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MOT SO PIEM CAN LUU Y KHI KE DO'N CO-TRIMOXAZOL
Hoang Hai Linh, Tran Thuy Linh, Nguyén Duy Thanh Huong (lugc dich)
Nguon: CMAJ 2011. DOI:10.1503/cmaj.111152

Sulfamethoxazol/trimethoprim (co-trimoxazol) dugc dua vao luu hanh tir nam
1968, va hién van la khang sinh dugc st dung réng rai do gia thanh thap, hiéu
qua va quen thudc vdi cac nhan vién y té. Day la khang sinh thudng dugc ké don
phé bién nhat d€ diéu tri nhiém khuan dudng tiét niéu tai Canada. Nhiing chi dinh
khac cta khang sinh nay gébm c6 di€u tri nhiém trung do nam Pneumocystis jiro-
veci, ky sinh trung Toxoplasma gondii, nhiém khuan Stenotrophomonas maltophil-
i@ (vi du: viém ph6i thd may mudn) va cac nhiém trung do tu cdu vang khang
methicillin (nhiém trung da mdé mém, nhiém trung khdp). Ngoai ra, & nhitng bénh
nhan suy giam bach cau CD4 do nhiém HIV, viéc st dung liéu thap co-trimoxazol
vGi muc dich du phong P. jiroveci va T. gondii gilp giam nguy cG ti vong do
nhiém khuén co hdi. Bai viét nay cung cdp mdt cai nhin tdng quét cac doc tinh
khac nhau lién quan dén co-trimoxazol va dua ra mot thu thuat ghi nhé don gian
- “"NOT RISKY?” — dé gilp cac nhan vién y t& cd thé ghi nhé cac tac dung

khéng mong mudn lién quan dén thudc nay (Bang 1).

N: Neurologic effects - Cac anh
hudng lén than kinh.

VGi dic diém dé dang di qua hang
rao mau nao, co-trimoxazol da dudc
ghi nhan cé lién quan dén cac phan
Ung co hai trén than kinh trong cac
bdo cao ca. Nhiéu ca mang ndo vo
khuan (lién quan dén st dung liéu cao
trimethoprim daon doc hoac
co-trimoxazol) da dugc ghi nhan,
trong d6, da s6 bénh nhan co tién s
mac cac bénh tu mién hodc nhiém
HIV. Ca ché cua phan 'ng chua dugc
xac dinh rd rang, tuy nhién, nhiéu kha
nang co lién quan dén mien dich. Trén
ldm sang, viém mang ndo vd khuan do
thu6c khd phan biét dugc véi nhitng
nguyén nhan khac. Viéc chdn doéan
thudng dua trén két qua xét nghiém vi
sinh am tinh, c mai lién hé hgp ly vdi
th&i diém bat dau s dung thudc,
phan (fng cai thién sau khi ngirng st
dung thubc va khéng ghi nhan cac
nguyén nhan khac.

Cac tac dung khéng mong muodn
hiém gap khac Ién than kinh bao gém
roi loan dang di, mé sang va run tay
chan (thudng chi xuat hién trong tuan

dau diéu tri). Nhin chung, cac phan
Ung trén hé than kinh xuat hién trong
vong vai ngay diéu tri lién tuc va cai
thién sau khi ngilng si dung
co-trimoxazol.

O: Decreased oxygen-carrying
capacity and other hematologic
abnormalities - Giam kha nang
van chuyén oxy va nhirng bat
thuong khac trén huyét hoc

MOt s6 bao cdo ca da ghi nhan su
xuat hién methemoglobin huyét trén
bénh nhan cé s dung co-trimoxazol.
Methemoglobin mau xay ra khi c6 hon
1% nhan hem ton tai & dang Fe** thay
vi Fe** nhu  binh  thudng.
Methemoglonin khéng thé van chuyén
oxy, gay thi€u mau chliic ndng va
ch’ng xanh tim da. Tan suat ghi nhan
hoi chirng methemoglobin mau déi vdi
sulfamethoxazol ¢ mirc hiém gap. Mot
s6 r6i loan tao mau it gap nhung c6
nguy cd dién bién nghiém trong da
dugc ghi nhan sau khi s dung
co-trimoxazol. Ty 1€ mdc nhitng rGi
loan huyét hoc nghiém trong nay chua
rd rang, nhung udc tinh cd thé 1én téi
1,7-5,5/100000 don thudc. Bang 2 dé
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cap dén mot s6 cd ché dugc mo ta
trong cac bado cao ca. Gidm ti€u cau
mieén dich c6 thé do su hinh thanh
khdang thé ddi vdi  phldc hdp
glycoprotein IIb/Illa trén tiéu cau,
thudng xuat hién trong tuan dau diéu
tri va h6i phuc khi ngirng s dung
thudc.

Mac du it gap & lieu diéu tri,
trimethoprim cd thé (c ché chuyén
hod acid folic lam (rc ché tuy xuang va
thiu mau hdng cau khdng 16 phu
thudc liéu. Do dd, bénh nhan dudgc chi
dinh s dung liéu cao co-trimoxazol
trong thdi gian dai c¢d thé can dudc
thuc hién theo doi dinh ky cong thitc
mau toan phan.

Cubi cung, tan mau do oxy hoda
hiém khi dugc ghi nhan trén nhiing
bénh nhan thi€u hut enzym  glucose
-6-phosphate dehydrogenase (G6DP).
MOt s6 nghién clfu quan sat quy mo
nho da chi ra rang nhiing bénh nhan
thi€u hut G6DP khong gap khd khan
vGi dung nap thulc, tuy nhién, cac
nhan vién y t€ can nhan thirc dugc
nguy co tiém an nay.

T: Toxic epidermal necrolysis
and other hypersensitivity
reactions - Hoai tir thugng bi
nhiém ddc va cac phan 'ng qua
man khac

Phan (ng ddc Ung qua trung gian
mién dich thudng lién quan dén chat
chuyé&n hda cd hoat tinh, kich thich tao
khang thé ddc hiéu vdi thudc hodc
hoat hda té€ bao lympho T. Cac tac
dung khong mong mudn thudng gap
cia co-trimoxazol la cac dgt phat ban
thong thudng va hong ban nhiém sic
c6 dinh, xay ra & khoang 3% bénh
nhan ndi trd sir dung thu6e. Hoi chiing
qua man do thudc it xdy ra han, di
keém véi bo ba triéu chiing: s6t, phat
ban va cac biéu hién khac trén cg
quan. Céc triéu chlng kinh dién khac
nhau vé& biéu hién va mic do nghiém
trong, bao gom cac bat thudng vé
huyét hoc (thudng gap nhat la giam
hodc tang bach cdu lympho, it phd
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bién hon la tang bach cau ai toan),
viém gan ' mat hodc tdn thuong té
bao gan (c6 thé tién trién dén suy gan
tGi cap), roi loan chifc nang than (bao
gom viém than ké cap tinh), hoi chirng
Stevens-Johnson va hoai tir thugng bi
nhiem doc c6 kha nang de doa tinh
mang. Nhitng phan (ng nay thudng
xuat hién sau it nhat 4-5 ngay doi vdi
bénh nhan chua tung s dung
co-trimoxazol trudc dé nhung cd thé
Xxay ra mudn hon sau vai tuan trén
bénh nhan s dung thudc nay kéo dai.
bang chd y, triéu chiing sét c6 thé
khién béac si nham lan véi bi€u hién
cUa nhiém trung, gay tri hoan quyét
dinh nguing st dung co-trimoxazol trén
bénh nhan.

R: Reproductive toxicity - Poc
tinh trén sinh san

Axit folic déng vai trd quan trong
cho su’ phét trién binh thudng cda thai
nhi va nhau thai. Trimethoprim (c ché
chon loc han trén isozym dihydrofolat
reductase cla vi khudn. Anh hudng
cua thudc Ién enzym ngudi tang lén do
su’ gia tang toc do phéan chia t€ bao &
phu nif c6 thai. Cac anh hudng bat Igi
cla co-trimoxazol trén phu nir co
thai va tré so sinh da dugc ghi nhan
va mo ta ro rang.

Cac nghién ciu bénh ching da
phat hién mai lién hé gilra phagi nhiém
vG@i co-trimoxazol trong ba thang dau
thai ky va nguy cd di tat bdm sinh, bao
gobm di tat ong than kinh, hé tuan
hoan, nguy cd hd ham éch va bat
thudng hé tiét niéu. Mac du vay, viéc
b6 sung axit folic ¢ thé giip han ché
nguy cd mac cac di tat nghiém trong.
O nhitng bénh nhan s dung
co-trimoxazol trong ba thang dau thai
ky, can siéu 4m can than khi thai dugc
18-20 tudn d€ phat hién cac bét
thudng.

MOt nghién clu bénh ching gan
day da bao cdo nguy cd thai nhd so
véi tudi thai tdng 60% & nhitng phu
n{r si dung co-trimoxazol trong ba
thang gilra va ba thang cudi thai ky, so
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vGi cac thudc diéu tri nhiém trung tiét
niéu khac. Sulfamethoxazol dudc
khuyén cdo khong s dung cho phu nit
c6 thai tUr tuan tha 32 tré di do nguy
cd tang bilirubin mau khi thudc canh
tranh lién két véi albumin. Mac du
khong ghi nhan bao cdo ca vé doc tinh
nay trong y van nhung trong da sO
bénh ly, nén can nhdc sir dung khang
sinh thay thé.

Nguy cd mac methemoglobin huyét
khi dung co-trimoxazol kha thap, tuy
nhién, nguy cd co thé gia tang trén tré
so sinh dudi 6 tuan tudi cd hoat tinh
methemoglobin reductase phu thudc
NADH thap. Trudng hgp cd chi dinh
ldm sang uu tién, chi nén bat dau
dung co-trimoxazol cho tré tir 4-6 tuan
tudi trd 1én. Co-trimoxazol ¢ thé bai
tiét vao sira me, tuy nhién khéng anh
hudng dén tré sg sinh khde manh.

I: Interactions with other drugs
- Tuong tac thuoc — thudc

Tuadng tac thudc xay ra khi mot loai
thuSc lam thay ddi dap ¢ng trén 1am
sang cua mot loai thuéc khac. Bang 3
tom tat mot s6 tuong tac thudc quan
trong lién quan dén co-trimoxazol.

Tuong tac thudc lién quan dén
hé théng enzym cytochrom P450

Hé thdng enzym cytochrom P450 cd
vai trd chuyén hdéa nhiéu loai thudc.
Trimethoprim (c ché CYP2C8 va
sulfamethoxazol ('c ché CYP2C9. Do
vay, phGi hgp ca hai hoat chat
sulfamethoxazol va trimethoprim co
thé gay tich Iy cac thudc chuyén hda
qua CYP2C8 hodc CYP2C9. Trong do,
hai loai thubc co tuang tac quan trong
lién quan dén co-trimoxazol la thudc
diéu tri dai thao dudng dudng udng va
warfarin.

Trong cac thudc diéu tri dai thao
dudng dudng ubng, dan chat
sulfonylurea (glyburid, gliclazid,
glimepirid va glipizid) chuyén hda qua
CYP2C9, repaglinid (dan  chat
meglitinid) chuyén hdéa qua CYP2CS.
Cac nghién clu dugc dong hoc da chi

ra rang co-trimoxazol lam tang ndng
do dan chat sulfonylurea va repaglinid
trong huyét tuong, gay tdng tiét
insulin dan dén ha dudng huyét cé
triéu chirng. Cac bao cao ca va nghién
clfu quan sat da ghi nhan tuong tac
trén 1dm sang cho thay nguy cd nhap
vién vi ha dudng huyét tang gap 4-6
lan khi t~)6’ sung co-trimoxazol vao phac
dd co6 dan chat sulfonylurea.

Warfarin cling cé nguy co tuang tac
V@i co-trimoxazol. Trong 2 dong phan,
S-warfarin ¢ hoat tinh sinh hoc manh
hon khoang 5 lan R-warfarin va dugc
chuyén hda bai CYP450 2C9. SUr dung
dong thdi co-trimoxazol véi warfarin
lam tdng nong do S-warfarin trén hau
hét bénh nhan. Hai nghién cltu gan
day cho thay trén nhitng bénh nhan
dung warfarin, viéc st dung déng thai
v@i co-trimoxazol lam tang nguy cd
xuat huyét tiéu hdéa gap 2-3 lan so vai
cac loai khang sinh khac.

Tuong tac lién quan dén van
chuyén thuéc
Trimethoprim (c ché kénh van

chuyén cation hitu ¢ va
sulfamethoxazol (c ché kénh van
chuyén anion hitu cd & than. Cac kénh
van chuyén nay gilp thai trlr mot s
loai thudc qua than. Trén cac bénh nhi
diéu tri véi methotrexat, sir dung déng
thgi co-trimoxazol lam giam 40%
thanh thai methotrexat qua than va do
dé lam tang nguy cd gap doc tinh cua
methotrexat (bao gém thi€u mau bat
san, viém niém mac, nhiem doc gan
va cac triéu chirng tiéu hda). Cac bao
cdo ca va mét nghién clru quan sat da
ghi nhan anh hudng khang folat cua
trimethoprim cling gép phan gay ra
tudng tac nay.

S: Sugar (hypoglycemia) - Ha
dudng huyét

O nhitng bénh nhan _ dung
co-trimoxazol, phoi hgp vGi dan chat
sulfonylurea hoac repaglinid lam tang
nguy cd ha dudng huyét. Trén thuc té,
do c6 cau trdc tuong tu véi dan chat
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sulfonylurea, sulfamethoxazol co thé
truc ti€p gay tang tiét insulin, dac biét
3 liéu cao va trén bénh nhan suy than.
Ha dudng huyét thudng xuat hién
ngay sau khi bénh nhan dung
co-trimoxazol. Qua trinh hoi phuc cé
thé bi tri hodn trén bénh nhan suy
than. D€ giam thiéu nguy co ha dudng
huyét, nén can nhdc gidam liéu dan
chat sulfonylurea & nhitng bénh nhan
c6 do thanh thai creatinin dudi 30 mL/
phut.

K: Hyperkalemia and other
kidney effects - Tang kali mau va
anh hudéng khac trén than

Co-trimoxazol c6 thé anh hudng
dén chuic nang than théng qua nhiéu
cd ché, gay tang kali mau va ha natri
mau cung cac tac dung phu khac trén
than.

Tang kali mau

Tang kali mau lan dau dudc ghi
nhan & bénh nhan diéu tri nam
P. jiroveci bang co-trimoxazol liéu cao.
Hién nay, tang kali mau dugc coi la
nguy cd tiém &n ngay ¢ mdc liéu
thong thudng. Day la tac dung phu co
thé du doan dudc va cé kha néng gay
tr vong. Trimethoprim cé cau tric
tuong tu nhu thubc Igi ti€u gilr kali
amilorid, gay Uc ché dao thai kali &
ong lugn xa. Trong mot thir nghiém
ldm sang ngau nhién c6 doi chiing
trén 97 bénh nhan ngoai trd dung
co-trimoxazol, phan I6n bénh nhan
(81,5%) cb tang nong do6 kali mau,
trong do, 6% bénh nhan tang &
ngudng > 5,5 mmol/L. M6t nghién ctu
quan sat tai bénh vién ghi nhan ty lé
tang kali mau (néng do kali mau > 5,0
mmol/L) vuot qua 20%.

Tang kali mau thudng xuat hién sau
vai ngay diéu tri. Cac yéu toé nguy co
tang kali mau khi si dung
co-trimoxazol bao gém dai thao
dudng, suy than, tui cao, nhiem HIV/
AIDS, su dung trimethoprim liéu cao
va cac thudc Igi tiéu gilr kali nhu thubc
(c ch& enzym chuyén angiotensin
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(ACEi), thuéc (c ché thu thé
angiotensin va spironolacton. MGt
nghién clfu bénh chifng gan day trén
quan thé 439.677 bénh nhan ding
thudc ACEi hodc thudc Uc ché thu thé
angiotensin cho thay nguy cd nhéap
vién do tang kali mau tdng gap 7 lan &
nhitng bénh nhan s&’ dung
co-trimoxazol so vdi nhiing khang sinh
diéu tri nhiém khuan tiét niéu khac.
Bénh nhan can dugc theo ddi nong do
kali mau sau vai ngay diéu tri bdng
co-trimoxazol vé&i liéu théng thudng,
dac biét d6i véi bénh nhan co suy
giam chic nang than, bénh nhan cao
tuGi, mac dai thdo dudng hodc AIDS,
bénh nhan dang dung thudc ACE;i,
thudc (rc ché thu thé angiotensin hodc
spironolacton.

Anh hudng khéc trén thin

M3c du khdéng phd bién nhu ting
kali mau, ha natri mau cling c6 nguy
cd xay ra do tac dung chen kénh natri
bifu mé qua trung gian cua
trimethoprim & 6ng Iugn xa. Bénh
nhan suy than man cé nguy cd cao
gap tac dung khdong mong mudn lién
quan dén co-trimoxazol. Mac du vay,
thudc cling cé thé gay ton thuong
than & nhirng bénh nhan cé chiric nang
than binh thudng. Tac dung bat Igi
nay thudng bi€u hién dudi dang hoi
ch’ng qua man, thudng gap nhat la
viém than ké cap tinh. Cac triéu chirng
thong thudng bao gom s6t, phat ban
va tang creatinin. Tinh trang tang bach
cau ai toan va bach cau ai toan niéu
co thé la tiéu chi ho trg chan doan,
nhung khéng loai trir chdn doan khi
cac chi s6 nay trong gidi han binh
thudng.

Ngoai ra, sulfamethoxazol c6 thé
ldng dong trong long éng than gay tac
nghén 8ng than va dan tdi tén thucng
than cap. Phan Ung nay da dudc ghi
nhan trong mot bdo cdo ca nhung
thudng lién quan nhiéu hon dén cac
khang sinh sulfonamid thé hé ci.
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Y: Why not consider an alternate
antimicrobial? - Can nhac mot
khang sinh thay thé?

Bén canh cac Igi ich diéu tri, ddc
biét cho bénh nhan nhiem HIV va
bénh nhan nhiém trung do tu cau
vang khang methicillin  (MRSA),
co-trimoxazol tiém tang nhiéu tac
dung khéng mong mudn. Vi vay, nén
can nhac cac khuyén cdo sau day
nham gidm nguy cd khi ké dan
co-trimoxazol.

e Can nhac s dung khang sinh
thay thé, dac biét trén phu nir c
thai trong ba thang dau, bénh
nhan cé thi€u hut G6DP di truyén
hodc bénh nhan dang dung
methotrexat.

e Xét nghiém dién giai do trong
vong vai ngay k& tir khi bat dau

diéu tri d€ xac dinh tinh trang
tang kali mau hodc ha natri mau
68 nhédm bénh nhan: suy than, dai
thdo dudng, ngudi cao tudi va
bénh nhan AIDS. Bénh nhan
dung co-trimoxazol liéu cao, su
dung dong thdi cac thudc ACEi,
thudc (rc ché thu thé angiotensin
hodc spironolacton cling can
dudc theo doi dién giai do.

e Theo doi INR trong vong 3-4
ngay sau khi bat dau diéu tri &
bénh nhan dung warfarin.

e Theo doi tinh trang ha dudng
huyét trong vong vai ngay sau
khi bat dau diéu tri trén nhiing
bénh nhan dung thudc diéu tri
dai thao dudng dudng ubng (dan
chat sulfonylurea va dan chat
meglitinid).

Tac dung khong Triéu chirng Yéu to nguycd  Tan suat
mong muodn xuat
hién
N  Neurologic effects  Viém mang ndo  Bénh tu mién va HIV It gép
- Nhitng anh v6 khuén
hudng trén hé = "
than kinh Run tay chan , Hiem gap
Mé sang Ngudi cao tudi, c6  Tuadng doi
tién sir chan thuong it gdp
than kinh, nhiém
khu&n, mac cac roi
loan chuyén hoda
R&i loan tu thé Hiém gdp
O Decreased oxygen-  Methemoglobin Tré sg sinh c[u’c'fi 6  Hiém gap
carrying capacity huyét tuan tuoi
and other Thiéu hut enzym
hematologic methemoglobin
abnormalities - reductase phu thudc
‘Giam krla nang NAD+
van chuyéen Oxy va — = - = S —
nhitng bat thudng ROi loan dong Suy dinh dudng, dac It gap
khac trén huyét mau biét la thi€u hut acid
hoc folic
Thiéu hut enzym G6P
dehydrogenase
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Tan suat

Tac dung Triéu chirng Yéu t6 nguy co
khong mong xuat
muon hién
T Toxic Phan (rng qua man Tién st gia dinh da It gdp
epidermal do thudc (so6t, phat gap hdi chiing qua
necrolysis and ban hodc cac anh man do thudc
other hudng dén hé co
hypersensitivity ~ quan nhu rGi loan
reactions - déng mau, viém gan,
Hoai tf thugng  viém k€ than cap)
bi nhiem doc . - -
va cac phan Iihat ban nh% hoaf ThL[dng
(fng qua man hong baNn r_1h|em sac gap
khac c0 dinh
R Reproductive  Nhirng bat thudng vé  Thiéu hut acid folic It g3p
toxicity - DOc  cau truc (di tat 6ng Phu nit c6 thai st
tinh trén thai tr]”én ki,nh,‘ hé Eu”én . dung thudc trong 3
san hogn, hq ham fch va thang dau thai ky
bat thudng trén he
tiét niéu)
Thai nho so vdi tudi Phu nif c6 thai st It gdp
thai dung thudc trong 6
thang tiép theo cua
thai ky
Tang bilirubin mau Ngudi me s dung Hiém gap
thudGc sau tuan tha 32
cua thai ky
I Interactions Uc ché hé enzym Dung dong thgi nhieu  Thudng
with other cytochrom P450 (2C8 loai thudc gap
drugs - Tudng va 2C9)
tac thuoc — (¢ ché céc kénh van
thuoc chuyén thudc tai than
(kénh van chuyén
anion va cation hiru
co)
S Sugar Ha dudng huyét Bénh than man tinh Thudng
(hypoglycemia) SU dung liéu cao gdp khi c6
- Ha dudng co-trimoxazol tuong tac
huyet SUr dung d6ng thdi cac tt:li%cc
dan chat 5 Hiém g3p
sulphonylurea hoac khi str
meglitinid dung co-
trimoxazol

don doc
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Tac dung Triéu chirng Yéu t6 nguy co Tan suat
khoéng mong xuat
muon hién
K  Hyperkalemia Tang kali mau Bénh than man tinh Thudng
~and other SUr dung liéu cao gap
kidney effects co-trimoxazol
- Tang kali )
mau va nhifng  Viém ké than cap tinh It gap
anh huéng ~ — - —
khéc trén than Tac nghén ong than It gap
T&ng natri mau It gdp
Y Why not consider an alternate antimicrobial? - Can nhdc mot khang sinh
thay thé?
Chu thich: ACEi = (fc ch& enzym chuyén angiotensin, NSAID = thudc gidam dau
chdng viém khong steroid

Bat Triéu chirng Yéu to
thudng lam sang nguy co
huyét
hoc
Uc ché Thiéu hut acid Thi€u mau hong cau Suy dinh duGng, su
tly xucng folic khéng 16, giam tiéu cdu  dung ddng thdi cac
thudc khang folat
(methotrexat..)
HGi chiing qué B&t thudng trén huyét  Tién su gia dinh mac
man do thuéc  hoc kem theo st va phat  hdi chifng qua man
ban thudng lién quan déi vai thude
dén tang hoac giam bach
cau lympho
Tan mau  Stress oxy hda Thi€u mau do tan mau Thi€u hut enzym
G6PD
Suy giam  Pha huy tiéu cau Giam tiéu ciu
ti€u cdu  qua trung gian
do thudc  khang thé dic
hiéu véi phic
hgp glycoprotein
IIb/IIIa
Methemo- Tang HGi chirng xanh tim dau Tré sg sinh dudi 6
globin methemoglobin chi, mau mau socola, tuan tudi, thiéu hut
huyét SpO, trong mau ngoai vi enzym
thap gia vai két qua khi methemoglobin
mau dong mach binh reductase phu thudc
thudng NAD+
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Thuoc Ca ché tuaong tac Hau qua
S-warfarin Uc ché& CYP2C9 Tang INR va nguy cd
xuat huyét
Thubc diéu tri dai thao dudng Uc ch& CYP2C9 va Ha dudng huyét
dudng udng CYP2C8

Dan ch&t sulfonylurea (glyburid,
gliclazid, glimepirid, glipizid)

Dan chat meglitinid (repaglinid)

Methotrexat

Uc ché kénh van

chuyén anion hiiu

cd & 6ng lugn xa,
khang folat

Tang doc tinh cla

methotrexat (thi€u

mau bat san, nhiém

doc gan, viém niém
mac)

NSAIDs (ibuprofen, celecoxib,
piroxicam)

Uc ché& CYP2C9, (rc
ché thai kali qua
nudc tiéu
(trimethoprim)

Tang huyét ap, tang
kali mau

Thudc (e ché& enzym chuyén
angiotensin (ACEi), thudc (rc ché

Ut ché thai kall
gua nudc tiéu

Tang kali mau

thu thé angiotensin va (trimethoprim)
spironolacton
Fluvastatin Uc ch€ CYP2C9  Pau cd, viém cg, tiéu
cG van
Phenytoin (chuyén hda qua Uc ché& CYP2C9 va Tang doc tinh cla
CYP2C19) CYP2C8 phenytoin
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THIEU MAU TAN MAU MIEN DICH
LIEN QUAN BEN THUOC

Nguyén Mai Hoa, Nguyén Hoang Anh

Thiu mau tan mau mién dich lién quan dén thudc la bién c& nghiém trong,
khé chan doan va nhiéu trudng hap dan dén két cuc xau nhu suy da tang va tr
vong. Mac du vay, bién c6 nay thuc su rat hiém gdp, véi tan suat khoang 1 - 2
ca/1 triéu bénh nhan. Ty Ié trén cd kha nang thap han so véi thuc t€ do nhiéu
trudng hop khdng dugc chdn dodn va xac dinh nguyén nhén day du [1].
Ceftriaxon la mdt trong nhitng thudc dugc bdo cdo phd bién nhét lién quan dén
bi€én c6 nay. Nhan hai ca lam sang ghi nhan thi€u mau tan mau lién quan dén
ceftriaxon trong Co s& dir liéu bdo cdo ADR, bai viét dudi day sé tdng quan lai vé

cd ché bénh sinh, cac bién phap xUr tri va dy phong bién c6 hiém gap trén.

Ca lam sang

Ca lam sang thdar 1: Bénh nhan nir,
46 thang, 7 kg, tién s bai ndo - dong
kinh, dugc chdn doan viém phéi va
dugc chi dinh ceftriaxon 700mg x 1
lan/ngay tiém tinh mach. Bénh nhan
dung thubc dén ngay th& 9 xuat hién
da xanh, niém mac rat nhgt, refill > 2h,
mach ngoai vi khong bat dugc, mach
trung tdm bat yéu. K&t qua xét nghiém:
sO lugng hong cau 1,23 T/L (4,0 - 5,4),
hemoglobin 3,6 g/dL (12 - 16),
hematocrit 9,5% (37 - 47) (trudc khi
dung ceftriaxon, cac chi s6 trén trong
khoang gia tri binh thudng). Bénh nhan
dudc chan doan theo ddi can tan mau
cap, suy hé hap. Bénh nhan dugc cap
cl'u ngung tuan hoan, bop bdéng qua
noi khi quan, ép tim ngoai I6ng ngtrng,
tiém adrenalin, truyén khéi hong cau
rira, truyén huyét tuong tuci dong
lanh. Tuy nhién, bénh nhan tién Iugng
rat nang va ngudi nha xin Vé.

Ca lam sang thdr 2: Bénh nhan nir,
47 thang, 13 kg, viém mang ndo dugc
chi dinh ceftriaxon 1300 mg x 1 lan/
ngay tiém tinh mach. Bénh nhan dung
thu6c dén ngay th& 15 xuadt hién con
khoc thét, kich thich, sau dé giat toan
thé, con kéo dai 30 gidy, tu cit con.
Sau do, tré ngu yén, tim tai trong con,
da niém mach nhgt, tim déu, mach ro,
chi @m, tan s6 118 chu ky/phut, huyét
ap 95/68 mmHg. Két qua xét nghiém:

sO lugng hong cau 0,98 T/L (4,0 - 5,4),
hemoglobin 3,8 g/dL (12 - 16),
hematocrit 10,1% (37 - 47) (trudc khi
dung ceftriaxon va & cac ngay thd 3,
ngay th( 7 va ngay thr 12 dung thudc,
cac chi sO trén trong khoang gia tri
binh thuGng). Bénh nhan dugc chan
doan thi€u mau ndng - tan mau mién
dich cap tinh do ceftriaxon. Bénh nhan
dugc truyén khdi hong cau tur 250 mL
mau toan phan, truyén Ringer lactat,
midazolam (truyén tinh mach) va
phenobarbital (u6ng). Sau truyén mau
va ngung ceftriaxon, bénh nhan hoi
phuc.

Co ché bénh sinh

Trudc hét, can phan biét phan ('ng
tan mau do thuGc bao gom: phan ('ng
gay doc truc ti€p hOng cau gay tan
mau (nhu ribavirin) hodc phan (ng tan
mau mien dich lién quan dén thudc,
dan dén tan mau n6i mach hodc ngoai
mach. Tan mau mien dich do thudc c6
thé xay ra thdng qua cd ché hinh thanh
khang thé lién quan dén thudc hodc co
ché hap phu protein khong phai mién
dich. Khang thé lién quan dén thudc lai
dudc chia thanh hai loai: phu thudc
thuéc va khong phu thudc thudc.
Khang thé phu thudc thudc can su' cd
mat clia thudc (hodc chat chuyén hoda
clia thudc) d€ lién két va gay ly giai
héng cau. Trai lai, khang thé khong
phu thudc thu6c hoat dong tucng tu
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khang thé tu mién, cht yéu lién két véi
cau truc mang hong cau ma khong can
cd madt cda thuéc nghi ngd. VGi loai
nay, thudc chi ddng mot phan nho va
khong dang k& & vi tri lién két. Khang
thé khéng phu thudc thudc it gdp hon
so VGi khang thé phu thudc thudc [1].
Khang thé phu thudc thudc thudng lién
guan dén cefotetan, ceftriaxon va
piperacilin. Trong khi dd, fludarabin,
methyldopa va cac chat (c ché
beta-lactamase va hoda tri liéu ch(ra
platinum thudng la nguyén nhan gay
khéng thé khéng phu thudc thudc [2].

Phan tich sau hon nifa, cac khang
thé phu thudc thudc lai dugc phan biét
v@i nhau dua trén cd ché lién két cua
thudc vdi hong cau. Trong do, néu
thudc va héng cau lién két theo cd ché
cong hoda tri, s€ dan dén phan Ung
theo cd ché hap phu thudc hay phan
Ung ki€u penicillin; con néu thudc lién
két v8i hong cau bang mot lién két
lbng kéo hon sé& géy phan (ng kiéu

phiic hgp mién dich. SG d6 tém tat cac
loai tan mau mién dich do thudc khac
nhau dugc trinh bay trong Hinh 1 [1].

Thi€u mau tan mau do ceftriaxon
thudng do cd ché hinh thanh phic hgp
mién dich. Ceftriaxon va cac chat
chuyén hda cé thé lién két vdi khang
thé trong huyét tuong hinh thanh phiic
hgp mién dich. Cac phdc hgp mién dich
lién két khong dac hiéu véi mang té
bao hdng cau, kich hoat bd thé va gay
pha huy hong cau. Cac phan Ung ly
gidi hdng cau do kich hoat bd thé
thudng xay ra trong long mach. Cac
phan (fng nay thudng cap tinh, nang,
giai phéng hemoglobin vao huyét
tuong, xuat hién hemoglobin trong
nudc ti€u. Trong nhitng trudng hgp
nghiém trong, cd hién tuogng giam
manh va dot ngét hemoglobin sau khi
st dung thudc [3]. Phan (ng thi€u
mau tan mau G tré em thuGng ndng va
dién ti€n xau, vdi khoang 36% trudng
hdp ghi nhan hau qua tir vong [4].

Tan mau mién dich
do thudc

Khang thé lién quan
dén thudc

S

HAp phu protein khong lién
quan dén mien dich
Vi du: héa tri liéu chira platinum

T

Khang thé phu thudc thudc

Khang thé khéng
phu thuéc thubc
Vi du: methyldopa

—

Co ché hap thu thudc
Vi du: penicillin, cefotetan

Co ché phirc hgp mién dich
Vi du: ceftriaxon

Hinh 1. Tém tat cac loai thiéu mau tan mau lién quan dén thudc [1]
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Bi€u hién 1dm sang va can Iam
sang

Thi€u mau tan mau do thudc
thudng xuat hién sau khoang vai ngay
dén vai tuan sau khi sir dung thudc.
Céc triéu chling cé thé bao gém: mét
moi, vang da, chan an, dau bung. Da
sO cac triéu chirng nay lién quan dén
phan (ng tan mau [5]. Vdi cac trudng
hgp ndng, cd thé cd cac triéu ching
xanh xao, mat y thdc, co giat va ha
huyét ap xay ra do hién tugng thi€u
mau cap tinh. Mot s6 triéu chirng khac
c6 thé bao gdbm dau lung dudi, gidm
truang luc cg. Trong doé, dau lung
thudng lién quan dén su’ Iang dong cla
cac manh v3 hong cau bi pha huy tai
than, con giam truong luc cd thudng
do oxy khong du cung cap dén cac mo
khi s lugng hong cau giam nhanh
choéng [6].

Vé can lam sang, khong c6 mot xét
nghiém chdn doadn ddc hiéu chuyén
biét cho thi€u mau tan mau. Thong
thudng, bénh nhan co két qua thiéu
mau, hemoglobin thap khéng cé
nguyén nhan rd rang. Bénh nhan c6 s6
lugng hong cau Iudi tang khong xuat
phat tUr nguyén nhan tang san xuat
hong cau do gan day cé chay mau
hodc do bd sung sdt, vitamin B12,
folat, dong hoac do s dung
erythropoietin. Ngoai ra, xét nghiém
mau cé thé ghi nhan cac két qua bat
thudng nhu haptoglobin thap, néng do
lactate dehydrogenase (LDH) cao,
nong dé bilirubin gian ti€p cao la dau
hiéu cua hién tugng pha huy hong cau.
Phét mau ngoai vi cd thé phat hién cac
hinh thai hong cau bat thudng nhu
hong cau hinh cau (spherocytes) hoac
manh v3 hong cau (schistocytes) [7].

Thi€u mau tan mau mién dich dugc
dac trung bdi xét nghiém khang
globulin truc ti€p (DAT hodc xét
nghiém Coombs truc ti€p) duong tinh
va/hodc xét nghiém khang globulin
gian ti€p (IAT hodc xét nghiém
Coombs gian ti€p) duong tinh. Cac xét
nghiém nay gilp xac dinh tinh trang

thi€u mau & bénh nhan c6 ¢ ché& mién
dich hay khong lién quan dén mien
dich [7]. Trong d6, xét nghiém Coombs
truc tiép dung dé phat hién cac khang
thé dudgc gén 18n bé mat hdng cau, con
xét nghiém Coombs gian ti€p dung dé
phat hién cic khang thé bat thudng
trong huyét thanh ctia bénh nhan.

Bi€n chi'ng ndng cua thi€u mau tan
mau do thubc bao gom suy than cap,
suy da tang va ngung tim dot ngot.
Bénh nhan suy than khong chi do giam
tuSi mau ma con do doc tinh trén than
cta hemin va hemoglobin tu do, dac
biét trong trudng hdp cd tdc nghén
Ong than [3]. Caon tan mau cap la bién
cd nguy hiém cb thé xay ra khi thiéu
mau tan mau xay ra cap tinh, dot ngot
cung vdi su gia tang so lugng hong cau
IUGi [6]

Theo doi va xir tri

Viéc diéu tri thi€u mau tan mau do
thudc phu thudc vao mirc do nang cla
triéu chirng va tinh trang tan mau. Do
do, viéc phat hién s6m va xur tri kip
thdi dong vai tro quan trong. Ngung
thu6c nghi ngd la bién phap can thiét
dau tién. Da s6 cac trudng hgp phan
Ung nhe dén trung binh thudng cai
thién rd rét sau khi nging thudc
khoang 2 tuan mac du phan (ng
Coombs truc ti€p cd thé duong tinh
hang thang. Cac trudng hdp phan ('ng
nang (hemoglobin < 7 g/dL) can
truyén mau. Khéng nén tri hoan viéc
truyén mau & bénh nhan ndang mac du
kho xac dinh dugc mau cé phan (ng
chéo tuang thich & bénh nhan cd test
Coombs ducong tinh. Bénh nhan cé thé
can thuc hién phuong phap trao doi
huyét tuong hodc loc huyét tuong néu
xay ra soc, tuy nhién, cac trudng hagp
nay tucong doi hiém gap [5].

Viéc xac dinh cd ché phan (ng thi€u
mau tan mau xay ra theo loai khang
thé phu thudc thudc hay khdng phu
thudc thudc cling gitp bac si cé hudng
xUr tri phu hgp. Da6i véi cac trudng hgp
do khang thé khéng phu thubc thudc,
bén canh viéc ngirng thudc, do co tinh
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chdt tuong tu tu khdng khang thé,
bénh nhan nén dugc diéu tri nhu thi€u
mau tan mau do khang thé ndng, cu
thé la st dung corticoid va bd sung
immunoglobulin tinh mach (IVIG) hoac
st dung thudc Urc ché mién dich néu
phan (tng ndng va dai dang. Tuy nhién,
thuSc o thé tao ra cac khang thé theo
nhiéu cd ché trén cling mdt ¢ thé. Vi
vay, bac si can theo doi chat ché tinh
trang va dap Ung lam sang cua bénh
nhan dé xu tri kip thdi.

Riéng Vvdi ceftriaxon, mot tdng két
co s@ dir lieu EMBASE, MEDLINE va cg
s@ dir liéu Canh giac Dugc cua Hoa Ky
va Canada dén nam 2014 ghi nhan 37
ca thi€u mau tan mau mién dich lién
guan dén ceftriaxon. 70% bénh nhéan
c6 bénh ly mdc kém, trong do, thi€u
mau hong cau hinh liém la bénh mac
kém thudng gdp nhat. C6 dén 65%
bénh nhan da ting st dung ceftriaxon
tru6c dé va 59% bénh nhan co
hemoglobin md@i phat hién trong nudc
tiéu. Piéu d6 cho thdy tdm quan trong
cla viéc khai thac tién s st dung
ceftriaxon va sang loc hemoglobin
trong nudc ti€u nhu mét bién phap
gilp phat hién sdm bién c6 hi€m gap
nhung nghiém trong nay [8]. Bén canh
dd, can can nhac can than khi k& don
cac khang sinh cephalosporin khac &
bénh nhan cé tién s thi€u mau tan
mau lién quan dén ceftriaxon do nguy
cd xuat hién phan ('ng chéo. Mot s6
khang sinh trong nhdom cephalosporin
da dudgc ghi nhan cé phan (’ng chéo
in vitro véi khang thé ceftriaxon bao
gom: cefamandol, cefoperazon,
cefotaxim [9].

Tom lai, thi€u mau tan mau mién
dich lién quan dén ceftriaxon ndi riéng
va thudc ndi chung la bién cd hiém gap
nhung nghiém trong va cé nguy co tr
vong cao. Viéc diéu tri thi€u mau tan
mau do thudc phu thudc vao mirc do
nang cua triéu chirng va tinh trang tan
mau. Phat hién sdm va xur tri kip thdi
déng vai trd quan trong, trong do,
ngurng thudc nghi ngd la bién phap can
thiét dau tién.
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DPIEM TIN CANH GIAC DUOQOC
Tran Phuang Thao (B), Nguyén Thi Ha Giang, Phuing Ngoc Mai,
Vi Thi Ngoc Mai, Tran Thi Quynh Anh, Trinh Viét Ha, Nguyén Huy Minh,
Nguyén Ha Nhi, Hoang Hai Linh; Nguyén Thi Clc, Nguyén Mai Hoa

_HOI CHUNG DANG BAN PO DOI
XUNG, XEN KE DO THUOC: THONG
TIN TU' CO' QUAN QUAN LY DUQC
PHAM NEW ZEALAND

Tai New Zealand, da c6 3 truGng
hgp c6 héi chirng dang ban do doi
xUng, xen ké dudc bao cdo. Cac thubc
nghi ngd bao gbom: metoprolol,
cetuximab, doxycyclin va
ceftriaxon. TU d6, Cd quan Quan ly
Dugc phdm New Zealand (Medsafe)
thong bao cho nhan vién y té vé luu y
han hoi chrng nay.

Dinh nghia héi chirng dang ban
do, doi xurng xen ké do thuéc

HOi chitng dang ban dé doi xing,
xen ké do thudc (SDRIFE) (hay con goi
ld hdi chiing khi dau chd) 1a hién
tugng phat ban tai cac nép gap da &
vung nach, sau dau gdi hodc man dé
dbi xiing hinh chir V trén vung mong,
thuong khong keém theo cac triéu
chirng toan than.

Cac nhom thuoéc co lién quan
dén SDRIFE

- SDRIFE 1& phan (fng qua man type
IV vGi thu6c cé tac dung toan than,
xuat hién vai giG dén vai ngay sau khi
st dung thudc.

- Nhém thudc phé bién ¢ lién quan
dén hoi ching nay khang sinh
beta-lactam (chiém khoang 50% cac
trudng hop SDRIFE dugc bao cdo).

- Cac nhém thudc khac cd lién quan
SDRIFE bao gom: khang sinh khong
phai nhdm beta-lactam, thudc giam
dau, thudc chéng ndm va thu6c can
quang iod.

Xur tri déi voi Héi chirng dang
ban do déi xung, xen ké

HOi ching dang ban do, doi xing
xen k& co thé tu giam dan va mat di

sau mot thdi gian ngung sU dung
thudc nghi ngd. S dung corticosteroid
tai cho c6 thé lam gidm nhanh cac
triéu chirng phat ban.

CANH BAO NGUY CO' TIEM AN
HOI gHUNG PSEUDO-BAR'I:I'ER
KHI SU DUNG_COLISTIN: THONG
TIN TU BO Y TE CANADA

Két qua danh gia an toan cua
B9 Y té Canada:

- BO Y t€ Canada da tién hanh danh
gia cac thong tin ghi nhan dugc tir Co
s@ dir liéu Canh giac Dudc cua Canada,
cac cg s@ dir liéu Canh giac Dudc trén
thé qidi va tra ctu tai liéu y van. Tai
th&i diém danh gid, B Y t&€ Canada
chua nhan dugc bat ky bao cdo nao ¢
lién quan dén hoi chiring
Pseudo-Bartter khi s dung colistin
(natri colistimethat).

- BO Y té Canada da xem xét 7 ca
lam sang trong y van vé hdi ching
Pseudo-Bartter ¢ cac bénh nhan s
dung colistin. Trong s6 7 ca trén, 6 ca
¢ mGi quan hé nhan qua gilra bién co
va Viéc st dung thu6c dugc danh gia &
muUc dbé “co kha nang”va 1 ca dudc
danh gid & mdc d6 “co thé”.

- Ha kali mau, nhiém kiém chuyén
hda va mat kali qua nudc tiéu dugc ghi
nhan & tat ca cac trudng hop trén. Mot
s6 ca ¢ thém ha magie mau va ha
canxi mau. Trong tat ca 7 trudng hap,
tinh trang réi loan dién giai da dugc xu
tri hodc cai thién dang k& sau khi
ngung st dung colistin.

Két luan va khuyén cao cua Bo
Y té Canada

- B0 Y té€ Canada xac dinh c6 moai
lién quan gitra viéc s dung colistin va
nguy ¢ mac hdi  chiling
Pseudo-Bartter.
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- BO Y t€ Canada dang lam viéc vdi
cac don vi kinh doanh thudc dé cap
nhat canh bao vé hdi chirng Pseudo-
Bartter trong thong tin san pham cla
thudGc chira colistin.

- BO Y t€ Canada khuyén khich nhan
vién y té€ bdo cdo vé cac tac dung
khong mong mudn cod lién quan dén
viéc s dung colistin dén Hé thong
Canh giac dugc Canada.

- BO Y té€ Canada sé ti€p tuc theo
ddi cac thong tin an toan lién quan dén
colistin d& xac dinh va danh gid cac
nguy cd tiém &n. B6 Y té Canada s&
thuc hién cac bién phap phu hop va
kip thai khi phat hién ra nguy cg an
toan mdi lién quan dén viéc s dung
thudc nay.

NGUY CO ROI LOAN PHAT
TRIEN THAN KINH KHI TRE CO
CHA SU DUNG VAI:PROAT TR‘U'O’C
KHI THU TINH: TI;IONG TIN TU (;O'
QUAN QUAN LY DUQC PHAM
CHAU AU

Vao thang 1/2024, Uy ban Panh gia
nguy cd Canh giac Dugc (PRAC) cua
Co quan Dugc phdm Chau Au (EMA)
da dua ra khuyén cdo vé cac bién
phap phong ngtra khi bénh nhan nam
sir dung valproat. Bién phap nay nham
giai quyét su gia tdng nguy ca roi loan
phat trién than kinh & tré cé cha dung
valproat trong vong 3 thang trudc khi
thu tinh.

PE dua ra két ludn trén, PRAC tiép
tuc danh gia dir liéu nghién cltu quan
sat ho6i clru cua cac cong ty kinh doanh
valproat sau khuyén cdo truc dé vé
su dung valproat trong thai ky. Uy ban
cling xem xét dir liéu tir nghién ctu
phi lam sang, y van, dong thdi tham
khao y ki€én bénh nhan va chuyén gia
ldm sang. Nghién clru quan sat hoi clru
st dung dir liéu dang ky ca bénh da
trung tdm tai Thuy Dién, Phan Lan,
Thuy Si va tap trung vao tré cé cha sur
dung valproat, lamotrigin  hoac
levetiracetam trong khoang thdgi gian
thu tinh. Két qua nghién clru chi ra su
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tdng nguy cd rdi loan phat trién than
kinh & tré cé cha s dung valproat
trong 3 thang trudc thu tinh. Phan tich
gop dir liéu tir 3 qubc gia Bic Au cho
thay ty s6 nguy cc hiéu chinh cong gop
la 1,50 (khoang tin cay 95%: 1,09-
2,07) ddi vdi r6i loan phat trién than
kinh & tré cé cha s dung valproat
trong 3 thang trudc khi thu tinh so véi
sur dung lamotrigin hoac
levetiracetam. R&i loan phat trién than
kinh lién quan dén su phat trién vao
nhifng nam dau sau khi sinh, bao gom
tu ky, thi€u nang tri tué, réi loan giao
ti€p, roi loan tang dong giam chi y va
roi loan van dong. Dt liéu cho thay
khoang 5 trén 100 tré rGi loan phat
trién than kinh c6 cha s dung valproat
so vGi khoang 3 trén 100 tré cd cha sur
dung lamotrigin hodc levetiracetam.
Nghién clru khong khao sat nguy cd &
tré co cha ngung sur dung valproat trén
3 thang trudc khi thu tinh.

Nguy cd r6i loan phat trién than
kinh & tré cé cha si dung valproat
trong 3 thang trudc khi thu tinh thap
hon nguy cd trén tré cd me st dung
valproat trong thai ky da dudc canh
bao trudc dé. Udc tinh co tir 30 dén 40
trén 100 tré trudc do tudi di hoc (3 - 5
tudi) cd6 me s dung valproat trong
thai ky c6 van dé vé phat trién trong
nhitng ndm dau, bao gom cham ndi va
chadm di, tri tué phat trién kém so Vdi
I(ra tudi, gap khé khan trong ngdn ngit
va ghi nhé.

D{r liéu nghién cltu trén bénh nhan
nam con han ché, do cé su khac biét
gitra cac nhom vé tinh trang bénh cla
bénh nhan va thdi gian theo doi. Do
vdy, PRAC khéng thé khidng dinh su
tang ty lé xuat hién cac r6i loan nay co6
nguyén nhan do valproat hay khoéng.
Han nifa, ¢ mau nghién citu khong du
I6n dé€ xac dinh loai rdi loan than kinh
cd nguy cd mac phai cao hon & tré.
Tuy nhién, PRAC van théng bao cac
bién phdp phong nglra dé canh bdo
bénh nhan va nhan vién y té€ vé nguy
cd nay.
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Khuyén cdo nay cla PRAC sau do
da dugc chuyén dé&n Nhom diéu phdi
thuéc s dung trén ngudi dugc phé
duyét theo quy trinh khéng tap trung
va thtra nhan lan nhau (Coordination
Group for Mutual Recognition and
Decentralised Procedures Human -
CMDh) clia EMA va da dudc xac nhan
dong thudn dé€ ap dung trén toan b
cac quoc gia trong Lién minh Chau Au.

Khuyén cao danh cho nhan vién y
té:

Viéc ké dan va s dung valproat nén
dugc chi dinh va giam sat bdi cac bac si
chuyén khoa diéu tri bénh dong kinh, roi
loan luGng cuc hodc dau nira dau.

Nhan vién y té nén:

Thong bao cho bénh nhan nam s
dung valproat vé nguy cg roi loan phat
trién than kinh va can nhac liéu valproat
¢6 phai thudc diéu tri t6i vu hay khong;

Trao d6i v8i bénh nhan nam vé tinh
can thiét cua viéc ap dung cac bién phap
tranh thai, cho ca ban tinh cta ho trong
su6t thdoi gian st dung thudc va it nhat 3
thang sau khi nguing diéu tri;

Thong bao cho bénh nhan nam vé
tinh can thiét cua viéc danh gia diéu tri
bang valproat dinh ky, xem day c6 phai
thudc diéu tri t6i uu khdng va can nhac
cac thudc diéu tri thay thé, dac biét véi
bénh nhan nam dang c6 ké hoach sinh
con va trudc khi ngirng cac bién phap
tranh thai;

Khuyén cdao bénh nhan nam khong
hién tinh tring trong qua trinh diéu tri
bang valproat va it nhat 3 thang sau khi
ngung diéu tri;

Cung cap day du tai liéu thong tin
thudc cho bénh nhan va luu y bénh nhan
doc ky tG hudng dan st dung thudc.

Cac khuyén cao truGc vé viéc tranh
phdi nhiém Véi valproat trén phu nif
trong thoi ky mang thai do nguy cg di tat
bém sinh va r6i loan phat trién than kinh
trén tré van dugc duy tri.

TUONG TAC THUOC KHI SU
DUNG METHOTREXAT LIEU THAP

Methotrexat liéu thap dudc chi dinh
st dung hang tuan, vdi vai tro la thudc
ch ché& mién dich dé diéu tri cac bénh
vay nén va viém khdp dang thap (liéu
phdp DMARD). Ngoai suU dung
methotrexat liéu thap, bénh nhan cé
thé can phéi hgp cac thubc khac dé
diéu tri bénh cap tinh hodc man tinh.
S dung dong thoi methotrexat vdi
mdt sd thudc cd thé lam téng nguy co
doc tinh cia methotrexat.

K& tir ndm 2020, Ca sé dif liéu Canh
giac dugc New Zealand ghi nhan 05
trudng hgp xay ra tuong tac thudc khi
st dung dong thai véi methotrexat liéu
thap. Cac thudc lién quan bao gom:
co-trimoxazol (2 truGng  hdp),
trimethoprim, amoxicilin + acid
clavulanic, aspirin va natri valproat. Do
do, Medsafe thong bao cho nhan vién
y té€ luu y han vé tuang tac lién quan
dén sur dung methotrexat liéu thap.

Co ché gay tuong tac thuéc

Methotrexat la mot thudc gay doc té
bao, tac dung thong qua ca ché Uc ché
enzym dihydrofolate reductase, do do
can trd qua trinh chuyén hda acid folic.
Nguy cd doc tinh cia methotrexat tang
khi sir dung dong thgi thu6c nay vdi
cac thuéc khac cé cd ché tac dung
tuang tu. Ngay ca khi s dung & liéu
thap, methotrexat cling cé thé gdy (c
ché tiy xuong va gay doc than, gan,
hé tiéu hdéa hodc phéi. Néng dod
methotrexat trong huyét thanh tdng
cao cd thé lam tang nguy cc doc tinh.

Methotrexat cd kha nang lién két véi
albumin huyét tuong sau khi hap thu.
S dung dong thdi v@i cac thubc canh
tranh vi tri gan albumin hodc (c ché
lién k&t véi albumin cd thé lam tang
nong d6é methotrexat tuy do trong
huyét tuong.
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Methotrexat chi yéu dudgc thai trur
qua than thong qua cd ché loc & cau
thadn va van chuyén tich cuc tai 6ng
than. Cac thu6c cd anh hudng dén

chirc ndng than cé thé lam gidm dé
thanh thai cia methotrexat, tir do, lam
tang nong do thudc trong huyét thanh.

Bang 1: M6t sd vi du tuong tac thudc lam tang néng do, tang doc tinh
cua methotrexat

Tac dung Co ché Vi du
Tangndng | Giam dé thanh thai | Penicillin va sulfonamid
do clia methotrexat & | (vi du:, co-trimoxazol),
methotrexat |than NSAID
trong huyét | Giam bai tiét & 6ng | Probenecid, thudc loi tiéu
tuong than quai, ciprofloxacin,
(tvong tac NSAID
duocddng | Canh tranh lién két | Sulfonamid, penicillin,
hoc) véi protein huyét tetracyclin,
tuong chloramphenicol,
salicylat, NSAID,
sulfonylurea, phenytoin
Tang doc Tang doc tinh trén | Thudc gay doc cho gan
tinh cia gan nhu azathioprin,
methotrexat sulfasalazin, leflunomid,
(tvong tac rou, thudc gay doc té
duoc luc bao. retinoids
hoc) Tang doc tinh trén | Thudc trc ché tiy xuong
hé tao mau nhw co-trimoxazol,
trimethoprim, leflunomid,
allopurinol, ciclosporin,
thudc gay doc té bao
Tang doc tinh trén | Leflunomid (gay doc
co quan khac phéi), thudc gay doc té
bao (gay ddc phdi, hé
tieu hoa, than),
amiodaron (loét da)

Khuyén cao danh cho nhan vién y
té

Than trong khi st dung bat ky thudc
nao trén bénh nhan dang diéu tri vdi
methotrexat do nguy cd gay anh hudéng
dén gan, than hoac huyét hoc.

Tuy tirng trudng hop, cb thé can diéu
chinh liéu methotrexat hodc tam ngirng
thudc.

Tang cuGng giam sat bénh nhan néu
can thiét.

KHUYEN CAO TANG CUONG AN
TOAI-\N KHI SU:ADl_lNG D!JNG DICH
TIEM TRUYEN CH‘U'A KALI
CLQRID:’ THONG le TV C’O' QUAN
QUAN LY DUO'C PHAM PHAP

Dung dich tiém truyén kali clorid
(KCl) dugc sir dung trong cac cd sG y
t&€ dé cung cdp kali trong cac trudng
hop ha kali mau va mat can bang dién
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giai. Dung dich nay can pha loang va
truyén tinh mach cham (IV). Viéc su
dung khdng dudng cach dich truyén kali
clorid cd thé géy ra cac bién ¢ bét Igi
nghiém trong (SAE), gdy nguy hiém
dén tinh mang bénh nhan va cd thé
dan dén tr vong. Cd quan Quan ly
Dugc phdm Phap (ANSM) d& c6 mot s6
bién phdp an toan nhdm giam thiéu
nguy cc trén.

Hién ANSM van nhan dugdc bao céo
cac trudng hdp sai sét khi sir dung
dung dich tiém truyén kali clorid, phan
I6n lién quan dén ky thudt chudn bi
hodc s dung thudc. Cac sai sét khi
thudng dugc bdo cdo nhu: tiém tinh
mach truc ti€p dung dich kali clorid, toc
do truyén qua nhanh va khong pha
lodng trudc khi truyén. Tat ca cac sai
sét nay déu co thé dan dén nging
tim.
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Nhdm han ché nhitng sai sot lién
quan dén thudc, ANSM da va dang
tri€n khai mot s6 bién phap nhdm tang
cudng thong tin dén nhan vién y t€ va
thic day viéc sir dung hgp ly dung dich
tiém truyén kali clorid trong cac co sd
y t€. Cac bién phap nay bao gom:

Nam 2024, bd tiéu chudn st dung
ddng liéu, ding cach pha ch€, tiém
truyén va theo doi phan Ung trén bénh
nhan cling nhu cac budc can tuan tha
dé quan ly an toan khi si dung dung
dich tiém truyén kali clorid sé dudc gui
dén cac ca sA y té.

NGUY HIEM TINH MANG :

DPON THUGC: CHUANBI:
TUAN THU CAC QUY TAC

© Uu tién dudng udng cho diéu trj ha Kali mau tur
nhe dén trung binh

@ Chi dung dudng truyén tinh mach cho cac
truwong hop ha kali mau néng
(K*< 3 mmol/L) hodc trong trudng hgp khong thé
dung dudng udng

@ Tinh téng luong KCLdwa vao va kiém tra céc
thudc tang lam kali méu

© Doc tat ca thong tin trén nhan

53,6mmol KCUL

(khéng khuy&n khich két hop)

Théng tin dé cap trén don thudc:

@ Ligudiung theo s luong: ngudi lon tinh theo gam,
tré em tinh theo mmol/kg/ngay

@ Téngthé tich dich pha loang: NaCL 0,9 % ho&c
Glucose 5 % (G5 %) khong qua 1 g KCL/ 250 mL

nhén néu cé thé

®

hoéc 13,4 mmol KCL/ 250 ml

KALI CLORID \
PHA LOANG CHO TIEM TRUYEN

DUNG DICH PHA LOANG CO HE THONG

© Thuc hién ma khong dé gian doan.
LUON LUON pha loang dung dich khéng qué 1 g KCL/
250 ml hoéc 13,4 mmol KCL/ 250 ml

@ Nong dé t8i da cudi cung: 4g KCUL hodc

4 Ghinhan ché pham: ligu lugng + téng thé tich
4 Thuc hién viéc kiém soat kép khau chuan bjva dén

HO TR’ TRONG CHUAN B| VA SU’ DUNG
Lwu y: thich hgp cho tré em, bénh nhan
hoi sitc tich cu'c, truwdng hop suy giam
thé tich dich, bénh nhan suy than.

Tai liéu dao tao danh cho nhan vién
y t€ vGi cac théng tin quan trong lién
quan va hudng dan bao cao sai sét khi
st dung thubc da dugc dua ra tir nam
2017 dén nam 2020;

T cubi ndm 2022, poster hudng
dan s dung dung dich tiém truyén kali
clorid da dudgc thiét k€ danh cho nhan
vién y té. Poster nay da dudgc gui dén
cd sd y té€ va cac don vi kinh doanh
dung dich tiém truyén nay.

3

SU’ DUNG THUGC PHA LOANG:
CHI TRUYEN IV CHAM

& KHONG diing dudng IV tryc tiép, ca SCva IM

© Kiém tra tinh tuong thich giita don thudc, thudc va
bénh nhan trudc khi dung

4 Chitruyén thuc d4 pha loang: truy&n cham 1 g/h

© THEO DOI thudng xuyén céc chi s& lam sang va chi s
sinh ho4 + gidm sat tim mach néu can

LU'U TRO’ CHUYEN DUNG VA RIENG BIET

4 B&o quan 8ng KCL & noi chuyén dung va gilr khoang
céch véi cac chat dién giai khac

4 Daén nhéan canh bo riéng biét

4 Han ché du tri¥ tuy thudc theo nhu cdu ctia co s§

LUON PHA LOANG TRANH NGUY CO'TU VONG DO NGUNG TIM

@ Téc dé truyan: KHONG VUQT QUA 1g KCUh
hoéc 13,4 mmol K*/h
@ Duong dung va cach dung: LUON truygn IV cham

~X _ Lwong Kali
£, B. B. E
[ alg :CIZQ C.39 CI49
Lugng Kali (K*) 13,4 mmol 26,8 mmol 40,2 mmol 53,6 mmol
Thé tich t8i thiéu sau pha loédng trong NaCl 0,9% hodc G5% 250 mL 500 mL 1000 mL 1000 mL
Thai gian truyén t3i thiéu 1h 2h 3h 4h

CANH GIAC DUQ'C - TRUNG TAM DI&ADR QUGC GIA
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Phu luc 5

BAO CAO PHAN IPNG CO HAI CUA THUOC Noi B8O 630+ oo

THONG TIN VE NGUO'I BAO CAO, BENH NHAN VA DON V] BAO CAO Ma $6 ba0 €80 €la G0N Vi ovovv e
SEDUQC BAO MAT Ma s6 bao cao (do Trung tam quéc gia quan Iy):

ADR

Xin anh/chi hdy béo céo ké ca khi khong chéc chén vé san phdm da géy ra phan (ing va/hodc khong cé day du céc théng tin

A. THONG TIN VE BENH NHAN

2. Ngay smh:..
Hodc tudi:

3. Gi¢itinh 4. Can nang:

T HOVAtBN. e CINam O Ne kg

B. THONG TIN VE PHAN (P'NG CO HAI (ADR)
5. Ngay xuét hién phan ng:........0.....J..............

6. Phan trng xuat hién sau bao lau (tinh tir lan dung cudi cling cua
thudc nghi ngd):.. R R
7. Mé ta biéu hién ADR 8. Céac xét nghiém Ilen quan den phan ung

9. Tién str (di tng, thai nghén, nghién thudc 14, nghién ruou, bénh
gan, bénhthan..))

10. Céach x( tri phan trng

11. Mrc d6 nghiém trong ctia phan trng

[ T&r vong O Nhap vién/Kéo dai thoi gian ndm vién [ Dj tat thai nhi
[J Pe doa tinh mang [ Tan tat vinh vién/ndng né [J Khéng nghiém trong
12. Két qua sau khi xtr tri phan &rng
O Ter vong do ADR i . [ Chua héi phuc [ Hai phuc c6 di chirng [0 Khéng 16
[Tl vong khéng lién quan dén thube [OPang héi phuc [ Hai phuc khéng c6 di ching
C. THONG TIN VE THUOC NGHI NG GAY ADR
S6 lan T
N 4 Ngay diéu tri
S| 15 Thubo (engbova | bam ok, | nna . Leu | £28 | Bwong (Ngay théng/né) .
T te % Nk 2 £ S6 16 dung ng < Ly do dung thuéc
T én thuong mai) ham san xuat mét i&n ngay/ dung s o
lvgng tuan/ Bat dau | Kétthuc
thang.
ii
iii
iv
STT 14.Sau khi nglrng/giam liéu clia thudc bi nghi ngdy, phan tng cd | 15.Tai st dung thudc bi nghi ngd ¢6 xuat hién lai phan trng
(Twong | duoc cai thién khéng? khéng?
ung13) | Co Kh@ng Khéng nglrng/giam liéu | Khéng co théng tin Co Khéng | Khéng tai st dung Khéng ¢6 thdng tin
i O ] 0 O [ ] [ 0
ii O O L O O] 0 O [m]
iii O O L O ] [m] [ ]
iv | H] [m] [l L] ] L] [m]
16. Cac huoc dung déng thoi (Ngoai tree cac thude dung diéu trr/khac phuc hau qua cua ADR)

i Dang bao ché, | Ngay dicu tri (ngay/thang/nam)_ Ten thuéc | Dang bao ché, | Ngay dieu trl (ngayfthdng/ndm) |

ham lwong Batdau |  Kétthuc i ham luong Batgau |  Kétthuc

Tén thuée

:
1

i | i | i |
|




D. PHAN THAM BINH ADR CUA BON V|

17. Banh gia moi lién quan gilra thuoc va ADR

O Chéc chén O Khéng chéc chan O Khac:...
O C6 kha nang O chwa phan loai 3
O cothé O Khong thé phan loai

18. Bon vi tham dinh ADR theo thang nao?
O Thang WHO [ Thang Naranjo

19. Phan binh luan ctia can bo y t& (néu cd)

E. THONG TIN VEN BAO CAO

20. Ho va téi
bién thoai

21. Chir ky

Nghé nghiép/Chtrc v
Email

‘ 22. Dang b&o céo: O Lan gaw O Bb sung 235 Ngay bao 680k Ll

Xin chan thanh cam on!

HU'ONG DAN LAM BAO CAO

Xin hdy bdo céo tat ca cac phan (rng cé | Céch béo cio:
hai ma anh/chi nghi ng&, dac biét khi:
s Céc phan tng lién quan téi thubc méi
e Céc phan (ng khéng mong mubn
hozc chwa duoc biét dén
e Cac phan trng nghiém trong
e Tuong tac thuéc
e Thét bai trong diéu tri
e Céc van dé vé chat lwong thubc
e Cac sai so6t trong qua trinh s dung
thuéce.

s Dién théng tin vao miu bao cao

«  Chican dién nhitng phan anh/chj cé théng tin

e Cothé dinh kém thém mét vai trang (néu mau bao cao khong du khoang tréng dé
dién thong tin hay c6 nhitng xét nghiém lién quan).

«  Xin hay gl bdo céo v& Trung tam Quédc gia vé Théng tin thudc va Theo dai phan
rng c6 hai clia thudc theo céc dia chi sau:

Thu: Trung tdm Quéc gia v& Thdng tin thudc va Theo déi phan (ng
c6 hai cua thuodc
Trudng Dai hoc Dwoc Ha Noi

z 2 P : = 13-15 Lé Thanh Téng, Quan Hoan Kiém, Ha Néi
Mau bao céo nay dwec ap dung cho cac

phan (rng gay ra boi:
o Thudc va cac ché pham sinh hoc
e Vécxin
e Cac thubc cb truydn hoac thudc cé
ngudn géc dwoc ligu

Fax: (024) 3933 5642

Dign thoai; (024) 3933 5618

e Thuwc pham chirc nang =

Nguwdi bio cdo cb thé I3: '-kih A Website: http://canhgiacduoc.org.vn
. Bacsi g ‘ﬁ:\ Email: di.pvcenter@gmail.com
= Duocsi Anh/chi c6 thé 14y mau bao céo nay tai khoa Dugc, phong Ké hoach téng
* Nhasi hop clia bénh vién hoc tai tir trang web http:/canhgiacduoc.org.vn. Néu c6 bat
e YHa/dieu dubng/ns hd:sinh ky théc m&c ndo, anh/chi c6 thé lien he voi Trung tam Quéc gia vé Thong tin

+ Cac klh? Ckuhn,g cap dich vu cham so¢ | thiéc va Theo doi phan tng c6 hai clia thudc theo sé dién thoai: (04) 3933 5618
surekhoe khac. hoac theo dia chi email di. pvcenter@gmail.com.

Phan danh cho Trung tam DI & ADR Quéc gia

1. GUi xac nhan t&i don vi bdo cao ‘ O 3. Phan trng dé c6 trong y van/ SPC/ CSDL : O
2. Phén loai phan tng L } 4. Nhap dir liéu vao hé co s di lisu quéc gia Lo
e []Thuoc méi [ Thudc cti g - - L
» [JNghiém trong [ Khéng nghiém trong i 5. Nhap di¥ liéu vao phan mém Vigiflow O
6. Mdrc do nghiém trong cla phan trng
Oee doa tinh mang/ gay tir vong O Nhap vién/ kéo dai thoi gian n&m vién O Gay di tat/tan tat O Lien quan téi lam dung/ phu thuée thuée
7. GUri béo cdo t6i hoi ddng tham dinh o '}'gaylgm 8. GlibdociochoUMC | [ ngay ?”‘
9. Két qua tham dinh

O Chéc chan O Khéng chac chan O Khac:.

O C6 kha nang O Chua phan loai

O coéthé [0 Khéng thé phan loai . . e
10. Nguwoiquan ly bdo cao 12. Chir ky

11. Ngay:....... o YA

Phu luc 5: Théng tu sé 23/2011/TT-BYT: Huéng déan sir dung thuéc trong cdc co sé y té ¢é giudng bénh

Phién ban truc tuyén cta Ban tin Canh gidc dugc va cdc théng tin vé an todn trong st dung thudc thuding xuyén
dugc cdp nhdt trén trang web htitp://canhgiacduoc.org.vn



