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DANH GIA PHAN UNG CO HAI NANG
TREN DA DO THUOC

Nguon: Ban tin Canh giac dugc s6 2 — 2022

Cac phan Ung cé hai néng trén da (SCAR) bao goém hoi chirng Stevens-Johnson
(SJS), hoai tir thugng bi nhlem doc (TEN) va hoi chiing phat ban mun mua lan toa
cap tinh (AGEP). Céc dang ton thuong da nay la mét loai phan ('ng qua man mudn
va ¢ thé de doa tinh mang cua ngudi bénh.

P& danh gid cac phan (ng cd hai ndng trén da, can khai thac ky tién s 1dm sang
va lam xét nghiém dé xac dinh loai thudc gy di i'hg va danh gia tinh trang di (ng.
Cac thudc thudng gay ra phan (ng la allopurinol, khang sinh va thudc chdng co
giat.

Test ap bi va test ndi bi gitp phat hién cac phan (ing di ing, tuy nhién do nhay
va do dac hiéu cla céc loai test da trong truGng hgp phan (ng nang trén da con han
ché. Néu xét nghiém cho két qua am tinh hodc khong két luan dugc, bénh nhan can
tranh st dung cac loai thu6c nghi ngd gay di ing va bat ky loai thudc nao cd cau
tric hod hoc tuang tu trong tucng lai.

Phai can nhac Igi ich-nguy co trudc khi quyét dinh dung lai thubc. Ngoai ra, can
than trong khi s dung mot thudc cdé nguy cd gay phan 'ng chéo & nhitng bénh

nhan da ting gap phan (ng cé hai nang trén da.

GiGi thiéu

Ban da co thé xay ra trong thdi gian
dung thubc. C6 nhiéu nguyén nhan gay
ban da, bao 96m phén ung qué man do
thu6c. Phan Ung di Ung thubc xay ra khi
hé mien dich bi “kich hoat” bgi mét
thudc. Cac phan Ung di ing nay khéng
thé dugc du doan trudc va khdng nhat
thi€t phu thudc liéu dung. Phan ng qua
man nhanh xay ra ngay sau khi dung
thudc va co6 ca ché thdng qua trung gian
IgE. Ngudc lai, cac phan (ng cé hai
nang trén da thudng la cac phan Ung
qua man muodn va dugc cho la thong
qua cac t€ bao lympho T. Cac phan ting
di i'ng qua trung gian miéen dich nay gay
ton thuong ndng cho da va cac cd quan
ndi tang, dong thdi lam tang ty 1é mac
bénh, ty I& t&r vong ca ngdn han ciing
nhu lau dai. Allopurinol, cac khang sinh
va thu6c chdng co giat thudng lién quan
dén nhirng phan (rng co hai nay.

Triéu chirng Iam sang

Bang 1 liét ké cac phan Ung cd hai
nang trén da do thudc, bao gom hoi
chirng phat ban mun mu lan téa cap tinh
(AGEP), phan (ng thu6c kém tdng bach
cau ai toan va triéu ching toan than
(DRESS, con goi la hoi chirng qua man
do thudc) va hdi chiing Stevens-Johnson
(SJS). HGi chirng Stevens-Johnson va

hoai tr thugng bi nhiém doc (TEN) dudgc
coi la hai dang cua cung mét tinh trang
bénh. Ty I& t& vong cd thé Ién t&i 30-
50%. HOi ching Stevens-Johnson va
hoai tir thugng bi nhiem doc dudc xac
dinh dua trén phan tram dién tich bé
mét cd thé bi tdn thuong.

e SJS: 1-10%

« SIS/TEN overlap (thé trung gian):
10-30%

e TEN: > 30%

Mot s6 triéu ching lam sang lam
tang mdc do nghi ngd vé phan (ng co
hai nang trén da, bao gom cac vét bam
tim, sung mat, phong rop va bong troc
da, ton thucng tai niém mac, néi hach,
sOt, cac xét nghiém huyét hoc va sinh
hoa bat thudng. Bat ky triéu chirng nao
ké trén xudt hién, can Iap tirc dén bénh
vién.

Cac phan (rng khac do thudc

Phan (ng di &ng nhe trén da phd
bién nhat la ban do hay phat ban dang
sGi. Triéu chu‘ng gdm cic mang tén
thuong rat do trén da, lan rong hodc tap
trung, cd thé kém theo nglra va ting
nhe bach cau ai toan.

Ban dd nhiém sic ¢ dinh c6 dic
diém la cac vét tén thuong mau dé sam,
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Bang 1. Cac xét nghiém chan doan va thang diém danh gia
cac phan (rng qua man mudn do thuoc

a4 . Phan (rng tang bach Hoi chirng Stevens-
:?:Incm:’]nlgas rt'g; I:%n cau ai toan va cac Johnson/ hoai tur
" tinh (AGEP) P triéu chirng toan than thugng bi nhiem
do thuoc (DRESS) doc (SJS/TEN)

Triéu Cac mun mu vo trung, Ban do giong mé day Hoai tr da, bong da
chirng khong nang trén nén ban hodc ban tim, pht mat  ting mang va phong

lam dod lan rong, sot va két  va chan tay, viém hach rop niém mac kém
sang qua xét nghiém bat bach huyét, s6t, két qué  theo céc biéu hién
thuGng* xét nghiém bat thuGng*  toan than nghiém

va anh hudng dén cac trong

cd quan ndi tang

Cac Khang sinh Thu6c chéng co giat Allopurinol

thuoc (penicillin, cephalosporin) Khang sinh (sulfonamid  Thudc chéi in
thudng Thu6c khang nam Ehéng (khu§n, uoc chong co giat

3 PP ~ ¢ Sulfonamid khan
gap Khac (diltiazem, thudc vancomycin, khuan 9
giam dau) minocyclin) I
Allopurinol Nevirapin
NSAID

Thuoc khang lao

Cac thang diém danh gia

Kha nang Thang AGEP Thang RegiSCAR Khong ap dung
mac phai
Quan hé Thang Naranjo Thang Naranjo Thang ALDEN
nhan Thang Naranjo
qua
Tién Thang SCORTEN
lugng tir
vong

Cac xét nghiém chan doan

Test Co chi dinh Co chi dinh Co chi dinh

ap bi

Test C6 chi dinh C6 chi dinh KHONG chi dinh
noi bi

Test KHONG chi dinh KHONG chi dinh KHONG chi dinh
dudng

udng

* K&t qua xét nghiém bat thudng bao gom cac gia tri sinh hoa bat thudng nhu
tang nong do creatinin va enzym gan (AST, ALT), hodc cac gia tri huyét hoc bat
thuong nhu tdng bach cau ai toan va tdng bach cau trung tinh.
RegiSCAR: Co quan giam sat cua Chau Au vé cac phan ('ng c6 hai ndang trén da
Naranjo: thang danh gia madi lién quan gitfa thuéc nghi ngd va phan ing cé hai
ALDEN: thang danh gia madi lién quan cta thu6c nghi ngs va héi chirng SJS/TEN
SCORTEN: thang danh gia mirc d6 nang cua hoi chirng TEN .

kem theo cam giac bong rat hodc ngura.  thudc nghi ngg.

Nhifng ton thudng nay c thé xudt hién M6t phan Ung khac la hdi chirng dang
lai ¢ nhitng vung tudng tu khi tai S0 pan 45 @6i xing, xen k& do thudc
dung thuoc. Cac mun nudc cling xuat  (pRIFE) hay con goi la hoi ching khi
hién tai nhifng vi tri do sau khi dung lai  §3, cho. Pay I3 hién tugng phét ban tai
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cac nép gap, 6 vung hang, cg quan sinh
duc cling nhu & vung méng va quanh
hau mon.

Mdc du khdng phai la cac phan (ng
c6 hai ndng trén da, tdn thucng gan do
thudc va viém than ké cap tinh la cac vi
du cho thay tinh trang bénh nang & mot
hé cd quan cling c6 thé gay ra man nglra
trén da.

MOt bénh da hé thong khac lién quan
dén thudc la hdi ching qua man vdai
abacavir, v8i dac trung bdi cac triéu
ching nhu mén nglta, s6t va réi loan
tiéu hdéa thudng xuat hién trong cac tuan
dau tién dung thudc.

Cac cong cu chan doan

MOt s6 cong cu da dugc xay dung
nham thiét 13p madi lién hé tdi mot loai
phan Ung nhat dinh (Bang 1), nhu cong
cu gilp chan doan hdi chiing phat ban
mun mu lan téa cdp tinh, hdi ching
DRESS va hdi chiing Stevens-Johnson
hodc hoai tir thugng bi nhiém doc.

Trong mot s trudng hgp ton thuong
da khdng dién hinh, c6 thé thuc hién
sinh thi€t da. Tuy nhién, khong cé tiéu
chi mé hoc xac dinh gilp chan doan céc
phan (ng do thudc va sinh thiét da co
thé khéng loai trir dugc cac nguyén nhan
khac gay phan (fng, c6 tac dung ho trg
ch(r khong mang tinh chat quyét dinh.

Panh gia moi quan hé nhan qua

Do bénh nhan thudng dung nhiéu loai
thudc, nén viéc danh gid moi quan hé
gilra thuGc nghi ngd va cac phan (ing co6
hai ndng trén da cd thé la mot thach
thirc. Viéc danh gia ban dau bao gom
viéc xay dung dugc 10 trinh s dung
thudc theo tién st cia bénh nhan, va ra
soat chi tiét tat ca cac thuéc ma bénh
nhan bat dau s dung trong vong 6-8
tuan trudc khi phan Ung xay ra. Nhin
chung, cac thudc dugc bt dau tir trudce
8 tuan hiém khi co lién quan dén phan
(tng. Nhitng tac nhan thudng gdp bao
gom:

Thu6c khang sinh va thu6c khang
nam vdi hdi chitng AGEP;

Thudc chong co giat vdi hoi chiing
DRESS;

Allopurinol v&i hdi chiing Stevens-
Johnson hodc DRESS (Bang 1).

MOt s6 phan ('ng c6 hai ndng trén da
xuat hién véi cac triéu chirng cd ndng, vi
vay can luu y mot s6 thubc dung dé diéu
tri cac triéu chiing s6m nay cd thé bj
hi€u nham 13 nguyén nhan gy ra phan
Ung. Viéc sr dung cac cong cu danh gia
moi quan hé nhan qua cua thudc (Bang
1) nhu thang Naranjo c6 thé gilp gidm
thi€u sai sét trén. Thang diém nay don
gian va dugdc s dung rong rai, dugc
danh riéng cho viéc danh gia phan (ng
¢6 hai cua thudc. Két qua danh gia thang
Naranjo & muc 4-5 diém cé nghia phan
('ng ¢4 hai cd thé do thudc géy ra.

Nhirng cong cu nay giup phan loai cac
thuéc cé kha nang lién quan cao nhat,
xem xét theo loai thudc, su hgp ly vé
mat thdi gian va cac nguyén nhan khac
c6 thé lién quan. Néu viéc tai st dung
mot thudc nghi ngd khong lam xuat hién
lai triéu chidring, thubc do cé thé dugc loai
trir. Tuong tu, cac triéu ching I3p lai sau
khi tai sir dung thudc lam tang kha nang
thudc do la tac nhan gay ra phan (ng.
Néu cac dau hiéu va triéu chiing tuong
tu van xay ra khi bénh nhan khong dung
thuGc, can xem xét cac yéu t6é khong lién
quan dén thuéc d€ chan doan phan
biét.

Mot sO trung tdm chuyén khoa dang
phét trién cac céng cu xét nghiém mdi
dé do Iudng su san sinh cytokin clia cac
t€ bao lympho T dugc phan Iap tir ngudi
bénh da gap phan (ng. Cac cong cu nay
gilp danh gia mdi lién quan cla thudc,
tuy nhién hién mdi chi dirng lai & muc
dich nghién cuu.

Cac xét nghiém vé di rng thuoc

Sau khi phan (ng cap tinh dugc xur ly
hoan toan, cac xét nghiém khac nhau
dugc thuc hién cac trung tam chuyén
khoa. Nhitng xét nghiém nay thudng
dugc thuc hién it nhat 6 tuan sau khi
tinh trang cap tinh cla bénh nhan khong
con nifa hodc sau khi liéu phap st dung
thudc Uc ché mién dich két thic.

Test ap bi bao gom la sir dung miéng
dan chira nong do vo trung da pha lodng
cla thudc, dan trén da cia bénh nhén,
dé€ xem liéu phan ¢ng ban dau cd tai
xuat hién tai vi tri thir hay khong. Day la
mot phuang phap kiém tra nhanh chéng,
an toan va co y nghia lam sang néu két
qua la rd rang. Két qua test ap bi am
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tinh khong loai trlr khd ndng thudc la
nguyén nhan gay phan Ung. Bdi véi cac
phan ('ng qua trung gian mien dich
mudn nhu hdi chiing Stevens-Johnson
hodc hoai tir thugng bi nhiém doc, nén
hoan test ap bi trong vong 6 thang sau
khi bénh nhan hoi phuc.

Test noi bi doc két qua mudn (48-72
gi®) c6 thé dugc thuc hién véi cac néng
dé khong gay kich 'ng khac nhau cua
cac dang bao ché v6 trung dang Iuu
hanh trén thj trudng. Vi tri tiém & cdng
tay. Gi6ng nhu test ap bi, test ndi bi nén
dugc thuc hién it nhat 4 dén 6 tuan sau
phan (’ng cap tinh. Kha nang phat hién
cac trudng hgp di ’ng thuc su’ cla test
noi bi bién thién nhiéu. D6 nhay khi test
khang sinh dao dong tUr 6,6-36,3% dGi
vGi cac trudng hgp ban dat san, tdi 64-
100% dai véi DRESS. Theo dif liéu & Uc,
test ndi bi da giup nhan dién dugc 46-
56% tac nhan la thudc, dac biét doi vai
cac trudng hgp ban dat sdn nang va
DRESS.

Cac cén nhac vé tinh an toan va do
nhay, do dac hiéu thap cua test ndi bi va
test ap bi khién cho viéc str dung cac test
nay trong quan ly cac phan Ung cé hai
nang trén da con han ché. Tuy nhién, do
chua c6 nhiéu cong cu chan doan, test
da van dugc coi la mot cong cu can thiét
trén 1dm sang dé dinh hudng cho cac
bac si. Két qua test da rd rang sé giup
lua chon cac thudc thay thé cho nhitng
bénh nhan co tién st di (ing vdi nhiéu di
nguyén khac nhau.

Tiéu chudn vang dé€ danh giad di (ing
thu6c la viéc tai sir dung thubc. Tuy
thudc vao su’ san cd cua thudc nghi ngg,
mot thudc ¢ thé dugc tai sir dung qua
dudng udng, tiém tinh mach hodc tiém
bdp. Tuy nhién, viéc tai sir dung thubc
ton tai rdi ro trong khi thudng c6 nhirng
thudc khac dé thay thé. Da s6 cac hudng
dan qudc gia va quoc té déu khuyén cdo
khong tai st dung thudc & nhitng bénh
nhan cé tién s gdap phan Ung cd hai
nang trén da.

Phan rng chéo

Phan (fng chéo la khi mét nguGi da bi
di &’ng vGi mot thudc trudc dé sir dung
mot thubc c6 cdu trdc tuong tu va hé
th6ng mién dich cla nguGi_nay nhan ra
cau tric hdéa hoc chung dan dén phan
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Ung di ing.

D{r liéu vé phan Ung chéo chi chu yéu
ghi nhan dugc vé qua man tic thi thay vi
cac phan 'ng qua man muon.

Khi mét bénh nhan bi di ing vdéi mot
thudc va co it luva chon thay thé hodc cé
lién quan dén cac phan Uing cd hai clua
thudc, nén thuc hién cac test di i’ng. C6
thé test da vdi cac thuSc nghi ngd va
thudc cé kha nang gay di i'ng chéo. Néu
test da cho két qua dugng tinh trén nén
mot phan Ung toan than & mdc d6 nang,
can tranh st dung thudc dugc thir cling
nhu cac thubc cé cau tric tucng tu.
Cach ti€p can tuong tu dugc khuyén cao
khi két qua test da khong chdc chdn va
ludn phai can nhdc Igi ich - nguy cd cla
viéc st dung thudc.

Thuoc khang sinh

Nhém khang sinh penicillin la vi du
phé bién nhit v& phan (ng chéo. Tuy
nhién, khong phai bi di Ung véi mot
khang sinh nhdm penicillin thi sé gap di
U'ng vGi toan bd nhom thubc nay. Theo
cac nghién cliu vé phan (ng qua man
muon, trén mot nhom bénh nhan cé test
ap bi hodc test noi bi duagng tinh vdi it
nhat moét thudc thr nhom penicillin,
khong cé bénh nhan nao gap phan (ing
vGi khang sinh nhém carbapenem. Sau
khi tham khao y kién chuyén khoa, co
thé can nhic st dung carbapenem cho
bénh nhan co tién sir gdp phan ('ng nang
trén da véi penicillin. Néu phan 'ng ban
dau cdé nguyén nhan do mét aminopeni-
cillin, khuyén cdo bénh nhan tranh s
dung tat cd cac aminocephalosporin
mang cau trdc mach nhanh tuang tu’ nhu
cefalexin va cefaclor. Sau khi danh gia
tinh trang di Ung, nhitng bénh nhan nay
c6 thé dung nap céc cephalosporin khac.
Cefazolin khong c6 mach nhanh gi6ng
V@i cac thudc trén va thudng dugc dung
nap bdi bénh nhan di &ng vdi penicilin
hodc cephalosporin - tuy nhién, dir liéu
cu thé vé cac phan (ng cd hai nang trén
da con han ché.

O nhiing bénh nhan dugc cho la di
fng vGi sulphonamid nhu sulfamethoxa-
zol/ trimethoprim, nghién ctu cho thay
khong co phan Uing chéo giifa sulphona-
mid khang khuan (sulfasalazin va sulfa-
methoxazol) va cac thudc khac khéng co
tac dung khang khuén cé ciu tric sul-



phonamid (acetazolamid, furosemid,
celecoxib, thuéc Igi tiéu thiazid, suma-
triptan, sotalol, probenecid). Cac trudng
hgp phan Uing cd hai trén da nang cling
khong xuat hién phan (ng chéo trén.
Tuy nhién, can than trong vé nguy co
xay ra phan Ung chéo gilta dapson va
sulfamethoxazol/ trimethoprim.

Ngoai ra, da cé cac bao cao ghi nhan
vé phan ('ng chéo gilra cac thudc thudc
nhom macrolid, tetracyclin, aminoglyco-
sid, quinolon, glycopeptid va 5-
nitroimidazol.

Allopurinol

Allopurinol ¢ thé gay ban dat san va
cac phan Uing nang trén da (nhu DRESS,
hdi ching Stevens-Johnson va hoai t&r
thugng bi nhiem doc) vai ty 1€ xuat hién
khoang 2%. Thai gian khdi phat trung
binh Ia ba tuan, tuy nhién, mot s6 trudng
hgp dugc bao cao vdi thai gian khdi phat
sau vai nam tu khi bat dau diéu tri. O
nhirng bénh nhan cé chi dinh dung thudc
ha acid uric mau (bénh gut, tang acid
uric mau va hdi chiing ly gidi khdi u) va
da c6 phan Ung nang vdi allopurinol, nén
can nhdc cac loai thudc thay thé. Mot s6

nghién clu d8 mo6 t4 cac phac do giai
man cam, tuy nhién, Igi ich - nguy cc
cla nhitng phac d6 nay nén dugc thao
luan vé&i bac si chuyén khoa di Uing.

Thudc chong co giat

Bénh nhan da phan (rng vai cac thubc
ch6ong co giat c6 nhan thdm nhu car-
bamazepin, oxcarbazepin, phenytoin,
phenobarbital, lamotrigin, felbamat va
zonisamid nén tranh tat ca cac loai thudc
thuéc nhém trén. Tuy nhién, cd bang
chiing cho thay nhitng bénh nhan nay
dung nap dudgc acid valproic va cac thudc
chdng co giat cd cau tric dac trung nhu
benzodiazepin  (vi du: clobazam,
clonazepam) va gabapentin.

Xét nghiém di truyén sang loc

C6 mdi lién quan di truyén cu thé giira
cac alen cua khang nguyén bach cau
ngudi (HLA) va cac phan Ung c6 hai
nang trén da. Nhirng kham pha nay lam
rd vé cg ché€ mien dich cta cac phan Ung
qua man mudn va xay dung cac huéng
dan sang loc va cac chuang trinh cu thé
(Bang 2).

Bang 2. Sang loc di truyén trong cac phan (rng qua man mudn do thudc

Phan
trng co

Thuoc Khang
nguyén
bach
cau
nguGi

hai nang
trén da

Chung toc Sang loc

(% tinh theo ty I

alen HLA)

Abacavir Hoi chiing B*57:01  5-8% nguida trang  Sang loc thudng
qua man <1% ngudi Chau Phi/ quy vai benh nhan
Chau A ducng tinh vai HIV
2,5% ngudi My goc
Phi
Allopurinol HOi chilng B*58:01  9-11% ngudi Sang loc ¢cd chon

SJS/ TEN Han (Trung Quadc) loc.

DRESS 1-6% ngudi goc Au Chu yéu sang loc
ngudi Han do dir
liéu vé ngudi goc
Phi va goc Au chua
day du

Vancomycin  DRESS A*32:01 4% ngugi My goc Phi  Hién tai chua thay
<1,5% ngudi Dong ~ Val rororang
Nam A
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Phan
rng co
hai nang
trén da

Chung toc

(% tinh theo ty lé
alen HLA)

Khang Sang loc
nguyén
bach
cau
nguoi
B*13:01

DRESS

2-20% ngudi Trung

Cac chuang trinh

Quéc sang loc dinh ky
28% ngudi Papua/thd 9 cac nudc bong
dan Uc Nam A c6 bénh

phong dang luu

0,019% ngudi Chau Au  Lann
1,5% ngudi Nhat Ban

<2% ngudi chau Phi va
ngudi My goc Phi

Carbamazepin  HOi B*15:02 10-15% ngudi Han Binh ky & cac
ching (Trung Qudc) nudc Bong Nam
'?’ff?\l/ <1% ngugi Han Qudc, A

Nhat Ban
<0,1% ngudi géc Au

Cac alen HLA c6 ty I&€ mac bénh khac
nhau & cac quan thé bénh nhan khac
nhau, day la ly do tai sao mot s6 nhom
de gap cac phan rng cd hai nang trén da
hon cac nhdm khac. Vi dy, ¢ nhiing
ngudi nhiem HIV, nguy cd qua man vdi
abacavir c6 thé dugc gidm bdt bang cach
sang loc HLA-B*57: 01 trudc khi ké dan.
MOt s6 quoc gia 8 Bong Nam A thuc hién
sang loc thudng quy trudc khi diéu tri
bang dapson hodc carbamazepin dé
phong tranh DRESS (HLA-B*58: 01), hdi
ching Stevens-Johnson va hoai tr
thugng bi nhiem doc (HLA-B*15:02)
(Bang 2). Allopurinol cé lién quan dén
DRESS, hdi chiing Stevens-Johnson va
hoai tr thugng bi nhiém doc & ngudi dan
toc Han (Trung Qudc) cé alen HLA-B*58:
01. Hién tai, viéc sang loc gen HLA trén
nhém ngudi nay chua cd vai tro rd rang
va chi ti€n hanh ¢ nhitng ngudi tung gap
phan (ng qua man. Tuy nhién, HGi Thap
khdp hoc Hoa Ky khuyén cdo viéc sang

loc du phong cho bénh nhan gbc Han
Qudc mac bénh than man tinh tU giai
doan 3 trd Ién va bénh nhan ngudi goc
Han & Trung Quoc hoac Thai Lan khong
phu thudc vao chirc ndng than trudc khi
bat dau dung allopurinol. Viéc b sung
cac dir liéu vé di truyén hoc lién quan tGi
cac phan (g ¢b hai ndng trén da cé thé
la c8n c& dé xét nghiém HLA ngay cang
trd nén hitu ich trong sang loc va chan
doan.

Két luan

Can khai thac ky tién s cua bénh
nhan dé xem xét mot phan (ng trén da
co thé lién quan dén thuSc hay khdng.
Viéc xac dinh cac thubc gay ra phan Uing
nang trén da cd thé dugc ho trg bang
cac cong cu danh gia moi quan hé nhan
qua cula thudc. Test da cd thé danh gia
tinh trang di Ung. Trong tudng lai, xét
nghiém di truyén cd thé giip phong
tranh nhitng phan (tng gay de doa tinh
mang nay.

Tiép theo trang 12

16. Stroes E. S., Thompson P. D., et al.
(2015), "Statin-associated muscle symptoms:
impact on statin therapy-European Atheroscle-
rosis Society Consensus Panel Statement on

17. Yang J., Li L. J., et al. (2011), "Race
differences: modeling the pharmacodynamics
of rosuvastatin in Western and Asian hyper-
cholesterolemia patients", Acta Pharmacol Sin,

Assessment, Aetiology and Management", Eur 32(1), pp. 116-25.

Heart J, 36(17), pp. 1012-22.
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STATIN: LIEU DUNG KHUYEN CAO

O NGUOTI CHAU A

Nguon: Ban tin Canh giac dugc s6 2 — 2022

Tinh huong lam sang

Gan day, Trung tam DI & ADR Qudc gia da ghi nhan 1 trudng hdp bénh nhan
gép phan (ng c6 hai trén co sau khi st dung rosuvastatin. Bénh nhan ni, 72 tudi
dudc chan doén r6i loan lipid mau, bénh nhan dudc ké don s dung rosuvasatin
liu 20 mg/ngay. Sau 1 thang s dung thuSc, bénh nhan xuat hién dau cd bap
chan 2 bén, khong di lai dudc. Bénh nhan dugc nging s dung thudc va tinh trang

dau co dudc cai thién 1 tuan sau dé.

Mot so nghien cuu da ghi nhan cac
chiing toc c6 dap Ung khac nhau vdi cac
thudc nhom statin [7]. V&i bénh nhan
ngudi Nhat Bén, liéu statin thap han da
cerng minh gidm nguy cd tugng doi
mac bién c6 tim mach tuong tu so Vi
ngudi Chau Au str dung statin liéu cao
haon [12]. Trong thuc hanh lam sang,
liéu toi da atorvastatin tai Nhat Ban
dudc khuyén cao la 40 mg/ngay, trong
khi murc liéu nay tai Hoa Ky la 80 mg/

ngay. Co quan Quan ly Thuc pham va
Dudc ph§m Hoa Ky (FDA) ciing khuyén
cdo giam liéu rosuvastatin ¢ bénh nhan
ngudi Chau A vi cdc nghién clru dugc
dong hoc cho thady nong d6 thudc trong
mau & ngudi Chau A cao gap 2 lan so
véi nguGi da trdng khi s’ dung clng
muc liéu rosuvastatin [2]. Liéu toi da
cac statin hién co tai Nhat va cac nudc
phuong Tay dugc mo ta trong Bang 1
[11].

Bang 1. Liéu t6i da cua cac thuéc nhom statin tai Nhat Ban va Hoa Ky

Pitavastatin

Rosuvastatin

Nhat (mg) 20 4

Atorvastatin

Simvastatin Pravastatin Fluvastatin

40 20 20 60

Hoa Ky (mg) 40 4

80 80 80 80

Chuang trinh DISCOVERY dudgc thuc
hién nham xac dinh kha ndng giam bién
c6 tim mach khi st dung rosuvastatin,
bao gébm mot loat cac th&r nghiém trén
14.000 bénh nhan tai mot s6 qudc gia
[15]. Ngoai ra, hiéu qua lam sang trong
mdt s& nhém quén thé khac nhau va
dap Ung cua lipid huyét véi rosuvastatin
va atorvastatin gilta nguGi Trung Quoc
va ngudi da trdng cling dugc phan tich
[5]. Nghién cllu nay so sanh ty Ié thay
ddi LDL-C khi sir dung rosuvastatin va
atorvastatin & bénh nhan tang lipid mau
loai ITa hodc IIb gilra nguGi Trung Qudc
va ngudi da trang, dugc thuc hién bang
cac nghién cru nho nhu DISCOVERY-
Hong Kong, DISCOVERY- Chau A,
DISCOVERY-Alpha, DISCOVERY-
Netherlands, = DISCOVERY-  PENTA,
DISCOVERY-UK, DISCOVERY- Triple
Country, va cac ccd s@ dir liéukhac. Mic
giam LDL-C vGi rosuvastatin (10 mg) &
bénh nhan ngudi Trung Qudc Ién hon
dang k€& so v6i ngudi phuong Tay (-
52,8% so véi -40,9 dén -49,7%)

trong khi khéng cd su’ khac biét dang ké
khi sir dung atorvastatin (10 mg). Két
qua tor mot phan tich gép cho thay
tuang quan gilra liéu statin va dap (ng
giam LDL-C cla rosuvastatin va
atorvastatin tudng tu' & ngudi phucng
Tay va nguGi Chau A, trong khi liéu
statin 6 nguGi phudng Tay cao han
ngudi Chau A tur 3-4 [an [8]. Trong bao
cdo nay, dé giam > 40% LDL-C can st
dung atorvastatin liefu 80 mg hodc
rosuvastatin liéu 40 mg & ngudi phugng
Tay, trong khi d€ dat két qua tuong tu
ddi véi ngudi Chau A thi mic liéu tuong
Ung la 18,9 mg hodc 14,1 mg. Ngoai ra,
thai gian can sir dung statin dé ha lipid
mau & ngu’dl phu‘dng Tay dai hon dang
k&€ so va3i ngudi Chau A. Cu thé, thdi
gian st dung rosuvastatin dé giam LDL-
C dén mdc muc tiéu ¢ ngudi Chau Au so
véi ngusi Chau A [an lugt 13 24,0 va
10,3 thang. Thdi gian nay Vdi
atorvastatin lan lugt la 22,0 va 7,8
thang (Bang 2).
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Bang 2. So sanh dap ('ng véi rosuvastatin hoac atorvastatin giira
nguci Chau A va ngudi phucng Tay

Rosuvastatin

NguGi Ngudi

Atorvastatin

NguGi Ngudi

Chau A phuong Tay Chau A phuong Tay
(N=304)  (N=869) (N=366)  (N=772)
LDL-C 1231+ 1242+51 0,93 124,1% 129,8 * 0,61
ban dau 14,6 12,7 14,2
LDL-C 67,2+138 619+09 064 729+142 731+41 0,97
sau do
Ty 16 440+48 499+26 022 407+55 430+21 0,60
giam
LDL-C
(%)
Liéu 14,1+49 40,0+00 0,006 189+29 80,0+0,0 <0,001
statin
(mg)
Thai 103+3,7 240+0,0 0,016 78+22 220+28 <0,001
gian
diéu tri
(thang)

Tac gia Yang va cong su' da phan tich
gbp 36 thr nghiém ngau nhién dé kiém
tra tudng quan giita dap 'ng giam LDL-
C V@i liéu lugng cua rosuvastatin & cac
chung toc khac nhau. Két qua cho thay
khdng co su khac biét dang ké vé mdi
lién quan gilra lieu lugng va dap Ung
gidm LDL-C bang rosuvastatin & ngugi
phuong Tay va ngu@i Chau A [17]. DOi
v@i atorvastatin, dugc dong hoc cua
thu6c khong co su khac biét gilta ngudi
phuong Tay va ngudi Chau A [3]. DGi
v@i simvastatin, th&r nghiém Intervention
Lipid tai Nhat Ban ghi nhan LDL-C giam
26,0% khi sif dung simvastatin liéu 5
mg. Trong khi d6, ngugi phuang Tay chi

dat mic giam LDL-C tudng tu khi sur

dung simvastatin liéu cao haon (20-40
mg/ngay) [9].

Cd ché cu thé vé sy khac biét trong
dap Ung vdi statin gilra nguGi Chau A va
ngudi phuong Tay chua dugc lam sang
té day du. bén nay, mot s6 nghién ciu
da bao cdo yéu to di truyén cd lién quan
dén su khac biét trong dap (ng vdéi
statin va phan (ng cd hai clia cac thudc
nay, diéu nay cd thé giai thich su khac
biét vé chlng toc gilra ngudi Chau A va
ngudi phuong Tay [11]. MOt nghién cru
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trén toan bo bd gen & bénh nhan dugc
diéu tri bang simvastatin d& phat hién
dugc méi lién quan dang k€ gitra cac da
hinh don nucleotid (SNP) nam trong gen
SLCO1B1 trén nhiém sac thé s6 12 va
phan ('hg cé hai trén co cla statin.
SLCO1B1 ma hda polypeptide van
chuyén anion hitu cg 1B1 (OATP1B1)
dugc bi€u hién trén mang day cla té
bao gan va ¢ thé tao diéu kién cho gan
hap thu mot s loai thudc nhu cac statin
ngoai trur fluvastatin [6].

Pa hinh SLCO1B1 bao gom hai SNP
(388A>G, 521T>G) va bon haplotype
(SLCO1B1*1a, SLCO1B1*1b, LCO1B1*5,
SLCO1B1*15). SLCO1B1*la la loai
nguyén thdy, SLCO1B1*1b c6 1 SNP
(388A>G), SLCO1B1*5 c6 mdt SNP khac
(521T>G) va SLCO1B1*15 cd ca hai loai
SNP. Hoat dong van chuyén tai t& bao
gan tdng & ngudi c6 SLCO1B1*1b va
giam & ngudi cd SLCO1B1*5. Hoat dong
van chuyén giam dang ké & ngudi mang
bién thé gen SLCO1B1*15. Tan sudt 4
ki€u halotype khac nhau gitfa cac chung
tdc, diéu nay cb thé anh hudng dén dap
Ung Vvdi statin cua cac chung toc khac
nhau (Bang 3) [11].




Bang 3. Su’ khac biét va tan suét 4 halotype trong gen van chuyén thudc

Tan suat alen

Nhéat Ban Ngudi My g6c Chdu Au ~ Ngudi My g6c Phi
SLCO1B1*1a 0,33 0,61 0,22
SLCO1B1*1b 0,47 0,25 0,76
SLCO1B1*5 0 0,02 0
SLCO1B1*15 0,17 0,14 0,01

Yéu to di truyén chinh quyét dinh
dén dugc dong hoc cua rosuvastatin la
da hinh 421C>A trong gen van chuyén
thudc ABCG2. Nhifng nguGi mang alen
bién thé ¢4 ndng dd rosuvastatin trong
huyét tuong cao gap 2 lan so véi nhitng
ngudi mang ki€u gen nguyén thuy (wild
-type). Tac dung gidm LDL-C cla rosu-

vastatin cling bi anh huéng bdi bién thé

di truy”én Pa hinh ABCG2 & nguti Bong
A phd bi€n han ngudi perdng Tay, diéu
nay dan tSi su khac biét vé dugc dong
hoc va dap (ng giam lipid khi s& dung
rosuvastatin gitra hai ching toc [11].

Mot phan tich di truyén quy mod I6n
trén 148 SNP trong 10 gen tham gia vao
qua trinh sinh tdng hdp cholesterol, van
chuyén cholesterol va chuyén hda statin
da dugc thuc hién [1]. Phan tich danh
gia mic giam lipid khi sif dung pravas-
tatin & 1.536 nguGi tham gia, cac chung
tdc nay cé 2 SNP (SNP 12 va SNP 29)
trong gen ma@ héa enzym HMG-CoA re-
ductatse lién quan déng ké dén hiéu
qua giam LDL-C cua pravastatin. O cac
bénh nhan c6 alen hiém & ca 2 SNP,
hiéu qua ha cholesterol toan phan giam
22% va LDL-C giam 19% so vGi cac
bénh nhan khac.

Hau hét phan ’ng cd hai cla statin
déu lién quan dén liéu dung. Trong do,
bénh nhan ¢ nguy co tén thudng co
I6n han khi st dung statin liéu cao hon.
Cu thé, ty 1é viém cd ghi nhan dugc
trong cac th& nghiém lam sang cla
simvastain lan lugt 1a la 0,02%; 0,07%
va 0,3% khi st dung thudc véi cac mic
liu 20 mg/ngay, 40 mg/ngay va 80 mg/
ngay. Tinh an toan cla rosuvastatin da
dugc chiing minh trong mét thir nghiém
6 17.802 ngusi trudng thanh khoée
manh. Két qua nghién clru cho thay doc
tinh trén cd cla rosuvastatin vdi liéu 20
mg/ngay tuong tu gia dugc [13]. Tuy

nhién, trudng hdp bénh nhan bi tiéu cg
van khi s dung rosuvastatin liéu cao
(40 mg) da dugc bao cao, dac biét &
bénh nhan cdé nguy cd mdc bénh co.
FDA khuyén cdo nén can nhac khdi dau
diéu tri rosuvastain 8 mirc 5 mg/ngay,
dong thai chi s dung liéu lén dén 20
mg/ngay khi chua dat muc tiéu diéu tri
LDL-C véi cac muc Jiéu thap hon 6 bénh
nhan ngu’dl Chau A [2]. To Thong tin
san pham cla rosuvastatin luu hanh tai
Anh cling ch6ng chi dinh sir dung liéu
40 mg vdi bénh nhan ngusGi Chau A
[10]. Gan day, Cuc Quan ly Dugc Viét
Nam ciling da cé quyét dinh s6 186/Qb-
QLD ngay 19/04/2022 vé viéc thu hoi
Giday dang ky luu hanh thud6c, thu hoi
thuéc luu hanh trén thi truGng cac
thudc chra hoat chat rosuvastatin 40
mg. Khuyén cdo chan doan va diéu tri
lipid mau ctia Hoi Tim mach hoc Viét
Nam 2015 hudng dan liéu dung clia mot
sO statin theo mic d6 ha LDL-C dugc
trinh bay trong Bang 4 [4].

Phan (ng co hai lién quan dén cd
cUa statin van la phan (ng cé hai quan
trong — mo6t trong nhitng nguyén nhan
chinh dan dén khong tuan thu va/hoac
ngung diéu tri, gdp phan gay ra bién c6
tim mach [16]. Cac héi chirng lién quan
dén cco khi sir dung statin bao gobm dau
0, viém cd, yéu cd, ton thuaong cd. Khi
xudt hién triéu ching trén cd, c6 thé
danh gia moi lién quan gilra thuGc va
phan (ng cd hai dua vao thang diém
SAMS-CI  (Statin-Associated  Muscle
Symptom Clinical Index) (Hinh 1) [14].
P& xur tri phan g cén ngling su dung
statin, danh gia cac nguyen nhan khac
c6 thé dan téi phan u’ng va xem xét thdi
gian cai thién phan (ng. Tuy thudc vao
s& diém SAMS-CI va tinh trang hdi phuc
sau khi ngting thudc, c6 thé khéi dau lai
bang statin da s dung vdi liéu thap
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Thang diém ddnh gid cdc triéu ching trén co lién quan dén statin
(Statin-Associated Muscle Symptom Clinical Index - SAMS-CI)

« Ap dung cho bénh nhan ¢é triéu ching trén co mdi khéi phat hodc tién trién néing hon

sau khi sU dyng statin,

+ Mot liéu phdp statin bao gém tat ca cac logi statin vdi cac muc liéu va tén suét s dung
khéc nhau, trong dé ¢é loal statin bénh nhan dé tung s dung, véi cung muc liéu hodc

mot ché dé lidu khéc.

+ Cdc triéu ching trén co co thé bao gdom dau nhic co, chudt rit, van dong khé khan,

yéu co, hodc cing khép.

«  Phién gidi két qud thang diém di kém véi céc nguuén nhan khéc co thé dbn dén

triéu chung trén co nhu,
o Gon day van dong gang suc

o Thay déi bai tgp thé dyc o

Suy gigp

Tuong tac thudc vdi statin o

o €6 bénh déng méc

Bénh nén lién quan dén co

Bénh nhan st dyng bao nhiéu liéu phdp statin lién quan dén
cdc triéu chung trén co méi khdi phdt hodc tién trién ndng hon?

| Mot
Tra 18i cae cu hdi dudi day
Lién quan dén liéuv phdp statin dang s dyng

A. Vi tri va kiéu xudt hién triéu ching co

_Ddixing, cdhénghogcdui | 3d
Da&i xtng, bap chan 2d
D8 xiing, chi trén phén bép tay, vai | 2d
Khéng déi xung, khéng lién tyc, hodic | 1d

khong dau & khu vyc cy thé

B. Thai gian khdi phat triéu ching cd sau
khi st dyng statin

LAwen 3d

A-nwen 2d

B d
C. Thai gian triéu chung cdi thién sau khi

ngung statin

S2W00 ] 2d
2-4wén - l1d
PR ] 0d
Néu tdi su dung statin:
D. Thai gian phan Ung tuong ty
ti xudt hién sau khi tai s dyng statin
SANN 2d_
B LT d
>12 tudn hodic céc triéu ching od

tuong ty khéng tdi xudat hién
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T haitrd lén
Tra 18i cac cau héi dudi day
Lién quan dén ligu phdp statin

trudc ligu phdp statin dang su dyng
A. Vi tri va kiéu xudt hién triéu ching co

_DGixdng, cohéng hogedui |- 3
DG&i xUng, bdp chan 2d
DGi xuing, chi trén phén bép tay, vai | 2d
Khong déi ximg, khong lién tyc, hodic | 1d

khong dau & khu vyc cy thé

B. Thai gian khdi phdat triéu ching co sau
khi st dyng statin

sAwan 3d
A-mwén ! 2d_
A . o W
C. Thai gian triéu chung cdi thién sau khi
ngung statin
L2mln )] 2d
2-awan 16
B 58 | SN | 0d
Lién quan dén liéu phdp statin gén nhét:
D. Thai gian phan Ung tuong ty
tai xudt hién sau khi tdi si dyng statin
s UMY | 2d
s oot 1 d
>12 tuén hodic céc triéu ching od

tuong ty khéng tdi xudt hién




Bang 4. Liéu dung statin

Liéu phap statin
cuong do cao

(mg/ngay)
Ha LDL-C > 50%

50%

Liéu phap statin cudéng
do trung binh

(mg/ngay)
Ha LDL-C 30% dén <

Liéu phap statin
cuong do yéu

(mg/ngay)
Ha LDL-C < 30%

Atorvastatin 40 mg
Rosuvastatin 20 mg

Atorvastatin 10 - 20 mg
Rosuvastatin 5 - 10 mg
Simvastatin 20 — 40 mg
Pravastatin 40 mg
Lovastatin 40 mg
Fluvastatin XL 80 mg

Fluvastatin 40 mg
Pitavastatin 2 -4 mg

Simvastatin 10 mg
Pravastatin 10 — 20 mg
Lovastatin 20 mg
Fluvastatin 20 — 40 mg
Pitavastatin 1 mg

hon, st dung ché do lieu cach ngay
hoac chuyén sang loai statin khac [13].
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__ TONG KET HOAT DONG BAO CAO
PHAN UNG CO HAI CUA THUOC NAM 2022

Thach Phan

TEN HOAT | PUONG [ KHOA ) DANH GIA
STT 5, DUNG XAY RA | NGAY BIEU HIEN ADR MUC PO
THUOC CHAT
ADR ADR
Ngira ben tay ban Khong nghiem
: - 4 B s »p4 | cham, nou man do trong
I.| Rocephin Ig | Ceftriaxone Tiem Capciu | 05/02/22 i ol B Vsl
than
M¢ét, kho tho, vimo | De doa tinh
ho1, dau bung buon | mang
X £ non, Aon o1, sung
2 ;’ 50 . "nj Diclofenac Tié Cipciu | 08/0222 | huyct két mac, ban di
e = {mg toan thin, phoi
ran rit, ran ngdy, tut
huyét ap
Bactamox Amoxicillin 4 » | Pau thugng vibuon | De doa tinh
3 1.5g va sulbactam o Sén Mz22 01, vi mo hoi mang
Bactamox | Amoxicillin Tiém . Ho ting dan, ngira c6, | Khong nghiém
2
b I.5g vi sulbactam % i mét, do mat trong
™) ?ummctam Cefirinzone Tiém Ngoei 16/04/22 \01 rr_uin ngua nmlg Khong nghiém
2g mi mit, nguc va co trong
Amikacin Tiém Lpigsn IRl ton ) Khong nghiem
6.| 250mg/ml- | Amikacin Nigowl: | kibaps: | Nemtomthln,nin. |
ong 2ml "
Amoxicillin, Tiem : Kéo dai thai
7.| fugbactam | 1ciq Héisiec | 140422 | Lomhrunbandd ) o nim vien
<28 ; cing tay
clavulanic
Misoprostol . Vien - o | Lanh run, ban do Khong nghiém
8. 200mcg Misoprostol Hot sire 14/04/22 cing tay trong
Bactamox Amoxicillin Tiem ; Bau bung quin timg | Khong nghiem
’- 1.5g va sulbactam S 0500522 con guanh ron trong
Bactamox Amoxicillin Tiem o Kho tho, mét, buon Khong nghiem
’ 2 -
10 1.5g vi sulbactam S 1600322 | 14n trong
Buon 61, dau bung Khong nghiém
Burometam . s ; 4 | quanh r(‘m.’ hét hoang, | trong
I 2 Cefinaxone Tiém Ngoai 18/05/22 lo ling, mic tidu, khé
chiu, kich thich
Amoxicillin, Tiém YEaok . Khong nghiem
1af Augbactam | ;g Sin | 2006722 | Ny ARy vAng | yong
i clavulanic i B
Voltaren inj . i g 29/R19 Noi me day canh tay, | Kéo dai thai
13 75mg/3ml Diclofenac Tiém Cap ciru 22/8122 nich, smg mi mit gian nim vién
Voliicn Noi man do tay, .chin. Khong nghiem
14| 100mg Diclofenac Dat ha i3 San 06/9/22 G I, £ oy rong
mon n§|.m hong, khan
Suppo tibug
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TEN HOAT DUONG | KHOA ! DANH GIA
STT THUOC CHRT DUNG XAY RA | NGAY BIEU HIEN ADR MUC DO
ADR ADR
s Bactamox Amoxicillin Tiém Ngoai 2009722 ‘I‘\hho :0' n:xptxxm D dgatos
1.5g va sulbactam gou! =5 daan twthoyct &p, | mang
e u bung
No1 min do, ngira da, | Khong nghiém
16| Vieteef 1g Cefinaxone Tiem Cipciu | 26/09222 | mat, tay chan v long | trong
ban tay 2 ben.
Voltaren Pat hiu Mét, kho tho, vimo | De doa tinh
17] 100mg Diclofenac Y San S/11/22 | héi, ran rit 2 phé mang
suppo tnurimg

PIEM TIN CANH GIAC DUOC

Sai sot khi sir dung acid tranexamic trong gay té tuy song: Thong tin tir
ISMP Canada

trudng hgp (n=21) t&r vong lién quan
dén bién c6. Cac bénh nhan séng sot
thudng phai chiu nhitng anh hudng kéo
dai sau bién c6, bao gobm suy nhugc than
kinh.

Vo y tiém nham acid tranexamic vao
tly s6ng cd thé dan tdi ton thuong dic
biét nghiém trong cho ngudGi bénh. Mot
cudc ra soat da trung tdm tai nhiéu nudc
trén thé€ gidi ghi nhan khoang 50%

Mo ta bién co

MOt bénh nhan dugc Ién ké hoach md phlen dé phau thuat chinh hinh. Trong
phong phau thuat, bénh nhan dugc chi dinh gay té tly séng bang thudc gay té cuc
bd bupivacain nhung bi ti€m nham acid tranexamic. NguGi bénh cho bi€t ho cam
thdy ddc biét dau dén va c6 nhifng cir dong bat thudng trong qua trinh phau thuét,

dong thai bi 1én con co giat trong phong hau phau. Tai thdi diém dé, nhém gay mé
va nhém phau thuat déu khong phat hién ra sai sét. Sau do, sai sot chi dugc phat

hién khi ti€p tuc xuat hién 8 mot bénh nhan khac cling cé thuc hién tha thuat.

Sau su 6, bénh nhéan phai nam liét giudng va chiu nhitng can dau man tinh dac
biét nghiém trong. NguGi bénh cho biét sai s6t nay da anh hudng lau dai va dang ké
dén chat lugng cudc sdng cua ban than ho va gia dinh.

Khuyén cao

VO y st dung cac loai thubc tiém tinh
mach qua dudng than kinh (tdy song
hodc ngoai mang cing) la mot van dé
dang lo ngai trong thdi gian gan day.
Rat kinh nghiém tir s’ cd nay, dong thoi
tham khao cac khuyén cao trudc day
nham giam nguy cd mdc sai sét, qua do
cai thién viéc st dung acid tranexamic
an toan.

Bao quan va phan phoi
Bao quan riéng cac loai thudc dung

qua dudng tiém tinh mach vdi cac loai
thuGc tiém vao tay sdng (vi du: thudc
gay té cuc bo)

Bao quan lo thudc d€ nhan vién y t&
c6 thé nhin thdy nhan truc khi &y
thudc. Vi du, khi cac lo dugc cat trong
ngdn kéo, ching phai dugc ndm trén
mdt mat phdng, cé thé nhin thdy nhan,
thay vi dat thang ding (chi c6 thé nhin
thdy nap o).

Thong bdo moi thay déi trong viéc
cap phat thudc vdi tat cad cac bén lién
quan trong bénh vién va trong cac cudc
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hop vé an toan thudc tai don vi trudc khi
san phdm mdi dugc phan phéi.

Tham khao y kién cua cac bén lién
quan khi can nhic cac thay ddi cia nha
phan phéi thudc dé tranh kha néng dét
cac loai thudc trong gidbng nhau tai cung
mot khu vuc.

Can nhic dit cac bang chi dan bd
sung & nhiing nai thich hgp (vi du: tu
pha ché tu dong, tu bao quan) dé truyén
dat thdng tin vé viéc dong goi va dan
nhan san pham mdi.

San pham va trang thiét bi

Can nhac thuc hién cac bién phap bao
vé bd sung dbi vGi cac thubc can canh
giac cao, bao gém viéc dan nhan canh
bao.

B& sung canh bdo ndi bat trén nhan

acid tranexamic c6 ndi dung “CHI DUNG
TIEM TINH MACH".

Xem xét gan nhan phu trén nap lo ghi
“Acid Tranexamic”.

SU dung thiét bi (vi du: ong tiém va
ong truyén dich) c6é dau ndi danh riéng
cho thudc tiém vao tly séng/ngoai mang
cing (vi du, khda non-Luer).

Khuyén khich cac nha phan phoi
thuéc cung cap thudc tiém acid tranex-
amic & dang pha loang trong mot tdi nhd
dé truyén tinh mach, tuong tu’ ch&é pham
dugc ban trén thi truGng cac qudc gia
khac.

Quy trinh trong phong phau thuat

Tién hanh kiém tra ky luBng doc 1ap
doi vdi tat ca cac loai thudc sir dung trén
truc than kinh (ngudi th( hai kiém tra
chéo hodc may doc ma vach).

Poc to nhan thuéc két hgp cac
khoang dLrng hdp ly trong qua trinh kiém
tra cé thé s& gop phan giam thi€u nguy
cO.

DBanh gia kip thdi cac phan (ng, hanh
vi bat thudng cia bénh nhan trong
phong phau thudt dé€ xac dinh phan Lrng
¢ hai clia thubc hodc sai sét trong s
dung thudc, dac biét khi thuéc dugc sir
dung qua tay s6ng/ngoai mang cirng.

Xay dung phuong phap xur ly trong
phong phau thudt nhdm kiém tra cac lo
thudc da bi loai bd sau mot sy’ cd nghiém
trong, dong thdi dam bao tuan thu cac
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chinh sach xur ly chat thai y té.

Do su phtrc tap va thay ddi trong viéc
bo tri phong md, cac quy trinh va thuc
hanh, moi bénh vién sé can phat trién
phugng phap ti€p can da hudng cla
riéng minh dé t6i uu hda viéc sir dung an
toan acid tranexamic.

Chong chi dinh, canh bao va than
trong khi sir dung Etifoxin 50 mg
(streasam) do lién quan dén phan
rng trén da nghiém trong va tdén
thuong té bao gan: Cap nhat tir
ANSM (Phéap)

Ngay 07/06/2022, ANSM khuyén cdo
chdng chi dinh etifoxin & bénh nhan cé
tién sur gép phan L'rng trén da nghiém
trong va viém gan ndng hodc tén thuong
t€ bao gan khi diéu tri bang etifoxin.
Theo d6, nhan vién y t& can hudng dan
bénh nhan nguing s dung etifoxin va
dén kham ngay lap tifc néu bénh nhan
gap cac triéu ching sau:

- Phan (’ng trén da hodc phan Ung di
(fng nghiém trong.

- Vang da, non mua, mét moi, dau
bung, do day co thé la dau hiéu cta van
dé nghiém trong trén gan.

- Tiéu chay.

Trén bénh nhan cé yéu t6 nguy co
mac r6i loan v& gan, can xét nghiém
chirc ndng gan trudc khi bat dau va sau
khi két thac diéu tri bang etifoxin.

Thong tin bd sung

Phan tich dir liéu canh giac dugc cho
thay bénh nhan cd nguy co cao gdap mot
sO0 phan Ung c6 hai rat hiém gdp nhung
c6 thé nghiém trong khi dugc diéu tri
bang etifoxin nhu phan (ng trén da
nghiém trong, viém gan ndng hodc huy
t& bao gan, viém dai trang vi thé hodc
xuat huyét.

Hién tai, chdng chi dinh etifoxin trén
bénh nhan co tién si phan (ing trén da
nghiém trong, gdbm hdi chirng qua man
tang bach cau ai toan va cd triéu chirng
toan than (hoi chirng DRESS), hoi chirng
Stevens-Johnson (SJS) hodc viém da troc
vay toan than, viém gan nang hodc ly
giai t€ bao gan khi dugc diéu tri bang
etifoxin trudc day.

DBoc tinh trén da cla etifoxin thudng
xuat hién sau vai ngay dén mot thang.



Cac phan Ung trén da thudng cai thién
sau khi ngirng thudc. Chua cé bao céo
vé trudng hgp tur vong do phan Ung trén
da nghiém trong trong qua trinh diéu tri
bang etifoxin. Do do:

- Canh bao cho bénh nhan vé nguy cg
xuat hién doc tinh trén da.

- Can theo ddi chit ché dé phat hién
dau hiéu va triéu chirng trén da.

- Ngung etifoxin ngay lap tdc va
khong dugdc tai st dung trong trudng
hgp xuat hién phan (’ng trén da trong
thai gian st dung thudc nay.

Phan ('ng trén gan nghiém trong lién
quan etifoxin thudng xuat hién sau 2-4
tuan diéu tri. Phan (ng c6 thé khéng
bi€u hién triéu chi’ng va chi phat hién
dugc thong qua xét nghiém can lam
sang. Can than trong st dung trén bénh
nhan cé yéu t6 nguy cc gap van dé vé
gan, bao gébm ngudi cao tudi, ngudi cd
tién s’ viém gan vi rat hodc mac cac
bénh ly vé gan khac. Béi véi nhém bénh
nhan nay:

- Can lam xét nghiém can lam sang
chlic ndng gan trudc khi bat dau sur
dung etifoxin va s6m nhat khoang mot
thang sau khi bat dau diéu tri.

- Ngung thudc ngay lap tdc va khong
tai sir dung etifoxin néu bénh nhan cé rdi
loan chldc nang gan trong thsi gian sur
dung thudc.

Phan ('ng viém dai trang vi thé trong
thai gian st dung etifoxin cling dugc ghi
nhan sau khi thu6c luu hanh trén thi
trudng. Do dd, can theo ddi chat ché
triéu chiing tiéu chay trén bénh nhan sur
dung etifoxin va ngimg s dung thudc
ngay lap tirc néu xuat hién triéu ching.

Vitamin E cé thé gay xuat huyét
khong? - Thong tin tUd Medsafe
(New Zealand)

NoOi dung chinh:

Méc du chua c6 day du théng tin, tuy
nhién c6 thé giai thich nguy cd gay xuat
huyét cua vitamin E bang nhiéu cd ché:

+ San pham oxy hoa chinh cua alpha-
tocopherol (mot dang vitamin E dudng
udng) la tocopheryl quinon c6é dac tinh
chdng dong mau.

+ Vitamin E c thé (c ché két tap tiéu

cau.

Lugng vitamin E dugc khuyén nghi la
10 mg/ngay d6i v8i nam gidi va 7 mg/
ngay doi véi nit gidi. Theo ly thuyét, sir
dung vitamin E vugt qua liéu khuyén
nghi c6 thé gdy xudt huyét nghiém
trong.

Trung tam giam sat phan (ng cé hai
(The Centre for Adverse Reactions Moni-
toring - CARM) cia New Zealand da
nhan dugc mot bao cao vé doc tinh cla
vitamin E. Mot bénh nhan dé bi bam tim
hon sau khi s dung thuc phdm chirc
nang chla vitamin E ham lugng cao.

Vitamin E

Vitamin E la chat chéng oxy hoda tan
trong dau. Hoat chat nay co vai tro quan
trong trong viéc bao vé cac acid béo
khong no khdi su oxy hda clia cac goc tu
do. Cd thé con ngudi khong thé tu tong
hgp vitamin E ma can bd sung tir ché dd
an udng, chu yéu la tir chat béo va dau
thuc vat. Dau 6 liu va dau huéng duang
c6 chlra ham lugng cao alpha-tocopherol
- dang cé hoat tinh sinh hoc chinh cua
vitamin E.

Lugng vitamin E (alpha-tocopherol)
dugc khuyén cdo cho ngugi I6n & New
Zealand la 10 mg/ngay do6i v8i nam gidi
va 7 mg/ngay dGi vdi nir gidi.

Xuat huyét

C6 nhiéu co ché hgp ly vé mat sinh
hoc cho thdy vitamin E c6 thé gay xuét
huyét. Tocopheryl quinon - dang oxy hoa
cla alpha-tocopherol - cé hoat tinh
ch6ng dong mau, gay xuat huyét thong
qua Vviéc can trd su’ chuyén hoda vitamin
K. Vitamin E cling cé thé gay (c ché két
tap ti€u cau. Tuy nhién, chua c6 day du
thong tin chtng minh ham lugng vitamin
E cao gdy xudt huyét va y nghia lam
sang cua ham lugng vitamin E cao cling
chua dudgc biét ro.

Trong bdo cdo dugc dé cap G trén,
lugng vitamin E c6 trong san phdm cao
gap khoang 30 [an so vdi liéu dung dugc
khuyén cdo. Bién cd xay ra sau khi st
dung san pham, do dé cé mdi lién quan
vé mat thdi gian dung thudc va bién co
bat lgi. Vi vay, can xem xét dén kha
ndng vitamin E la nguyén nhan gay xuat
huyét.
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