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7 TPND DRNNA MINAN TIVND PYONI NNV 55 5Y NNTD 2»N PYON DY DWW Hya
211986 - YW (D>PVWON) DXNPIIN NIPNTA

"Guideline on the :1N5TYN NPNPND NPNINN ISDIN MDIND VNN DMPY RYNI
details of the various categories of variations to the terms of marketing authorization
vyn> for medicinal products for human use and veterinary medicinal product”
IRIY DTN DIVIIN ININD NPPPNY NNRRNN NYIT DN DIPNI

NYTNI MNINN DRI DIMVIN ,DXPYOND DIVAIN PN MN VNN MPYY MYPI
MIMIN DY ONIPM NNPIID NINA (MION) DY PPOXN NOIWNY MM MO ORIV
("onn YonY) NN

DMWY AN ,DMPYPD DIRYNL INDTPRD DNNA OXNNN DMPY HY DN ION DY DN
.2010 12 30 PINNND MNPITIN PN NYTINA OXONANN O1HMN

. 2018 999K 15 DY) N3 DN NONN

ma .1
ORI NYTNI DIV DMNIDT DX PYIN DY MOYI MYPA NYIN 1IN NIX INND DNNN NIVNH
N2 50Mm

DIV OIINOY 2
.1986 — y/nwn ,(DXPWIN) DNPIN NRPN 2.1
"Guideline on the details of the various categories of »57yn N9PNRN DNPWN DN .2.2
variations to the terms of marketing authorization for medicinal products for
human use and veterinary medicinal product, Regulation(EC) N01234/2008"
http://ec.europa.eu/health/files/eudralex/vol-
2/c 2013 2008/c 2013 2008 pdf/c 2013 2804 en.pdf

"Common technical document for the registration of pharmaceuticals —-ICH M4Q .2.3

for human use — Quality"

DYVIANNIY DY DIMN YWY MDY NM NwiINa M1 -EX-007 yonn Snn 2.4
27 OIPN NNPAAY 1NN OXPON NIIWN MTND D3INNN OPNIFT DI PYIM
JORIDT PYOND MO NN WITND Nwpa nwan bnnr -EX-005 nonn bnn .2.5

Y1009 MYHN NY2 DYOINHVDY MININT NN -EX-001 nonn 5nn .2.6
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.2010 "YY 30 DYN MNP PO MDY DOVNINN DMPY! RYNI PND NYNHN 2.7
https://www.health.gov.il/hozer/REG06_2010.pdf

s TMIRN VI H1DN MNNRN IMOYNT VITVINN INN 2.8
http://ecom.gov.il/Counter/general/homepage.aspx?counter=21&catalog=1&categ
ory=preparationlnstitute&language=he

2014581 26 DY 7NYOYY DINDIN NITY” XYM N0 2.9

.2015 N9 26 DY 7DDV NYNLN” KW ANON .2.10
https://www.health.gov.il/hozer/ISCP_31032015.pdf

4 ovn "VICH-n 3y ICH -0 yIx ¥ MR 95N XYY RYNA )NOnNn nyhn .2.11
.2016 ON12
. https://www.health.gov.il/hozer/ISCP_04052016.pdf

"Harmonised Technical Guidance for - (CD) 7 yonn nwanb EMA nyrn 2,12

Non-eCTD electronic Submissions (NeeS) for human medicinal products in the
EU"
mInn .3

5915 ,PUONN YV DIWIN PXN NONY YNNY MNN LN YN NPY DD — MNPV 3.1
.Plasma Master File -2y Active Substance Master File -2 om»vw

MY MNPV MN DY NYAYN 93 NOY IN NOYIN NYAYN Sya "»v —Type |A »»v 3.2
SPYONN

55 N99 N nvym Nyawn Yya Nyw - (IN-Immediate Notification) Type 1AN »»w (3.3

PYONN DY NOVIVN NIPAD MYNYN DY TR ,DWINN MM MNPV, MDN DY NYaVN
LDV NTIVN YOI NPY N IN)

NDN DMV DY MIYAITY DIRNND IPN IWR ,NOMNN NYavn Sya "»w -Type IB »»v .3.4
.Type 1A, Type IAN
55 MY WNNYI DIWITHIN DONXINA TOIY »dn now -Type IB foreseen .3.4.1
IRAPND DMWY DM 29Y DIVWITIN D¥INDNN
5NN 90 DWATIN DXNINA THW IORY YN N»vw -Type IB un-foreseen .3.4.2
INIYVNN DPYN

SPYINN MDY MNPV, MN DY WAV D10¥N >mynpwn n»v - Type Il »»w 3.5
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DMWY 1901 v N¥pa nwan -Grouping 3.6

2NN HY MDND NIIYNA YN YIVIN NPYN 1Y PINNN - DIWHN PIND 3.7
1902 MPWN HAPNN I PIRND - NWINND TIRD .3.8

DPNTNIV IN NPIIPRIANP MVIVYI ONNN PNNY PYOIN DI - NIO11 PYON 3.9

IINN 4
oy 191,00 HYa DY NN NPIN DY NSV DNNN MK INK NDNID NPINRD
YN %A%, D0IPM NPV 19N NYVIALIN MPINNN

ow» .5

DIVIN PYIN 551 MNRN VNN NPV 55 DY NNNNN NPITN MYSHNI NNT DIWIN DA 5.1
MMIND OPI

DONYN DMPOYN DTN 12 IDTYN ORNPVRN DNV 5NN N M 9NND ©oan .5.2
SPYONN MY MNPV, MDN DY DNYIWN 29D DINDN)

:INAN TITA WOND ¥ NPYY NWpa 5.3
1912 0»RYD DXPYON DIV NTIDTD YWIIND W M PYONI NPWY Nwpa  .5.3.1
1992 0N DXPWIN DIV NIDTD WIHIND ¥ MNP PYOINI NPWI NYpa  .5.3.2
:DONIN DDNONN DY YIN NYPInN  .5.3.3

990N DXONINNT DIDNDNN ,DOUNND DMPYN VN 12 IO NN .5.3.3.1
171¥2 18 VN DTN PIXD VW, TINYN YNIL ANINN M2 DY IVNNY DIDOPN
2PYN NP DX NWITIN

(1 noD)) »Nn Ndwy .5.3.3.2
(2 NADIY) NPVYO NYPA DMV .5.3.3.3

P DY PORNHPRD OMPWN HNN TINN MWD SUMDIN TN YV prvn  .5.3.3.4
NN THON 9 92 JHDY ¥ .NYPIAD DIFNNIN DIINDNN DININN DINMIDN
DY2N0NN IN OXNIND TAX 2)D POINDTY RD? DIWID PN .AVIND PPN IMIPM

.9201 NOD
NIOM NPTHN OMPYY AV NN T 0N omM»dwd N2 PYon May  5.3.3.5
NYPIAN DY NWIRND NX WIND NN (DNPIN NNIPN 79Y) DYPYWON DIWMD
nYaP 29 VIR XY | 0N MYPa I5n1 NYPaa DI9VN TONNI IN NPWY

9y |B N0 DMWY MYOR YT 512 NYPIAN 1M1 .)1ON2 MMIVYIN NN

ANYT PO
S IPOTI OMOVIMOT OMOMIN OONON  .5.3.3.6
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YN DN DMIPNA NN IN/ 2990 NPYO MYpa May vwiano v CPP .5.3.3.6.1
DMINNN INA 2N VY 551N NMMYI NN NIPYN MY
.CPP v)n5 nan px ,0owipann
0D DY N N AR MPY MY vind v GMP MeoN 5.3.3.6.2
TONR YITI 12 PORIPIRND DMIPYN DN INK MDY 552 MD»1)
.GMP
D>PPYONL Y9 DN INN NPY IN 1NN PYIN NN MNPV Nwpa May  5.3.3.7
DN NTIVND NYPA DMV DY DIPNMY MY MDY v 0»NOPI
(MDNRN NTIVAD NADI) PYON DY DIVPIAN DXVIY DMV WHND TNX PN .5.3.3.8
MONNA vHY 1mINN .CD »2) Sy mwp pmya »»wo Nvpaa pomn mn  L5.3.3.9
w (Notice To Applicant) NTA n»onnay ,073m0 0won My CTD
172 CTD monna 1K oNIav P Nin DN .D»I»I0Y 0pwon May CTD
PONN YNN DAY NNONN 1IN IR WHND
CD »y 7o amnn nx vino v Plasma Master File -2 o»»w may .5.3.3.10
7202
VX DYYN  .5.3.4

v .MINMIAN TIVND DY DITOVPIND INNI VNN O”7Y BHYY YW MIND NN .5.3.4.1
VN 2NN TIT DX MDIAPN NN IND

JPIPITI PN MVNI MOPN - .5.3.4.2

I NN DY PON) DY DXPWIN NI MYNND MPWS Mepa .5.3.4.2.1
. NN TN 1IN, 7Y DIYA /0! DWHOHYA TN ,(DPNF DIV YY)

NPNINA MY PYD ININD DDYD ONND MYNND MOWO Mwpa  .5.3.4.2.2
PPNNN NPV DIRNND PIYNT DNN DIND 2N [ NPNRIPND
:NOIYTY AN

B.ll.d.1.a, B.IL.d.1.b, »on o»»wy mbdHdn »rvd mwpa .
nnnn wny) B.ll.d.1.e »»w May py nux nayn B.ll.d.l.e - B.ll.d.1.c

. »»o (077an anra
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B.ll.e.2.c, B.Il.e.2.b, B.1l.e.2.a 101 £0»1»w M551510 MW mwpa .
Anya vnnnn wnv) B.lle.2.d »»v May P31 nax navn B.lle.2.d -
AB »vo (omyan
912y 12N ,NXIIPD DVWNINI INNDND TAN DAV OMPWY MYpa  .5.3.4.2.3
AB-y 11 non »»ow o
TY DNX DNDXR DN NP MR W [AN, IANon om»y .5.3.4.2.4
DMWY 5-H
XN NN L,NONTI) IMDOYY 901D 1AW NN NN NPYY NYpa .5.3.4.2.5

NN NN 2N (MINY NN NIV DDIN INND D) WHYND 91NN
AN PNNNN INPOY NP DINNNN PIYNI

Active ,Plasma Master File -2 o»»w ay »»vd nwpa  .5.3.4.2.6
qaony Certificate Of Suitability (CEP)-y Substance Master File
NN DN HIINY PYON INMK DY DINPN IR/ DIPYON

DN NWNY MDA 9NN 7Y Py SW N MT MPIN MYpPa .5.3.4.2.7
ona

SV MINDNT YITITY DI NYPIAN 1M WD MYPA DY MINDNT ¥IND PN DY .5.3.5
INYT NPOV O

PRIPRN DN oy Bio-Equivalence /0»»5p 0n) nwan DwNTH DMYY  .5.3.6
NWIND NYAIT PR DN DNV .ONNIN NIND DI NPONND 52PN vwind v
DPTNNN DN MOWY v NPT 739 NwaN TN, Bio-Equivalence/o»yop oomm
DWW NPONND XY NONY NPYO NYpPan oy T

:IYPA DN 5.3.7

DM 90N TN DNV HAPN XY NN YD NIAY NYPL DNV XHNO ¥ .5.3.7.1

DONYI DXNADIY DNV NNANY PN .NYPIAN DNV DXPYON DD NN NOND ¥ .5.3.7.2
.09V 22) HY DMVINDIN DIV DI NN NINY NON

LDV DMNPON DI NN NONY W - 1 PYD  .5.3.7.3

21PN NN (MY 19DN) NPIPINNL INND W - 6 PYD  .5.3.7.4

1252 NRVYNY DXVIN DY OTPNNN NNON NOND W -7 PYD  .5.3.7.5
: DONIN DMIPNA Y8IAD YN (grouping) N¥IApa Nwan .5.4

.B non »ow Hy Ixsn wnw A Non Mo Amoo ,ntn N DYaNn oMy .5.4.1
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.10 DY DOYAN DPN DX D), PYON IMN MW AN, TA o0 0M»Yw 900 .5.4.2

SPYINIMN DY OV DM NIAY WINH DM IPY  .5.4.3

DMV D PYON My winn ,1aoa Type |A, Type [An Don nim v .5.4.4

ox 1w 1B non »ovwh mwpa oy 1 TA Non H»vo mypa vwind PR .5.4.5
VD DT DA DPN DNPYN

.DMPYN MO AN NN INNRY P71V NP NIWINT MINK MYPa  .5.4.6

:ININ TIT2 NP NPWI MYPA 190N WHNY 1N 5.5
AMYN MYN ANdN YHNY ¥ 5.5.1

WVNND ¥ NP0 DOWNNN DNNNI/DXPYIN 190100 DNYNN NNPYNY NIPna .5.5.2
YR D35 T NPV NYPIL DNV

DMV YHND VW TAN PYOND DXONMNM N3N 1Y DOYAN OMNMPYNIY  NIpNa .5.5.3
XD W NPYD NYPIAN DNV DY 3 PYD .0MOWN DI NIAY GMVN MUY Nvpa
DORAPND INNNN YOINDIN 190N NND NX MDY 5 NAY NVINN NYIV

YD PRNNN NIPYN DY DN MY 19 DY DIV NNIAPA MYNIND MYpan  .5.5.4
.DOVMINN

1) XD .NINIAPI INT AIVIN NXIAPA MWIINI N 1Y OVIANND OMIPYI Mwpa  .5.5.5
PR (AN, TANDN XOW) N¥IIPA WY DNIPY .DMIPYNN PON TWURD 7D
NTN NYPAM D90 KD, NI MY DY
MY IN MNPV MR DY WAVYND MNOYN NPYS MYPI NN 200 PR .5.5.6
.(grouping) NP NPYY MWPI vINY NIXIN YW ,PWONN
.DIVON PIRNN MY TY NNTY 1N TA 00 0990 0w by 5.6
. IB unforeseen »omn »»wd N> DIW»N PINNND MY INRI INNTY A 1on om»w 5.7
TP WIVNN NYNVLNN PIRN .OMY» M5 MPTa ©a»n |- IB 1Ay nOn oMY 5.8
SN

NYNOLN TIRN :VONT ,OY9NA MPYN DIVOY WITIN IPTN IR 9P PINND .5.8.1
SPYIONN 1IN DY MODNRN NN NNYN

IN/Y PYONN MNPV DY NOOYN DONY IWUR NNPYD MYUPI MHINXND D NINY  .5.8.2
Y DYDY YaR> NYNLNN YIT NT NDN DY 5NVNN

JA NDHD OMPYI ORYPRN DMMOUN DN DIMNDHM L,IPNY DXVNONN DMOWN 5.9

: MDNR/DIVIN NTIVN DY DNYOWN Hva  TA|N 0N DMPYI NONN T HY DINON
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MNP PYONI YaN) oyv MmN 25902 n»vw -Bll.a.d.a.2»»y .5.9.1
LN PYONA DYDY YNYIN DIMIND 25102 N»w -Blla.3.b.1 »»w  .5.9.2
150 SV NN Hpwna v -Bll.adary»y .5.9.3
IMD PYON HY MINY Inxa n»w -Bllb.2an»y 594
571 Opn Y51 ANy NN JP -y EP, USP yon SNIva madmn minompnion .5.10
oONMNND 1N (EP) MINYPND NNIPNIAT MONMNN NN 12 IRINVND OO
OINKR NI NRNPNIY
: DINN P12 DMPVW.5.11
.MCB (Master Cell Banks) -2 »»w5 mwpa vwind puwnnd v .5.11.1
WCB (Working Cell Banks) nqwan Y napna »»wd nwpa nwiana N8 PR .5.11.2
: DINAN OXNIND OMINPNN IYND VTN
N NI WCB Sw 70 pYnm nYapn My ,nIvonn Mg .5.11.2.1
ORIV VINY DIVIN PPN
T DIPIVNNA NPV PR L5.11.2.2
UPIAN MIPN2 NONY WA 172N PRT I YR L5.11.2.3
TN NND YITTI MDY NPD DY DIIDNY XOY 51D NYPIN NR PTIAN DOPINN TIYN .5.12
Y9 DY DD DN D¥INDN WPIY INYI MW NYPIAN NN PN 2NN PN 9955 .5.13
ANYT PO
PV IV Y DI PONN TONNI WTN PYIN MY MOWH NUPa wND PN .5.14
. PYond
S1252 TA 00 MU0 MYpa 9980 110 DIV WITND NWpa oy TN .5.15
: DINAN DMIPNA P YHIND I NPYY MONT NMYP .5.16
NNN NN MDD .5.16.1
1N PYON HY PV NoNND .5.16.2
0NN YINN NPV .5.16.3
.DMIY NYOY YNDINL DI MMV .5.16.4
:NOYP PNMIYA NONN DX MOYY ¥ DININT OMPY .5.17
D»NON DXPYIND DTN OMNY NIIIND - DPNDPA O PYON MY .5.17.1
DY INK UNIY - DM DO DXPYON MY .5.17.2

.DMNNX DXPYOIN NNX UKD — OPNN O»DYD O PYWON Ny .5.17.3
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SPNT MIPYN D INDNN ANINN ) O IPYY NYPIAN DNV 1) DY IND v 5.17.4
90 MPONNI OMPYN NMITOID MNTVPON INITA DYTIN MYYO v Dapna
.3 NADIA ML MINON
VN NDOY 920 INDNN IYPIAN IR D190 MNIVPORN INITA NYTINN DY .5.17.5
PNTI NPYN
: DMPYN OND MY DN MM PPN .5.18
NYPIAN NDAP DY NUYOIR .DWON PIRNND MY TN PINY wiv - [A non »y»w .5.18.1
.DMTIOP DM 40 TN NI
SV DN NMINMYY DRNN2 VNV VITN DY TN ©wInn IA non omy»w 5182
AYTND NYPan
DYMY PN .DMITIOP DD 40 TIN PTIM DIV 1Y NoNY vy -IAny hon "N»vw .5.18.3
10NN NIVN NOIAP KOY YN
NY DN2 .D»TOP D 120 TN PTIM DIV »aD oY viy -IB non »»w 5.18.4
NN DYMY M) [, NVNN 0PN OMTOP 0> 120 TY NONNN NANN NYaApNN
a7y NYY DMIDN ANDN .0IVIN NTIVN DY DWAUNT DMNINY LYND YN
D37 60 TIN YN DIVIN DY DY . IPYN NPYTID DM 1PN NN XYY TSN
TINNND OMITIOP O 30 TIN HAPNN NP0 NAIWVN .0IDNN ANIN DY O1ITIOP
,NT DT P92 MYON DAPNN KDY DN .DI0NN ANINY OIWIN Dya NN NYAP
.DIVIN NTIVN DY DXWAVNT DMINY LYND MV NN DYOD 1NN
DY10N 2NN .0MITIVP D3> 120 TIN P72 DWW )35 NINY Wi -1l non »»vw .5.18.5
.D>0NN 2ANDN DY DMITIOP DM 60 TIN DWND DIVIN DY DY .TNNN 97y NOYS
DIVIN Y2 NIVN NOIAP PIRNND ONITIIOP O 30 TIN YAPNN NPND NAIVN
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A.1 Change in the name and/or address of the marketing authorisation X
holder
A.2 Change in the (invented) name of the medicinal product X
A.3 Change in name of the AS X
A.4 Change in the name and/or address of a manufacturer or supplier of X
the AS
A.5 Change in the name and/or address of a manufacturer of the FP X
A.6 Change in ATC Code / ATC Vet Code X
A.7 Deletion of manufacturing sites X

B.l.a.1 Change in the manufacturer of a starting material X

B.l.a.2 Changes in the manufacturing process of the AS X
B.l.a.3 Change in batch size of AS X
B.l.a.4 Change to in-process tests or limits X

B.l.a.5 Changes of strain of vaccine X
B.1.b.1 Change in the specification parameters of an AS

B.1.b.2 Change in test procedure for AS

B.l.c.1 Change in immediate packaging of the AS

B.l.c.2 Change in the specification packaging of the AS

B.1.c.3 Change in test procedure for the immediate packaging of the AS
B.1.d.1 Change in the storage period or storage conditions of the AS
B.l.e.1 Introduction of a new design space for the AS

B.l.e.2 Introduction of a post approval change management to the AS

B.l.e.3 Deletion of an approved change managementprotocol related to
the AS
B.Il.a.1 Changefor product marking X

B.1l.a.2 Change in the shape of the pharmaceutical form
B.Il.a.3 Changes in the composition of the FP

B.1l.a.4 Change in coating weight of capsule shells
B.1l.a.5 Change in concentration of a single-dose
B.1l.a.6 Deletion of the solvent / diluent container X
B.I1.b.1 Replacement or addition of a manufacturing site of the FP
B.11.b.2 Change to batch release arrangements and QC testing of the FP X
B.11.b.3 Change in the manufacturing process of the FP X

XX XXX X x| X[ X

X[ X| X| X

X
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B.11.b.4 Change in the batch size of the FP X
B.11.b.5 Change to in-process tests of the FP X
B.1l.c.1 Change in the specification parameters of an excipient X
B.Il.c.2 Change in test procedure for an excipient X
B.Il.c.3 Change in source of an excipient with TSE risk X
B.1l.c.4 Change in synthesis of a non-pharmacopoeial excipient X
B.11.d.1 Change in the specification parameters of the FP X
B.11.d.2 Change in test procedure for the FP X

B.11.d.3 Variations related to the introduction of real-time release or X
parametric release of the FP

B.Il.e.1 Change in immediate packaging of the FP X
B.1l.e.2 Change in the specification parameters of the packaging of the X
FP
B.1l.e.3 Change in test procedure for packaging of the FP X
B.1l.e.4 Change in shape or dimensions of the container or closure X
B.Il.e.5 Change in pack size of the FP X
B.Il.e.6 Change in any part of the packaging material X
B.1l.e.7 Change in supplier of packaging components X
B.I1.f.1 Change in the shelf-life or storage conditions of the FP X
B.11.g.1 Introduction of a new design space for the FP X
B.11.g.2 Introduction of a post approval change management protocol X
related to the FP
B.11.g.3 Deletion of an approved change management protocol related to X
the FP
B.lll.1a Submission of a new or updated Ph. Eur. certificate of X
suitability
B.111.1b Submission of a new TSE certificate of suitability X
B.111.2 Change to comply with Ph. Eur. pharmacopoeia X
B.V.a.l Inclusion of a new PMF X
B.V.a.2 Inclusion of a new Vaccine Antigen Master File X
B.V.c.1 Update of the quality dossier to implement changes X
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