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NAVELBINE® 20mg Capsule niom>d a"n 20 ™ v
NAVELBINE® 30mg Capsule niom>d a"n 30 ™ v
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NAVELBINE® 20mg : Vinorelbine (as tartrate) 20mg
NAVELBINE® 30mg : Vinorelbine (as tartrate) 30mg
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For the treatment of non small cell lung cancer.
For the treatment of advanced breast cancer.
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3. PHARMACEUTICAL FORM

Soft capsule.
NAVELBINE 20 mg: light brown soft capsule containing light vellow to orange-vellow

Soft capsule. OVAL size 3, regular and smooth contour, free from cracks and leaks. opaque and shiny,
uniform light brown colour, "N20" printed in red and visible, containing a viscous, clear, light yellow
to orange-yellow solution, essentially free of visible particles.

NAVELBINE 30 mg: pitksoft-capsulecontaining hisht vellow to-oranse-vellow seolutien

Soft capsule, OBLONG size 4, regular and smooth contour, free from cracks and leaks, opaque and
shiny. uniform pink colour. "N30" printed in red and visible. containing a viscous, clear. light yvellow
to orange-yellow solution. essentially free of visible particles.
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4.3 Contraindications

Known hypersensitivity to vinorelbine or other vinca-alkaloids or to any of the
excipients listed in section 6.1.

Disease significantly affecting absorption
Previous significant surgical resection of stomach or small bowel.
Neutrophil count < 1500/mm? or severe infection current or recent (within 2 weeks).
- Platelet count < 100000/mm?
——Severe hepatic insufficiency
Lactation.: (see section 4.6)
Patients requiring long-term oxygen therapy
In combination with yellow fever vaccine.: (see section 4.5)
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In the event of the capsule being cut or damaged, the liquid content is an irritant, and so may

destroyed. If any contact occurs, immediate thorough washing with water or preferably with
normal saline solution should be undertaken.
In the case of vomiting within a few hours after drug intake, do not re-administer. Supportive

treatment such as meteclopramide e SHT3 antagonists (e.g.. ondansetron, granisefron) may
reduce the occurrence of this.: (see section 4.5). NAVELBINE soft capsule is associated with

a higher incidence of nausea/vomiting than the intravenous formulation. Primary prophylaxis
with antiemetics and administration of the capsules with some food is recommended as this
has also been shown to reduce the incidence of nausea and vomiting.: (see section 4.2).

Concomitant use not recommended

Live attenuated vaccines: (for yellow fever vaccine, see concomitant use contraindicated)
as with all cytotoxics, risk of generalised vaccine disease, possibly fatal. This risk is
increased in patients already immunodepressed by their underlying disease. Tt is
recommended to use an inactivated vaccine when one exists (e.g.. poliomyelitis).: (see
section 4.4).

Phenytoin: as with all gytotoxics, risk of exacerbation of convulsions resulting from the
decrease of phenytoin digestive absorption by cytotoxic drug er—risk—ef texieity
enhancementor loss of efficacy of the cytotoxic drug due to increased hepatic metabolism

by phenytoin.

[.]

Anti-emetic drugs such as 5SHT3 antagonists (e.g. ondansetron, granisetron) do not
modify the pharmacokinetics of NAVELBINE soft capsules (see section 4.4).

An increased incidence of grade 3/4 neutropenia has been suggested when intravenous
vinorelbine and lapatinib were associated in one clinical phase I study. In this study,
the recommended dose of intravenous form of vinorelbine in a 3-weekly schedule on
day 1 and day 8 was 22.5 mg/m>when combined with daily lapatinib 1000 mg. This

type of combination should be administered with caution.

£H4 & Sieps 3O 8e-o

There are insufficient data available on the use of vinorelbine in pregnant women. Studies in

animals have shown embrvotoxicity and teratogenicity, (see section 5.3). On the basis of the

results of animal studies and the pharmacological action of the medicinal product. there is a
potential risk of embryonic and foetal abnormalities.

NAVELBINE should therefore not be used during pregnancy, unless the individual awaited
benefit clearly outweighs the potential risks. If pregnancy occurs during treatment. the
patient should be informed about the risks for the unbom child and be monitored carefully.
The possibility of genetic counselling should be considered.

Women of child-bearing potential
Women of child-bearing potential must use effective contraception during treatment and
for 7 months after treatment:see-section4-3.
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4.8 Undesirable effects
The overall reported frequency of undesirable effects was determined from clinical studies
in 316 patients (132 patients with non--small cell lung cancer and 184 patients with breast
cancer) who received the recommended regimen of NAVELBINE(first three
administrations at 60mg/m?week followed by 80mg/m?*week).

Adverse reactions reported are listed below, by system organ and by frequency.

Additional Adverse reactions pooled from Post Marketing experience and clinical trials
have been added according to the MedDRA classification with the frequency Not known.

[...]

6.1

Macrogol 400: Ethanol anhydrous: Glycerol: Purified water.

Ory shell capsule: Gelajine: Glycerol 85%:
Dry substance of ANIDRISORB 85/70 (sorbitol. sorbitan-1.4. superior polyols,
mannitol): Titanium dioxide E171: Yellow iron oxide E172 (in Nayelbing 20mg): Red
iron oxide E172 (in Navelbine 30mg): Triglycerides, Medium chain: Triglyeerides
Medium chain and Phosal 53 MCT (standardized phosphatidylcholine concentrate).
Edible printing ink: E120, Hypromellose, Propylene glycol.

:[2IX7 117V
[...]

h9nna nTvirn an'Y .1
.OTpna 2¥n3 Twin uioa 79t (non-small cell) mix junoa 'm19e's v payi

TI2NNN NN9WRT N2l (D0300) L2720 7Usn 1ainn Nk 07910 J:2723 :T'0U0In axig
Ao TR T NP NNDwn NN ZIN-ARIA- RS THRDIA 0001 YD

n9NN win'wn 1947 .2

0N ADIMN1 YUNNYAT 'R

197907 MDD NNDWRD TN 0IN 727 I3 7600 min? (a07) wan nnike
1M O TRITETH NP2 IMOEIN

YTITHE923 [T N9NTA TN TR 09010 D' nnn TRX 7a7-{0ad wean anue
B prarang @n 7 awn uTee 2 geeol 'non uTa” 6 oo Nk MK fon
(=nennn

AN*I0 TiKe

.NIAN 122 NPNnn 7200 NNke

TA'D0 7V NIWDWAN WAL NIV T30 730 O N TN WA 1N D2F2 NN Daye
912 700 NAto ik Ty wewn’ iy nr oimn

AN DINT T APED I, AMI D0 (R ooy 020 0T KD DYBo e
NDINNN IN'ET TYM 197 oY T YRY IR O

(RHEmNnann) NNl 07N NIF0Y NYB0e

[(Yellow Fever) nauinx nnTp T2 1o'n 77 Jnnaw I8 nanny? n'pe

AN NG R 20T FIFT Nk

E]

2NN WIN'YT NIYAID DITRIM DINATR

DN N9 190 ,'AY303 719'0n DY

TN 0TV 0'AN07 1X 17 ONina 12831 N0 «

CTINA NN DArar s peay nhee e

.T200 DT TIDt0n TR WA (RPN NINPED DNAY IX T2 DA |7 et e
AIAABARA

A7 0tiom Ny NNy 0N [123) DINT 7Y 0000 17An 10 .

e e R T =l b LI M TLIL R

;;'.;nnub-pe'-n-nb;up-m-po'n 7 mnoa-e

Padagis Israel Agencies Ltd.
1 Rakefet St., Shoham 6083705, Israel
P.O. Box 944, Shoham 6085001

Tel: (972)3-5773545

Fax: (972)3-5773730



Padagis.

JITNd NiK e

oMAann orT'n
o 18 A nnnn-ecraRe 0T W90 BIMNTM [N AT DDNN-FHenan

apynl NPT

NI ®TI7 N1 7Y PR30 71900 NIEn 170020 1197 07 RN DN'Ro DT Ny e
T A ANT AI9'0nY PIE TITED IR DT NPT TINYM 0N _NDN00 DK 7107 7y
O 07V IR 7Y DT DR NIMYINY TV NID0I NI TR Yz

nimenn |'a :I'II:'I.I]:I'II'I'II'!FN'IU.'I'H

LMNNTT 'D0IMI DN K77 NIDNN 7712 TNNX NIDNN ,NINNKT INEY DX IN DT DNX D8
S pwun nn Yy niownn nonaN TMSRR-DU TR pagan e n'm'l| [E HBI'I'I 1 ' mo
N7 NN DX NPNN IR NDND TN YT ‘lnl'n:l—mn-mn—m#-mygm—qunh

TUNQN NIDINDNN NN 7000 ANX 0K 217 0w JNen

{nemp ) o NPT niEnn e

LHIDA9 Dwa fron'TemNa 719t nnnn_s

R Owa Nonea 7o nonn e

AT0IINEL ATHUTRRMN 1A TUD DINTA 71907 NIDNn e
2enai m C pynin owa juiod 719’7 Anmnn e
: JUDQIZER 132 10'NA N2YA K NINITAN NIZNN »

0721003 TAIMD 71900 77002 D' X7 (E2A-0w7NIN_ DY 0 0I0'N-HeR) 00 010N
011N TAF7 YN NNX OX 7Y NDND DR VT W Dwnin ItNon 10 (7ua

17w 0T 7w o¥un nm 0 nurewnn () n¢ 1A} MIDNn oy Tt Japn Panl nTna
I I0N "7 NYSM 1'nng

JiTAl ABINY win'y

o yrm— e p
nonnY onat Aty MDD ADINma DY on "r.'wn TINWYT '8 .N77 INNX 0P TN ADNNN DN
N0INn MY T AT

2

NN vin'ai nanl
PavRn Mona o ao N . NNRN Yot N A7 N7 7Y niyswnn 7y 0ngnm 1wyl K7

) K '.'y; 77 HDND OM IR 210 N7 N 0 X AT N7 7"7Y .0MFan 90 1IN0 NKT Oy-y7ai

Annae a7 MY Ln'nl-\Ll

fallnli-]] 'I'.‘:I"I |I"I|"I

N0 Y DMIEDN D20 DI [0

42730 700 70 DX @07 'R
JI5'00 NDIFNA 07U DN UNDND WRNWRT7 70 007 THwInm n7ua o JIn o
S7oun nron oewmin 7 jemal

paTIers)

HTwpaaT pues 0oons N9 D Y NYTINN L3733 721000 103 30 ON-BOaAs RIS
.INNRD A0MIN 1Pl nK owTin 4 qenan iovon nna owe oy

wownT N2 L2733 11310 719100 TTNN 197 UNT 11T VAL 7Y ¥ONn OV YU na? '

TINK DWTIN 4 Jwna 12en 7002 0T NYtn Ueaxd wnnene 17 7 nmien
oon oro

[.]

Padagis Israel Agencies Ltd.
1 Rakefet St., Shoham 6083705, Israel
P.O. Box 944, Shoham 6085001

Tel: (972)3-5773545

Fax: (972)3-5773730



Padagis.

?N9NN2 Ynnwn T¥D 3
970N NTNMA 719101 NONNN JR0IM KD 7 RIS NS IIND [NINYT N2y 2730
092 T A7017 T Agnmn

'K DN OEN IR KD OV 7727 720 .N2N0 DININT DXNn] TIN 1wl Winwn'?
'WOTI2 TIZON DINI M7 VAL nioa

TN PITY )79 MDIND AT TIDT0n Jenal 1197 -T2 NDnn T 70 IaEt 119on DN nn
77 N NBND 7 ANTRND NI0 TN TS0 DN 72N o yiag? nim Yy % 0T sn nnoo
TWN D12 7Y 050 NOWY DRNND YA AT P17 TINET 1080 {Tin ATl oD 1nd
SJNUATE DI TRwnn QWn NS0
N1102 NNF7 N72pan DRen nann-=a E : :
TY TIIWRIN DA 3 1aY 23 7% 0990 now e viay oat a'n 60 0% awinni nnx

a"n 80 '97 n1nn Nk 2WN7I NN DR DI7UNY DN 077N RN ' PWn MmN INNT 79ron
L0721 e MInn IR DAY RN 3N 00 790 913 T 0190 now e pian tony

AN N0 0N RSN RIS JINA] 719'07 INNK N2NN 0V {11731 THoms 73pn 101 nTna
Y NETRnnn Amn

' 2"n 160 e n'non nanan v ' e

AW NNX DYD9N NPT DNEYT R

[.]

TIMA TN PR AFIT KT D030 N 70 DR 70 (rwan) J00iian Inme e
XN 910 VAN X0 0N IR OUTED Y0 0V YAnD T 0na? 7 At oA noman
.0°T) DY T T PIAIN TN

[npn7 1® 77w ko7 ' INN7 v pEITaw noind wiva? N

(nrwan) JU0TAn DT DD Tacys

(N IPNET ) IRon 7 M7 090N nATea Jeezan nn i v 1
0 rooen o N g e 2

.OIFMITND T 7T NoImIn NN OInT? w3

J1273) NoIND NTUINSHRR- CHRYRHB N

TUNWYT 'R 077 NNM DY NDNNN DX 7107 ', 07 0Y ANim7wa nomsn e piras v
0N e T N nenn? onat vy KD 2 N2Nnn oy on npen

.N0IMON NN YI¥AY7 1M 077 "M

N2INYT TW NN 0T DY DITION) D90 DR GI07 W0 NIP0A N0ININ NN NYYD I8 ToP7 O
TP 79 UTNT PR T RSN DY WE I, DDNNN INYE0 TP 19010 I TINED 0N
.10 NN

NIR{T D/NIT'NA TAI AN 701 ANK DX

TA1 N9 7 oen 7w konn ox (e’ nipsim” 4 gruo nxa)orgn’? ona? onme raion
NDIND NIRINT DNNINA 1T n9Nn 707 v axgn/n'ena

APOAN NYIND DN TI07 UTYU AT 073 DN [ara e ng

NI AI2A (127 NIYOA N701 DX
DUNOn AZGAE S TW NBIOR NDNYT ITTIN NNSYT W', 0w NSNNY NINan 11731 TN N701 OX

D*77Y D' NONNA 770 0NN 099eN DY 2'AN7 TR 0n 0 nye R Aeamnng
DA NNENNYT A7y (DFiDn s e Dnmany om0} 0T Y 04Tmon nmenn
T HDMYT NBT W' TN 0NN 010N 0'U'SI OX .NNIMN IRy

071N N2 W 1M VTN I XDNT T M9 L,N9NN0 |3 TP U7 Mol O I8 N NIn D701 0N
TN NDNNA DTN XN

[.]

Padagis Israel Agencies Ltd.
1 Rakefet St., Shoham 6083705, Israel
P.O. Box 944, Shoham 6085001

Tel: (972)3-5773545

Fax: (972)3-5773730



Padagis.

qonaytn .6
DA N7IN NDONN YN AWM T 00 .
..... 10- Galating: cerol 85%- Dudfisd water Dy substance

MMacrogol 400: Ethanol anhydrous: Glycerol: Purified water.

Dry shell capsule: Gelatine: Glycerol 85%: Dry substance of ANIDRISORB 85/70
(sorbitol, sorhifap-1.4. superior polyols, mannitol}: Titanium dioxide E171: Yellow iron
oxide E172 (in Nayelbing, 20ma): Red iron oxide E172 (in Nayvelbine, 30mq):
Triglycerides. Medium chain:; Trighycerides Medium chain and Phosal 53 MCT
(standardized phosphatidylcholine concentrate).

Edible printing ink: E120, Hypromellose. Propylene glycol.
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