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Rx Thuéc ké don
Primovist®
Gadoxetate disodium 0,25 mmol/ml ( !)

t@

M&i ml cé chira: 181,43 mg gadoxetate disodium

Hop 1 bom tiém chira sdn 10ml dung dich tiém tinh mach -

SBbK:

S6 16 SX, NSX, HD: xem “LOT”, “MFD” va “EXP” trén bao bi

Han dung la ngay cudi cung clia thang hét han

Khéng bao quan thuéc & nhiét d6 trén 30°C

Tiéu chudn chét lvong: TCCS

Chi dinh, cach dung, chéng chi dinh, cac théng tin khac: xin xem t& huéng dan st dung
kém theo

Dé xa tam tay tré em. Doc ky hwong dén sir dung trrée khi ding

Co s& san xut: Bayer Pharma AG, MilllerstraBe 178, 13353 Berlin, CHLB B(rc
DNNK:

pany-aid 1 —

Imovis

85322877

0.25 mmol/ml
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= Primovist’ 0.25 mmol/ml

Solution for injection in pre-filled syringe
BAYER

1 ml contains:
Gadoxetic acid, disodium 181.43 mg,
Caloxetic acid, trisodium, Trometamol, *
Hydrochloric acid, Sodium hydroxide,
Water for injection
Do not store above 30°C C
Keep out of reach of children
Any contrast medium not used in
one examination is to be discarded
— 1pre-filled Manufactured by:

syringe 10 ml Bayer Pharma AG
i "2 Germany

i

Vorderseite / Front

chnical design refer to the below mentioned PZ/pmdr!

2outh East Asia) Pte Lid

achnology Berlin - Restricted Document Bayer ( 63 Chulia Stl'eetth
Materialnr./material-no: 85322877 OCBC Centre East, 14" Floor
____ Mandant/client: Berlin Singapore 049514
'SMMOL PFS 1x10ML ACF Aufmachung/country: RAP/-/BPH
Abmessungen/Dimension 140.0x68.0x34.5 mm
OVERLACQUER
o Mgt/ approved Datum/date

ON:o=Bayer Group, oussignCert.
0.5.2342.19200300.100 1.1 =sgacl
cnaGers Freote:
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Riickseite / Rear

Charge/Batch = 10T
Herstelldatum/Manufacturing Date= MFD
Verfalldatum/Expiry Date = EXP

Diecut/outline is symboilic onl

Bayer Pharma AG - Packe

. PZ/pmdr.: 50947-C
Bayer (South East Asia) Pte Ltd Codpe-Nr./code-no.: 0
63 Chulia Street Bezeichnung/name: FB-Prin
OCBC Centre East, 14 Fioor
Singapore 049514

Farbauszug/color separation:
stanzform/diecutline schwarz/black P/

alle Farben/all colors
stanzform/diecutline  schwarz/black P/

Version vom/version from Ge
ACF 15.06.16 15:11:22 Fre
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= Lot MFD
A . §ia
=ayer) | Primovist® 0.25 mmol/ml
R Solution for injection Bxp
1 ml contains: Do not store above 30°C
Gadoxetic acid, Keep out of reach
disodium 181.43 ma, of children
Caloxetic acid, trisodium,
— 1pre- " o Manufactured by:
filled Trometamol, Bayer Pharma AG ;
syringe qurochlonc acid, Germany 3
0ml Sodium hydroxide,
Water for injection 10 ml
— i
Lot MFD
8
saver) | Primovist® 0.25 mmol/ml
3 Solution for injection S
1 mi contains: Do not store above 30°C
Gadoxetic acid, Keep out of reach
disodium 181.43 mg, of children
- 1 pre- Caloxetic acid, trisodium. Manufactured by:
filied L’;’:":{‘:l’;':: i Bayer Pharma AG §
inge >
T{)nm? Sodium hydroxide, Germany, -
Water for njection
- V.
Lor MFD
. .
Primovist® 0.25 mmol/ml
Solution for injection EXP
1 ml contains: Do not stere above 30°C
Gadoxetic acid, Keep out of reach
disodium 181.43 mg, of children
— 1pre- Caloxetic acid, trisodium, Manufactured by:
filled L':d"r‘:c‘;:;:'t - Bayer Pharma AG %
z ? L =
%n;?e Sedium hydroxide, Gemany
; Water for injection 10 ml
-V
Lot MFD
.
Primovist® 0.25 mmol/ml
Solution for injection Exp
1 mi contains: Do not store above 30°C
Gadoxetic acid, Keep out of reach
disodium 181.43 mg, of children
— 1pre- Caloxetic acid, trisodium, Manufactured by:
filled Trometamol, Bayer Pharma AG ;
syringe Hydrochtoric acid, Germany g
10 mt Sodium hydroxide,
Water for injection
i , |10 ml]

Bayer (Zouth East Asia) Pte Ltd

£3 Chulia Street
OCBC Centre East, 14" Floor
Singapore 049514

Diecut/outline is symbolic only! For technical design refer to the below mentioned PZ/pmdr!

Bayer Pharma AG - Packaging Technology Berlin

Rasterwinkel

PZ/pmdr.: 4235A-3D Stoffnr./item-no: 81246440

Code-Nr./code-no.: ____ Mandant/client: Berlin

Bezeichnung/name: Primovist 10 ml Aufmachung/country RAP BPH
ersetzt/replaces 82825364

Farbauszug/color separation
stanzform/diecutline schwarz/black PANT1787C

alle Farben/all colors:
stanzform/diecutline  schwarz/black PANT1787C

APPROVED

Version vom/version from:  Claudia sEmefifatapproved: Jyliane
T

14.08.12 15:30:08 Majcherek =, T, Ulrich

Datunvdate:
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Diecut/outline is symbolic only! For technical design refer to the below mentioned PZ/pmdr!

Bayer Pharma AG - Packaging Technology Berlin

PZ/pmdr.: 2242E-3 Stoffnr./item-no: 80740840

Code-Nr./code-no.: ~ Mandant/client: Berlin

Bezeichnung/name: Primovist - 10 mi Aufmachung/country: RAP BPH
ersetzt/replaces 81990817

Rasterwinkel:

Farbauszug/color separation:
stanzform/diecutline schwarz/black

| APPROVED |

stanzform/diecutline  schwarz/black weiss

Version vom/version from: h_m.cn:m %@W‘Wﬂ@@qwnggma“ Juliane gz Datum/date:
14.08.12 15:57:15 Majcherek . =imemews o Ulrich ===
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Bayer (Zouth East Asia) P
63 Chulia Street) i
OCBC Centre East, 14™ Floor

: Singapore 649514
Rx Thuoc ké don

B Primovist®
"BAYER  Gadoxetate disodium
£ Dung dich tiém 0,25 mmol/ml

Bayer Pharma AG

Dé xa tam tay tré em
DPoc kj hwong dén sir dung truwéc khi diing
Thuéc nay chi ding theo don thuéc

Thanh phin cong thirc thude
Thanh phin hoat chit: M&i ml chira 0,25 mmol gadoxetate disodium (twong dwong véi 181,43 mg
gadoxetate disodium).
Thanh ph?ln ta dwge: Caloxetate trisodium, hydrochloric acid, sodium hydroxide, trometamol, Nudc pha
tiém
Dang bao ché (D—[
Dung dich tiém trong sudt tir khong mau t6i mau vang nhat. =
Chi dinh
Primovist duoc chi dinh dé phat hién cac ton thuong khu trii & gan va cung cip thong tin vé dac diém cua
cac ton thuong trong chup cong hudng tir xir 1y hinh anh T1 (MRI).
Thubc nay chi dugc dung cho chan doan bang cach tiém tinh mach.
Cich dung, lidu dang
Cach dung ,
Bayer (Tout

63 (

Thudc dugce dung cho dudng tinh mach.

Tiém thubc vao tinh mach (bolus). Sau khi tiém chét dbi quang, cin phai bom rira 6ng/duong tiém tinh  OCBC Ce
Sing

\

mach bang dung dich nuéc mudi sinh ly.

Tham khao thong tin chi tiét vé chan doan hinh anh trong phén “Ddc tinh duoc luc hoc”
Xem thém cac hudng dan trong phan “Huong dan sie dung/xie Iy,

Liéu dung

» Nguoi l6n 3
Liéu khuyén cdo cta Primovist:

Nguoi 1on: 0,1 ml Primovist trén 1 kg can nang

Dung 1ap lai: Khong c6 thong tin 1am sang vé dung liéu lap lai Primovist.

Théng tin thém vé cac doi twong dic biét

» Tréem

Tinh an toan va hiéu qua cua Primovist chua duoc thiét 1ap trén bénh nhéan dudi 18 tudi. Cac dir liéu hién
c6 dugc miéu ta trong phén “Pdc tinh dwoc luc hoc”.

» Ngudi cao tudi (tir 65 tudi tro 1én)

Khong can thiét phai chinh liéu. Nén than trong trén ngudi cao tudi (xem phan “Canh bdo va thdn trong
khi dimng thuéc”

» Bénh nhan suy giam chuc ndng gan

Khong can phai chinh lidu

Primovist/ CCDS 8/091115/ PI Vn02 1
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» Bénh nhan suy giam churc nang thin

Nén tranh sir dung Primovist trén nhimg bénh nhan suy thin ning (GFR <30 ml/phut/1,73 m?) va trén
nhitng bénh nhan trong giai doan phau thuat ciy ghép gan trir khi thong tin chin doan 1a cin thiét va
khong cé hinh anh cong huong tir khong dbi quang (xem phén “Canh bdo va thdn trong khi dimg thuéc”).
Néu khong thé tranh viéc st dung Primovist, thi liéu sir dung khéng dugc vuot quéa 0,025 mmol/kg céan
nang. Khong nén sir dung qua mot liéu Primovist trong thoi gian chup. Do thiéu thong tin trén lidu 13p lai,
nén tranh tiém 1ap lai Primovist trir khi khodng céch giita cac lan tiém it nhat 7 ngay.

Chéng chi dinh

Qua man véi cac thanh phan cia thudc

Canh bao va than trong khi ding thudc

Qua man

Cén dac biét than trong danh gia nguy co-loi ich & nhitng bénh nhan dugc biét 1a qua man vai Primovist.
Nhu véi cac thude déi quang khéc str dung theo dudng tinh mach, Primovist c6 thé lién quan téi cac phan
ing dang phan vé/qu man hoic phan umg dic ing khac dac trung v6i cac biéu hién tim mach, ho hap, va
da cho dén nhing phan tmg nghiém trong bao gdm ca sdc.

Nguy co gap phan (g qua man s& cao hon trong cac truong hop:

- ¢6 phan img trude d6 voi thube déi quang 0)7

- bénh st hen phé quan -

- bénh sir cac rdi loan di rng.

O nhitng bénh nhan c¢6 nguy co di tng, trudc khi quyét dinh sir dung Primovist cin dac biét than trong
danh gia ti 1€ nguy co-loi ich.

Hau hét cac phan g nay xay ra trong vong nira gid sau khi str dung. Do d6, can theo doi bénh nhan sau
khi tién hanh thi thuat. Can phai c6 thudc didu trj cac phan mg qua man ciing nhu chudn bi sin sang cac
phuong tién cip ciru can thiét .

Hiém gap nhimng phan tng mudn sau khi dung thudc vai gio dén vai ngay (xem thém phan “Téac dung
khong mong muén ciia thudc™).

Bénh tim mach

Can thén trong khi sir dung Primovist & bénh nhén c6 cac van dé vé tim mach ning do dit liéu hién nay
van con han ché.

Suy giam chirc nang thin

Trén ngudi khoe manh, gadoxetate disodium duoc thai trir qua duong than va duong gan-mat déu nhu
nhau.

Trudce khi st dung Primovist, nén tAm soat xem bénh nhan c6 bi rdi loan chirc nang than bz"mg cach hoi
bénh str cua bénh nhan va’hoac lam xét nghiém.

O bénh nhan suy than ning, can cin nhic cin than loi ich va nguy co c¢6 thé xay ra, do thudc ddi quang
thai trir chdm & nhitng truong hop nay. Nén dam bao mot khoang thoi gian du dé thudc dbi quang thai trir
khéi co thé trude khi tiép tuc sur dung bét cr mdt thude nao cho bénh nhan suy than.

Gadoxetate disodium c6 thé bi loai khoi co thé qua thAm tach mau. Khoang 30% liéu dung bi thai trir khoi
co thé néu mot gio sau khi tiém thudc tién hanh mot dot thAm tach mau kéo dai 3 gio. O bénh nhan suy
than giai doan cudi, gadoxetate disodium dugc thai trir gan nhu hoan toan qua thim tach mdu va thai trir

qua mat trong thoi gian quan sat trong 6 ngay, phan 16n trong vong 3 ngay.

Primovist/CCDS 8/091115/ PI Vn02 2
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Véi bénh nhan dang dugc thdm tach mau khi dung Primovist, nén can nhic bat dau tién hanh thdm tach

méu sau khi ding Primovist dé tang cudng thai trir thuéc dbi quang.

Pa c¢6 mot sb bao cdo vé chirng xo hda toan than do than (NSF) lién quan dén viéc sir dung thubc dbi

quang c6 chtra gadolinium & bénh nhén c6:

- suy than cép hozc man tinh mirc d6 nang (GFR < 30 ml/phtt/1.73m?) va

- suy giam chuc nang than cip tinh & bat cir mirc d6 nao do hdi chimg gan-than hoic dang trong thoi ky
phau thuat ghép gan.

Cin ctr trén murc liéu dung dé chan doan cuia Primovist ciing nhu hai dudng thai trir cta thude (than va gan

mat), thi sy phoi nhiém toan than véi gadolinium 14 thap tuy nhién van c6 kha nang xay ra chimg xo hoa

toan than do than khi dung Primovist. Vi vay, chi nén dung Primovist & nhitng bénh nhan nay sau khi

danh gia can than nguy co/loi ich (xem phan “Tac dung khong mong muén cua thudc™).

Khong dung nap tai ch

Cén hoan toan tranh viéc str dung thudc theo duong tiém bap do c6 thé gay ra cac phan tng khong dung

nap tai chd bao gdbm ca hoai tir khu tra (xem phan “Dir liéu an toan tir cac thir nghiém phi 1am sang ™).

Twong tic, twong ky ciia thude

Twong tac 0}7

Twong tdc véi cdc thuéc irc ché polypeptide vin chuyén anion hitu co (OATP) qua m;ng 1é bao.

Cac nghién ciru trén dong vat cho thdy cac hop chat thuoc nhém thude anionic nhu rifampicin 1am can tro

su hap thu ctia Primovist & gan, do d6 lam giam hiéu qua ddi quang gan. Trong truong hop nay, tic dung

mong mudn dat dugc cua viéc tiém Primovist ¢6 thé bi han ché. Chua c6 tuong tac nao vadi cac thudc khac

dugc biét tir cac nghién ciru trén dong vat.

Mot nghién ctru vé tuong tac dugc thuc hién trén nguoi tinh nguyén khoe manh cho thdy viéc dung dong

thoi chat Gc ché OATP erythromycin khong 1am anh huéng dén hiéu qua va duge dong hoc ctia Primovist.

Chua c6 thém céac nghién ciru 1am sang voi cac thudc khac duge thuc hién.

Tuwong tdc voi bilirubin hodc ferritin huyét thanh ting cao ¢ bénh nhin

Nong do bilirubin (> 3 mg/dl) hoic ferritin ting cao c6 thé lam giam hiéu qua d6i quang gan cia

Primovist. Néu str dung Primovist & nhitng bénh nhan nay, cin hoan tat viéc chup cong hudng tir trong

vong 60 phut sau khi tiém Primovist.

Twong tic véi cdc test chin dodn

Trong 24 gid sau khi tién hanh chan doan véi Primovist, xéc dinh ndng do sat huyét thanh bang phuong

phap do phirc chét (nhu phuong phap phic chat Ferrocine) c6 thé din dén gia tri cao hoac thip sai léch

bai vi phirc chét tu do caloxetate trisodium c6 trong dung dich chat ddi quang.

Twong ky

Do khong c6 cac nghién ctru vé tinh tuong ky ciia thudc, khong tron 1an thudc nay voi cac thude khac

Sir dung thude cho phu nir ¢6 thai va cho con bi

Phu nir mang thai

Khéng c6 dir liéu vé sir dung gadoxetat trén phu nir mang thai. Cac nghién ciru trén dong vat cho thay co

ddc tinh trén chuc nang sinh san ¢ lidu cao 1ap lai (xem thém phén “Dir liéu an toan tir cdac thu nghiém phi

lam sang”. Primovist khong dugc sir dung trong thoi ky mang thai trir khi bénh Iy 1am sang cua bénh nhan

phai str dung gadoxetate.

Primovist/ CCDS 8/091115/ PI Vn02 3
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Phu nir can cho con bi

Hién chua rd liéu gadoxetate disodium c6 bai tiét vao sira ngudi hay khong.

Bang chung tir dir liéu phi 1am sang cho thdy gadoxetate bai tiét vao sita véi mot luong rat nhé (it hon
0,5% lidu dung theo duong tinh mach) va hép thu kém qua duong tiéu hoa (khoang 0,4% lidu dung duong
udng duoc thai trir qua duong nudc tiéu).

O liéu dung trén 1am sang, chua du doan dugc anh hudng cua thude dén tré nho va ¢ thé dung Primovist
trong thoi ky cho con bu.

Anh hwéng ciia thude 1én kha niing lii xe, vin hanh may moc

Chua c6 bang chimg vé anh hudng cua thude 1én kha nang lai xe, van hanh mdy moc

Tic dung khéng mong mudn ciia thude

Tém tit dir liéu vé do an toan

D9 an toan noi chung ctia Primovist dugc dua trén dir liéu thu dugc tir hon 1900 bénh nhan trong cac thir
nghiém lam sang va tir cac gidm sat hau mai.

Céc phan mg c6 hai thudng gap nhét (> 0.5 %) & bénh nhén sir dung Primovist 1a budn non, dau dau, cam
gic néng, tang huyét ap va choang vang.

Phan (g c6 hai nghiém trong nhéat & bénh nhan sir dung Primovist 1a séc dang phan vé. Hiém gap phan
ang giéng di img mudn (tir vai gio dén vai ngay sau khi dung thudc).

Phan 16n cac tac dung khong mong mudn & mirc d6 nhe dén trung binh. O)-T

Bang liét ké cac phan ng c6 hai -

Nhitng phan tng c6 hai cua Primovist dugc thé hién trong bang dudi ddy. Cac phan ng nay dugc phan
loai theo nhom hé co quan. Cac thuét ngir MedDRA thich hop nhét dugc sir dung dé mé ta mot phan tmg
nhat dinh va nhiing tir dong nghia va nhiing tinh trang 1am sang c6 lién quan.

Céc phan (g c6 hai cua thude ghi nhan tir cac thir nghiém 1am sang dugc phan loai theo tan suét xay ra:
hay gip: > 1/100 dén < 1/10; it gap: > 1/1.000 dén < 1/100; hiém gap: > 1/10.000 dén < 1/1.000 . Cac
phan tng c6 hai chi duoc phat hién trong giai doan giam sat hdu mai nén mot tin suat xay ra ma khong thé
ue tinh thi duge xép vao nhom “khong ro”.

Trong mdi nhém phan loai theo tin sudt, cac tac dung khong mong muén duge sap xép theo thir tu murc
d6 nghiém trong giam dan.

Bang 1: Phan tmg c6 hai cta thudc dugc bao cdo trong cac thir nghiém 1am sang va trong gidm sat hau

mai & bénh nhan sur dung Primovist.

Nhom hé co | Hay giap it gap Hiém gip Khong ro

quan

(MedDRA)

Cac rbi loan hé Phan tmg qud man/dang
mién dich phan vé (vi du: sbc*, ha

huyét ap, phu hong thanh
quan, may day, phu mat,
viém mii, viém két mac,
dau bung, giam cam giéac,

hét hoi, ho, xanh Xao0)

Primovist/ CCDS 8/091115/ PI Vn(02 4
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Nhém hé co | Hay giap it gap Hiém gip Khong ro
quan
(MedDRA)
Cic rbi loan hé | Dau dau Hoa mit Run tinh trang khong yén
than kinh choédng vang Ching nam ngdi
R&i loan vi gidc khong yén
Di cam

R6i loan khiru giac

Cic rbi loan Phong bé b6 nhanh | Nhip tim nhanh
trén tim Danh trong nguc

Cic rbi  loan Tang huyét ap

mach Do bung mat

Ciac rdi loan hé Céc r6i loan hé hép

hip, 1dng ngwe (Kho thé*, suy hé @7

va trun&thét hap) =

Cic réi loan tiéu | Budn non Nén Cam giac kho chiu ¢

hoa Kho miéng miéng

Tang tiét nudc bot

Cic rbi loan da Ban da Ban dat san
va md dwéi da Ngtra** Tang tiét mo hoi
Cic rbi  loan Pau lung

trén hé co

xwong va mo

lién két

Cic rbi  loan Pau nguc Lo ling
chung va cic Phan tng tai chd | Khé chiu
phan irng xay ra tiém***

tai vi tri dwa Cam giac néng

thude On lanh

Mét moi

Cam  giac  bét

thuong

*  Da c6 bdo céo vé cac truong hop de doa tinh mang va/hoac tir vong. Nhitng truong hop nay dugc

phat hién trong giai doan hau mai.

**  Ngira (Ngra toan than, ngira mat)

*** Phan (ng tai chd tiém (nhiéu loai) bao gém nhirng thuat ngir sau: thubc thoat mach tai chd tiém,
nong bung chd tiém, lanh chd tiém, kich ung ché tiém, dau chd tiém.

Mo ta mot sé phan ng c6 hai

D3 ¢ bao cao vé nhiing trudong hop mic chimg xo hda toan than do than (NSF) khi sir dung mot s6 chat

dbi quang c6 chira gadolinium (xem thém phan: “Canh bdo ddc biét va thdn trong khi ding thuoc™).

Primovist/CCDS 8/091115/ PI Vh02 5
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Tang céc gia tri sat va bilirubin trong huyét thanh dugc béo cdo it hon 1% bénh nhan sau khi truyén
Primovist. Tuy nhién, cac gia tri ndy khong tang vuot qua 2-3 1an cac gi tri luc ban dau va tro lai mirc
ban dau trong vong 1 dén 4 ngay.
Théng bdo cho bdc si nhitng tic dung khong mong muon gdp phii khi sir dung thuéc.
Qui lidu va cich xir tri
Liéu don gadoxetate disodium cao t6i 0,4 ml/kg (100 umol/kg) can ning dugc dung nap tét. Chua co
béo céo nao vé qua lidu khi sir dung thudc trén 1am sang. Do do, chua nhan biét dugc cac dau hiéu va
triéu chimg qué liéu dac trung.
e Bénh nhén suy giam chirc nang than va/hodc suy giam chirc ning gan
Trong trudng hop sir dung qué lidu do bét cin & bénh nhéan suy giam chirc ndng than va/hoac chirc nang
gan nang, co thé thai loai Primovist khoi co thé béng cach thdm tach mau (xem phén: “Canh bao dic biét
va than trong khi str dung” va “Ddc tinh duoc dong hoc™).

Dic tinh dwge lwe hoc Q),(
Co ché tdac dung _
Primovist 1 mot chat dbi quang thuan tir duoc str dung trong chup cong hudng tur.
Tac dung tang dbi quang qua trung gian cua gadoxetate, mot phirc chét ion tao béi gadolinium (III) va lién
két ethoxybenzyl-diethylenetriamine-pentaacetic acid (EOB-DTPA).
Khi str dung chudi xung quét TIW trong chup cong hudng tir proton, ion gadolinium lam rit ngin thoi
gian thu gin mang ludi cdu tric — spin cta hat nhan nguyén tir bj kich thich bi kich thich dan dén lam
tang cuong do tin hiéu va do d6 tang hinh anh di quang trén mot sé mé nhét dinh.
Tdc dung dwoc luc hoc
Gadoxetate disodium lam giam rd rét thoi gian thu gian, ngay ca ¢ néng d6 thip. O pH 7, cudng do tir
truong la 0,47 T va 40°C, d¢ thu gian (r1) dugc xéac dinh dua vao su tdc dong 1én thoi gian thu gidn mang
ludi cdu tric — spin (T1) ciia cac proton trong huyét tuong — vao khoang 8,18 1/(mmol-gidy) va do thu
gian (r;) — dugc xac dinh dua vao su tac dong 1én thoi gian thu gian spin — spin (T2) — vao khoang 8,56
1/(mmol-giay). O cuong do tir truong 1,5 T va 37°C, do thu gian trong huyét tuong tuong ung 1a ri= 6,9
1/(mmol-gidy) and r» = 8,7 1/(mmol-gidy). Do thu gian cho thdy su phu thudc ty 1& nghich nhe vdi cudong
do tur truong.
Ethoxybenzyl-diethylenetriaminepentaacetat tao thanh mot phirc chat bén viing véi ion gadolinium thuan
tir 6 d6 6n dinh cuc cao trong in vitro va in vivo (héng sb 6n dinh nhiét dong luc: log Kga = 23,46).
Gadoxetate disodium tan nhiéu trong nudc, 1a mot hop chit ua nude véi hé sb ty 18 giira n-butanol va chat
dém & pH 7.6 1a khoang 0,011.
Do phén nira la ethoxybenzyl ua lipid nén phan tr gadoxetate disodium cé phuong thirc hoat dong hai
pha: ban dau, sau khi tiém khéi thudc (bolus) vao tinh mach, thuc phan phdi trong khoang ngoai bao; sau
d6 duge hip thu chon loc bdi cac té bao gan . D¢ thu gidn r;é mé gan la 16,61/(mmol-gidy) (¢ 0,47 T) dan
dén su tang cudng do tin hiéu & mo gan. Tiép theo do gadoxetate disodium dugc thai vao mat.
Thuéc khong thé hién bét cir trong tac (rc ché rd rét nao voi cac enzym & ndng d6 thuong dung trén 1am
sang.
Hinh anh hoc
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Sau khi tiém bolus Primovist, hinh anh dgng trong thoi gian cua cac pha dong mach, tinh mach cira va pha
c4n bang sir dung nhitng kiéu tang can quang khac nhau theo thoi gian ciia cac ton thuong gan khac nhau
1a co s& dé mo ta ton thuong trén X quang.

Su ting can quang clia nhu mé gan trong thoi gian ctia pha t& bao gan hd tro cho viéc xac dinh sé luong,
su phan b theo doan, hinh dung va mo ta cac ton thuong cua gan, do do, cai thién sy phat hién cac tdn
thuong. M6 hinh tang cudng can quang/rira troi khéc nhau cua cac ton thuong gan gép phan vao cac thong
tin tir pha dong.

Pha muon (& bao gan) c6 thé duoc khao sat & thoi diém 20 phut sau khi tiém, véi cira sé hinh anh kéo dai
it nhat 120 phut. Céc két qua vé hiéu qua chan doan va k¥ thuat ctia cac thir nghiém 1am sang cho thdy su
cai thién t6i thiéu ¢ thoi diém 20 phut sau khi tiém hon cac két qua & 10 phut sau khi tiém. O bénh nhan

can tham tach mau va bénh nhan c6 cac gié trj bilirubin ting cao (> 3 mg/dl), thi ctra s6 hinh anh bj giam

dén 60 phut.
Su bai tiét Primovist qua gan din dén ting can quang cc ciu tric mat. O)__,
Céc dc tinh ly-héa ctia dung dich Primovist pha sin dé sir dung nhu sau: -
Do thim thau tai 37 °C (mOsm/kg H,0) 688
Do nhot tai 37 °C (mPa-s) 1,19
Ti trong tai 37 °C (g/ ml) 1,0881
pH 7,4

Bénh nhdn nhi
Mot nghién ciru quan sat dugc thuc hién trén 52 bénh nhan nhi (tudi > 2 thang tudi va < 18 tudi). Bénh
nhan dugc chuyén dén dé chup MRI gan c6 ting cudong ddi quang v6i Primovist dé danh gia cac ton

thuong nghi ngd hodc da biét & gan. Thong tin chan doan b sung dat dugc khi cac hinh anh cong hudong

tir gan khong tang va tang ddi quang két hop v6i nhau dugc so sanh vi hinh anh cong hudng tir khong tS:
tang dbi quang don doc. Cac bién cb bét loi nghiém trong dugc bao céo tuy nhién, khong cé bao céo nao 1S
duoc danh gid bai bac si nghién ctru c6 lién quan t6i Primovist. Do ban chét cia nghién ciru 12 héi ctu va 0
¢ mAu nho, nén khong thé c6 két luan chic chin vé tinh an toan va hiéu qua trén dan sé bénh nhan nay.

Pac tinh dwge dong hoc

Gioi thiéu chung y
Gadoxetate disodium hoat dong trong céc co quan giéng céac hop chét rt va nudc, tro vé mat sinh hoc,

dugc thai qua than va gan-mat khac.

Hiip thu va phin b

Sau khi tiém tinh mach, dac tinh ndng d6 gadoxetate disodium trong huyét tuong theo thoi gian dugc dic

trung boi su giam theo cip sb hai. Tong thé tich phan b6 ciia gadoxetate disodium & trang théi can bing #

khoang 0.21 1/kg (khoang ngoai bao). Ty 1& gin két voi protein trong huyét tuong khoang 10%.

Hop chat khong qua dugc hang rao mau ndo con nguyén ven va khuéch tan qua hang rao nhau thai chi &
mot mirc dd nho nhu dugc ching minh trén chudt.

O chuét dang cho con bu, dudi 0,5% liéu dung qua duong tinh mach (0,1 mmol/kg) cta gadoxetat ddnh
dau phong xa thu lai dugc tir sira trong da day. Su hép thu sau khi uéng & chudt rat nho, khoang 0,4% cua
lidu udng vao duoc thu lai tir nuée tiéu.

Chuyén héa

Gadoxetate disodium khéng duoc chuyén hoéa
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Thai trir

Gadoxetate disodium thai trir hoan toan voi qua duong than va duong gan-mat véi lugng nhu nhau trén
nguoi khée manh.

Bay ngay sau khi tiém tinh mach gadoxetate, dudi 1% liéu dung con tim thdy trong co thé chudt va khi.
Trong sb do, nf‘mg dd cao nhat do dugc & than va gan.

Thoi gidn ban thai hidu qua trung binh ciia gadoxetate disodium (lidu 0,01 to 0,1 mmol/kg) & ngudi khoe
manh 1a khoang 1 gio.

D¢ thanh thai toan phan (CL) khoang 250 ml/phut. D¢ thanh thai qua than (CLg) tuong ung voi khoang
120 ml/phut, tuong tu véi toe do loc cau than nguoi khoe manh.

Tinh chit tuyén tinh/khéng tuyén tinh

Gadoxetate disodium co tinh dugc dong hoc tuyén tinh nghia 1a cac thong s6 dugc dong hoc thay doi ty 1€
voi lidu ding (nhu Cuax. AUC) hodc khong phu thudc lidu ding (nhu Vi, t12) cho t6i muc lidu 100
umol/kg can nang (0,4 ml/kg).

Théng tin bé sung trén cdc quan thé bénh nhin dic biét ?7

Nghién ctru 1am sang pha III véi liéu Primovist 1a 0.1 ml cho mdi kg c4n nang so sanh cac déi tuong c6
cac muc d¢ suy giam chirc nang gan, suy giam chtc nang than khac nhau, nguoi c6 cung luc suy gan va
suy than va nguoi khoe manh & cac d6 tudi khac nhau, bao gdm ca ngudi cao tudi.

» Gioi

Do thanh thai toan phan & nir (185 ml/phut) thdp hon & nam (236 ml/phiit) khoang 20%.

» Ngudi gia (trén 65 tudi)

Phi hop theo nhitng thay déi sinh 1y ciia chirc ning than theo tudi, do thanh thai huyét tuong cia
gadoxetate disodium giam tir 210 ml/phut & ngudi chwa gia xudng con 163 ml/phut & ngudi gia tir 65 tudi
trg 1én. Thoi gian ban thai va phoi nhidm toan than & ngudi cao tubi cao hon (2,3 gio va 197 umol-gio/l
theo thtr tu) so v6i & nhom dbi chimg (1,8 gio va 160 pmol-gid/l theo thir tur). Thube thai trir hoan toan
qua than sau 24 gid & tit ca cac dbi tugng va khong cé su khac biét gitta nhirg nguoi gia khée manh va
nhirng nguoi chua gia.

» Bénh nhéan suy giam chirc nang than

O bénh nhan suy giam chic nang thin mirc trung binh, AUC ting dén 237 umol-gid/l (so véi 160
umol*h/I trén ngudi tinh nguyén khoe manh) va thoi gian ban thai ting dén 2,2 gid (so véi 1,76 gid trén
ngudi tinh nguyén khoe manh). O bénh nhan suy than giai doan cubi, thoi gian ban thai kéo dai gap 12 lan
va AUC tang khoang 6 1an. Khoang 55% liéu ding duoc tim thy trong phén trong vong 6 ngay, phan Ién
thai trir trong vong 3 ngay.

» Bénh nhan suy giam chuc nang gan

O bénh nhan suy than muac d9 nhe hoac trung binh, c6 su tang nhe dén vira AUC huyét tuong, thoi gian
ban thai va su thai trir qua nudc tiéu, ciing nhu giam thai trir qua dudng gan-mét so sénh véi 6 ngudi khoe
manh.

O bénh nhan suy gan nang, dac biét nhirng bénh nhén cé n@)ng dd bilirubin cao bat thuong (> 3 mg/dl),
AUC tang thanh 259 pmol-gio /1 so véi 160 umol-gio /1 & nhém dbi chimg. Thoi gian ban thai tang lén
2,6 gio so voi 1,8 gio & nhdm d6i ching. Su thai trir qua dudng gan-mat giam di dang ké, con 5,7% lidu

dung ¢ nhitng bénh nhan nay.
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Gadoxetate disodium c6 thé bi thai loai khoi co thé qua tham tich méau. Khoang 30% liéu dung bi thai trir
khoi co thé khi tién hanh thdm tach mau kéo dai 3 gio bit ddu sau 1 gio tiém thudc . O bénh nhén suy than
giai doan cubi, gadoxetate disodium dugc thai trir gin nhu hoan toan nho su thAm tach va thai trir qua mat
trong thoi gian 6 ngay. C6 thé do duoc ndng do cua gadoxetate disodium trong huyét twong t6i 72 gio sau
khi dung thudc & céc bénh nhan nay (xem phén “Canh béo va than trong ding thudc).
Dir liéu tir cic thir nghiém phi lim sang
Dir liéu phi 1am sang cho thiy khong c6 mbi nguy hai ddc biét nao dbi véi ngudi can cir trén cac nghién
clru quy udc vé doc tinh toan than, doc tinh gen, kha ning man cam khi tiép xic.
Doc tinh trén kha nang sinh san
Trong céac nghién ctru vé su phat trién ciia phoi thai trén tho, Primovist duong tinh mach sir dung nhiéu
lan gay doc véi phoi thai (tang say thai sau khi trimg da 1am t) & liéu cao gép 25.9 1an (tinh theo dién tich
bé mit co thé) hoac 80 lan (tinh theo cin ning co thé) so véi liéu don & ngudi
Dung nap tai ché
Céc nghién ctru thuc nghiém kha nang dung nap Primovist tai chd cho thay thudc c¢6 kha nang dung nap
tt sau khi dua thudc vao mach (tinh mach va dong mach) va can tinh mach.
Tuy nhién, sir dung thuc duong tiém bap giy ra phan tng khong dung nap tai chd do d6 can tuyét dbi
tranh ding trén ngudi (xem phan “Canh bao va than trong khi dung thube™).
Han ding
- 60 thang ké tir ngay san xuat ddi v6i loai bom tiém bang thuy tinh chira thudc pha sin
- 36 thang ké tir ngay san xuat déi voi loai bom tiém bang nhua déo chira thudc pha sin.
Han ding sau khi mé bao bi lin dau
Céan sir dung Primovist ngay sau khi mo. (DT
Diéu kién bao quan —
Khoéng bao quan thubc trén 30°C
Quy cach dong goi
Hop 1 bom tiém chira sin thude x 10 ml.
Tiéu chuin chit lwgng
Tiéu chuan co so
Hwéng din sir dung/tiéu huy
Kiém tra bing mit thuong
Can kiém tra thudc bang mit thuong trudce khi st dung.
Khong st dung Primovist trong truong hop dung dich thudc tiém da déi mau nghiém trong, xuat hién hat
can la hoac bao bi khong con nguyén ven.
Phai 14y bom tiém chira sin thudc ra khoi bao bi déng goi va chudn bi tiém ngay trudc khi tién hanh thu
thuat chup.
Bo6 nip bom tiém chira sin thudc ngay trude khi sir dung.
Dung dich chat d6i quang khong dugc sir dung hét trong mot 1an 1am thu thuét déu phai tiéu huy.
Co s6 san xuit
Bayer Pharma AG
Miillerstrafe 178, 13353 Berlin, CHLB Ditrc
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