BOY TE CONG HOA XA HOI CHU NGHTA VIET
CUC QUAN LY DUQC NAM DBéc lap - Tw do - Hanh phc

S6: 57f)/QLD-bK Ha N6i, ngay2) thang nam 2017
V/v cap nhat hwdng dan st dung
thudc chdng viém khong steroid
(NSAIDs) va khong phai aspirin

Kinh gti:
- S& Y té cac tinh, thanh pho truc thudc trung uong;
- Cac bénh vién, vién c6 givong bénh tric thudc BO Y té;
- Cac co s¢ dang ky lvu hanh thudc tai Viét Nam.

Trong thoi gian qua, cac Co quan quan ly Dwgc pham trén thé gi¢i da tién
hanh phan tich, danh gia do an toan trén tim mach khi s& dung céac thuéc chdng
viém khong steroid (NSAIDs) va khong phai aspirin. Trén co s& cac két qua
nghién cu va phan tich, cdc Co quan Quan ly Duwgc pham trén thé gidi (US
FDA, EMA, TGA, Health Canada, HSA, ...) dad yéu cau cap nhat nhan thuéc va
to hudng dan st dung cta cdc NSAIDs khong phai aspirin dé ting cwdng canh
bao vé viéc lam tang nguy co xuat hién bién cd huyét khoi tim mach nghiém
trong, bao gdm c& nhdi mau co tim va dot quy, cé thé dan dén tir vong cling nhw
khuyén céo sir dung cac NSAIDs khong phai aspirin & mtc liéu hang ngay thap
nhéat c6 hiéu qua trong thoi gian ngdn nhéat co thé.

Ngay 14/12/2015, Cuc Quan ly Dugc dd ban hanh cong van s6
22982/QLD-TT cung céap cac thdng tin cho can bd y té vé do an toan cla thu6c
chdng viém khong steroid (NSAIDs) va khdng phai la aspirin.

Can clr vao két luan ctia Hoi dong Tw van cap s6 dang ky lwvu hanh thudc -
Bo Y té, dé dam bdo muc tiéu st dung thudc hop ly, an toan va hiéu qua, Cuc
Quan ly Duoc yéu cau:

I. B6i v&i SO Y té cac tinh, thanh phdé trwc thudc trung wong va cac
Bénh vién, Vién c6 givong bénh truc thuéc Bo Y té:

Tiép tuc thong bao cho cac co s& kham chira bénh, cac don vi kinh doanh
dugc phdm trén dia ban cac théng tin canh bao vé bién cd trén tim mach lién
quan dén viéc st dung cac NSAIDs khdéng phai aspirin néu tai cong van sb
22982/QLD-TT ngay 14/12/2015 cla Cuc Quan ly Dwgc va cac théng tin,
hudng dan néu tai Phu luc I, I, 11l dinh kém cbéng van nay; dong thoi tang
cwong thuc hién viéc theo ddi tac dung khong mong mudn cla thudc trong qua
trinh st dung va lwu hanh; gri bdo cdo ADR (néu c6) vé Trung tdm Qudc gia vé
thong tin thudéc va theo ddi phan (ng cé hai cta thuéc (13-15 Lé Thanh Tong,
Ha Noi) hodc Trung tdm khu vuc vé thong tin thudc va theo ddi phan (ng c6 hai
ctia thudc TP. H6 Chi Minh (201B Nguyén Chi Thanh, Quan 5, TP. HO Chi
Minh).



Il. B6i vGi cac cong ty dang ky, s&n xuat:

1. B6i voi cac thudc chdng viém khong steroid (NSAIDs) va khong
phai la aspirin da dwoc cdp phép lvu hanh trén thi treong:

1.1. Trong vong 03 thang ké tir ngay ky céng van nay, yéu cau cong ty
dang ky, nha san xudt thec hién viéc cip nhat nhan va tod hudng dan st dung
thudc nhu sau:

- Cap nhat, bd sung thong tin trong muc: canh béao va than trong, tac dung
khéng mong muén trén nhan va to hwéng dan st dung déi véi cac thudc chéng
viém khéng steroid, khéng phai aspirin va diclofenac dung duong toan than
theo Phu luc Il dinh kém cdng van nay.

- Cap nhat, b6 sung thong tin trong muc: liéu dung va cach dung, chdng
chi dinh, cdnh béao va than trong, tdc dung khéng mong mudn trén nhan va to
hudng dan st dung déi véi cac thude chira diclofenac ding dwdng toan than
theo Phu luc Il dinh kém cdng van nay.

1.2. Hinh thirc cap nhat: Cong ty dang ky, san xudt thwc hién viéc tw cap
nhat theo quy dinh Khoan 4 Diéu 9 Thong tu s6 44/2014/TT-BYT ngay
25/11/2014 clha B0 Y té quy dinh viéc dang ky thudc.

2. B6i voi cac ho so dang ky thudc thudc chéng viem khong steroid
(NSAIDs) va khong phai aspirin dang cho xét duyét tai Cuc Quan ly Duoc:

Cuc Quéan ly Duoc chi xem xét cap s6 dang ky sau khi cong ty ndp tai liéu
cap nhat nhan va to hwéng dan st dung thuéc nhw da néu tai diém 1.1 céng van
nay vao cac phan cé lién quan cda hd so va degc thdm dinh dat yéu cau.

Cuc Quan ly Duoc thdng bao dé cac don vi biét va thyc hién /.
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PHU LUC |
NGUY Co BIEN CO TREN TIM MACH LIEN QUAN PEN VIEC sit DUNG
CAC THUOC CHONG VIEM KHONG STEROID, KHONG PHAI ASPIRIN
(Binh kem theo cbéng van so b.fJA.../QLD-BK ngayyyfol2opya Cuc Quan ly
Duoc)

1. Tong quan vé dd an toan trén tim mach cla cac thu6c chong viém khong
steroid va quyét dinh clia cac Co’quan Quan ly Dwoc pham trén thé gidi

Co quan Quan ly Thuéc va Thuc pham Hoa Ky (US.FDA):

T dau nhitng ndm 2000, di¥ liéu thu dwoc tir cac thir nghiém 1am sang ngau
nhién c6 ¢& mau déi chitng 16n da cho thdy nguy co huyét khdi tim mach khi st
dung cac thudc chdng viém khong steroid (NSAIDs) ¢ ché chon loc trén COX-2.
Thang 9/2004, nha san xudt Merck tw nguyén rat rofecoxib khdi thi truong sau khi
xac dinh duoc nguy co bién ¢d tim mach tang Ién khi st dung thu6c nay trong thi
nghiém lam sang vé hoi chirng da polyp tuyén cé tinh chét gia dinh. Bay duoc coi
la diém khdi dau cho sw ra doi cla hang loat bao céo tdng quan, phan tich gop céc
thtr nghiém 1am sang va nghién ctru dich té dwoc hoc vé tat ca cac NSAIDs (rc ché
chon loc trén COX-2 va khong chon loc.

Ngay 9/7/2015, US.FDA tiép tuc thong bao vé viéc tang cuong canh bao
nguy co nhoi mau co tim va dot quy khi st dung cac NSAIDs. US.FDA yéu cau
nhan thudc va to& HDSD cla tat ca cac thuéc NSAIDs can ké don va khong can ké
don (OTC) déu can cap nhat dé phan anh mot s théng tin nhu: nguy co nhdi mau
co tim va dot quy co thé xudt hién soém trong vai tuan dau tién st dung NSAIDs;
nguy co nay tang lén khi st dung NSAIDs liéu cao va kéo dai. Cé quan niém cho
thdy tat ca cac NSAIDs déu c6 nguy co twvong tw nhau. Tuy nhién, theo US.FDA,
chwa c6 day di bang ching dé cé thé xac dinh chic chan NSAID cu thé nao co
nguy co cao hon hay thdp hon NSAID khac. NSAIDs c6 thé lam tang nguy co nhoi
mau co tim hodc dot quy & bénh nhan mac kém hodc khéng mac kém bénh tim, cé
hoac khdéng cé cac yéu td nguy co xuét hién bénh tim, véi ty 1€ wéc doan khac nhau
gitra cac nghién ctru, phu thudc vao loai thu6c va liéu thuée da st dung.

Thang 11/2016, két qua cla the nghiém lam sang PRECISION méi duoc
cong bd. Bay 1a mot thir nghiém 1am sang ngau nhién, md déi, c6 déi ching, cac
nhom st dung thu6c song song nham danh gia do an toan trén tim mach cla
celecoxib, ibuprofen hodc naproxen trong diéu tri thoai héa khop hodc viém khop
dang thdp & bénh nhan san c6 hodc c6 nguy co cao xuét hién bénh tim mach khi st
dung cac thudc nay. Ket qua cho thay celecoxib st dung & muic liéu trung binh cé
dd an toan trén tim mach khong thua kém ibuprofen hodc naproxen. Tuy nhién, da
s6 bénh nhan trong thr nghiém PRECISON duoc st dung celecoxib & lieu 200 mg.
Vi vay, két qua ctia nghién cru chi phan anh dd an toan cua viéc sir dung muic liéu
trung binh cua celecoxib ma khong nghién ctru dén anh huéng cla viéc st dung
thudc & muic liéu cao.



Co quan Quan ly Dwgc phdm Chau Au (EMA):

N&m 2005, Co quan Quan ly Dwoc phdm Chau Au (EMA) ciing da c6 mot
s6 dong thai lién quan dén viéc st dung cac NSAIDs chon loc va khong chon loc.
Két luan clla EMA c6 diém khac biét so véi US.FDA, cho rang cac thubc tc ché
chon loc COX-2 c¢6 nguy co huyét khdi tim mach cao hon so véi cdc NSAIDs
khong chon loc. Do c6 mdi lién quan gitra nguy co tim mach va viéc si dung cac
NSAIDs tc ché chon loc COX-2, cac thudc nay dwoc khuyén cdo st dung & liéu
hang ngay thdp nhat c6 hiéu qua trong thoi gian ngén nhét cé thé. Tuy nhién, EMA
cling khong loai trir viéc st dung cac NSAIDs khdng chon loc c6 lién quan dén sy
tang nhe nguy co huyét khdi tim mach, dac biét & bénh nhan dung liéu cao, kéo dai.

Nam 2012, theo dé nghi clia Co quan Quan ly Dugc phdm Anh (MHRA)
cung voéi nhitng phat hién vé dd an toan clia cac NSAIDs mai dugc cong bo, Gy
ban danh gia nguy co Canh gidc dwoc (PRAC) clia EMA d4 bat dau tién hanh ra
soat lai dit liéu vé do an toan clia cdc NSAIDs. Trén co s&¢ d6, PRAC khuyén céo
cac bién phap giam thiéu nguy co huyét khoi tim mach khi st dung céac thudc Uc
ché chon loc COX-2 ciing can &p dung cho diclofenac. HOi ddng Chau Au d4 ra
quyét dinh cudi cung, ap dung khuyén céo trén véi cac thudc chira diclofenac trén
toan Chau Au vao ngay 25/09/2013. Nguy co nay ciing dugc canh b4o voi ¢ nhom
thudc va khuyén cao tat ca cac NSAIDs nén dung lieu hang ngay thap nhat cé hiéu
qua trong thoi gian ngdn nhat co thé.

Co quan Quan ly Dugc pham Australia (TGA)

Nam 2012, Co quan Quan ly Duoc phdm Australia (TGA) da tién hanh phan
tich dit liéu vé nguy co tim mach trong y van lién quan dén viéc st dung 8 thudc
NSAIDs dwgc lwvu hanh tai Australia. Co quan nay cling déng quan diém véi
US.FDA va EMA cho rang viéc st dung céc thudc (rc ché COX-2 va hau hét cac
NSAIDs c¢6 dién déu lam tang nguy co bénh tim mach & mic trung binh tvong tw
nhau. Nhan thuéc va to¢ HDSD cla céac thudc ké don c6 chira NSAIDs dang luu
hanh & Australia déu d thé hién dwoc phu hop va day di cac bang chirng hién co
vé do an toan trén tim mach cla cac NSAIDs.

Co quan Quan ly Dwoc pham Singapore (HSA):

Tai Singapore, Co quan Quan ly Dwgc pham (HSA) da giam sat chat ché do
an toan trén tim mach khi str dung cac NSAIDs tlr nam 2005. Ngay tir thoi diém do,
sau khi ti€én hanh danh gia can bang nguy co - lgi ich, HSA d4 két luan cd su tang
nhe nguy co tim mach lién quan dén viéc st dung NSAIDs. Twong tv nhu cac Co
quan Quan ly Duoc pham khac, HSA nhan thdy trong nhirng nam gan day, cac
bang chirng vé véc st dung liéu cao, kéo dai diclofenac co6 lién quan dén su tang
nguy co tim mach duwgc cdng b6 ngay cang nhiéu. Tl d6, HSA duwa ra mot so
khuyén cao vé viéc st dung diclofenac danh cho can bd y té dé tang cuwong do an
toan khi st dung thuéc nay.

Co quan Quan ly Dwoc pham Canada (Health Canada):

Nam 2013, Co quan Quan ly Dwgc pham Canada (Health Canada) da tién
hanh mot tong quan phan tich vé do an toan cua diclofenac ding duong uéng va dat
tric trang. KEt luan cla cudc ra soat nay cho thay viéc sir dung diclofenac cé lién
quan dén su tang nguy co xuat hién bién c6 bat lgi lién quan dén tim va dot quy. De
giam thiéu nguy co trén tim mach lién quan dén st dung diclofenac, nhan thuéc va



to HDSD cUa cac thudc nay 6 Canada da duoc cap nhat thong tin trén. Tiép theo
hoat chat diclofenac, Health Canada cling ti€én hanh mot phan tich tong quan di
litu v& do an toan clia ca celecoxib. Health Canada cling cho rang khi celecoxib
duoc ding theo khuyén céo, hiéu qua cda thudc nay hién van vuot troi nguy co.
Health Canada cling da ra soat ca do an toan trén tim mach lién quan dén viéc s
dung liéu cao ibuprofen. Ket qua cho thdy viéc st dung cac thubéc ké don chira
ibuprofen liéu cao (liéu hang ngay > 2400 mg) c6 lién quan dén tang nguy co bién
c6 bat loi lién quan dén tim va dot quy, dac biét trén bénh nhan c6 tién st hodc c6
cac yéu t6 nguy co xay ra bénh tim hodc dot quy. Hiéu qua cta ibuprofen hién van
vuot trdi nguy co do thudc gay ra.

Dua trén quyét dinh cta cac Co quan Quan ly Duoc pham trén thé gioi, dé
dam b&o do an toan trén tim mach, cac can bd y té can luvu y cac van dé sau khi st
dung NSAIDs:

- Céc thudc chong viém khong steroid (NSAIDs) ¢6 thé lam tang nguy co xuét
hién bién cd huyét khdi tim mach, bao gém ca nhdi mau co tim va dot quy,
c6 thé dan dén tr vong. Nguy co nay cd thé xudt hién sém trong vai tuan dau
duing thudc va co thé tang Ién theo thoi gian dung thuée. Nguy co huyét khoi
tim mach duoc ghi nhan chd yéu & liéu cao.

- BAc sican danh gia dinh ky su xuéat hién ctia cac bién c6 tim mach, ngay ca
khi bénh nhan khong cé céc triéu chi*rng tim mach trwdc do. Bénh nhan can
duwoc canh bao veé céc triéu chirng cta bién cd tim mach nghiém trong va can
tham kham béac si ngay khi xuét hién cac triéu ching nay.

- De gidm thiéu nguy co xuét hién bién cd bat lgi, can st dung NSAIDs & liéu
hang ngay thap nhat c6 hiéu qua trong thoi gian ngan nhét cé thé.

- Céc thir nghiém lam sang va dich té dwgc hoc cho thdy viéc s dung
diclofenac cé lién quan dén tdng nguy co xudt hién bién cd huyét khdi tim
mach (nhw nhéi mau co tim hoac dot quy), dac biét khi si dung diclofenac &
liu cao (150 mg/ngay) va kéo dai. Vi vay, riéng ddi voi diclofenac, chdng
chi dinh diclofenac & bénh nhan suy tim sung huyét (i do Il dén d6 IV theo
phan dé chirc nang cda suy tim theo H6i Tim New York - NYHA), bénh tim
thiéu mau cuc bd, bénh ddng mach ngoai vi, bénh mach mau ndo. can rat
than trong khi st dung diclofenac cho cac bénh nhan cé cac yéu t6 nguy co
rd rang xuat hién cac bién cd tim mach (nhv tang huyét ap, tang lipid huyét
thanh, dai thao dudng, nghién thudc 13)./.
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PHU LUC Il i
Céc ndi dung thay dbi, bd sung trén nhan, hwéng dan sir dung clia cac thudc
chong viém khong steroid, khong phai aspirin va diclofenac dung dwong toan
than
(Binh kém theo cong van s65il(.9.../QLD-DK ngaytf-fyC.cua Cuc Quan ly
Duoc) ° A

[D6i v6i tat cad cac thudbc chdng viém khong steroid, khéng phai aspirin va
diclofenac dung dwong toan than, thong tin trén nhan thudc va to HDSD can bo
sung dé phan anh cac thong tin duoc cung cap dudi day]

1. Canh bao va than trong

[.]

Nguy co huyét khdi tim mach:

Cac thudc chdng viém khong steroid (NSAIDs), khong phai aspirin, dung duwong
toan than, cé thé lam tang nguy co xuét hién bién c6 huyét khoi tim mach, bao gém
ca nhbi mau co tim va dot quy, cd thé dan dén tir vong. Nguy co nay co thé xuét
hién soém trong vai tudn dau dung thudc va cd thé tang lén theo thoi gian dung
thu6c. Nguy co huyét khoi tim mach dwgc ghi nhan chi yéu & liéu cao.

Bac si can danh gia dinh ky sv xudt hién cla cac bién c6 tim mach, ngay ca khi
bénh nhan khong c6 cac triéu chirng tim mach truéc d6. Bénh nhan can dwoc canh
bao vé cac triéu chirng cla bién c6 tim mach nghiém trong va can tham kham bac sT
ngay khi xudt hién cac triéu chirng nay.

De giam thiéu nguy co xudt hién bién co bat lgi, can st dung [tén thudc] & liéu
hang ngay thdp nhat c6 hiéu qua trong thoi gian ngan nhét co thé.

[...]

2. Tac dung khéng mong mudn

[...]

Nguy co huyét khdi tim mach (xem thém phan Canh bao va than rong)
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PHU LUC 1l

Cac nodi dung thay d6i, b6 sung trén huéng dan str dung clia cac thudc chira
diclofenac dung dwong toan than

(Binh kém theo c6ng van so 5ii Hommw/QLD-DK ngay cla Cuc Quan ly Duorc)
[DAi vai tat ca cac thude chira diclofenac dung dudng loan than (dwong udng, tiém va
dat truc trang), thong tin trén nhan thudc va to HDSD can b6 sung dé phan anh céc
thong tin dwoc cung cap dudi day]
1. Liéu dung va cach dung
Dé giam thiéu nguy co xuat hién bién c6 bat lgi, can stv dung [tén thudc] @ lieu hang
ngay thap nhat co hiéu qua trong thoi gian ngén nhéat co thé (xem thém phan Canh bao
va than trong).

o

2. Chong chi dinh

[.]

Bénh nhan suy tim sung huyét (tir dd 1l dén do IV theo phan do chic nang ctia suy tim
theo HOi Tim New York - NYHA), bénh tim thiéu méu cuc b, bénh déng mach ngoai
vi, bénh mach mau néo.

[..]°

3. Canh bao va than trong

[-]

Nguy co huyét khoi tim mach:

Céc thubc chdng viém khong steroid (NSAIDs), khéng phai aspirin, dung dwong toan
than c6 thé lam tang nguy co xudt hién bién c6 huyét khéi tim mach, bao gdm ca nhoi
mau co tim va dot quy, co thé dan dén tlr vong. Nguy co nay cd thé xuét hién som
trong vai tuan dau dung thudc va cd thé tang Ién theo thoi gian dung thudc. Nguy co
huyét khoi tim mach duoc ghi nhan chil yéu & liéu cao.

Béac s can danh gia dinh ky s xudt hién cuta cac bién c6 tim mach, ngay ca khi bénh
nhan khong c6 cac triéu chirng tim mach trwéc d6. Bénh nhan can dwoc canh bao vé
cac triéu chirng cla bién c6 tim mach nghiém trong va can tham kham bac si ngay khi
Xuét hién céc triéu chiing nay.

PEé giadm thi€u nguy co xuét hién bién c6 bat loi, can st dung [tén thudc] & lieu hang
ngay thap nhat c6 hiéu qua trong thdi gian ngan nhét co thé.

Can can nhac cén than khi st dung diclofenac cho bénh nhan cé cac yéu t6 nguy co
Xuat hién cac bién c6 tim mach rd rét (nhw tang huyét ap, tang lipid huyét thanh, dai
thao dudng, nghién thudc 14).

[-]

4. Tac dung khéng mong muén

Nguy co huyét khoi tim mach: Cac thir nghiém Iam sang va dich té dugc hoc cho thay
viéc sir dung diclofenac cé lién quan dén tang nguy co xudt hién bién c6 huyét khoi
tim mach (nhu nhdi mau co tim hoac dot quy), dac biét khi sir dung diclofenac & liéu
cao (150 mg/ngay) va kéo dai (xem thém phan Canh bao va than trong)



