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Rx
ZINFORO®

CANH BAO DAC BIET:

Thude nay chi dung theo don thude.

Pé xa tim tay tré em.

Poc ky huéng din siv dung trwede khi diing.

Théng bdo ngay cho béc s§ hodc dwrge s§ nhirg phan tmg c6 hai giip phai khi siv dung thube.
Tiém truyén tinh mach.

1.  TENTHUOC

Zinforo®

2. THANH PHAN CONG THUC

Thanh phéin hoat chit: M3i lg c6 chita ceftaroline fosamil acetic acid solvate monohydrate tuong
duong véi 600 mg ceftaroline fosamil.

Sau khi hoan nguyén, | mL dung dich ¢é chtra 30 mg ceftaroline fosamil.

Thanh phén t4 dwge: xem muc 6.1.
3.  DANG BAO CHE
Bét pha dung dich d¢am dac dé pha dung dich truyén (bt pha dung dich ddm dic).

Bot mau trang hoi nga vang dén ving nhat.

4. DAC TINH LAM SANG

4.1 Chi dinh didu tri

Zinforo dugce chi dinh dé diéu tri cac bénh nhiém tring & tré so sinh, tré nhii nhi, tré em, tré vi thanh
nién va ngudi 1on nhu sau (xem cdc muc 4.4 va 5.1):

° Nhim tring da v mé mém c6 bién chimg (Complicated skin and soft tissue infections - ¢cSSTI)
° Viém phoi mac phai tai cong dong (Community-acquired pneumonia - CAP)

Cén xem xét céc huéng dén chinh thire vé viée sit dung khang sinh hop 19,
4.2  Liéu ding va cich dimg
Liéu dimg

Théri gian diéu tr duge khuyén nghi 13 5-14 ngay ddi voi cSSTI va 5-7 ngay ddi vai CAP,
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Bing1 Liéu ding & nguoi 16n ¢6 chire niing thin binh thwdng, @ thanh thii creatinine
(creatinine clearance - CrCL) > 50 mL/phiit

Chi djnh Liéu ding Thoi gian truyén
(mg/an (phut)/Tn sudt
truyén)

Liéu tiéu chuén®
Nhiém tring da v mé mém ca bién ching (¢SSTI) 5-60°/12 gier mot lan

Viém phdi mAc phai tai cong dong (CAP) 600 mg
Liéu cao®

¢SSTI dwge xdc nhin hodc nghi ngd 14 do 8. aureus 120/8 gior mét lAn

gy ra voi néng do irc ché t6i thidu (MIC) cia

ceftaroline = 2 mg/L hogc 4 mg/L®

a Pdi véi bénh nhén ¢6 do thanh thai qua thdn trén mmre binh thuong khi ding liu tiéu chudn, kimyén khich
thoi gian lruyen 13 60 pht.

Y Thoi gian truyén dudi 60 phit va cic khuyen nghij ding liu cao chi dya trén cac phan tich duge déng hoce v
dmg'c Iuc hoc. Xem cac myuc 4.4 va 5.1.

¢ Dé didu tr] 8. aureus véi MIC clia ceftaroline < 1 mg/L, khuyén nghi dung liéu tiéu chudn.

Bing 2 Lidu ding & bénh nhi ¢6 chire ning thin binh thwong, 4 thanh thii creatinine (CrCL)
> 50 mL/phut*

Chi dinh Nhém tuoi Li¢u diing Thoi gian truyén
(mg/lin (phiit)/Tén suat
truyén)

o Tré vi thanh nién tuoi tir
Licu tiéu chuan® 12 dén < 18 ¢d cin ning 600 mg 5-60°/12 gidy mét lin
>33 kg
. Tré vi thanh nién tudi tir ;

Nhiem tring da va md 12 dén < 18 6 cin ning 12 mg/kg dén )

mém cd bién clning <33 kg va tréem > 2 tubi | téidala 5-60°/8 gidr mgt lan

(cSSTT) dbn < 12 tubi 400 mg

Tré nhi nhi > 2 thing w0l | ¢ o0 5—60%/8 i mot 1in

dén < 2 ndm tudi

Viém phdi méc phai tai

eong déng (CAP) 1w f&iﬁl%gbkhl Gioh 450 | ool 60/8 gi¢r mét 1An
Liéu cac” Tré em va tré vj thanh nién | 12 mg/kg dén i
¢SSTI duge xéc nhan hodc | tudi tir> 2 dén < 18 i da la LZDBE T HELI
nghi ngd 14 do S. qureus 600 mg

gay ra véi MIC cua Tré nhii nhi > 2 thing tudi

ceftaroline = 2 mg/L hodc | 4én <2 nam tudi 10 mg/kg 120/8 gity mot 1in
4 mg/L°

2 Pbi vdi bénh nhan c6 dé thanh thai qua than trén mc binh thudng khi diing lidu tiéu chudn, khuyén khich
thdi gian tr uyen la 60 phit.

b Théi gian truyén dudi 60 phut va cdc ldluyen nghi ding cho tré so sinh v liéu cao chi dya trén cdc phén tich
dugc dong hoe va dugc luc hoc. Xem cée myc 4.4 va 5.1

¢ pé dLeu i S. aureus véi MIC ciia ceftaroline < I mg/L, khuyen nghi ding lidu tiéu chudn.

* Tinh bing cong thitc Schwartz (theo mL/phiit/1,73 m?) dbi voi bénh nhi.

Cac nhém ddi tuong dic biét
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Ngieoi cao tudi
Khéng can diéu chinh liéu dang cho ngudi cao tudi cd gid trj d§ thanh thai creatinine > 50 mL/phut
(xem muc 5.2).

Suy gidm chire nang thdn

Nén diéu chinh lidu khi do thanh thai creatinine (CrCL) < 50 mL/phit, nhu trinh bdy trong cdc Bang 3
va 4 (xem cdc muc 4.9 va 5.2). Thoi gian diéu tri duge khuyén nghi 12 5-14 ngay d6i v6i cSSTI va 5-7
ngiy déi véi CAP.

Bing 3 Liéu diung & nguwoi 1én bi suy giam chibe niang thén, d§ thanh thai creatinine (CrCL)

< 50 mL/phiit
Chi dinh P§ thanh thii Liu diing Thai gian truxén
creatinine (mg/lin truyén) (phit)/T4n suit
(mL/phut)*
Liéu tiéu chudn > 130 dén < 50 400 mg
N}]iém tring da va mé P
mém cd bién chimg >15den=30 300 mg

5-60°/12 gioy mot lan

(cSSTI) Suy thén giai doan 200 mg

cudi (ESRD), bao

iém phdi mac phai tai U
Viemp P 2 g6m ca tham tach

cdng ddng (CAP) méu®
Liéu cao® > 30 dén <350 400 mg
>15dén<30 300 mg

¢SSTI duge xac nhin hodc

nghi ngo la do S. aureus S0y thin.giai dogn

cudi (ESRD), bao 120/8 gid mbt lan

géy ra vai MIC cta Am ca thim tach 200 mg
ceftaroline = 2 mg/L hodc B nbca .
4 mg/L? et

Tinh béng cong thic Cockeroft-Gault ddi véi ngudi lon. Liéu dua trén CrCL. Cn theo d&i chit chd CrCL va
diéu chinh liéu theo sy thay déi chire ning thin.

b Ceftaroline co thé bi loai bo khi thim tdch méu; vi viy, cin cho diing Zinforo sau khi thim tdch mdu vao cic
ngay thdm tich méu.

© Thdi gian truyén dudi 60 phit va cdc khuyén nghj diing lidu cao chi dva trén cic phan tich duge ddng hoc va
duge luc hoe. Xem cde muc 4.4 va 5.1.

4 P& didu trf S aurens voi MIC ciia ceftaroline < 1 mg/L, khuyén nghi ding lidu tiéu chuan.

Liéu khuyén cdo cho tré so sinh, tré nhii nhi va tré em va tré vi thanh nién duoc thiét lap dua trén md
hinh duge déng hoc (PK).

Khéng co da thong tin dé khuyén nghi diéu chinh lidu ding & tré vi thanh nién tudi tir 12 dén < 18 c6
cén ning < 33 kg va & tré em tir 2 dén 12 tdi bi suy than giai doan cudi (End Stage Renal Disease -
ESRD).

Khéng co du thong tin dé khuyén nghj diéu chinh liéu diing & bénh nhi < 2 tudi bj suy gidm chitc néng
thén trung binh hodc ning hode ESRD.
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Bing4  Lidu ding & bénh nhi bj suy gidm chirc ning thfin, d§ thanh thii creatinine (CrCL)

<50 mL/phiit
Chi dinh Nhém tudi P{ thanh thai | Liéu ding Thdi gian truyén
creatinine (mg/lin (phiit)/TAn suit
(mL/phiit)* truyén)
Liéu tiéu chudn T - >30dén<50 | 400 mg
Tré vi thanhrmen >15dén<30 |300m
tudi tir 12 dén ESRD, bao & 5-60%/12 git mét
< S 3
Nhlem tring da va P 50 RNy gbm ca thAm 200 mg lan
>33 kg
md mém c6 bién tdch mau®
hi TI ; ; ;
ehtifig (eSaTT) Tl'fé Vi thénhrmén > 30 dén < 50 Ef.ndgﬂi,g den
tudi tir 12 dén = ey
< 18 ¢é cdn nang L T
, 33 ko vk i 3 5-60¢/8 gio modt lan
Viém phdi méc phai <33 kg va tré em ) 6rEng/kg dén
S A ax >2woidén<12 |>15dén<30 |[tdidala
tai cong dong 2.
(CAP) tuoi 200 g
Licu cac® ) 10 mg/kg dén
>30dén <50 | toidala
cSSTI duge xéc " o o 400 mg
nhén hodc nghi ngd Tréenmivneyl ; 3
BidoS: gureus 58 thanh nién tuoi tir ) 8 mgfkg dén | 120/8 git mdt lan
4605, aurens 82 | > 2 dén<18 >15dén<30 |téidala
ra voi MIC cua 300 m
ceftaroline = 2 mg/L g
hodc 4 mg/L‘l

2 Tinh bing cong thuc Schwartz ddi véi bénh nhi (theo mL/phut/1,73 m?). Liéu dya trén CrCL. Cén theo doi
chit ché CrCL va didu chinh liéu theo sy thay ddi chite nang thén.
b Ceﬂamlme 6 thé bj loai bé khi thdm tdch mau; vi vy, cédn cho ding Zinforo sau khi thAm tach méu vao céc

ngly thim tach mét.

¢ Thoi gian tmyen dudi 60 phat va cie khuyén nghj dung ligu cao chi dya trén cdc phén tich dugce dong hoc va
duge lyc hoe. Xem cdc mue 4.4 va 5.1.

4 Dé didutri $ mureus voi MIC cia ceftaroline < | mg/L, khuyén nghi ding lidu tiéu chudn.

Suy gfam chirc néing gan
Khéng cin xem xét diéu chinh 1idu & bénh nhan suy giam chirc ndng gan (xem muc 5.2).

Cach dung

Dudng dung: tinh mach. Zinforo duge ding qua truyén qua tinh mach trong 5 dén 60 phiit cho lidu tiéu
chudn hodc 120 pht cho llcu cao (dbi vai ¢SSTI do S. aureus véi MIC cia ceftaroline bing 2 hoic
4 mg/L) & cdc thé tich tmyen la 50 mL, 100 mL hogc 250 mL (xem muyc 6.6). Co the xit tri cdc phan
{ng lién quan dén tiém truyén (nhu viém tinh mach) bing cach kéo dai thai gian truyén,

Thé tich truyén cho bénh nhi s thay dbi theo cin niing cia tré. Nong do dung dich truyén trong khi pha
va truyén khéng duge vugt qué 12 mg/mL ceftaroline fosamil.

Pé biét hudng din cch hoan nguyén va pha loang thude trude khi sir dung, xem muc 6.6.
4.3  Chong chi dinh

Qué man véi hoat chat hogic bat ky thanh phin ta duge nao liét ké & muc 6.1,
Qué man vdi cdc khang sinh thude nhom cephalosporin.

LI T Y
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Qu4 man & mirc vira va ning (vi du: phdn Gng phan vé) véi bét ki khéng sinh ndo khéc thude nhém
beta-lactam (vi du: penicillin, hodc carbapenem).

4.4  Céanh bao va thin trong dac biét khi sir dung

Phan (g qué man

C6 thé xay ra phan tmg qud min nghiém trong va d6i khi giy tir vong (xem cdc muc 4.3 va 4.8).

D c6 bao cao vé cdc phan Gmg da nghiém trong (Severe cutaneous adverse reactions - SCARs), bao
gbm hoi chimg Stevens-Johnson (SJS), hoai tir biéu bi nhiém dc (Toxic epidermal necrolysis - TEN),
phén ung do thudc kém theo ting bach cu 4i toan va cdc triéu chiing todn than (Dmg reaction with
eosinophilia and systemic symptoms - DRESS), vA ngoai ban mun mud todn thén cap tinh (Acute
generalised exanthematous pustulosis - AGEP) ¢6 lién quan dén diu tri bang cdc khang sinh beta-lactam
(bao gbm cephalosporin).

Cac bénh nhén c6 tién sir qua m5n vai cephalosporin, penicillin hodc cdc khang sinh khac thudc nhom
beta-lactam ciing ¢4 thé qua man vGi ceftaroline fosamil. Nén thdn trong khi sir dung ceftaroline & bénh
nhén ¢6 tién sit bj phan g qua man khéng nghiém trong voi bt Iy thude khang sinh ndo khac thuge

nhdm beta-lactam (vi du: penicillin hode calbapencm) Néu xay ra phén tng di ing nghlem trong hodc
phan tmg da nghiém trong (SCAR) trong khi didu tri bang Zinforo, cin ngimg ding thude va thuc hién
céc bién phap thich hop.

Vi cic khang sinh beta-lactam (hac, di cd bao cdo vé cde phan ung qua man tién trién thanh hoi chimg
Kounis (co thit déng mach vinh cép tinh do dj tmg co thé dn dén nhdi mau co tim, xem muyc 4.8).

Tiéu chay do Clestridium difficile

Viém dai trang va viém dai trang gia mac do str dung khang sinh da duge bao cdo vdi ceftaroline fosamil
v ¢6 thé c6 pham vi cdp d6 tir nhe dén de doa tinh mang. Vi viy, diéu quan trong 14 xem xét chin doan
ndy & bénh nhén tiéu chay trong thdi gian hodc sau thoi gian ding ceftaroline fosamil (xem myc 4.8).
Trong tr Lr(mg hop d6, can xem xét ngting diéu tri bang ceftaroline fosamil va st dung céc bién phap ho
tro cling véi 4p dung phwong phap diéu tri dic hidu véi Clostridium difficile.

Céc vi sinh vét khéng nhay cam vai thuoe

Co thé xdy ra boi nhiém trong hodc sau khi didu tri bing Zinforo.

Bénh nhén co6 161 loan co gidt tr trudc

Céc con co gifit dd xay ra trong cdc nghién ctru doc tinh tai cac ndng d6 gap 7-25 1an Cyux clia ceftaroline
& ngudi (xem myc 5.3). Co rét it kinh ng hiém tir nghién cttu [ém sang vdi ceftaroline fosamil & bénh
nhén bi rdi loan co gidt ¢é tir trwde. Do d6, can thin trong khi sit dung Zinforo & nhém bénh nhan nay.

Xét nghiém khéng globulin truc tiép (nehiém phip Coombs) chuyén dbi huyét thanh va nguy co thidu
mau tdn huyét tiem an

C6 thé xuit hién két qua duong tinh trong xét nghiém khang globulin truc tiép (Direct Antiglobulin Test
- DAGT) trong khi diéu trj bing cephalosporin. Ty 1¢ chuyén dbi huyct thanh trong DAGT & bénh nhén
dung ceftaroline fosamil Ia 11,2% trong ndm nghién ctru then chét gop lai vai tAn suét diing thude 13 12
giér mét 14n (600 mg t1uyen trong 60 phut 12 gior mot lan) va 32,3% trong mot nghlen ctru ¢ bénh nhan
dung ceftaroline fosamil 8 git mot lin (600 mg truyén trong 120 phut 8 gir mot lan) (xcm muc 4.8),
Trong céc nghién ciru 1dm sang, khéng cb bang chirng xay ra tin huyét & bénh nhan phat trién két qua

5
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DAGT duong tinh trong khi diéu tri. Tuy nhién, khéng thé loai trir kha ning thiéu mau tan huyet c6 thé
xay ra lién quan dén didu trf voi cephalosporm Zinforo cling khong ngoai 1é, Bénh nhén bi thiéu méu

trong khi hodc sau khi diéu trj v&i Zinforo can duge tim hiéu vé khd ning ndy.

Céc gidi han cua dit liéu lam sang

Khong 0 kinh nghiém véi ceftaroline trong didu tri CAP & cac nhém bénh nhén sau: bénh nhan suy
giam mlen dich, bénh nhan bi nhiém tring huyét nang/séc nhiém tring huyét, bénh nhén bi bénh phdi
ning sin ¢6 (vi du nhu xo nang, xem muc 5.2), bénh nhén c6 nguy co thuge nhom V theo Nhém Nghién
ctru Hiéu qua Bénh nhan viém phoi (Pneumoma Patient Outcomes Research Team - PORT), va‘hodc
bénh nhéan bl CAP cin théng khi lic dén kham, bénh nhan bi CAP do S. aureus khing methicillin hofdc
bénh nhin cin chiim soc tich cye. Cén than trong khi diéu trj cho nhiing bénh nhén nhu véy.

Khong ¢6 kinh nghiém vdi ceftaroline trong diéu trj ¢SSTI & cdc nhom bénh nhén sau: bénh nhén suy
giam mién dich, bénh nhén bi nl idm tring huyét nang/séc nhiém tring huyét, bénh nhan bi viém cin
mac hoai tir, bénh nhén bi dp-xe quanh tryc tring va bénh nhan bi bong d{ ba va trén dién rdng. Co it
kinh nghiém trong diéu tri cho bénh nhan bj nhiém tring ban chéin do tidu dudng. Cén thin trong khi
didu tri cho nhitng bénh nhin nhu vay.

Cé6 it dit liéu thit nghiém lam sing vé viée sir dung ceftaroline dé diéu tri ¢SSTI do S. aqureus gly ra véi
MIC > 1 mg/L. Céc lidu ding khuyén nghi ctia Zinforo duge trinh bay trong cdc Béng 1 dén 4 dé didu
tri cSSTI do S, aureus giy ra véi MIC cua ceftaroline béng 2 hodic 4 mg/L dwa trén phwong phap tao md
hinh va mé phong duge déng hoc-dwge lue hoe (xem céc muc 4.2 va 5.1). Khong nén stt dung Zinforo
dé didu tri ¢SSTI do S. aureus v&i MIC cua ceftaroline > 4 mg/L.

Lidu ding khuyén nghj ciia Zinforo duge trinh by trong Bang 2 cho bénh nhi <2 thang tudi dya trén
phuong phép tao mé hinh va mé phong dwgc ddng hoc-duge hre hoce.

Thai gian truyén dudi 60 phit chi dua trén cac phén tich dwge ddng hoc va duoce luc hge.

4.5 Tuwong tac véi cdc thube khdc va cdc dang twong tdc khdc

Chua ¢6 nghién cu 1im sang ndo vé twong tac thude - thube duge tién hanh véi ceftaroline fosamil.
Kha niing twong tc ctia ceftaroline hojic ceftaroline fosamil trén cic thude duge chuyen hoa bai cac
enzym CYP450 duge dy dodn la thip vi ching khong phéi 1A chét \rc ché hay chét cam tmg enzym
CYP450 in vitro. Ccftamlmc hoac ceftaroline fosamil khong duoc chuyén héa bai cac enzym CYP450
in vitro, do do, dung ddng thoi cac chét cam tmg hojc chét it ché CYP450 cb vé khéng anh huéng dén
dugc dong hoc cta ceftaroline.

Ceftaroline khong phai la co chit, ciing khéng phai 12 chit trc ché cac chit van chuyén vao thin (OCT2,
OATI va OAT3) in viiro. Do d6, khdng dy doan ¢ trong tac cua ceftaroline voi cdc thudc 14 co chit
hodc chit (e ché (vi du: probenecid) ctia nhitng chit van chuyén nay.

Bénh nhén nhi

Gibng nhu & ngudi [6n, kha ning tuong téc duge dy dodn 12 thip & bénh nhi.

4,6 Kha ning sinh san, thai ky va cho con bi

Thai ky

oI et

mn

- )

M./
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Khéng cé hodc c6 it dir licu vé viée sit dung ceftaroline fosamil & phy nir mang thai. Cac nghién ciru
trén dong vt tién hanh & chudt va tho khong cho thay tdc dung c6 hai lién quan den ddc tinh sinh san
tai c4c mic d8 phoi nhiém tuong ty nhu néng do didu tri. Sau khi cho ding trong sudt thoi kj mang thai
va clho con bl & chuét, khéng co tic dung ndo trén cin ning so sinh hodc sy ting trudng cia con non,
mic du d& quan sit thay su thay ddi nho vé cén n@ing ctia bao thai va hién tegng chim cdt hoa cilia xwong
lién dinh khi cho ding ceftaroline fosamil trong thoi ky tao co quan (xem muyc 5.3).

Dé than trong, tot hon nén tranh str dung Zinforo trong thai lcy trir khi tinh trang l4m sang cGia nguai me
doi héi didu tr bing thude khang sinh c6 dic tinh khang khudn ciia Zinforo.

Phu ni¥ cho con b

Khéng 13 liéu ceftaroline fosamil hodc ceftaroline co tiét vio sira me hay khéng, Khéng thé loai trir
nguy co cho tré so sinh/tré nhii nhi. Phai dua ra quyét dinh nging cho con bu hay nglmg/tlanh diéu tri
bang Zinforo khi cAn nhic dén loi ich cia viéc nudi con bing sira me d6i vai dia tré va loi ich cta viée
didu tri di véi ngudi me.

Khé ning sinh san

Anh hudng cia ceftaroline fosamil 1&n kha ning sinh sén & ngudi chua duge nghién ciru. Céc nghién
clru trén dong vat dung ceftaroline fosamil khong cho ehay tac dung coé hai 1én khd ndng sinh san (xem

muc 5.3).

4.7  Anh hwéng 1én khi ning 14i xe va vin hinh may méc

C6 thé xay ra céc tic dung khong mong muén nhu chéng mit va diéu nay c6 thé gy anh hudng 1én khd
néng lai xe va vin hanh mdy moc (xem myc 4.8).

4.8 Tic dung khéng mong mubn

Tém tit tinh an toan

Céc phan tng bét lgi thudng gap nhét xay ra &> 3% trong s6 khodng 3242 bénh nhin duge diéu tri bang
Zinforo trong cdc nghién ciru [dm sang 1a tiéu chay, dau diu, budn ndn va ngira, va néi chung & mirc dj
nh¢ hofic trung binh. Bénh do Clostridium difficile (Clostridium difficile-associated disease - CDAD)
va cde phan ing qud min nghiém trong ciing co thé xay ra.

Ty 1& mic mdi phat ban cao hon & céc bénh nhén nguoi chau A (xem duéi day) va ty 1 chuyén d6i

huyet thanh trong DAGT cao hon (xem muc 4.4) dwogc quan sat trong mot ngl 1ién ctru trén bénh nhén
ngudi 1én bi ¢SSTI duge tién hanh véi Zinforo 600 mg truyén trong 120 phat, 8 giér mot lAn,

Béng danh sich cic phén (g bét loi

Cic phin tng bat lgi sau ddy di dugc xic dinh trong cac thir nghiém ldm sang va kinh nghi¢ém sau khi
thude hru hanh védi Zinforo. Céc phan g bat lgi dugce phan loai theo Phan loai hé co quan va tin suét.
Ciéc loai tAn suit duge an theo cdc quy uwdc sau: rét thuong gap (= 1/10), thuong gip (= 1/100 dén
< 1/10), it gdp (= 1/1000 dén < 1/100), hiém gip (> 1/10.000 dén < 1/1000), chura & (khong thé udc tinh

tir dir lidu san ¢o).
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Bang 5 Tén suft cia cdc phin ing bt lgi theo phén loai h§ co quan tir cac thir nghié¢m lim
sang vi kinh nghiém sau khi thubc lru hanh
Phén loai h¢  Rét Thwong gip It gip Hiém giip Chua rd
co' quan thuwdng
_ gip
Nhigm tring Viém dai trang do
va nhiém ky Clostridium
sinh tring difficile (xem
muc 4.4)
R&i loan méu Thiéu mau, gidm  mét bach ciu
va hé bach bach ciu, gidm hat", ting bach
huyét bach ciu trung ciu wa eosin”
tinh®, giam tiéu
cdu, kéo dai thoi
gian prothrombin
(Prothrombin
Time - PT), kéo
dai hoat hoa mét
phén thoi gian
thromboplastin
(Activated Partial
Thromboplastin
Time - aPTT),
tang ty s6 chudn
hoé qudc té
(International
Normalization
Ratio - INR)
Rdi loan hé Phat ban, Séc phén vé, qua
mién dich ngira méan (vi du: nbi
mé day, phii méi
va mit) (xem cdc
myc 4.3 va 4.4)
Roi loan hé Dau déu, Bénh ndo™*
thén kinh chéng mit
Réi loan Viém tinh
mach mau mach
Rai loan hé Viém phéi
hép, nguc va ting bach

trung thit

A re *
cdu al toan

Roi loan tiéu

Tiéu chay,

hoéa budn nén,
non, dau
bung

Réi loan gan Ting

mit fransaminase

RAi loan thin
va tiét niéu

Creatinine trong
méiu tang
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Phén loai hé  Rét Thuong gip It giip Hiém gip Chwa r'd
co' quan thudng
gédp ,
Roi loan Sat, phan tng
chung va tinh tai chd tigm
trang tai noi truyén (hdng
str dung thude ban, viém
tinh mach,
dau)
K&t qua xét Duong tinh
nghié,m/kiém vGi nghiém
tra phép
Coombs
truc tiép
(xem muc
4.4)

* Phan (ing bt lgi (ADR) ghi nhin sau khi thude hru hanh trén thi trudng.
* Bénh nhin suy thin khong duge didu chinh giam lidu ceftaroline phi hgp cé nguy co gip bénh nio cao hon (xem
cac myuc 4.2 va 4.9).

MO ta cac phan g bit loi chon loc

Phan img da nghrem trong

Di ¢6 bdo céo vé cdc phan ting da nghiém trong (héi chimg Stevens- Johnson, hoai tir biéu bi nhiém déc,
phan ing do thude kém theo ting bach cau i toan va cic tridu chimg todn than, ngoai ban nyyn mi toan
than cép tinh) c6 lién quan dén diéu tr bing cic khang sinh beta-lactam, bac gom cephalosporin (xem
muc 4.4).

Hji ching Kounis
DA c6 bao céo vé hdi chitng mach vanh cép tinh lién quan dén phan ting dj tng (héi chiing Kounis) khi

str dung c4c khang sinh beta-lactam khac,

Phdt ban

D4 quan sat thay phat ban véi tAn sudt thuong gap & ca hai nghién ciru gdp Giai doan III vé cSSTI khi
cho ding Zinforo 12 gidy mot 14n (600 mg truyén frong 60 phat, 12 gidy mot lin) va nghién ctru ve ¢SSTI
khi cho dung thube 8 gié mét lan (600 mg truyen trong 120 phut, 8 gid mot 1An). Tuy nhién, tn sudt
xay ra phat ban trong phan nhém bénh nhén ngudi chiu A dung Zinforo 8 gid mét I3n 14 rét thudng gip

(18,5%).
Bénh nhin nhi

Dénh gi tinh an toan & bénh nhi dya trén dir liéu vé tinh an toan tir 2 thit nghiém trong d6 227 bénh
nhan tir 2 théng tudi dén 17 tudi bi ¢SSTI hodc CAP dd ding Zinforo. Nhin chung, tinh an toan & 227
bénh nhan ndy twong tw véi tinh an toan quan sat duge & nhém dbi twong trurdmg thanh.

Ngodi ra, danh gid tinh an todn & tré so sinh dya trén dir liéu vé tinh an toan tr 2 thir nghiém trong do
34 bénh nhén (tudi tir méi sinh dén dudi 60 ngdy tum) da dung Zinforo; 23 bénh nhan trong s6 nay chi
ding mét liéu don Zinforo. Nhin chung, cic bién ¢ bit loi duge bio cdo trong nhitng nghién ciru nay
phtt hop véi tinh an toan da biét ciia Zinforo.
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Bdo céo cac phan tmg bat loi nghi ngd

Viéc bdo ¢ao céc phdn tng bat loi nghi ngd sau khi thudc duge phé duyét la rat quan trong. Piéu nay
cho phép tiép tuc theo ddi sy cén bang loi ich/nguy co cua thudc.

4.9 Qud liéu va cich xik tri
Cé it dit ligu & bénh nhan ding liu Zinforo cao hon lidu khuyén nghj cho thiy cac phan tmg bat lgi
twong ty nhu quan st thdy & cac bénh nhan ding lieu ding duoc khuyén nghi. Xu tri qua liéu can tuin

theo thie hanh y khoa chuin,

Bénh nhén suy gidm chirc ning than

Viée qué\liéu trong déj ¢4 thé xay ra & bénh nhan suy gidm chirc ndng thin mire do trung binh. Cac di
chimng than kinh, bao gom bénh ndo, & dugc ghi nhén trén bénh nhan suy thin st dung khang sinh beta-
lactam (bao gdm cephalosporin) nhung khdng giam licu (xem muc 4.2).

C6 thé loai bo ceftaroline bing cach thim tich mau; sau 4 gid thAm phan, thu héi duoc khodng 74% liéu
da dung trong dich tham tach.

5,  DACTINHDUQCLY

5.1 BPic tinh dwoc hre hoe

Nhém duge 1§: Khang sinh sir dung todn thén, cdc cephalosporin va penem khac, ma ATC: JO1DI02
Phén ¢6 hoat tinh sau khi ding Zinforo la ceftaroline.

Co ché téc dung

Ceftaroline 14 mét khang sinh thudc nhém cephalosporin c6 hoat tinh khang vi khudn Gram duong v
am in vitro. TAc dung khéng khudn cia ceftaroline théng qua lién két véi cac protein gin két penicillin
thiét yéu (Essential Penicillin-Binding Protein - PBP). Cic nghién ctru sinh héa di cho thiy ring
ceftaroline cd 4i luc cao dbi voi PBP2a cia tu ciu vang khang methicillin (Methicillin-Resistant
Staphylococcus aureus - MRSA) va PBP2x cua phé cu khudn khang penicillin (Penicillin Non-
susceptible Streptococcus pneumoniae - PNSP). Két qua Ia, nong dé tic ché t6i thidu (Minimum
Inhibitory Concentration - MIC) clia ceftaroline dbi véi mét ty 18 cac sinh vét duge thir nghiém nay ném
trong khoang nhay cdm (xem muc Khang thude dudi day).

Khang thude

Ceftaroline khiong cd hoat tinh khang céc ching Enferobacterales sin sinh beta-lactamase phé réng
(Extended-Spectrum Beta-Lactamase - ESBL) tur cdc ho TEM, SHVY hodc CTX-M, serine

carbapenemase (nhu KPC), metallo-beta-lactamase nhém B hodc cephalosporinase nhom C (AmpC).
Cic vi khuan tiét nhimg enzym ndy va do @6 vi khuéin khang ceftaroline xudt hién véi ty 1& rat khac nhau
giita cdc qudc gia va giita cdc co'sd y té trong mét quic gia. Néu cho dung ceftaroline trude khi co két
qua xét nghigm dd nhay thi phéi cén nhic dén théng tin tai dia phuong vé nguy co méc phai cac sinh
vt biéu hién nhiing enzym ndy. Sy khang thué(_: cling ¢ ’thé thong qua co ché khong tham nude hodc

co ché bom thudc ra cua vi khuan, Mgt hogic nhiéu trong so cac co ché nay cé thé cling ton tai trong mot
chiing phan 13p vi khuan don 1e.

o=
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Twong tic v6i cde khdng sinh khéc

Ciéc nghién ciru in vitro chua che thiy bAt ky tic dung d6i khang nio giita ceftaroline két hop véi cic
khéng sinh thuong duge sir dyng khdc (vi du: amikacin, azithromycin, aztreonan, daptomycin,
levofloxacin, linezolid, meropenem, tigecycline va vancomycin).

Céc didm ody trone xét nghiém d6 nhay

Tiéu chi dién gidi MIC (ndng d trc ché t6i thidu) cho xét nghiém dd nhay da dwgc Uy ban Thik nghigm
Dé nhay Khang sinh chdu Au (European Committee on Antimicrobial Susceptibility Testing -
EUCAST) thiét 1ap cho  ceftaroline  fosamil va dwge ligt Lké & day:
https://www.ema.europa.eu/documents/other/minimum-inhibitory-concentration-mic-
breakpoints_en.xlsx

MGbi lién guan duge déng hoc/duoe lue hoc

Nhu véi céc khang sinh khéc thuge nhém beta-lactam, phén triim thai gian néng d trong huyét thanh
cao hon ndng do trc ché i thidu (Minimum Inhibitory Concentlatlon MIC) cua tac nhin gy bénh trén
khoang cach liéu ding (%T > MIC) di dugc cho théy 1a théng s6 trong quan tdt nhét véi higu qué clia
ceftaroline.

Hiéu qua lam sing chdng lai céc tac nhan giy bénh cu thé

Tinh hiéu qua da duge chirng minh trong cdc nghién ctru lam sing chéng lai céc tac nhén gy bénh duge
liét ké theo timg chi dinh, nhay vdi ceftaroline in vitro.

Nhiém tring da va mé mém co bién chimg
Vi khudn gram dirong

e Staphylococcus aureus (bao gbm cac ching khang methicillin)

e Streptococcus pyogenes

° Streptococcus agalactiae

o Nhom Streprococcus anginosus (bao gdm S anginosus, S. intermedius v S. constellatus)
° Streptococcus dysgalactiae

Vi khudn gram dm

o Escherichia coli

o Klebsiella pneumoniae
o Klebsiella oxytoca

° Morganella morganii

Viém pficfi méc phdi tai cong dong
Khéng cé tluong hop bi CAP do MRSA ndo tham gia vio céc nghién ciu nay. Dir ligu 1am sang hién
¢6 khong thé chimg minh tinh hiéu qué chéng lai cée chang S. preumoniae khéng nhay vai penicillin,

Vi khudn gram dwong
° Streptococcus pneumoniae
o Staphylococcus aureus (chi nhiing cling nhay véi methicillin)

A LAY
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Vi khuédn gram dm

o Escherichia coli

° Haemophilus influenzae

° Haemophilus parainfluenzae
o Klebsiella pneumoniae

Hoat tinh khang khuén chdng lai cic tic nhin gy bénh lién quan khac

Higu qua lam sang chéng lai cic téc nhan gy bénh sau chua duge thiét 1ap mac du céc ngh1e11 cuu
in vitro goi ¥ ring cdc tic nhin ndy cd thé nhay véi ceftaroline khi khdng co co ché khéng thudc méc
phéi:

Vi khudn oy hi
Vi khudn giram dirong
° Loai Peplostreplococcus

Vi khudn gram dm
° Loai Fusobacterivm

Dik liéu in vifre cho the“iy ring céc loai sau ddy khéng nhay vdi ceftaroline:
Loai Chlamydophila

Loai Legionella

Loai Mycoplasma

Loai Profeus

Pseudomonas aeruginosa

@

5.2 Dde tinh dugce ding hoc

Cuax V3 AUC cita ceftaroline ting gin ty 18 thudn véi lidu trong khodng heu don tir 50 dén 1000 mg.
Khéng quan sat théy sy tich iuy ceftaroline ¢6 thé danh gia dugce sau khi tmyen nhiéu lidu 600 mg qua
tinh mach, 8 hodc 12 gid mét lan & ngudi 16n khée manh ¢d CrCL > 50 mL/phiit.

Phin bd

Ty 1& gan két véi p:otem huyet tuong ca ceftaroline & mirc thap (!dmang 20%) va ceftaroline khong
duge phan bé vio héng ciu. Thé tich _phan bd trung Vi 0 trang thai 6n dinh ctia ceftaroline & nam gidi
trudng thanh khée manh sau khi truyen finh mach lidu don 600 mg ceftaroline fosamil duge danh déu

phéng xa 1a 20,3 L, twong ty vai thé tich dich ngoai bao.

Chuyén héa sinh hoc

Ceftaroline fosamil (tién thuoc) duge chuyen héa thanh ceftaroline c6 hoat tinh trong huyét twong bai
cac enzym phosphatase va nong dé cua tién thude c6 thé do trong huyét trong chi yéu 12 trong qua trinh
truy&n qua tinh mach. Sy thity phén vong beta-lactam cia ceftaroline xay ra dé hinh thinh chat chuyén
ho4 vong hd, khéng ¢ hoat tinh vi sinh, ceftaroline M-1. Ty I¢ trung binh giita AUC ciia ceftaroline M-
1 vi AUC ciia ceftaroline trong huyét tuong sau khi truyén qua tinh mach mot litu don 600 mg
ceftaroline fosamil & cac d6i tugng khoe manh 1 khoang 20-30%.

Trong vi lap thé gan ngudi gp lai, the d6 chu chuyén chuyén hoa cham déi véi ceftaroline, cho thiy
rang ceftaroline khong dugc chuyén héa bai cic enzym CYP450 trong gan.

Thai trir

12
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Ceftaroline chi yéu duge thai trir bai than. DS thanh thai thin ciia ceftaroline gﬁn bﬁng, hodc hoi thép
hon tée d loc cdu thin trong thén, va cdc nghién cttu chit van chuyén in vitro cho thiy ring qud trinh
bai tiét chu dong khdng gép phan vao quaé trinh thai trir ceftaroline & thén.

Thai gian ban thai cubi trung binh cua ceftaroline & ngwdi Ién khoe manh [a khoang 2,5 gio.
Sau khi truyén tinh mach mét lidu don 600 mg ceftaroline fosamil duge danh déu phong xa cho nam
gidi trudng thanh khde manh, khodng 88% thude c6 hoat tinh phéng xa duoc thu hdi trong nude tidu va

6% trong phan.

Céac nhém ddi tuong dic biét

Suy gidm chirc ndng thin
Cén diéu chinh liéu diing & ngudi 1dn, tré vi thanh nién va tré em ¢6 CrCL < 50 mL/phtt (xem muyc 4.2),

Khéng ¢6 di thong tin dé khuyén nghi diéu chinh lleu ding & tré vi thanh nién bi ESRD tudi tir 12 dén
< 18 ¢6 cén ning <33 kg v & tré em bj ESRD tudi tir 2 dén < 12. Khéng ¢ du théng tin dé khuyén
nghi diéu chinh liéu ding & bénh nhi <2 tudi bi suy giam chirc ning thén trung binh hodc ning hogc
ESRD.

Suy giam chirc ndng gan

Dugc ddng hoc cia ceftaroline & bénh nhén suy giam chiic nang gan chua duge thiét 1ap. Vi ceftaroline
khéng cho thiy trai qua su clluyen héa dang k& & gan, dé thanh thii toan thin cia ceftaroline du kién
khéng bi anh hudng ding ké béi tinh trang suy giam chiic ning gan. Do d6, khéng kimyen nghi diéu
chinh liéu ding cho bénh nhén bj suy giam chirc néing gan.

Nguoi cao mo; i

Sau khi truyén tinh mach mét lidu don 600 mg ceftaroline fosamil, duge déng hoc ciia ceftar ohne trong
tw nhau giita cac dbi twgng cao tudi khée manh (= 65 tum) va cac d6i twong trudng thanh tré tudi khoe
manh (18-45 tu01) Da co su ting 33% AUCo» & ngudi cao tudi, chi yéu [a do cac thay ddi chire ning
thédn lién quan dén tudi tc. Khéng cin didu chinh lidu Zinforo & bénh nhén cao tdi cd d thanh thai
creatinine trén 50 mL/phut.

Bénh nhin nhi
Can diéu chinh liéu cho tré so sinh, tré nhil nhi, tré em va tré vi thanh nién c6 can ning < 33 kg (xem
muc 4.2).

Bénh nhin xo nang
Bénh nhén xo nang da duge loai trir khoi cce thir nghiém 1dm sing CAP.

M6t sé bao cdo ca 1am sing va nghién ciru d4 cong b cho thdy can phai ding liéu ceftaroline fosamil
cao hon & bgnh nhin xo nang do dwge dong hoe cia eeftaroline 6, thé bi thay doi dan dén khdng dat
duge ndng do diéu tri. Két qua tir mot nghién ciru duge dong hoc quén thé, dya trén dit liéu tdng hop tir
céc nghién ciu khac nhau, nhin chung cho thdy khdng cé sy khéc biét dang ké, co lién quan trén lam
sang cua cac thong sb duoe déng hoc ciia ceftaroline & bénh nhén xo nang (tr 6 tudi trdy 1én). PO thanh
thai ciia ceftaroline 14 tuong tu nhau gitta bénh nhin xo nang va bénh nhén CAP hodc ¢SSTI trong khi
thé tich phan bé trung tim ciia ceftaroline twong tiw nhu & ngudi khde manh,

53  Dit liéu an toan tidn 1Am sing

LS
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Thén 14 co quan dich chinh bj nhiém ddc & ca khi va chudt. Céc phat hién mé bénh hoc bao gém ]ang
dong sic tb va viém blcu md dng than, Céc thay doi & thin khong hdi phyc duge nhung d6 ning giam
di sau giai doan 4 tudn héi phyc.

Pd quan sat thay tinh trang co gidt & cac muc d phoi nhiém twong ddi cao trong cic nghién clru liéu
don va da lidu trén ca chudt va khi (> 7 ldn mic Cyax wc tinh cia ceftaroline & lidu 600 mg ding ngay
2 1an).

Céc phat hién quan trong khac vé ddc tinh ghi nhan & chudt va khi bac gdm cdc thay ddi v& mé bénh
hoc trong bang quang va la lach.

Déc tinh di truyén

Ceftaroline fosamil va ceftaroline ¢6 kha nang gay dét bién céu tr uc nhi&m séc thé tr ong mét thir nghigm
sai hinh nhiém sac thé in vitro, tuy nhién, khéng c6 bing ching v& hoat tinh gy dt bién trong mét thir
nghiém Ames, 1& bao lympho chudt nhit va thiy nghlf;m téng hop DNA léch pha. Hon nira, cde thir
nghiém vi nhan in vivo & chudt va chudt nhit cho két qua am tinh. Cac nghién ciru vé tinh sinh ung thir
chua duge tién hanh.

Péc tinh sinh sin

Nhin ch ung, khong quan sat thiy tac dyng bét lgi ndo 1én kha ning sinh san va sy phat tr ién sau khi sinh
& chudt & licu gip dén 5 1dn mice do phoi nhiém lam sang dugc quan sét. Khi cho ding ceftaroline trong
thdi ky tao co quan, d3 quan sat thiy sur thay déi nho vé céin ning ciia bio thai va hién twgng cham cht
hoa cua xwong lién dinh & chudt tai cac mtre d§ phoi nhiém dudi mirc dwge quan sat lam sang. Tuy
nhién, khi cho dung ceftaroline trong sudt thai ky mang thai va cho con bii, khdng c6 anh hudng 1én can
ning hodc su ting tredng cia con non. Cho thé mang thai ding ceftaroline d4 1am ting ty 1€ bao thai bi
xwong mong tao gbe, mot bién di xuong thudng gip & bao thai the, tai cac mic dé phoi nhiém twong tir
nhu mic duge quan sat 1dm sing.

Déc tinh trén con non

Lidu bolus ceftalolme fosamil ding qua tinh mach cho chudt con bu tir ngay 7 dén 20 sau sinh da duge
dung nap tit tai cac mirc d phm nhiém trong huyet tuong cao hon khoang 2-14n mtc d6 phoi nhiém
cho bénh nhi. B4 quan st thiy nang vo thdn trong tit cd cac nhém, bao gom ¢4 nhém dbi chimg, trén
PND50. Céc nang nay anh hudng dén mét phan nho thin va xudt hién ma khong c6 thay déi ding ké vé
chire niing thin hodc cac thdng s6 clia nude tidu. Do d6, nhitng phat hi¢n ndy khong duge coi 1 bét lgi.
6. DAC TINH DUQGC HQC

6.1 Danh muyec ta dwge

L-arginine

6.2 Twong ky

Khéng duge trén 1dn thubc ndy véi cic thudc khic ngoai tri cic thude duge dé cap trong myc 6.6.

6.3 Han dung

ST i Sl
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Bot khé: 36 thang ké tiy ngay san xudt,

Sau khi hoan nguyén:

Cic lo ¢ duge hoan nguyén can duge pha lodng ngay lap tire. Tong thdi gian gifta lic bat diu hoan
nguyén va [ic pha xong dich truyén tinh mach khong duge quéa 30 phut.

Sau khi pha lodng:

D6 bn dinh hoa hoc va vt 1y sau khi pha di duge chimg minh 14 t6i da trong 12 gier & 2-8°C va 6 gio &
25°C.

V& mit vi sinh, trir khi phrong phép md/hoan nguyén/pha lodng loai trir duge nguy co nhiém vi sinh
vit, thuoc can duge dung ngay lap tic.

6.4  Thén trong diic biét khi bdo quén

Bao quan dudi 30°C.

Bao quan trong bao bi goc dé tranh 4nh sang. )

Dé biét diéu kién bao quan sau khi hoan nguyén thuodc, xem muyc 6.3.

6.5 Quy cach déng goi

Hop chira 10 lo.

6.6 Luwu y ddc biét khi loai bd va cde xir Iy khic

Bot phéi duge hoan nguyén voi nuée pha tiém va sau d6 phai pha loing dung dich dédm déc thu duge
ngay trude khi st dung, Dung dich dd hoan nguyén 14 dung dich mau vang nhat khéng c6 bit ky tiéu
phén la nao.

Cin ding k§ thudt vo khudn chudn dé pha va truyén dung dich.

Cin hoan nguyén thude bdt Zinforo véi 20 mL nuée v6 khudn pha tiém. Phi lde dung dich thu dugc
trude khi chuyén sang t0i hodc chai truyén dich cd chira dung dich tiém natri clorid 9 mg/mL (0,9%),
dung dich tiém dextrose 50 mg/mL (5%), dung dich tiém natri clorid 4,5 mg/mL va dexfrose 25 mglmL
(natri clorid 0,45% va dextrose 2,5%) hoac dung dich Lactated ngel C6 thé str dung thi tluyen 250
mL, 100 mL hodc 50 mL d& pha dich truyén, dua vao céc yéu cdu vé thé tich ctia bénh nhan. Tong thi

gian giita lic bat diu hodn nguyén va lic pha xong dich truyén tinh mach khong duge qué 30 phut.

Thé tich truyén cho bénh nhi s& thay ddi theo cAn ning ciia tré. Nong d6 dung dich truyén trong khi pha
va truyén khong duge vugt qua 12 mg/mL ceftaroline fosamil.

M3i Ig chi diing mot 1dn
Thai bo hét thude khéng sit dung hodic chit thai theo cdc yéu ciu cia dia phwong.
6.7  Tiéu chufin chét lwgng

Tiéu chuan co so.

7. TEN, PIA CHI CUA CO SO SAN XUAT THUOC
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https://nhathuocngocanh.com/

LPD Title: Zinforo - ceftaroline fosamil 600mg IV (query response for sile transfer + 52 update)
LPD date: 13 May 2024

Coumtry: Vietuam

Rejerence EU CP SPC date: 19 Feb 2024

San xuét bai: ACS Dobfar S.p.A.
Viale Addetta, 2a/12 - 3/5, 20067 Tribiano, Milano, Y.

Déng goi cép 1, cip 2 va xuht xudng boi: ACS Dobfar S.p.A.
Via A. Fleming 2, 37135 Verona, Y.

® Nhan hiéu da ding ky

Néu ban ¢6 cdu hoi y khoa vé cdc sin phém duge phim ctia Pfizer Viét Nam, vui 1dng truy cdp trang
web www.pfizermedicalinformation.vn ciia B phan Théng tin Y khoa Pfizer, hodc giri qua trang web
https://pmiform.com/HCP/VN-V.

LPD date: 13 May 2024
Reference EU CP SPC date: 19 Feb 2024



