suy gidm chirc nang than kém theo. Cac
triéu ching dé nham 1an véi cac bénh ly
thudc duong tiéu hoa, tim mach.

Pa s6 BN can cham sbc tai céac
khoa diéu trj tich cuc, diéu chinh pH
mau bang truyén tinh mach dung dich
bicarbonat. Trong trudng hop nhiém
doc metformin kém nhiém toan lactic
thi phuong phap LMNT la phuong
phap chinh dé diéu chinh tinh trang
nhiém toan. Thuc té, ¢ rat nhiéu bao
c4o vé tinh trang nhiém toan lactat lién
quan dén metformin trén thé giéi, trong
nudc chua ghi nhan nhiéu bao cdo duoc
xuit ban tuy nhién tinh trang ndy van
xdy ra trén BN tuy nhién khong c6 con
sO thong ké cu thé.

Bai bdo mo ta ca lam sang BN
PTP type 2 diéu tri véi liéu metformin
khong cao tuy nhién c6 nhiéu yéu tb
thic day, nhiém toan lactic nang khong
dap Gmg véi diéu tri bicarbonat, BN chi
cai thién sau LMNT cép ctru.

2. GIOI THIEU CA BENH

BN nam 76 tudi tién cin dang diéu



TRAO POI HQC TAP

trj bénh tang huyét ap, DTD type 2 bang
metformin 1000mg/ngay, nhap vién vi li
do non 61, dau bung 2 ngay, kém ti€u chay,
tu mua thude diéu tri tai nha khong d6. BN
nhap vién trong tinh trang tiép xuc cham,
but rirt, mach nhanh 105 lan/ phut, huyét ap
130/80mmHg, khong sbt, kham 1am sang
bung mém va khong ghi nhan bat thuong
trén siéu am bung thuong quy, XQ phoi
quy udc. Bang chu y 1a BN thd nhanh 28
lan/phit kiéu nhiém toan. Nhan dinh ban
dau 1a truong hop nhiém toan chuyén hoa
nghi do ngd doc metformin. Tri€u chung
khong thuyén giam sau sir dung cac thude
diéu tri triéu ching va bu dich tinh thé.

Két qua xét nghiém: Glucose 6,4
mmol/L; Creatinin 653,7 umol/L; Ure
29, 1lmmol/L; Natri 136 mmol/L; Kali
4,45 mmol/L; ABG: pH 6,75 ; pCO2 13,5
mmHg; HCO3 = 1,8 mmol/L; Lactate =
23,4 mmol/L.

Pidu tri bo Voi

Natribicarbonat 8.4% truyén tinh mach két

sung

hop chuyén LMNT cip ctru vi BN dép tng
kém sau dung bicarbonat. Sau loc mau
BN cai thién nhanh vé tri giac, hét dau
bung, huyét dong on dinh. Xét nghi¢ém sau
loc mau cai thién nhanh vé chtrc nang than
Creatinin giam 247 umol/L; Lactate giam
13,1 mmol/L; ABG cai thién: pH 7,28;
pCO2 18,3 mmHg; HCO3 = 8,5 mmol/L.

Trén BN c6 mot yéu td thiic day
khac 1a nhiém SARS-COV-2 véi méu
bénh pham lay tir lic m&i vao vién. BN 6n

dinh xuat hién sau 15 ngay diéu tri trong
trung tam diéu tri BN Covid két hop véi
kiém soat cac bénh nén.

3. BAN LUAN

Nhiém toan lactic 14 mot tai bién
tuy hiém gip nhung nghiém trong va
thuong gdy tir vong cao. Tan sudt xay
ra bién ¢ ndy vao khoang 6.3 ngudi/
100.000 BN mdi nam [1]. Tan suét c6 thé
giam théng qua danh gid diy du cac yéu
t6 nguy co lién quan trén bénh nhan bao
gdm: kiém soat dudng huyét kém, nhiém
toan ceton, nhin an dai ngay, nghién ruoqu,
suy gan hay tit ca cac bénh 1y lién quan
dén thiéu oxy [2].

Vi vay, nhitng bénh nhan dang
diéu tri bang metformin can duoc ra soat
va rat than trong véi nhitng yéu t6 nguy
co lién quan thudc vé bénh nhan. Khi xuat
hién nhimg dau hiéu nghi ngo dau tién,
nhu chuét rat, tinh trang yéu co, nhuoc
co ndng, dau vung bung hoac nguc, thd
nhanh, but rit rdi loan tri giac can tam
dimg diéu tri ngay va xac dinh ndéng do
lactat trong mau, khi mau dong mach [3,
4]. Trén BN bao cdo, triéu chiing ban dau
lién quan dén kiéu giéng rdi loan tiéu hoa,
di phan long nhiéu 1an, din dén mat nudc
va gdy nang thém tinh trang bénh than
man kha ning c6 tir trude trén nén bénh
nhan 16n tudi, nhiéu bénh 1y nén man tinh.
Céc triéu ching ti€u hod nay ciling da duogc
bao cao trong nhiéu nghién ctu [1, 3, 5].
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Diém dic biét trén BN la c6
tinh trang nhiém SARS-COV-2 ddong
thoi, tiéu chdy cling c6 thé 1a mot triéu
chung ctia bénh COVID 19. Vi vay trén
BN dung liéu metformin khong cao,
tuy nhién lai c6 nhiéu yéu t6 thuc day
vi vay dan dén tinh trang tich luy thudc
va ngd doc metformin. Piéu nay duoc
bao cdo trong mot nghién ciru cia Xu
Cheng (2020) trén 1213 BN miéc bénh
COVID 19 va c6 bénh DTD tir trudc,
thdy rang nhiém Sars Cov 2 lam ting
dang ké nguy co nhiém toan trén BN
PTD, gia thuyét dugc dua ra la do
metformin lam ting su biéu 16 cla cac
thu thé angiotensin-converting enzyme
2 (ACE2), receptor cua SARS-COV-2,
tuy nhién khong gay tir vong trong 28
ngdy dau [6]. Tuy nhién, nghién ctu
cling chi ra rang metformin cé tac dung
lam giam tinh trang viém, tinh trang suy
tim trén BN vi vy két qua nghién ciru
van ung ho sir dung metformin kiém
soat duong mau trén BN COVID 19
tuy nhién can theo ddi chic ning than
thuong xuyén [1, 6].

Nhiém toan lactic c6 thé xuét hién
khi xdy ra tinh trang tich lily metformin
[1, 2,5, 7, 8]. Ca bao cao dugc ghi nhan
trén bénh nhan dai thao duong duoc diéu
tri bang metformin, c6 kém theo tinh trang
suy giam dang ké chirc ning than. Vi su
thanh thai metformin cha yéu qua than, vi
vy cho rang metformin s& tich lu§ trong
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truong hop BN c6 nong do creatinin cao.
Tuy vay, trong chudi ca duoc Stade bao céo
thi mac do suy than khong c6 méi tuong
quan véi ndng do lactat cling nhur nong do
metformin trong mau [9]. Cac co ché khac
vé sy tich luy metformin ciing duoc dé
xudt. L.A. Bruijstens va cs (2008) bao co
3 truong hop toan lactat nang lién quan dén
st dung Metformin trén cac BN khong co
tién str bénh than man tir truoc[1]. Trong
cac truong hgp thtr nghiém trén dong
vat c6 nhiém toan lactat di kém néng do
creatinin cao thi ndéng d6 metformin mau
lai khong phai truong hop nao cling cao.
Nguoc lai, BN khong c6 tién st suy than
hay c6 tinh trang suy than cap thi nong do
metformin mau lai cao. Piéu ndy cho thay
suy than la mdt qua trinh khoi phat tur tur,
biét duoc su khoi phat ndy ciing nhu lan
cubi cung dung thudc metformin 13 can
thiét dé xac dinh suy than 1a tién phat hay
thir phat xay ra dong thoi cung giy nén
tinh trang nhiém toan lactat [1, 9]. Cho
dén nay, co ché bénh sinh ctia metformin
lién quan dén nhiém toan chuyén hoa van
chua duge hoan toan hiéu r6. Co thé giai
thich cho qua trinh nhiém toan chuyén hoa
lién quan dén Metformin 1a do tac dung
trc ché tan tao glucose tlr cac chat trong
d6 co lactat va tac dung thiic day qua trinh
duong phan tao ra lactat tai rudt va thuc té
lam sang thuong gap trén cac BN dang co
tinh trang suy gidm chtrc nang than [1].

Mot s6 thube co thé 1am ting
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nguy co nhiém toan lactic khi két hop
v6i metformin da dugc ching minh bao
lamivudin,

gom clozapin, adrenalin,

nitroglycerin,  papaverin,  diazepam,
furosemid, nifedipin, ranitidin, amilorid,
triamteren,  trimethoprim,  zidovudin,
tetracyclin, cac NSAIDs, thudc can quang
chtra iod, corticoid, digoxin, morphin,
quinin, quinidin, vancomycin. Trén BN
khoi phat ban dau lién quan dén dau bung
va di cau phan 1ong nén ciing c6 thé trong
céc thube tu mua c6 kém theo cac thube
gian co, thudc e ché tiét acid da day,
khang sinh,... tuy nhién khé dé chung

minh c6 sy lién quan.

Phan 1én cac trudng hop nhiém
toan lactic can dugce diéu tri hdi suc tai
khoa diéu trj tich cuc. C6 thé diéu chinh
pH mau bang truyén dung dich bicarbonat.
Vi truong hop nhiém doc metformin kém
theo nhiém toan lactic, LMNT la liéu phap
chinh dé diéu chinh nhiém toan. Trén thuc
té, metformin 1a thudc c6 khdi lugng phan
tr thap, lién két yéu véi protein huyét
tuong, thudc co thé tich phan bd 16n (63-
276L), véi 2 dic diém nay thi LMNT hay
siéu loc ¢6 thé loai bo hiéu qua metformin
ra khoi co thé [1, 4]. Metformin khong
duge chuyén hoa, gan nhu 90% thai qua
than. Mirc loc cau than va su bai tiét 6ng
than duoc xem la cac duong chinh dé thai
trr metformin. 6.5h 1a thoi gian ban thai
trung binh vo1 chirc nang than binh thuong.
Vavi vay, thoi gian ban thai s€ kéo dai hon

néu cé suy giam chtc nang than [1].

LMNT duoc chi dinh can ctr trén
muc d6 can thiét cua viéc diéu chinh tinh
trang nhiém toan lactic, khi tinh trang nay
da khong dap ung véi bicarbonat. LMNT
giai quyét dong thoi 2 van dé: didu tri
nguyén nhan bang cach loai bo lactat va
metformin véi cai thién triéu ching lam
sang khac nhu phuc hdi thé tich tudn hoan,
cai thién tudi mau than, diéu chinh nhiém
toan chuyén hoa [4, 6, 10]. Trén BN nay
v6i tinh trang nhiém toan niang khong dap
mg véi bicarbonat d3 duoc chuyén loc
mau cap ctru kip thoi trong gid tht 3 sau
nhap vién, va sau loc mau cac chi s6 1am
sang va xét nghiém cai thién rd rét. Tuy
nhién han ché trén BN 14 ching t6i khong
dinh luong duoc néng do metformin trong
mau trude va sau loc mau, chua danh gia
dugc dong hoc cua néng do metformin
mau.

Pé phong ngira nhiém toan lactic
cac khuyén cao chi ra rang can tuan thi
chat ché cac chéng chi dinh ctia metformin:
suy than, suy gan, tinh trang thiéu oxy mé
va bénh nhan tudi rit cao. Liéu metformin
dugc khuyén cdo danh cho ngudi 1on: 500
mg udng 3-4 lan/ngdy, 850 mg udng 2-3
lan/ngay hodc 1000 mg x 2 1an/ngay. Liéu
t6i da hang ngay khong vuot qua 2550
mg/ngdy. Theo mot sé nghién ciu, BN
¢6 chéng chi dinh str dung metformin khi
tudi cao > 75 tudi, suy than vé1 eGFR tur
30ml/ph dén 60 ml/ph, suy tim hoic sau
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tinh trang bénh mach vanh cép. Tuy nhién,
metformin 1a mot loai thudc di duge ding
lau dai va dugc ching minh rat nhiéu loi
ich trén BN du voi liéu thip metformin, vi
vy viéc khong ké don hodc dimg thude
do nguy co gy ting nhiém toan lactic nén
can nhic, hon nita can nhan manh 13 co
ché lién quan ctia metformin v&i nhiém
toan lactat van chua dugc ching minh rd
rang [4].

BN duoc diéu tri bﬁng metformin
nén duoc danh gia chirc ning than day
du xac dinh dd thanh thai creatinin trudc
khi diéu tri, sau d6 danh gia dinh ky hing
nam va&i bénh nhan ¢é chirc nang than binh
thuong; it nhat 2-4 lan/nim vé6i nhing
bénh nhan c6 do thanh thai creatinin thép
hon muc binh thuong hoac bénh nhan cao
tudi. Vi bénh nhan cao tudi, nhiéu bénh
nén, thuong kém theo suy giam chirc ning
than, ngoai ra str dung nhiéu thudc dé diéu
tri cac bénh khac trong do céc thudc ha ap,
giam dau chdng viém,... déu co thé gay
anh huong dén chirc ning than.

Thuc té cac tinh hudng c6 thé xay
ra trén 1am sang. Nhiém toan lactic “lién
quan dén metformin” duoc chia thanh 3
truong hop riéng biét: Thtr nhét, nhiém
toan lactic do cac nguyén nhan khac, su co
mat cua metformin khong dugc xac dinh
va thuong tién luong ndng nhét; Thu hai,
metformin thuc su 1a nguyén nhan chinh
gy nhiém toan lactic, trudng hgp nay tién
luong tot hon va thir ba 1a trudng hop tich
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lily metformin lam ndng thém cac nguyén
nhan khac gdy nhiém toan lactic, truong
hop nay thuong xay ra nhat.

Vi vay, cc truong hop nhiém
acid lactic thuc sy tuong ddi hiém va
cling khé chiing minh dugc vai tro do
do hoan toan metformin. Do do, c6 mot
khoang cach giira cac khuyén céo chinh
thirc so véi thuc té 1am sang. Thuc té
trén ca 1am sang bdo cdo dung lidu
metformin khong cao, nhung di kém
voi tinh trang nhiém SARS-COV-2,
tinh trang ti€éu chdy gay ra tinh trang
suy giam chirc ning than cp trén nén
c6 thé co bénh than man tr trude. Vi
vay, trén tung BN, metformin nén duoc
can bang giita rai ro va loi ich, trong
trudong hop suy than man tinh on dinh,
metformin ¢6 thé duogc tiép tuc dung
v6i hé sb thanh thai trén 45 ml/ph, tham
chi ké ca 30ml/ph bang cach giam mot
ntra liéu. Tuy nhién can theo ddi chit
ch& chirc ning than va ngung diéu tri
ngay khi c6 bat ki bién ¢6 cip tinh nao.

4. KET LUAN

Ca lam sang la mot truong hop
nhiém toan lactic c6 lién quan st dung
metformin trong bénh canh c6 nhiéu yéu
t6 nguy co kém theo trong dé co vai tro
cia nhiém SARS-COV-2. Co ché lién
quan giira nhiém toan lactic va metformin
van chua rd rang, tuy nhién thuong hay
gap trén cac BN c¢o6 suy giam chuc ndng
than, vi vay, nhitng bénh nhan trudc khi
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diéu tri bang metformin nén dugc tim soat
than trong cac yéu to nguy co. Loc mau
ngoai than nén duoc cin nhic sém trong
cac truong hop nhiém toan lactat ning
nghi ngo lién quan dén metformin.
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Tap chi Y duogc thuc hanh 175 xuét ban 4 s6 thudong ky/nim va cac chuyén dé, ding

tai cac cong trinh nghién ctru, cac bai tong quan vé Y-Duogc hoc trong nudc va Qudc te, thong

tin vé nghién ciru va dao tao.

I. Mt s6 yéu ciu vé bai diing cong
trinh nghién ctru khoa hoc:

1. Bai gui dang cong trinh nghién
ctru khoa hoc chua ding & bat ky tap chi qudc
gia nao.

2. Céc thuat ngit théng nhét theo tir
dién Bach khoa Viét Nam.

3. Bai gii dang bat budc phai danh
may bang tiéng Viét, 16 rang, 18 trai 3 cm, 1&
phai 2 cm, 1& trén 2 cm, 18 dudi 2 cm. Mot bai
khong dai qua 7 trang kho A4, font Time New
Roman ¢& 13. Cac danh tir tiéng Viét Nam néu
dich tir tiéng nudc ngoai phai viét kém theo
tiéng nudc ngoai. Cac chir viét tat phai c6 cha
thich céc tir gbc ctia cac chir viét tit.

4. Trinh tu cdc muc trong bai viét:

a. Dau d¢é (tiéng Viét va tiéng Anh).

b. Ho va tén tac gid: khong ghi hoc
ham, hoc vi, chttc danh. C6 ghi chui noi cong
tac cua tac gia.

c. Noi dung:

- Tom tat tiéng Viét va tiéng Anh (t6i
da 200 tr).

- Pit van dé, bao gém ca phan muc
tiéu nghién ctru cua d¢é tai.

- Déi tugng va phuong phap nghién ctu.

- Két qua.

- Ban luan.

- Két luan.

Chi str dung nhitng bang biéu, anh can
thiét va phai ghi chii thich rd yéu cau in vao
doan nao trong bai, mdi bai khong qua 5 hinh.

d. Tai liéu tham khao (khong qua 10
tai lidu): Tai liéu tiéng Viét ghi trudc, sau do
tai liéu tiéng nudc ngoai. Tai liéu tham khao
ghi theo thu tu: ho tén tac gia, nam xuét ban,
tén cudn sach, bai bao, tap chi, sb trang va
trang tham khao.

5. Mbi tac gia dimg tén dau cia bai
bao chi dugc dang tdi da mot bai trong mat $6.
Bai gui dang khong tra lai ban thao. Tac gia
ghi sb dién thoai va dia chi email vao cubi bai.

IL. Pdi véi cac bai tong quan, thong
tin, bai dich:

Pbi voi cac bai tong quan can co
ddy du cac tai lieu tham khao va ngudn sd
liéu da duogc trich dan trong bai. Tac gia bai
téng quan ghi rd chtrc danh, hoc ham, hoc vi,
chuyén nganh, co quan hoac Hoi chuyén khoa
& phan ghi cha cudi trang dau tién ctia bai viét.
Bai tong quan duoc danh bang tiéng Viét, dai
khong qua 7 trang kho A4 (ké ca bang biéu va
tai liéu tham khao).

Céc thong tin, bai dich can ghi rd
xuat xtr ctia ngudn tai lidu. D6i voi bai dich
can chyp toan vin ban bai bao tiéng nudc
ngoai guri kem bai dich.

*Bai viét xin giri vé: Toa soan Tap
chi Y Duoc thuc hanh 175, Bénh vién Qudn
y 175 — S6 786 Nguyén Kiém, Phuwong 3,
Qudn Go Vap, TP. Hé Chi Minh. Pién thoqi:
069.641192/0383685856 hodac gui qua email:
tapchiyduocthuchanhl75@gmail.com



