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Law No. 36/2009 Concerning Health

Regulation of the Ministry of Health
No. 1010/MENKES/PER/X1/2008 Concerning
The Registration of Medicines

Regulation of the Ministry of Health No.
1120/MENKES/PER/XII/2008 Concerning
Amendment to the Regulation of the
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Registration of Medicines

Regulation of Drug and Food Control

| Agency No. 24 of 2017 on Criteria and
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Agency No. 15/2019 About Amendment
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U
C% wvAa o

wun 1 unUyegAnabl e 1-3)
131 1 Mvueetenudnnnldlungselevadull

w197 2 wanSueiededldyunisiunsdeudieldSulueyan (Distribution
Permit) faumsrasminevieldluvssmaduladide Tunsd Ssuusdimanssnssarsisage
wougualidminauauaueswazenduleentuougye

wAnSusionfilduniseniulidostung Doundstse Tdun nansusieildidie
Inguszasdiamzmuiiunndioswe nansamiorldsunsuian sandusioilddmiunmaaen
NeAFIn uazHARUYe TR

MR 2 waninal (11951 4-5)
A5 4 wandusionfaglasulueugnadesdiitouladelud

a. lsunsnaaeumuauantitazauUaanduiudnineaed wazn1SNAAUNIS
AGLN YIBNENFIUNINIFNERTDU
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b. ﬁﬂmmmﬁulﬂmuwé’ﬂmiwﬁmmﬁﬁ (Cara Pembuatan Obat yang Baik:
CPOBY)

c. aanddayansuiungdiuanulaenieuarausnzaulunslnGndoue
d. wdnsaeienduiiseinisvesansisnmy

e. glvNgMSAadnUsrandeslianusloviiaranuasadouinningnay
nlasumsvunsideululszmedulatide

f. idaAainuiladnTulaTINsvessy wasndndudiendmnsulasinisdunes
losumsmegeunedtinlulssmadulailide

yu2a 3 woulvlun1sdunsileunaniueien (U951 6-13)

dqui 1 NsTunsiloundniugenaslulsemne (Wns1 6)

Q‘dQ

UM 6 wwua‘mﬁmamum sfoundnuaofnanludseinadeadudilasu

Y
v 1

luangnlilsznaugsnamundsnssu (Pharmaceutical industry permit) WagHansinmefnanan?
osllnunmdulumumdnnisudnenin (Cara Pembuatan Obat yang Baik: CPOB)

daui 2 MmetunzilsundningeNddunauveasangana (Narcotic Drug) (1151 7)

vd'aq a & = a o ¢ Aa a v &  va
a1 7 EIJJ ANFVDVUNLLUYUNTRNUNYINUFIUNFUVDIFNTLEANFAAN DI UUNN

Y
=

isuluouandmiumsnansiflidrunauvesansiandnlaeians waznandeiofanaidesd
@m;nmﬂulﬂmmné’nmsmﬁmmda (Cara Pembuatan Obat yang Baik: CPOB)

=gy

dauin 3 nsTunzilsunaniuneNildye (Contract drug) (1931 8)

w1031 8 N7 dansvedunsideundndudieildyyrdondug ”Uzywdl” Fu
a

TUauw'1mlmﬂvaauaammuma%mm warillssnuetaes 1 uwisiilulumundninasifidmun
ANUMANNNSNARETIA (Cara Pernbuatan Obat yang Baik: CPOB)

1 z:l' é’ = a v L3 o ¥
AAUN 4 NITVUNLLUYUNARNNUNYIUNYT (L1951 9-10)

11931 9 WA Ayiun s ndnfdusiedmsulasanisassaguuessy e
Tl wazenildanunsandnlaluuszme [Wududiuusn

€A 10
(1) ffAfavBveTunzifoundndusionintdeaduddlasuluoygnnuszneussia
Aundunssy wazlasveugmduaednvaldnusanuiisnumiugualusiisssme

(2) nseuymAINMIBnUMAugualuislseinadana1IfeesIntansaneen
walulagditelianunsandneianaludseinadulafielaniglu 5

! CPOB fle Good Manufacturing Practice (GMP) Tneuszmadulailifosausu PIC/S GMP waz GMP iusestneussmaiidu
aundn PIC/S visll Tunseldu non-PIC/S GMP BPOM enavelsiinsnsaadeuriisn@u (physical inspection)
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(3) n3dinnude (2) TrnulideruldivenlasunisAunsowudnsdns

(@) fudneivzdndanlulssmedulaidde desdinsruiunisndneduluaiy
NANLNUNTANUARIUNSNNITHANYINA (Cara Pembuatan Obat yang Baik: CPOB)

(5) nzvIunsUszlivInszuIunsnanewdulumundnnisudnenfvsela i
figaannenansuangiusng o uazlunsaindniu Wimthianunsadinsedeuaniuusenounisi

(6) Na1IUSNFIWANTD (5) AesllToyansudrukaziludoyanan1snsiadey
Liiiu 2 Yannsnsvaeuasiangn

(7) ndnnasiwazisnisnsiaaevaniudsznaunstusdulumund1dnenu
AIUANDIMITHAZ A

= L3 1

dqull 5 NsTUNLUYUNANAUNYI@IBDN (WM 11)

' [
YaaAa a = =

1131 11 JANAnSvevunzifeundndasiendioandendulilasulueygin

a (% (3 v I

Usznaugsnasmundunssy Inendndusiendinanlasunsmaaeuiuauaudiivazaiulasnsdsy
fudninaaes uagnImadeunndiln viendngrunisinermansdu uagdaunmiduluay
WaNA1SHAREITIA (Cara Pembuatan Obat yang Baik: CPOB) Vuusléuainudiureuainuszime
Aivgltiy

a o

dqui 6 NsTunsLlouNdniuaeNIaNSUns @951 12-13)

Wn1 12 gadavsvetuneidounindusieniansinsdentudnlasuluounyn

Usznevgsnarmundnssunasidugtiednsdnsvselasuneuninenndiednsdns

Y

Q

4

%3990 4 NTTUIUNIVUNZITBUREASMIEY (1057 14-20)
daudl 1 mstunsloundndusien ns 14)
N9 14
(1) m3Busvetunzifoundnfasiolibusodinnuauauomsuazen

(2) waninasinazdunounistunzideundadasiliduluaundidnanuaivay
9IMTHAZENNUA

(3) wnansnlduszneunstunsidoundndariondudeyaduiasldifietngUszasd
Tumsuszdiulpgidniihnnneitorinuu

daudt 2 Aoy (WImsn 15)

daufl 3 nsUsudiudweTunsiounaniamion (a1 16-17)
11As1 17 Idpnanaiznssunsiftefinnsandvetunsidoundndasion 1aun
a. The National Committee for Medicine Evaluation

b. The Committee for Quality and Security Evaluation
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c. The Committee for Quality Evaluation, Technology, Marking and Medicine

Rationality

= v O v Y v v & Ao w
YU ANFIARI UNUIN qummaﬂﬂmgﬂsiﬂﬂqim']ﬂ@]ublwLUUITJW']@JV]a']UﬂQWUﬂ'J‘UQN
DIMITUAZEIAAUA

a2 4 N199RNNLUYUNARA NN (UMY 18)
11051 18

(1) dfnauavauetmswarendugdounaiansunoydivsoUfasA1vetuy
nzidoundniugiolnuAiuugiinues The National Committee for Medicine Evaluation / The
Committee for Quality and Security Evaluation / The Committee for Quality Evaluation,

Technology, Marking and Medicine Rationality

(2) Widinauaiuaue mskare1d useaunst unglisunindusienne
SguURTINIsNIEnsasTElag 1 A3

(3) nsslddnIuAIUANIMITHATE1UNLasA1UeT uns T UG nd gl e
AusEnaumslilanunsaverualdarslunstumvela

¥
= =)

d9UN 5 NSNUNIUAIVBVUNZLUIUNANN 98N (LA 19)
duil 6 91gnzilounansiagien (1ns) 20)

1931 20 nzideundniugieniieny 5 U uazanunsaseegnzilounidniadioanty
lednmunaninauiNivug

UU2A 5 NSHNZOUNARN U9 (11951 21)
W31 21 {nlasunstungideundndueionsandnnsodndmsonediniig
nandaieniely 1 Jduwaiunlasuendfnistunsdounansdueien
= a o/ '
NUA 6 NISNUNIUNSLTYUNAAN I (11757 22)
YUIN 7 UNAINY (11R57 23)
AU 8 UNLRNITN1E (UM 24-25)

LN 9 UNINY (RS 26-27)

2.2.3 Regulation of Drug and Food Control Agency No. 24 of 2017 on Criteria

and Procedure of Drug Registration

Regulation of Drug and Food Control Agency No. 24 of 2017 on Criteria and
Procedure of Drug Registration (ng3gtdeu aduil 24/2017) LﬂUﬂgmﬂaﬁ’lﬁU’iaﬂﬁaaﬂI%
dninaumunteILaze) e BPOM meldnguneindeaisisasgy dnatsduldidetud 24
NEATINIBY 2560 S?QQﬂLLﬂylmﬁ'mﬁuIma Regulation of Drug and Food Control Agency No.
15/2019 About Amendment to the Regulation of the Head of the Drug and Food Control
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Agency No. 24 of 2017 Concerning Criteria and Procedure of Drug Registration finavsduldidle
Tl 17 nsngnAu 2562

0
% o

U39 1 unUaygianatd (wms 1)

wne 1 e denudnidlilungsadevatiuil
wuae 2 Reulvwazndninat (1nns1 2-4)
daufi 1 Geuly @951 2)

11091 2

(1) wanduiendeslasuluaygie (distribution permit) noun1519dmiensely
Tulsziadulailide

(2) nansaeiafewunsidounaulasuluayginniudiasi
(3) AveTunsilundnduaelduiodinnuamuane M Lazen
NI 3

(1) nandusieniilasuniseniiulddesvalueygie (distribution permit) Ao &1
P uienslaidunsalfivay (drug for special use)

(2) e elfidunsdfewliidulunundninasivazngseifoud ud
\Aertas
daufl 2 vdnunast (11ms1 4)
NI 4
(1) wAnSusenfiaglasulueugadoaddoulagedeluil

a. WsunsmaasuiunuautiLazmulasndu fudaineass Lagn1snageu
NNIPRTN YSOUMENIUNIINMENTDUY

b. ﬁﬂmmwLﬂulﬂmwé’ﬂmsmﬁmmﬁﬁ (Cara Pembuatan Obat yang Baik:
CPOB)

c. aaniideyansuiufgiuaulaeniouazamangadlunsldndnsiue
(2) Jeuludiudndsznaume

a. g1MeangMSRadInUsvamseianUstleviuaranulasadeuinnitensu
nlasumsvunsidouluusemedulatide

b. aiilddmsulasinisasisaguuestszimadsondulunuiaulunniiesuy
1095§7IdnlAsINsasIsuguRana L dugiue
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UUIA 3 NSHUUTTNNNSUYUNARN U (11957 5)
UIMs1 5

¢ 1

(1) mstunefounansasiuoonidu
a. Msvunzdeunandasindusn (New Registration)
b. Msunlunzilsunansdaud (Variation Registration)
c. Mysopgnzilsunangiouel (Re-registration)

(2) nmsrunsfounanfaradusnuteendy

a. Category 1: N30 ungLiouenng (new drug) n3881331mg (biological
product)

b. Category 2: n15% unzilausiandey (generic drug) Waze1a1dlayild we
(branded generic drug)

c. Category 3: m3Tunzilounssuisnilauseneuiduedldmaluladivay
(3) nsunlunzifeunansiusiuiseanduy
a. Category 4: msunlunzideunaniualuasydrday (major variation)

b. Category 5: nasunlangidsunandueiludiud luldaisedrray (minor

variation)
c. Category 6: Nsudan1siUaeuulamsiSoundndoo
(@) nmsreorgnzilaunanineiiu Category 7
viuan 4 Seulvnstunzidoundndne (Wnsn 6-24)
dauft 1 Nsisdenandnet (1R 6)
dauft 2 Mstunsoundntast Wns 7)

U1 7

(1) MSVUNLLTYUNARNAUNLANTEINIASN1TE UANYDT UNLLT S UNA AN U WS DU
WBNANSTILNYITB4

5%
LS a = 1

2) wansusenTunziiouniseanidusfndalulsena waze1uign
1 t:l' 42” a a (% L3 -Ql' a
a2 3 NMsFuneguNAn TugeNNanluUsEna (W1Rs1 8)
dauin 4 MsTunzloundndumeinanluusemanudeya (contract drug) (119151 9)

d9uN 5 NsTunsilouNaniuieningl (Wns1 11-16)
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41m31 11
(1) wandausigndninegly 2 sUsuu lawn bulk product %38 finished product

(2) Wianuddgiunsudndndaeiedmiulasanisanstsaguuessy el
wazenfdiauddussliannsondalaludssme Wusuduusn

U1ng1 15

(1) MsVunglvundnduaientidiaunsanseilalaggussnaunisilasueyae
uangdnualdnysnnmiieuauaIss g semevintiy

(2) fusgnaunsiluuivnlueievesuivnuldsueniulisedldsueugadu
anednwaldnyInude (1) Treu

1 [

(3) msougmiluaednualdnuiniude (1) 919U FoasvytIIAINITOYYINGAIE

(validity period)
(4) Fusznaumsinelsemaniude (1) 9198y daslasulueuginnissenaugsia
AunduNsIY SdwmangukaneIlinsU URnuReulanidvuaniy CPOB fall

a. luaynvemienusy

[y LY

b. CPOB certificate #38lanansduiioanlaeniiIgusFNNAUgLAR LN
N3TUVDIUTLMARING1INTOVDINUSELNA

C. 9I8IUNIINTIVADUATIEER Tedenduseaunisasiaasunielu 2 U

v A

MoanlagniieusTNMAugLasuAFNITUTeUTEINAGING1INTB YR IU TN A

43

'
aaa o

(5) Iuﬂii‘IJVIQJﬂ’J’]ﬂJ%']Lﬁu awﬁmﬁmsaﬂaaﬂimmwﬁmmdwL‘ﬁulﬂmm CPOB

(6) Tunsainndndnsieindidna dnssdsnssdnlagguszneunsiinnit 1 9e
nssudsnsudaynduneusesdulunudeulanidmunlude (4) 91e6u

41091 16

(1) nsfinanAusenanusndulsliauisandnlaludsemadulaiidetdu el
A5VUNLLTYUNARAUINHINA1I LU TENAD ULALTELAR Aaslin1sneasatenannaluladiiianing
naAnlUUsEIMADUlA TR e

(2) nsangneanalulgdniude (1) 919du 8190y lugun1saignenndus
ANAINNTOLUATUNITHMUINAR A (product development) ATIALAZATIUITNITHES LA/
MIONIIAIUANAAIN

dauil 6 MsTuNzluNARA BN EUNALYRENSIE@NRAR (narcotics drug) (NAsT 17)
daui 7 MsTuneslsueiilueynn (licensed drug) (11731 18)

d9uN 8 NsTunsiloundniuaednsudsenn (WINsT 19)
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d9uN 9 NsTunsLloue1@nsuns (W1ms 20-21)

4191 20

yaaa ad

(1) gnRansEuAvetunzidsundndngeNusznaunsalseangnsniiansing lu

U
) a v

UssmeBulatigudauiu a. 11vednsUng vise b. gNlAsUNTUOUMINEINKVEENTTNS
(2) Wildwilsdesusesdnding (patent certificate) Lundngunanainlasuansdns
1n37 21

(1) gatdleivesdnsdnsaunsadurmvedmsunistungideuenandeytug (first
generic drug) MUsznaUMBaTRangnaNdansUnslulszimedulatiyla

(2) Msturvetungidousdnsinslaedldlodivednsdnslvguatamiy 5 Y
NauanEUnIRINa1IvLne Y

(3) {ldleidvesdnsdnnusrashazduivedunsiouniy (1) Aesduienans
Asalutiusznaude

€

[

a. TeyaienuiununengvesEvsUnsNeanineniienusy wax

(% (3

b. ToyaiuseUsednsnin anuasny LasAMNNYBIHAR U

a a o

(4) Tuaugyn (distribution permit) finaN18NFIANTUNTVOINTAT WA AING 12
NUADE

daui 10 nsTunziisusiiaulng (new development drug) (119151 22)
dauin 11 MsTunzilsugiasiay (generic drug) (UMY 23)
daun 12 ns3unztlouennii (orphan drug) (a1 24)

NU2A 5 VUABUNISVUNLLTYUNARNUI (L1M7 25-43)

' '
P va o

dauh 1 undeyelimly (Wns 25-43)

(% 6

govthil 1 LenansUsznaunstunziDoundndase (ns 27-31)
wms1 27 wnansUszneunstunsifoundndus 3 4 daw Tdun
a. duil 1: lonansteyanly deyauavaannuansiosi
b. dhufl 2: tenansSuTEIRUNTWHER DY
c. @il 3: lonansilaifeniunsmaaeunandin (non-clinical document)

d. @R 4: nansnneINusaRNaUNI9Aann (clinical document)

g 2 ANUSURAYOUTDIREUABTUNITIUNERN I (1IRTT 32)

2-9



s1e91uatuaNysal
msfAnwngsuleunsdunsiounaniamieonlulsamadulailide Used)laudseauin 2564

1IN 32 {EuAverauRavauluAuATUIUgNABIYBLBNANSNEUUTENOY
Avetunzidoundnsdne vadl Tunsaliuszashasudludoya deslasuaygyinan drinauaiuau
2IMIUAZYINDU

d9Ui 2 TuRUNIUNTTUNZLDBUNERA Y (pre-registration) (11MS1 33-36)

WN31 33 ouAvedunslounindueifemvaeusgazidgangdiun1svu
nedounaniag own Ussnnmeilounaniue Tunaun1susesiliuave alganglunisusewiy
ANYD LAZLENANTUIENIUNISTUNZLD I UNANN U

dauit 3 MsUssiiudwetunslounansast (1ns 37)
dauft 4 nstuvsdoundndausinsansn (Wins 38-39)
daudt 5 nmsunlonziSoundnsae e 40-41)
duil 6 Mareegmzidounansinet (1nas 42)
daudt 7 shogandnsaet (e 43)
viann 6 MmsUszifiudvetunzideundadusiuasnansuszsdiudive (neT 44-57)
dauft 1 nsUssiiumvetunsfoundndast (1nsn 44-48)
daudt 2 nan1sUszdiufve (RS 49-53)
goutiil 1 MyeysiAd1ve (G1NAT 50-52)
gowthil 2 Msufiaseve e 53)
daudt 3 NMINUNIUAIYe (LIRS 564-56)
daudt 4 msdumvelud (Wms 57)
a7 Tuaysya (Distribution Permit) (111m31 58-59)
U1M31 58
(1) lueugyndieny 5 U

(2) lunsalnasuangneiloundndusiuazlilainisdentgneioundndue vy
HARVIeIRIIMUIBeAINa1d el Tunsdifiendainanieglusenindmiheluiiosnain liisenau

a v 6 v 1

HARNA T EIAINATIN

(3) dwmsundndueieiTunsideunudennaddviotgneideununivualy
TOANAIAINGT?

(4) nindugieni lusugiavuney Waiuisasesigluayyineantulaniy
NANNUINNINUALULINT 42

i 8 nsaliunisiialasuluayyin (11ms1 60-61)
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11091 60 {1 lasuluaugIndntNdIdes18UNIREA T 831891140151
HanfusitanaIkAgTnILAIUANe I TLaYE)

1390 9 NMsUszuNeunadlasuluayIn (11n91 62)
W29 10 UNaslne (LR 63)

wuan 11 Hu 9 (UM 64-65)

#U2A 12 unNaniIznIa (U1nN31 66)

wuA 13 UNVie (U1AT1 67-68)

2.2.4 Ministry of Industry Regulation No. 16 of 2020 on Provisions and Procedures

for the Calculation of Domestic Component Levels for Pharmaceutical Products

Regulation No. 16 of 2020 on Provisions and Procedures for the Calculation of
Domestic Component Levels for Pharmaceutical Products (ﬂg'imﬁﬂ‘u avui 16/2020) #8n
Tnensgnsnagnamnssy Trateduldidetuil 26 wgunian 2563 AvuandninasiiAsitudagau
n1stiinaaululsemea (local content) dmsundnsdnsien lnengseidoudinaiieanaiels
Presidential Directive No. 6 of 2016 on the Acceleration of the Development of the

Pharmaceutical and Medical Equipment Industry

U
L% o/

wuan 1 untyaganat Wms 1)
931 1 mvuedenudnninldlungsedevadull
a2 MsAuINERduNMsidingaululssng (1ns 2-24)

dufl 1 unsl (@esn 2-3)

a

11n31 2 nMsAwndadiunisldingAvludsemanaisanain (1) dagauinld
(2) nszUIUMTIRBUaE ARGS9 (3) NTTUTBNTHER Uae (4) NTLUIUNITUTTY

a

11031 3 WiUsznaunisAmnadagiunisldingavlulssimanmenuies (self-

q

assessment)
dauil 2 dndunsliingivlulszna @ns 4)
N9 4
(1) madwnndndmnsldngRulrliisnsdanin

(2) dmtinanute (1) TesuwUseantandadl

(Y]

a. IMaAU Se8ay 50

q

b. NSEUIUNTIVYLALTHAUINANN U9 SD8a 30

2-11



s1e91uatuaNysal
msfAnwngsuleunsdunsiounaniamieonlulsamadulailide Used)laudseauin 2564

C. NSSUATNSHAN 5088y 15 way
d. NFEUIUNITUTIY Teeae 5

dontii 1 dmdningiu (Wns) 5-11)

A a

031 7 anseengvoindnlulssmadenditoululunisuansssiolul
a. Hausudyrndulailive
b. gunsain1srdnduvesusenlulszmedulaiide

[

c. TmgAvinnlulseinadulailide

] v o o LY a v (% a % 6
FANUIN 2 UNNUNATEUIUNITIVYLATWAUINARNUN (119151 12-16)

U571 12 UINUNATEUIUNITITYLALNAUINAND U N INTUIINNAE NLA I

a. NSWAIUINAAAUIN Y1 WINUNTo8aY 25 ¥99U MU NN INUAVD 4
NSZUIUNTIFULAENAUNANA N

b. NMSNAABUNNAANN UNINSBEaY 30 VBIUNNLNTNUAYDINTZUIUNNTINY
AL WAIUNNAN AN

c. NINMNUAGATAITULY UInidnsesay 35 YW ndnianunves
N3LUIUNTITBULHAUHERA T

d. 91UsedAnsSwa (bioavailability (BA)) uazdauya (bioequivalence (BE))
U1uN308ay 10 VBIUNNINNIMUAYDINTEUIUNITIY WAL HAILNAAN UN

gaUNNN 3 UNUNNITUITNSHER (WIRST 17-19)
11051 17 UrinnssuIsnisuannasauanvannaeisasa Ut

a. NMSHANNAILTUNTSUITNISHAS UNnSesay 60 VIUNMUNNINUAYDY
ASSUITNISHAR

1%

b. M3daviukuundiue dmdnievay 40 vesmunianuAveInTsuIs
NSWAR

dantiil 4 U wilinnszuIunITussy (1ns 20-24)
1IN 20 NITVIUNITUITYNTUAINTENININRIsDLUY

a. JUNLNIHANMTEINI MUY (batch release) WmiinTauag 50 YoaUwTn
TINUAUBINTEUIUNITUTTY

b. UsTAAaIIUgUNT (primary packaging) Ymtinsesay 40 Yo miniavan
YDINTLUIUNITUTTY

2-12



s1e91uatuaNysal
msfAnwngsuleunsdunsiounaniamieonlulsamadulailide Used)laudseauin 2564

a

c. U3siainAeqd (secondary packaging) W1niniesag 10 vesumiln
TIUUAUBINTEUIUNITUTTY

13129 3 NsrUIUNITERNUlsdasusasdndunsidingaululsena (W ns1 25-34)

WINTY 25 FFUUATIINIINTENTNEAAMNTIULE1UATUNTAIUINLAEATIVEOY
dodunisldingivlulszmasiudsinsaneennidesusesdndiumsldingavlulseimadmiu
RIRRIER

NI 26

(1) gusgnaunisdudvelvduindadiunisliingivlulseinese Director
General WU Public Service Unit #4innsens19@navngsy

(2) Awelimuadndiunmsldingivludssnadestunaueonansiwalull
a. Tuaugymusenaugsna (Industrial Business License (1U)))
b. Usziiusumuarlasasneausum

c. nansAnnndndunsldingaululsemalaguiun

'
[ |

d. 578971529 8NUNSHAN AL IADINUNBNAR D UNNUNE 9 9F1T N9

AIVANDINTLAZYN

ee

4U1ng1 31

lun1siansanesnuisdesusesdnaiunisldingAvlulssinad msunandamien
PUILUNLN YIVBIL LTI INAITUN 5 TUTULATUNNANITASTIVABUASUNIU WASUUIADTUTDY
fananieny 2 U
2.3 N1SHUNARNUNE1VBIUSLINAD Ul T

ngszideu atuil 24/2017 dmsuvswdndusigimunisiiuiieAuasesuilaalilasu
AnuUaeafgarnnisidendail

(1) wlusl (new drug) munedls erddrunanlninsonssuisnsuanlml Jsernsnailiiag
Yunzilsundndanlulszimadulaiidouinou

Aady

(2) e171dig o (branded generic drug) M8y 81 A89 % IUTENDUAEAITOONND

(active ingredient) FailasAUsEnoU AMULTIVBIENT JURVUINFYS M9l (dosage form) Yausld
wilsunugduau (originator drug) Nlasun1ssuseslulssmedulailide

(3) wnasiey (generic drug) Mueds BUTZNIUMBAITORNVEIMLDURUBIAULUUTLASTY
nssusesluseimadulailide

(4) e udnluusemne (domestic production drug) ¥H1889 EIMNEANITBUTIFTURIN
(primary packaged) ##lasuluaugnusznaugsiamundsnssululseimadulailigey
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(5) g1 (import drug) unedis e1indnlaedNlasuluaugInUsenougsnanund
nssulusUssmaieianldlulssmedulailigey

(6) eildysyn (contract drug) vaneia 1MANTINAAVTEUBUMINEIADUNTAT I
(7) prndlluayyn (licensed drug) g snaanuluaunyn

(8) o1yl (new development drug) mnedis ew3eiagauisiueniegluguiuy
TnivFogmslul vioodatng i vauiuagydulaganduidoviogramnssueilulsema
ulail@ey uaz/vdesnssena dwduihuliifonsaaeunisnain (clinical trial) wag/v3on1s
neaeuiidlinismeaounnadn (non-clinical trial) lutsemedulniife el e tngusasdly
nstunsoundnfariolulsamedulafide

(9) sdldUNALNIBIETIE@NAR (narcotics drug) Wunedls BanaNIAN NI ANl NY

= o | 9

FellnadoaRduudyye N15TUITATIA N1FUTINIBINIGT Uagenavinliansn

(10) 1MW (orphan drug) waneds eridanudndudesddiieitdedeniovralsaiiny
latioy
2.4 msvunzdsundnnueianluusamadulatide

nanfusiefeslasunstunsidsundadueiielasulusyginnundninue Jouly uay
Bnsiimuenungssilou atdun 24/2017 FeanlagdinanuaIuANoIMITuaLET M58 BPOM
1 ) 1 & a a a ¥ 1 & ) % d" Y aa 3.’/ dy I
AuNNSeIMUNes e Il uUsEwmadula ey Viuwsidugnuindiveld dunsalfvee el ey
ninihnsuRaveulunstuneloundndueieiazeantuayyn A d1UnMUAIUANDIMITAZE
w30 BPOM lngluoygnaziieny 5 U viuumdusiiddyadyandszeziaitdesnin 5 U i

Tuayndlssugnanudyaanand
= = a [ L4 1 [J
nsPungLlguNanauaLUIanidy
(1) nM3Tunzileundnsineiasausn (New Registration) wiseeanilu 3 ngu leiun

Category 1: nMs3unzidouslui (new drug) LLazm%ﬁmq (biological product)®

[

1.1 msTuneslsuglniuaze®ring ilanseangmslng (new active substance)

[

1.2 MsTunglsuenlniuazedringildruusenaulud (new combination)

[

1.3 Ms¥uneideuglmivazendafngidsuuuuindvdueilvg (new dosage
form) ¥39ANLIIVEIINL (new strength)

a a

1.4 15T unevd ouenluninaze1d17man 935015081 1nd (new route of

q

administration)

1.5 M3Tungloug¥ringaaienas (biosimilar product)

(microorganism) wiu oulwyd gesluu afuges Tagu
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dQJ

Category 2: mamummaumamm (generic drug) hazeadegyiene (branded generic
drug)

1% 4

21ﬂ’]isduﬂ/luLUEJU‘EJ’]ﬁWiJEULLauEﬂﬁ’]Uf,‘gd oS dudesfinsnaaeunianadn

dyd

21fYﬁTUWuHEﬂ&ﬂﬂWNmuauﬁﬁﬁ %@d graNn %HﬂumaﬂﬂﬂﬂiﬂﬂﬂBUWWQﬂaUﬂ

Q‘d

Category 3: 153 unzideunssudadfidiuUsznouduedildmaluladdiay Tag
walulagiiaveveglusunuureseyiaulziani (transdermal patch) N1sUanane (implant)
WsoudinUnd (bead)

(% 6

(2) nswdlamzideundndiae (Variation Registration) wuseanidu 3 ngu loun
Category 4: msunlungidounaniasluasydrdey (major variation)
Category 5: M3whlaneideundadasiludilildasyddey (minor variation)
Category 6: M3wdansaeuudameidoundndos

(3) nMsreorgnzileunansia (Re-registration) W Category 7

il lunsdifidndnauauauemmsuazeitunsensinistune Doundadae dfnam
AIUANMNTLAZENI S B uAve T unTadelugUnuuves 1) misdosynandnudediming
HERSTEu91 (Market authorization) 2) luaysyimdseen (special export approval) %58 3) N150UsiR
wilungideundndasiluguuuuvedduayginndansednitsatulniniendsdesydfinisuile
neiJoundnsasidaduenasuuuveduoygendsriedmeatuiiy Taoglesueygndnan
fnthfidavinagihdsnenunswdavdensnuiiiwdnfusisundidnnunuauemsuaze
wazmiugaianuUsEansam anudasade wazAunmvawandnsienludiansdndivung
LLazé’mﬁwLLaza'ﬁ']Emwiaﬁ"lﬁ'mmmmma’lmiLLazm

¥
v

2.4.1 ANUANSTUAIvD

Y

=)
=
=
ss
ch
®
=
=
)
3
=3
2
®
-

(1) nselenanluUsEINd
Q’ﬁﬁﬁw SuFvetunzioufindslulssmadenddeuluswolud 1) Lﬂumw

lﬁﬁ’ﬂuaummﬂizﬂauqi NULNFVATIN (pharmaceutical industry permit) wag 2) 4 CPOB?
certificate LHBTUTDIINEG ”msmmmwuasuumvwaumﬂanmmmwLﬂuiﬂmwwaﬂmimammm

4

yeyrealugd1d19 (contract giver) fiaaidn
Jouladusiolud 1) 1Huddfluoygnuss ﬂauqﬁﬁa 1WAFYNT3U (pharmaceutical industry
permit) Tuussimnedulaiide 2) Tssuetedos 1 wiiiiiulunmundninasifismuaniumndnnis
WAMENTIR wag 3) enansdyadundngiu

&y
al
=1

3 CPOB 8 Good Manufacturing Practice (GMP) TngUszimadulaiideseusu PIC/S GMP way GMP #isusaslaeUssmaiiu
aundn PIC/S visll Tunseldu non-PIC/S GMP BPOM enavelsiinsnsaadeuriisn@u (physical inspection)
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siadl Fandanaed SudneininiisuiaseulunisnsadeuuszAnsam A
Uaendiy wagaunmvesemudayen uaziiudisdesd CPOB certificate Lila3usasimansiusiond
wvetunsdoudinandaundulusmumdnnisudesiia uasduiliannsoleuhifluns
wanemmdyaliuiyaaafianuls

(3) nSAEIUUN

'
[

JAdansdudvatunsdoundndusiodudidondiiouladwiolud 1) 1By
fuszneumsnléuey

Ausznounsninaduuidnluasevesuievud 2) dedlasulueuginnsuszneugsiasund
nysululsemadulaiide way 3) Fowdnguinansinfinsujuinudeuluidmuaniu CPOB

Leun Tuauginvesmiuieausy CPOB certificate LAZI18IIUN1TATIVABUATIAEN TeRoau

a
g nluanednwaldn BsIINMUIBNUIUANS ST UTEWATITTIY Liuus

a

$1891UNINTIdeUNElY 2 U Nieenlaentignusgnmaiuguan undunssuveslssnananai?
N30U0INUTELNA

et Tunsdlonindniu Yssmeduladi@eldmuddyiunsiidwansasien
dmfulassnsansisaguuesiy o1l uagerifianudnduudliannsondnldluuszma 1y
Suguusn wenanil dmsunmsidmansareiidanusidusdliaunsordaldlulsymeadu 3
Feulvirfindegdositennasinzinamessdonenmaluladiieligusznounislulszime
Sulatideansandnenlamesoinielu 5 e?fqmﬁdwwamLwﬂiuiaﬁawagjﬁlugﬂmimwam
ANN3 ATHEIsatuiUNSTRIVINGRS I (product development) WATIALAENTTUITNITHER
WAE/M3ON1IAIVANAMNIN

0e/13lsAA BPOM waznsznsnasisuguuasuszinadulaidelyiladnisdame
edeeilddmivinsinsasisuavresss o1l wazerifianudndundlianunsondaldly
Uszina Tnensdududeyainolafiannsatiiludwsemedulaiidelfasdesduduand oyas
frunzdoululssmadulafiorihumaiulesves BPOM ( www.pom.go.id ) Ineetseniindn
Tudssiwalnguazanunsoddludissmadulatidels wu

_ Utrogestan 100 mg waz 200 mg 34il API fie Progesterone

~ Imojev & il API Ao Live Attenuated 17D Strain of Yellow Fever Virus #3o

Japanese Encephalitis Vaccine 38 Live Attenuated Recombinant Japanese Encephalitis Virus

- COVID-19 Vaccine Astrazeneca %ﬂﬁ AP| @8 Recombinant Adenovirus
(Chadox1) VECTOR-SARS-COV-2

(4) NSUYIMUAIUNFUVBIATLEANAR

nfiavsiuAvetunzleundniagienifidunauvesasianfndeudugnlasy

TuaygndmsunsuaneMTduNanvesasanfnlaganie

e
D =y

(5) nsalgnniluaygyn
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vaaa o

AifavsEumuetunsSoundndusioifluoygedonduddlifusoumne
ngaeluayya (licensor) ammﬁaLﬂuwwlmﬁuiuauwwm‘divﬂauﬁ'ﬁﬂamul,ﬂaﬁuﬂﬁﬁﬂuﬂﬁvwm
wser1aUsEwme vi3aivasiSululssmansonslsemna

[

(6) nsAlendINSUdI@DN

(6.1) HAHANTIUAIYDVUNLLTIUNAAA UM NARTUUSTLNALNDNTAIDDNADY

Y

viseuluderallil 1) Wugiilafuluayanaszneugsiadundunssu (pharmaceutical industry

q
=

permit) ) Tulsewmedulaide way 2) 3 CPOB certificate L‘wasusamwamnm%mmwamumLUsJu
mﬂa’nmmmwwulﬂmw ﬂmiwammm

(6.2) m’ﬁ anstummetunsdoundnsasioniiduitonsdeendoaditoula
Fastolud 1) Lﬂuwlmﬂuau mﬂsvﬂamiﬂﬂmumﬁ%ﬂsm (pharmaceutlcat industry permit)
Tuuszimadulaiide 2) i CPOB certificate i usosimandaaieoriiavvetunzifoudenannd
QmmwLUu"LUmmaﬂmimammm wae 3) svesugaduaednualdnysanmiisaumiugua

auLnarnssulumsUsEmne

[%
Y o

198 1@ MSUAIDDNAUUI9UY IUIRIUe Ul A ULATILTe

%

gIANSUNS

2

(7) ng

HidnSEuAveTunelsunindusienusenaunigansesngranidansing lu
< 1% a

Uszinedulatlige dealuidnvednidns viednlasunisueumneanidtvesdnsing lnednsdng
fananassanngideululszimasulaili@eiu Directorate General of Intellectual Property

fiail dmsunstunsideusiandalva (first generic drug) AiusEnaudisans
ponqusAavivnslulssmadulaiide dilulddvesdvsvnsaunsndudvotunzidous
sananlaani 5 Uneudnsunsagnuneny wsluayyin (distribution permit) aziinanienas
MnfidvEonsvesanseengvssanavuney ee1dlsAR lussaring 5 3 dPudmoanusondeen
FananifiowIoudminenevddnidasuesanseanguisanariunoigld Tasludoidunisidilu

Patent Law No. 13 of 2016 tiasa1nnsaifananilasuantumungmugnangn?
2.4.2 JUADUNITVUNSL UL UNANN EUaIE
AsTunsleunanfusenleanidu 2 Junau Toun

(1) sunaudansaadesdunounistunziSounandnel (pre- registration stage)
emLﬂumiﬂmﬂﬁaqmmamwvLuauwaamumaivmaumﬁsuuwmsm (category) TuneunsUsEdiy
#19e (evaluation path) Alda1e waziona1sfiiedes T,mf;Jde'iuﬂaumiwﬂiwmmmumwsm
Nanfuiendesdurvefnnseniesiutounstunsidounandng Ussneudeuwuunodumue
muiidinnumuaNeskazsimun Tuiasainansinldinisdiszarsssudelunsdanses
o (pre-registration fee) a7 LLazLaﬂaﬁmmﬁﬁmumﬂgmﬁau atuf 24/2017
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deldsumvauan dinauniuguemskase1veinn1sUssliuAveuas Unuue
Han1sia1sannely 40 Fuluwdiulasuavedanseatawiu lnanan1siarsandnaiiieny 1 U
TULATUUANYHANTTHANTUFINET

'
aaa o

aealsnd Tunsdinfianudnludiesiondeyavseenansiiufiuiiosenounis

LY '

finnsan spzaInsinsanagauaungusEneunsaziuteyanieienansasufuniud
fviua lnefuszneumsiinihfidesdudeyanieienansiiasudiunelu 20 Sutfuusdlss uudady
wifsdondinnumuauemuazen mnguszneunsldannsndudeyanisionarsifiaiy
meluszezinandidmun Wsenounsiurevenesvezinanthdsteyauazienanslaluifu 1 ads

fiaviu Waeivedudugi Usingmuununmenuans

fusznaunisauAvasiadtineu
AIUANDIMITUAZEY (BPOM)

I = . v o o
nsdllendslidasudiau Wiansdl

aelu 40 Tu l BPOM Uszasdaennldiananssiianiu
BPOM auilfiA1ve srom udsTigusznaun1sidedoya
MIDLANEISLNULAY

aelu 20 4u
y

fusznaunsidedoyauaz Jusznaunislithdsdoyauas
lenansiAnAuiiivue lenansAnauiiivue
|
VL A 4 A
BPOM ausiAfva fusznaunstuvaveny gRfve
328N

ety 20 Tu

A

v o 1 v v 1.0 1 v
gusznaumsihdedayauas Jusznaunislithdsdoyauas
PNEISINNLANANANILA NESENULANANANUA

v

-2
)
Do g
-
—
(O]

BPOM auilA1ve

[
v a LY L3

Wil wandustenfilasunsendulddemiudunoudedu tdun nstunsdeouen
mﬁzguasmmﬁzyﬁ@iﬁﬂuﬂaju Category 2 maunlunzleundndnatuassdrfnlungu Category 4
Fladgosfinsvageunisnain msLLﬁ"LsumLﬂaum5mﬁmm‘iuéauﬁlﬂﬁﬁmixﬁwﬁzﬂuﬂq':u Category 5
wazmIndsnsdsuulamedounansnsilungy Category 6
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(2) JunaUNSIUNZITYUNARAMA) (registration stage)
(2.1) nMsvunziisunandnginsaunsn

srgghafdtinmunIvaueImsuaseldlun1siatsandAve wisesnla

De
2De

1) 7 T dnsunstungiDeundnngigndmsunisaiesn

2) 50 Tu @usunstungidvundanugiewauilug (new development
drug) Ineguseneunsnamululseinasulaiide

3) 75 Ju dwumstunziloundndueienasusnlaggUusenaunisnamu
Tudssnmsulaiiae

4) 100 U d115U

- MsVungdsuelndvseendringilddmsunisinwlsnieusadu
| aa P ] ' - A a4 A A Y
NIENUABTIN Wag/v3ad1uraNTISWNINTENY wae/vise LillvToriauwmauniadenduiivasndewas
fUszansamlunissnw

- M3Tungsugnlmiviee¥ringnlddmsunssnwilsaijunsaunas
wulsteglulseinedulaiide

- st unzidouelual 813370g eradey vseeadnyilgvie Mlvly
1ATINTANTITUAVVRINUILINUTY

<9

£%

= ~ a o & ! A o v ~
- M3Puneloundndnnielnivazendrvinglaegusenaunisiamuly
Useinaduladiide

- 3T unsifoustngnieedaina M Wunszuiunsiauilag
anwidenserUsenavgifanundunssululsenedulailide waglarunismaaaunisaidn
agnlley 1 AStluUssmadula iy

a

- MsVungdouimsueandy ngau m”ﬂwmwmww VI ANAIN
U359iu91 N3UTsN15HER wasnslalssnundauieivean ”f,y'” aTilatunistuneLdoundn

5) 120 Fu dwmSunstungifeuslddmsundnsasioiaglasunisiu
neideululsemasneda (reference country) Miflsguunsusediuduiisensu egneties 1 Ussimne

6) 150 Ju mmumsmumwaummmmLLa granoyfioviedildidiiouly
ANUUB (2.1) 4) V19U

7) 300 Tu dwsunistunedeusinduazedvingnliditeuleniude
(2.1) 4) D9t

el Tudinraetunoun1siNTavesdinuAIuAND M HAYETIY LD
dnaueuaAneMskaze b SUAvet unsL i s undn S ug NS aNlenaIsATUN LD 38911013
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Ussillundnfusiernunquuansio (category) wagusziduluaiueig 4 laun sudszdnsaam
AuaNuUaeniy Auaunm sudeyanindngiuag/MIeaanuanduel Iwandusiedeng
Wulumuieulaidwusmungszsidou aliui 24/2017 Ao

1) Insunisvegeudunuantivazaulasndeiudninaass wagnis
VAFOUNNARTN Y3RNENFIUNITINEIANEASOUY

2) fiquamdulunumdnnisudne1id (Cara Pembuatan Obat yang
Baik: CPOB)

3) aanddeyansuniuiiginuanulasadenazaiumanzaulunisly

4) Wouluwiu@y Tawn

4.1) nsalefeangnadednlszamsesiinuussloviiaraulaensdy
11nnIe1duNlesUNsTUns Deululsemadulaide

4.2) nsdlennldd@msulasinisaisisaguuesUssmadanduluaiy
Reulvivihenuvessgndalasinisasisuasanariludinnue

Lagd1dNIIuAIUANBINITRALE1ENINTUIAIY LA AL ULV
ANZNIINNIFYAR 9 bikA The National Committee for Medicine Evaluation / The Committee
for Quality and Security Evaluation / The Committee for Quality Evaluation, Technology,
Marking and Medicine Rationality / The Committee of Product Information and Label L& ¢
szazalun1siansanvesdtinaualuauemsuazetetalu 7 Tu 50 Ju 75 Tu 100 U 120
U 150 Ju %30 300 U LAIUANIAL MIUTIIAU

vndinnumuauewnsuazeiuasSendeyavieienansiiuiuiile
Usenaunisiiansan lingatduszesianlun1siiansanvedd inanunIuale 1 shase U196y
warliidutuszeznatlunisiiansanvesdidniuauauemsiazenuteduldseluile
fusznounsbudoyavioenansfiufuasudau sl dwiunsdendoyavieenansfiuia
dtinaumuauesiazeazudsiUszneunsidudwelsidudeyavietenansifisnansly 100
Futiuuldfunsudsaindninaumunuemsuazen mnguszneunslianunsaduteyanio
nansiiAuneluszeznaidivun TWuszneunsiuveveneszosnanhdadoyauasionans
1#laiAu 1 afs fazdu W hdwadudugh Usngruununmduds
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Husznaun1siiuvasiadtineu
AUANDINITUALE (BPOM)

aelu 7 94 50 M 75

100 4u 120 Tu 150 U %30 |

300 U

y

nsfllenansliasudiu wisansadl
BPOM Uszasraennlatanansiiuiu

AMZNIIUNITNNYITDY

BPOM aysiaA1velay srom wASiRUsENRUNsUNddaya

AUV $38LaNE1SLNULAY

aelu 100 Tu !

v o ] } 73
HUsznaumsiidedayauas
NESHNNLANAINTANIUA

VL

BPOM aysiifvalagAuuzii

A v
VDIAUSNIFUNTIINENYIVDY

dusznaunishithdedayauay
LNEISINNLANAINANIAUA

! }

v = a o
Q‘Uizﬂ'ﬂ‘Uﬂ’]iﬂu’Uﬂ Q(ﬂﬂ’ﬁla

VYNYISYSEIA

aelu 100 Ju
A

y

v ° 1Y
Qﬂssnaun'ﬁmawagatmz

LNESLANLANAINTANIUA

v ) [} v
ﬁdﬂi:naunﬁl&luﬁawagaua:
PNFESHNNLANAINTANINUA

v

BPOM ausiafva

gRAYD

g v a o =1 a a_ o ¢
(3) ‘J"IEIﬂq‘il,'é]ﬂﬁ’1§‘i/|1‘llﬂ5¥ﬂ'€]Uﬂ'ﬁElUﬂ'1‘U€l‘UﬂVlSLUEluNaGlﬂm‘VIEI'I

9 a4 o & & vy oA a o !
E\J‘Ui%ﬂ@Uﬂ'ﬁ'ﬂUUﬂ’]sU@VN 2 YUY ABIYULBNEITUTENDUATUNATNUAMND

driinaumuauemisiase lngausadurusyuudiannsedndld wenansdinaidesdenndes

U ASEAN Common Technical Format Dossier (ACTD) hag#aidaviduniwdulaiids n3e

AYIBINOY

(3.1) 5789015:0NE15N A BT USLNBUNISIUAIYD AANSDILU IR UNDUNITIU

nziigunaniog (Pre-registration)

$189N15L0NANSNABITUIENOUNITIUAIYD AL UANANAUANUTELANTVBY

[

a v L3 v dy
wansuaien agulanail

(3.1.1) Lana'ls%’aagaﬁ"’a‘lﬂ (administrative document)

1) 901U (cover letter)
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2) Tuougy1nnsanilsdosusenii et uUsEnNan A el
Uszasdaztuvsidou wlaveniu

2.1) nsfenNuantulsEina

2.1.1) Tuaugynusenaugsnamundusnssy

1Y
[y

2.1.2) CPOB certificate dwisugduuundusiaeinvungideu
2.1.3) CPOB certificate dmsugniinanseangmns

2.1.8) $18971UN"30539d8U CPOB ASIaNER Jespadusadny
nsnsaeunely 2 U Meenlaeniigausgimiuguamuundunssy

[

2.2) nSeNNLAN

2.2.1) TuaugynUsenaugsnanundunssuvertuivense

{31919 (contract giver)

o

2.2.2) Tuaun1MUsEnaugsn v 1uAFYNITUYBIN TUT

(contract recipient)

2.2.3) CPOB certificate Y8458 UA1YONIBEI19749 (contract

giver)
2.2.4) CPOB certificate ¥@33U314 (contract recipient)
2.2.5) CPOB certificate VoujWANANTOONGYS
2.2.6) dgya
2.3) naglgiuin
2.3.1) lusygnUszneussiasundunssuvesiudvevio
ANER

2.3.2) nangruniuansinduduszneunisilasueygindu
anganualdnuIINMBNUAUESISAEUAIUsTe LuudiUsznaunisianariduuivnluaie
VBIUTENUA

2.3.3) Tususowmdnaagion (certificate of pharmaceutical
product: CPP) vi38lenansaufiiisuin Feeenlagniieausguesusemenan uag/vioUseimai
pantususeguniinsHaavIed vy (batch release certificate)

2.3.4) CPOB certificate UoIKNaN

2.3.5) 91891430 5I988U CPOB ASIaan Jesipadusiadnu
nsnsivdeungly 2 U fieenlaeniiganusgimiugianmundunssuvasssnananainieves
AeUszine
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2.3.6) CPOB certificate ¥83§HaRA1508NONT
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REGULATION OF THE MINISTER OF HEALTH
No. 1010/MENKES/PER/XI/2008

CONCERNING
THE REGISTRATION OF MEDICINES

THE MINISTER OF HEALTH,
Considering:

a. that to protect the public from the circulation of medicines which do not meet security,
quality and utility requirements, it is necessary to assess the circulation of medicines
through the registration of medicines;

b. that provisions on the registration of medicines provided for in Regulation of the Minister of
Health No. 949/Menkes/Per/VI/2000 need to be simplified and adjusted to global
developments and government policies:

c. that based on consideration in paragraphs a and b, it is necessary to regulate again the
registration of medicines by Regulation of the Minister of Health.

In view of:
1. Strong Medicine Ordinance (Statute Book No. 419/1949);

2. Law No. 23/1992 concerning Health (Statute Book of 1992 No. 100, Supplement to Statute
Book No. 3495);

3. Law No. 5/1997 concerning Psychotropic (Statute Book No. 10/1997, Supplement to Statute
Book No. 3671);

4. Law No. 22/1997 concerning Narcotics (Statute Book No. 67/1997, Supplement to Statute
Book No. 3698);

5. Law No. 8/1999 concerning Consumer Protection (Statute Book of 1999, Supplement to
Statute Book No. 3821);

6. Government Regulation No. 72/1998 concerning the Safeguarding of Pharmaceutical
Preparations and Health Devices (Statute Book No. 138/1998, Supplement to Statute Book
No. 3778);

7. Government Regulation No. 38/2007 concerning the Sharing of Administrative Affairs
between the Government, Provincial Governments and Regency/Municipal Governments
(Statute Book No. 82/2007, Supplement to Statute Book No. 4737);

8. Presidential Regulation No. 9/2005 concerning the Position, Task, Organizational Structure
and Work Mechanism of State Ministries as amended several times, the latest by
Presidential Regulation No. 94/2006;

9. Regulation of the Minister of Health No. 1575/Menkes/Per/X1/2005 on the Organizational
Structure and Work Mechanism of the Health Ministry as has been amended by Regulation
of the Minister of Health No. 1295/Menkes/Per/XIl/2007.

HAS DECIDED:

To stipulate:



REGULATION OF THE MINISTER OF HEALTH CONCERNING THE REGISTRATION OF
MEDICINES

CHAPTERII
GENERAL PROVISIONS

Article 1
In this Ministerial Regulation:

1. Circulation permit is a form of approval of the registration of medicines to be circulated in
the Indonesian territory.

2 Medicine is a finished medicine which constitutes preparation or combination of substances
including biological product and contraceptive which is used to influence or investigate a
physiologic system or pathologic condition within the frame of diagnosis, prevention, cure,
rehabilitation and health improvement.

3. Biological product is vaccine, immunizer, antigen, hormone, enzyme, blood product and
other fermentation products (including monoclonal antibody and products originating from
the DNA recombinant technology) which is used to influence or investigate a physiologic
system or pathologic condition within the frame of prevention, cure, rehabilitation and health
improvement.

4. Registration is the procedure of registering and evaluating medicines to obtain a circulation
permit.

5. Contract medicine is a medicine whose manufacturing is delegated to other pharmaceutical
industry.

6. Contract provider is the pharmaceutical industry which delegates the manufacture of
medicines under a contract.

7. Contract recipient is the pharmaceutical industry which receives the manufacture of
medicines under a contract.

8. Imported medicine is the medicine produced by foreign pharmaceutical industry.

9. Marking is complete information on the peculiar property, security, direction for use and
other necessary information put in the etiquette, brochure and primary and secondary
package accompanying the medicine.

10. Fake medicine is the medicine which is produced by an unauthorized party based on the
existing law or medicine or marking imitates the identity of other medicine which already has
a circulation permit.

11. Psychotropic is a substance or medicine, either natural or synthetic, which has
psychoactive property through selective influence on the central nerve structure which leads
to a typical change in the mental activity and behavior.

12. Narcotics is a substance or medicine which originates from plant or non plant material,
either synthetic or semi synthetic, which can reduce or change consciousness, remove
sense, reduce up to remove pain and cause addiction.

13. Circulation is an activity or a series of activities to distribute or deliver medicines, within the
frame of trade, non trade or transfer.

14. Patent protected product is a product which is protected by patent based on the patent law
prevailing in Indonesia.



15. Minister is the minister who is responsible for the health sector.

16. Head of the Board is the head of the board which is responsible for controlling medicines
and foods.

Article 2

(1) Medicines which are to be circulated in the Indonesian territory shall undergo prior
registration to get a circulation permit;

(2) Circulation permits are issued by the Minister;
(3) The Minister delegates the authority to issue circulation permits to the head of the Board;

(4) Excepted from the provisions as intended in paragraph (1) are:
a. Medicines for specific use at the request of doctors;
b. Donation medicines;
c. Medicines for clinical examination;
d. Sample medicines for registration.

Article 3

(1) The medicines as intended in Article 2 paragraph (4) can be taken into the Indonesian
territory through the Mechanism of Special Lane.

(2) Provisions on the mechanism of special lane are stipulated by the Minister.

CHAPTER I
CRITERIA

Article 4

The medicines which have circulation permit shall meet the following criteria:
a. the reliable property and adequate security is proven by a test on animals and a clinical
test or other evidence according to developments in the relevant science;

b. the quality meets requirements and the production process accords with the good
method of producing medicines (CPOB), specifications and method of a test on all
materials used and finished products with valid evidence;

c. Marking contains complete and objective information capable of ensuring the proper,
rational and secure use of medicines;
d. The medicines accord with the real needs of the public;

e. Other criteria are especially for psychotropic that must have superior advantage and
security compared to other standard medicines and medicines already approved to
circulate in Indonesia, for the indication claimed:

f. contraceptives for national programs and medicines for other programs which are set
later on must undergo a clinical test in Indonesia.

Article 5
(1) Medicines for a clinical test shall prove that they are safe for human beings.

(2) Further provisions on the realization of clinical test are to be stipulated by the head of the
body.



CHAPTER I
REQUIREMENTS OF REGISTPATION

Part One
The Registration of Locally Made Medicines

Article 6

(1) The registration of locally made medicines is only done by pharmaceutical industries the:
have secured a permit of pharmaceutical industry zm the Minister.

(2)The pharmaceutical industries as intended in paragraph (1) shall meet CPOB requirements.

(3)The fulfilment of the CPOB requirements as intended in paragraph (2) shall be proved by a
CPOB certificate issued by the Head of the Board.

Part Two
The Registration of Narcotic Medicines

Article 7

(1) The registration of narcotic medicines can only be done by pharmaceutical industries which
have secured a special permit from the Minister to produce narcotic medicines.

(2) The pharmaceutical industries as intended in paragraph (1) must meet CPOB
requirements.

(3) The fulfilment of the CPOB requirements as intended in paragraph (2) is proven by a
CPOB certificate issued by the Head of the Board.

Part Three
The Registration of Contract Medicines

Article 8

(1) The registration of contract medicines can only be done by contract providers by enclosing
contract documents;

(2) The contract providers as intended in paragraph (1) are pharmaceutical industries;

(3) The pharmaceutical industries that provide contracts as intended in paragraph (2) shall
hold a permit of pharmaceutical industry and have at least 1 (one) facility that meets CPOB
requirements to produce other preparations.

(4) The pharmaceutical industries that provide contracts shall be responsible for the quality of
finished medicines produced under a contract;

(5) Contract recipients are domestic pharmaceutical industries that must hold a permit of
pharmaceutical industry and have applied CPOB for contracted preparations.

Part Four
The Registration of Imported Medicines

Article 9

The importation of medicines shall give priority to medicines for public health programs, newly
invented medicines and medicines that have not been produced at domestically.



Article 10

(1) The registration of imported medicines is done by domestic pharmaceutical industries that
have received written approval from overseas pharmaceutical industries.

(2) The written approval as intended in paragraph (1) shall cover transfer of technology with
the stipulation that in no later than 5 (five) years the medicines can be produced at home.

(3) Excepted from provisions in paragraph (2) are patent protected medicines.

(4) The overseas pharmaceutical industries as intended in paragraph (1) shall meet CPOB
requirements.

(5) The fulfilment of CPOB requirements by pharmaceutical industries as intended in
paragraph (3) is proven by an appropriate document or if needed, an on the spot inspection
can be conducted by an authorized officer.

(6) The document as intended in paragraph (5) must be complete with data on the latest
inspection not more than 2 (two) years from the local authorized official.

(7) Provisions on procedure of on the spot inspection as intended in paragraph (4) are to be
stipulated by the Head of the Board.

Part Five
The Registration of Export Medicines

Article 11
(1) The registration of export medicines is only done by pharmaceutical industries.

(2)The export medicines as intended in paragraph (1) shall meet the criteria as intended in
Article 4 paragraphs a and b.

(3) Exception to the provisions as intended in paragraph (2) is given in case of written
approval from the country of destination.

Part Six
The Registration of Patent Protected Medicines

Article 12

(1) The registration of patent protected medicines with quality substances in Indonesia is only
done by domestic pharmaceutical industries as patent holders or other pharmaceutical
industries appointed by the patent holders.

(2) The patent as intended in paragraph (1) shall be proven by a patent certificate.
Article 13

(1) The registration of patent protected medicines with quality substances in Indonesia can be
done by domestic pharmaceutical industries other than patent holders.

(2) The application for the registration as intended in paragraph (1) can be filed 2 (two) years
before the expiry of patent protection.

(3) In case the registration as intended in paragraph (2) is approved the related medicines can
only be circulated after the protection period of the patent of innovator medicines has
expired.



CHAPTER IV
THE PROCEDURE OF DETAINING CIRCULATION PERMIT

Part One
Registration

Article 14
(1) Any application for registration shall be filed to the Head of the Board.
(2) The criteria and procedures of registration are set by the Head of the Board.

(3) Registration documents constitute confidential documents used only for the purpose of
evaluation by the authorized party.

Part Two
Fees

Article 15
(1) Registration is subject to fees;

(2) Provisions on fees as intended in paragraph (1) are set in accordance with the law and
regulation;

Part Three
Evaluation

Article 16

Registration documents that have met provisions are evaluated in accordance with the criteria
as intended in Article 4.

Article 17

(1) To conduct evaluation the following bodies are set up:
a. The National Committee for Medicine Evaluation;
b. The Committee for Quality and Security Evaluation;
c. The Committee for Quality Evaluation, Technology, Marking and Medicine Rationality.

(2) The formation, task and function of the National Committee for Medicine Evaluation and
other committees as intended in paragraph (1) are set by the Head of the Board.

Part Four
The Issuance of Circulation Permit

Article 18

(1) The Head of the Board shall approve or reject any application for a circulation permit based
on recommendations from the National Committee for Medicine Evaluation, the Committee
for Quality and Security Evaluation and the Committee for Quality Evaluation, Technology,
Marking and Medicine Rationality;

(2) The Head of the Board shall report the circulation permit as intended in paragraph (1) to
the Minister once every year;



(3) In case an application for the registration of medicines is rejected, the cost as intended in
Article 15 paragraph (1) can not be refunded.

Part Five
Review

Article 19

(1) In case an application for registration is rejected the applicant can file objection through the
procedure of review;

(2) The procedure of filing a request for review as intended in paragraph (1) is set by the Head
of the Board.

Part Six
The Validity Period of Circulation Permit

Article 20
A circulation permit shall be valid for 5 (five) years and can be extended as long as it meets

the existing provisions.

CHAPTER V
THE REALIZATION OF CIRCULATION PERMIT

Article 21

(1) An applicant for registration that has secured a circulation permit shall produce or import
and circulate medicines no later than 1 (one) year after the date of approval.

(2) The implementation of provisions in paragraph (1) shall be reported to the Head of the
Board.

CHAPTER VI
RE-EVALUATION

Article 22
(1) Medicines that have received a circulation permit can be re-evaluated.

(2) The re-evaluation of medicines that have been in circulation applies to:

a. Medicines which have larger side effect than their effectiveness which come to the light
after the medicines have been in circulation.

b. Medicines whose effectiveness is nothing than placebo.
c. Medicines that do not meet the requirement of biological/bioequivalence preparations.

(3) In case medicines as intended in paragraph (2) are re-evaluated, pharmaceutical industries
shall withdraw the medicines from circulation.

(4) Re-evaluation is also conducted to improve the composition and formula of medicines.
CHAPTER VII
SANCTION
Article 23



Without abridging criminal penalty as arranged in Law No. 23/1992 concerning Health, the
Head of the Board can impose administrative sanction in the form of cancelling circulation
permits if one of the following matters occurs:

a. The criteria as intended in Article 4 are not met based on the latest data.
b. Marking and promotion deviate from the circulation permit.
c. The obligation as intended in Article 21 is not met.

d. In 12 (twelve) consecutive months, the related medicines are not produced, imported or
circulated.

e. The permit of pharmaceutical industries to register, produce or circulate medicines is
revoked.

f. The holder of circulation permit violates provisions on the production and/or circulation
of medicines.

CHAPTER VIII
TRANSITIONAL PROVISIONS

Article 24

(1) Applications that have been filed and met registration documents before this Regulation
takes effect will constantly be processed in accordance with Regulation of the Minister of
Health No. 949/MENKES/PER/V1/2000 concerning the Registration of Finished Medicines;

(2) The circulation permits of medicines that have been issued based on Regulation of the
Minister of Health No. 949/MENKES/PER/VI/2000 concerning the Registration of Finished
Medicines and have expired after the stipulation of this Regulation can be extended for
another 2 (two) years at the most after the stipulation of this Regulation.

Article 23

All provisions on the procedures of registering finished medicines that have been issued
before the stipulation of this Regulation shall remain valid, provided they do not run counter to
this Regulation.

CHAPTER IX
CLOSING PROVISION

Article 26

When this Regulation takes effect, Regulation of the Minister of Health No.
949/MENKES/PER/VI1/2000 concerning the Registration of Finished Medicines shall be
declared null and void.

Article 27
This Regulation shall come into force as from the date of stipulation.

For public cognizance, this Regulation shall be promulgated by placing it in the State Gazette
of the Republic of Indonesia.

Stipulated in Jakarta
on November 3, 2008
THE MINISTER OF HEALTH,



signed,
Dr. dr. SITI FADILAH SUPARI, Sp. JP (K)



to Indoinesian

REGULATION OF THE MINISTER OF HEALTH
No. 1120/MENKES/PER/XI1/2008

CONCERNING
AMENDMENT TO THE REGULATION OF THE MINISTER OF HEALTH No.
1010/MENKES/PER/XI/2008 CONCERNING THE REGISTRATION OF MEDICINES

MINISTER OF HEALTH,
Considering:

that the provisions for Registration of Medicine as governed in Regulation of the Minister of
Health No. 1010/Menkes/Per/X1/2008 need to be amended and improved again with
Regulation of the Minister of Health.

In view of:
1. Strong Medicine Ordinance (Statute Book No. 419/1949);

2. Law No. 23/1992 concerning Health (Statute Book of 1992 No. 100, Supplement to Statute
Book N0.3495);

3. Law No. 5/1997 concerning Psychotropic (Statute Book No. 10/1997, Supplement to Statute
Book No0.3671);

4. Law No. 22/1997 concerning Narcotics (Statute Book No. 67/1997, Supplement to Statute
Book No. 3698);

5. Law No. 8/1999 concerning Consumer Protection (Statute Book of 1999, Supplement to
Statute Book No. 3821);

6. Government Regulation No. 72/1998 concerning the Safeguarding of Pharmaceutical
Preparations and Health Devices (Statute Book No. 138/1998, Supplement to Statute Book
No. 3778);

7. Government Regulation No. 38/2007 concerning the Sharing of Administrative Affairs
between the Government, Provincial Governments and Regency/Municipal Governments
(Statute Book No. 82/2007, Supplement to Statute Book No. 4737);

8. Presidential Regulation No. 9/2005 concerning the Position, Task, Organizational Structure
and Work Mechanism of State Ministries as amended several times, the latest by
Presidential Regulation No. 94/2006;

9. Regulation of the Minister of Health No. 1575/Menkes/Per/X1/2005 on the Organizational
Structure and Work Mechanism of the Health Ministry as has been amended by Regulation
of the Minister of Health No. 1295/Menkes/Per/XI1/2007.

HAS DECIDED:

To stipulate:

AMENDMENT TO THE REGULATION OF THE MINISTER OF HEALTH No.
1010/MENKES/PER/XI/2008 CONCERNING THE REGISTRATION OF MEDICINES

Article |



To amend provisions in Article 10 of Regulation of the Minister of Health No.
1010/Menkes/Per/X1/2008 concerning Registration of Medicine to become as follows:

"Article 10

(1) Imported Medicine shall be registered by domestic pharmaceutical industry that has
obtained written approval from overseas pharmaceutical industry.

(2) Written approval as intended in paragraph (1) should include transfer of technology
provided that within a period of 5 (five) years at the latest must have been produced
domestically.

(3) Exceptions to the provisions as intended in paragraph (2) are medicines are protected
by copy right.

(4) Overseas pharmaceutical industry as intended in paragraph (1) must comply with the
CPOB requirements.

(5) Compliance with CPOB requirements for pharmaceutical industry as intended in
paragraph (4) must be proven by justified document or as needed for local examination
by competent official.

(6) Document as intended in paragraph (5) must be supported by data from the latest
inspection conducted within the last 2 (two) years issued by local competent official.

(7) Provision on procedures for local examination as intended in paragraph (5) shall be
stipulated by the Head of Agency concerned.”

Article Il

This Regulation shall come into force as from the date of stipulation.

Stipulated in Jakarta

on December 1, 2008

THE MINISTER OF HEALTH,

signed,

Dr. Dr. SITI FADILAH SUPARI, Sp. JP (K)

Jakarta, November 24, 2008
Number: OFFICE MEMORANDUM
Attachment: 1 (one) Draft RKM)
Subject: REPORT

To the honorable,
EXECUTIVE DEPARTMENT OF HEALTH
in JAKARTA.

Sincerely,
This attachment is reported to the Executive as follows:

1. Terms of Registration in Medicine has been set in Regulation of the Minister of Health No.
1010/Menkes/Per/X1/2008, Namur need to do some changes;

2. The changes referred to because of some errors in the designation clause in Article 10;

3. For the purposes of discussion has been carried over with the technical unit (DG Binfar and
Legal Bureau) to fix and refinement as the draft attached;



4. For further along the process of settlement was submitted draft improvements intended to
obtain approval Leader.

This was conveyed for the love attention tarima pronounced.

DIRECTOR GENERAL
BINA PHARMACEUTICAL AND MEDICAL EQUIPMENT,
Dr. KUSTANTINAH, Apt, M.App. Sc



REGULATION OF THE HEAD OF THE FOOD AND DRUG CONTROL
AGENCY REPUBLIC OF INDONESIA NUMBER 24 OF 2017

CRITERIA AND PROCEDURE OF DRUG REGISTRATION

BY THE GRACE OF GOD ALMIGHTY HEAD OF DRUG AND FOOD
CONTROL AGENCY REPUBLIC OF INDONESIA,

Considering: a. that to protect the public from drug circulation which do not meet the
requirements of efficacy, safety, and quality needs to be done before drug registration
circulated;

b. that the criteria and procedures for drug registration as regulated in the
Regulation of the Head of the Agency Food and Drug Supervisory Number
HK.03.1.23.10.11.08481 Year 2011 concerning Criteria and Drug Registration
Procedures as already several times amended most recently by the Head Regulation
Food and Drug Supervisory Agency Number 17 Year 2016 concerning the Second
Amendment to the Regulation of the Head Food and Drug Supervisory Agency Number
HK.03.1.23.10.11.08481 Year 2011 concerning Criteria and Drug Registration
Procedures need to be adjusted with the development of science and technology
current;

c. that based on the considerations as referred to referred to in letters a
and b, it is necessary to stipulate Regulation of the Head of the Food and Drug
Administration concerning Criteria and Procedure for Drug Registration;

In view of:

1. The Hard Drug Ordinance (Sterkwerkende Geneesmiddelen
Ordonnantie, Staatsblad 1949: 419);

2. Law Number 5 Year 1997 regarding Psychotropics (State Gazette of
the Republic of Indonesia 1997 Number 10, Supplement to the State Gazette Republic
of Indonesia Number 3671);

3. Law Number 8 Year 1999 regarding Consumer Protection (State
Gazette of the Republic Indonesia Year 1999 Number 42, Supplement to the Gazette
Republic of Indonesia Number 3821);

4. Law Number 35 of 2009 concerning Narcotics (State Gazette of the
Republic of Indonesia Year 2009 Number 143, Supplement to the State Gazette of the
Republic Indonesia Number 5062); 5. Law Number 36 of 2009 concerning Health (State
Gazette of the Republic of Indonesia Year 2009 Number 144, Supplement to the State
Gazette of the Republic Indonesia Number 5063); 6. Presidential Regulation Number 80
of 2017 concerning the Agency Drug and Food Control (State Gazette Republic of



Indonesia of 2017 Number 180); 7. Regulation of the Minister of Health Number 1010 /
MENKES / PER / XI / 2008 concerning Drug Registration as amended by Ministerial
Regulation Health Number 1120 / MENKES / PER / XII / 2008 concerning Amendments
to the Regulation of the Minister of Health Number 1010 / Menkes / Per / X1/ 2008
concerning Drug Registration;

8. Regulation of the Minister of Health Number 1799 / MENKES / PER /
XIl / 2010 concerning the Pharmaceutical Industry as amended by Ministerial
Regulation Health Number 16 of 2013 concerning Change on the Regulation of the
Minister of Health Number 1799 / MENKES / PER / XII / 2010 concerning the
Pharmaceutical Industry (State Gazette of the Republic of Indonesia of 2013 Number
442);

9. Regulation of the Head of the Food and Drug Administration Number
HK.03.01.23.12.11.10217 Year 2011 concerning Drug Compulsory Equivalence Test
(State Gazette of the Republic Indonesia of 2012 Number 120);

10. Regulation of the Head of the Food and Drug Supervisory Agency
Number HK.03.1.34.11.12.7542 of 2012 concerning Technical Guidelines for Good
Drug Distribution (News Republic of Indonesia of 2012 Number 1268);

11. Regulation of the Head of the Food and Drug Administration Number
HK.03.1.33.12.12.8195 of 2012 concerning Application of Guidelines for Good
Manufacturing Practices (State Gazette of the Republic of Indonesia of 2013 Number
122);

12. Decree of the Head of the Food and Drug Administration Number
02001 / SK / KBPOM of 2001 concerning Organization and Administration of the Drug
Supervisory Agency and Food as amended by decree Head of the Food and Drug
Administration Number HK.00.05.21.4231 of 2004 concerning Amendments to Decree
of the Head of the Food and Drug Administration Number 02001 / SK / KBPOM of 2001
concerning Organization and Administration of the Drug Supervisory Agency and Food;

DECIDING: To stipulate: REGULATION OF THE HEAD OF THE DRUG CONTROL
AND FOOD ABOUT CRITERIA AND PROCEDURES DRUG REGISTRATION.

CHAPTER |

General Provisions
Article 1 In this Regulation of the Head of the Agency what is meant by:

1. Drug Registration, hereinafter referred to as procedure of registration and
evaluation of drug to obtain distribution permit.



2. Drug are medicines including biological products, which is a material or
combination of materials used to influence or to investigate physiological systems or
pathological conditions in the framework of establishment of diagnosis, prevention,
healing, restoration and improvement of health, and contraception for human.

3. Biological products are products that contain ingredients biology that comes
from humans, animals or microorganisms made in a conventional manner, including
extraction, fractionation, reproduction, cultivation, or through biotechnological methods,
including fermentation, genetic engineering, cloning, including but not limited enzymes,
monoclonal antibodies, hormones, stem cells, gene therapy, vaccines, blood products,
recombinant products DNA, and immunosera.

4. Contraceptives are drugs or devices containing drugs whose purpose is to
prevent it from happening conception.

5. Narcotics are drugs derived from plants or not plants, either synthetic or
semisynthetic, which can cause decline or change consciousness, loss of taste, reduce
up relieves pain and can cause dependence, which is differentiated into groups as
regulated in the Law concerning Narcotics.

6. Psychotropics are drugs, both natural and synthetic not Narcotics, which has
psychoactive properties through selective influence on its central nervous system
causes characteristic changes in mental activity and behavior.

7. Distribution Permit is a form of Drug Registration approval to be distributed
Indonesian territory.

8. Owner of distribution permit is registered registrant obtain a distribution permit
for the proposed drug Registration.

9. Label is the information that is stated on the package.

10. Summary of Product Characteristics / Brochure is information complete
approved by the Head of the Agency related to the description Drug, drug efficacy and
safety from test result data clinics, and other information deemed necessary as well
serves as a source of information for officers health and become a reference in the
preparation Product Information for Patients.

11. Product Information is complete information regarding Drugs approved by the
Head of the Agency, including properties, security, how to use it and other information
deemed necessary to be included in the Summary Product Characteristics / Brochures
and / or Product Information for Patients.

12. Product Information for Patients is information for patients approved by the
Head of the Agency regarding efficacy, safety and how to use drugs and other
information which is deemed necessary by using language Indonesia which is easy to
understand and understand by patient.



13. Registrant is a registered Pharmaceutical Industry obtain a Pharmaceutical
Industry permit in accordance with the provisions of the legislation.

14. Pharmaceutical Industry is a business entity that has a license from the
Minister of Health to carry out activities manufacture of drugs or drug ingredients.

15. Domestic Pharmaceutical Industry is the Pharmaceutical Industry located in
the territory of Indonesia.

16. New Registration is registration for drugs that have not been obtain a
distribution permit in Indonesia.

17. Variation Registration is Registration of changes in aspects administrative,
efficacy, safety, quality, and / or Product Information and Drug Labels that have been
licensed Circular in Indonesia.

18. Registration of a Major Variation is a Registration of a Variation has a
significant effect on aspects of efficacy, safety and / or quality of drugs.

19. Registration of Minor Variations is a Registration of a Variation not included in
the Major Variation Registration category or Registration of Notification Variations.

20. Registration of a Notification Variation is a Registration of a Variation had
minimal or no effect on aspects of the efficacy, safety, and / or quality of Drugs, and
does not change the information in the Distribution Permit.

21. Re-registration is a registration for an extended period a distribution permit
applies.

22. Biosimilar Products are Biological Products with profiles similar / similar
efficacy, safety and quality with approved Biological Products.

23. Good Manufacturing Practices which are next abbreviated as CPOB is a way
of making Medicines aims to ensure that the quality of the drug generated according to
requirements and objectives use.

24. Active substances are components of drugs that have an effect
pharmacological.

25. Excipients are components of drugs that do not have pharmacological
effects.

26. Composition is a qualitative and quantitative composition of a substance
Active in Medicine.

27. Formula is a qualitative and quantitative composition of a substance Active
and Excipients in Medicine.

28. New Drug is a drug with a new active substance, form new preparations, new
strengths or new combinations has never been approved in Indonesia.



29. Branded Generic Drugs are drugs with trade names containing Active
Substances with Composition, strength, dosage form, route of administration, indication
and posology the same as the originator drug that has been approved in Indonesia.

30. Generic Drugs are drugs with appropriate names International Nonproprietary
Modified Names established by the World Health Organization (World Health
Organization) or the name specified in the program national health.

31. The First Generic Drug is the first Generic Drug registered in Indonesia with
the same Active Substance Originator drugs approved in Indonesia.

32.Domestic Production Drugs are Drugs manufactured or primary packaged by
the Pharmaceutical Industry in Indonesia.

33. Contract Giver is a Pharmaceutical Industry delegate the work of making
Drugs based contract.

34. Contract Recipient is the receiving Pharmaceutical Industry Drug
manufacturing work under contract.

35. Imported drugs are drugs made by the pharmaceutical industry abroad in the
form of finished products or products Bulk in primary packaging to be circulated in
Indonesia.

36. Finished Products are products that have been through the whole stage of
the manufacturing process.

37. Bulk Products are materials that have been processed and live requires
packaging activities for into Medicine.

38. Contracted drug is a drug that is manufactured delegated to other
pharmaceutical industries.

39. Licensed drug is a drug made by industry Domestic Pharmacy on License
basis.

40. License is the delegation of rights and authorities use of research and
development results concerning efficacy, safety, quality and technology transfer in
making, and / or using trade names as well as the sale of a drug.

41. Patent protected drug is a drug obtain patent protection based on the
applicable Patent Law in Indonesia.

42. New Development Drugs are Drugs or drug ingredients in the form of a new
molecule or a new formula, a product Biology / biotechnology under development and
made by a research institution or the Pharmaceutical Industry at Indonesia and / or
abroad for domestic use stages of non-clinical trials and / or clinical trials in Indonesia
with the aim of obtaining a distribution permit at Indonesia.



43. Orphan Drug is a drug that is needed for treatment of rare and proven
diseases safety and effectiveness.

44. Form is a registration form.
45. Days are working days.

46. The Head of the Agency is the Head of the Drug and Supervisory Agency

Food.
CHAPTER I
REQUIREMENTS AND CRITERIA
Part One
Requirements
Article 2

(1) Drugs to be circulated in Indonesian territory must has a distribution permit.

(2) To obtain a distribution permit as referred to in paragraph (1) must be
registered.

(3) Reqistration as intended in paragraph (2) is submitted by the Registrant to the
Head of the Agency.

Article 3

(1) Excluded from the provisions as intended in Article 2 paragraph (1) is
designated for the import of Drugs for special use.

(2) Importation of drugs for special use as referred to in paragraph (1) shall be
implemented in accordance with the provisions of laws and regulations.

Part Two

Criteria
Article 4
(1) Drugs that have a distribution permit must meet the criteria following:

a. assured efficacy and adequate safety proven by clinical trials and non-
clinical trials or other evidence in accordance with the status development of science;

b. quality fulfills the criteria of the production process according to Good Drug
Manufacturing Practice (CPOB), specifications and methods of analysis of all materials
used and the finished product with a valid proof; and



c. Product Information and Labels contain complete information, objective and
not misleading to ensure proper use of drugs, rational, and safe.

(2) Besides having to meet the criteria as intended in paragraph (1), Drugs must
also meet the criteria as following:

a. specifically for the new Psychotropics, must have advantages over the
existing Drugs approved to circulate in Indonesia; and

b. National health program special medicine, must in accordance with the
requirements set by government agencies implementing the program national health.

CHAPTER Il

DRUG REGISTRATION CATEGORY
Article 5
(1) Registration consists of:
a. New Registration;
b. Variation Registration; and
c. Re-registration.
(2) New Registration as intended in paragraph (1) consists of:

a. Category 1: Registration of New Medicines and Biological Products,
including Biosimilar Products.

b. Category 2: Generic Drug and Drug Registration Branded Generics.

c. Category 3: Registration of other preparations containing Drugs with
special technology, can in the form of transdermal patches, implants, and beads.

(3) Registration of variations as intended in paragraph (1) consists of:
a. Category 4: Major Variation Registration.
b. Category 5: Minor Variations Registration.
c. Category 6: Registration of Notification Variations.

(4) Re-registration as intended in paragraph (1) falls into category 7.



CHAPTER IV
REGISTRATION REQUIREMENTS
Part One

Drug name
Article 6
(1) The registered drug name may use:
a. generic name; or
b. trade name.

(2) Generic name as intended in paragraph (1) according to International
Nonproprietary Names Modified by the World Health Organization (World Health
Organization) or the name specified in Pharmacopoeia Indonesia.

(3) Trade name as intended in paragraph (1) b is the name given by the
Registrant as Drug identity.

(4) The trade name as referred to in paragraph (1) b is based self- assessment
and the responsibility of the Registrant

(5) Self-assessment as referred to in paragraph (4) refers to the General
Guidelines for Drug Names as listed in Appendix | which is a part inseparable from this
Regulation of the Head of the Agency.

(6) In the case of an independent study as referred to in paragraph (5) does not
comply with the General Guidelines for Drug Names as in Attachment |, the proposed
name of the drug cannot be approved.

(7) If at a later date other parties have more rights on behalf of the drugs listed in
the appropriate distribution permit with the provisions of laws and regulations,
Registrants must change the name of the drug.

Part Two

Registration
Article 7

(1) Registration is carried out by Registrants by submitting registration
documents.

(2) Registered drugs are in the form of:



a. Domestic Production Drugs; or

b. Imported Drug.

Part Three

Drug Registration of Domestic Production
Article 8

(1) Registrants applying for Drug Registration Domestic production must meet
the requirements as follows: a. has a pharmaceutical industry permit; and b. has a valid
CPOB certificate with the registered type and dosage form.

(2) Excluded from the provisions as intended in paragraph (1) a and b, for drug
registration Domestic Production carried out by candidates. The pharmaceutical
industry is currently under construction.

(3) Excluded from the provisions as intended in paragraph (1) b, for the
registration of production drugs Domestic activities carried out by the Pharmaceutical
Industry add facilities for new dosage forms or Pharmaceutical Industry expanding its
facilities production.

(4) Requirements for Registration of Domestic Medicines as referred to in
paragraph (2) and paragraph (3) are in the form recommendation based on the result of
compliance inspection CPOB requirements.

(5) In the event that the Registration is conducted based on the provisions as
referred to in paragraph (2) and paragraph (3), Permit Circular will be issued after
Applicant fulfills requirements as referred to in paragraph (1).

Part Four

Registration of Domestic Production Drug Based on Contract
Article 9

(1) Registration of domestically produced Contracted Drug only can be done by
the Contract Giver as Registrant.

(2) Registration as intended in paragraph (1) must fulfill the following conditions:
a. has a pharmaceutical industry permit;

b. has at least 1 (one) production facility who have met the CPOB
requirements; and c. have a contract agreement document.
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(3) Contract Giver Pharmaceutical Industry and Pharmaceutical Industry Contract
Recipients are responsible for aspects the efficacy, safety, and quality of the Contracted
Drugs, with the main person in charge of the Pharmaceutical Industry Contract Giver as
Owner of Distribution Permit.

(4) The Contract Recipient Pharmaceutical Industry must own a valid CPOB
certificate in accordance with the dosage form of the drug to be produced.

(5) The Contract Recipient Pharmaceutical Industry cannot divert the
manufacture of Drugs contracted to third party.

Article 10

(1) Manufacturing of domestic production Contract Drugs in the form of: a. all
stages of manufacture; or b. some stages of manufacture.

(2) Domestic production contract drug formulas as referred to in paragraph (1) is
in the form of:

a. Formula from Contract Giver; or
b. Formulas from Contract Recipients.

(3) Domestic production Contract Drug as referred to in paragraph (1) can be
produced in more than 1 (one) place of production by providing justification.

(4) Domestic production Contract Drug as referred to referred to in paragraph (3)
must have the same quality, includes product formulas and specifications.

Part Five

Imported Drug Registration
Article 11

(1) Imported drugs in the form of: a. Imported Medicines in the form of bulk
products; or b. Imported Medicines in the form of Finished Products.

(2) Priority for Imported Drug Registration: a. National health program drugs; b.
New discovery drugs; and / or c. Medicine that is needed but cannot be produced in the
country.

Article 12

National health program drugs as intended in Article 11 paragraph (2) a is
determined by the agency the government administering the national health program.

Article 13

(1) New discovery drug as referred to in Article 11 paragraph (2) b consists of:
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a. Drugs that are still under patent protection; or
b. Originator medicine.

(2) Originator drug as intended in paragraph (1) b is the drug that is first granted
a permit Distribution in Indonesia based on complete efficacy data, safety, and quality.

Article 14

(1) Medicines that are needed but cannot be manufactured in domestic as
referred to in Article 11 paragraph (2) c in the form of:

a. Drugs that require technology and facilities special production that is not yet
owned by the Industry Pharmacy in Indonesia;

b. Drugs that require technology and facilities special production that has
been available in Indonesia, but the capacity is not sufficient for meet domestic needs;

c. An economically impossible drug produced domestically because of their
needs in small amounts, can be a medicine for rare disease (Orphan Drug) in
Indonesia; or

d. Centrally produced drugs on the outside country by its multinational
pharmaceutical industry owning the Pharmaceutical Industry in Indonesia with shows
the balance of export activities and import.

(2) Registration of imported drugs as intended in paragraph (1) must be
completed with justification that the Drug concerned cannot be produced in Indonesia.

Article 15

(1) Registration of imported drugs can only be done by Applicants who receive
written approval from pharmaceutical industry abroad.

(2) Excluded from the provision of approval written from the pharmaceutical
industry abroad as referred to in paragraph (1) for Registrants who are affiliates of the
parent company.

(3) Written approval as referred to in paragraph (1) must state the validity period
of the cooperation.

(4) Overseas pharmaceutical industry as intended in paragraph (1) is required to
have a Pharmaceutical Industry license and meet the CPOB requirements as evidenced

by:
a. pharmaceutical industry permit from the local state authority;

b. a valid CPOB certificate or document other equivalent issued by the
authority local drug supervisors and / or authorities drug supervisors of other countries;
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and c. latest inspection reports and changes issued at the latest 2 (two) years by the
local drug regulatory authority and / or other countries' Drug regulatory authorities.

(5) If necessary, to ensure compliance CPOB requirements as referred to in
paragraph (4) local inspection can be carried out at the facility Drug manufacturing in
accordance with regulatory provisions legislation.

(6) In the case of imported drugs as intended in paragraph (1) which part of or all
of the stages of manufacture conducted by more than 1 (one) Pharmaceutical Industry,
all the manufacturing stages referred to must comply requirements as referred to in
paragraph (4).

Article 16

(1) Reqistration of imported drugs as intended in Article 14 paragraph (1) must
be transferred gradually technology to be produced domestically.

(2) Transfer of technology as intended in paragraph (1) may in the form of
transfer of knowledge / abilities in the fields of:

a. product development;
b. production techniques and methods / processes; and / or c. quality control.

(3) Transfer of technology as intended in paragraph (1) may given to
representatives of the pharmaceutical industry abroad in Indonesia or other
pharmaceutical industries in Indonesia based on an agreement between the owner and
the recipient technology.

Part Six

Narcotics Registration
Article 17

(1) Narcaotics registration can only be done by Registrants who have special
permission to produce Narcotics from the Minister of Health.

(2) Narcaotics registration as intended in paragraph (1) implemented in
accordance with the requirements and procedures like Registration as regulated in the
Regulation Head of this Agency.
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Part Seven

Licensed Drug Registration
Article 18

(1) The registration of licensed drugs is carried out by the Registrant has
obtained the appointment from the licensor.

(2) Registration as intended in paragraph (1) must comply with the following
conditions:

a. has a pharmaceutical industry permit;

b. has a valid CPOB certificate with the registered type and dosage form; and
c. have a license agreement document.

(3) License agreement document as referred to in paragraph (2) letter ¢ must
contain at least:

a. information of matters that are licensed; and
b. license validity period.

(4) The licensor as referred to in paragraph (1) can be: a. Domestic
pharmaceutical industry or industry pharmacy abroad; or b. Formula owner research
agency and technology inside or abroad.

(5) The licensor as referred to in paragraph (4) must have proof of status as a
pharmaceutical industry or research bodies. Part Eight Special Export Drug Registration

Article 19

(1) Registration of drugs specifically for export shall be carried out by
Registrants.

(2) Drug specifically for export as intended in paragraph (1) consists of:
a. Domestic production drugs that are specifically intended export; and
b. Imported drugs for export.

(3) Registrant for the Registration of Domestic Drugs specifically intended for
export as intended in paragraph (2) a must meet the requirements as follows:

a. has a pharmaceutical industry permit; and
b. has a valid CPOB certificate with the registered type and dosage form.

(4) Registrant for registration of imported drugs specifically for export as referred
to in paragraph (2) b must meets the following requirements:
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a. has a pharmaceutical industry permit;
b. has a valid CPOB certificate with the registered type and dosage form; and
c. obtain written approval from the industry pharmacy abroad.

(5) Drug specifically for export as intended in paragraph (2) it is prohibited to be
circulated in Indonesian territory.

Part Nine

Patent Protected Drug Registration
Article 20

(1) Registration of drugs with active substances that are patent protected at
Indonesia can only be done by:

a. Patent owner registrants; or
b. Applicants appointed by the patent owner.

(2) The patent rights as referred to in paragraph (1) must proven by a patent
certificate.

Article 21

(1) Registration of the First Generic Drug with an Active Substance patent
protected in Indonesia can be filed by Registrants who are not patent owners in
accordance with the provisions of the legislation.

(2) Registration as intended in paragraph (1) can filed 5 (five) years prior to
expiration patent protection.

(3) Registrants for the First Generic Drug Registration as referred to referred to in
paragraph (1), must submit documents as follows:

a. information on the expiration date of the protection period a patent from an
authorized agency; and

b. equivalence data and / or other data to guarantee equality of efficacy,
safety and quality.

(4) Circular Permit for submission of Generic Drug Registration The first as
intended in paragraph (1) is published after the patent protection expires. Tenth Part
New Development Drug Registration

Article 22
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(1) Drug registration by conducting clinical trial stages in Indonesia, it must go
through assessment of New Development Drugs

(2) Assessment of New Development Drugs as referred to in paragraph (1) in
accordance with the provisions of the regulations legislation.

Part Eleven

Generic Drug Registration

Article 23

(1) Registration of generic drugs is submitted by the Registrant use the generic
name as intended in Article 6 paragraph (2).

(2) All stages of making Generic Drugs are carried out at domestic.

(3) Excluded from the provisions as intended in paragraph (2) for Drugs that are
partially stages manufacturing cannot be done domestically.

(4) In the event that the Registrant already has Generic Drugs Branded with the
same Active Substance, Generic Drug which is registered must be made with Formula,
source raw materials, Drug specifications, quality, packaging specifications, production
process, and using production facilities the same one.

(5) The specifications referred to in paragraph (4) include: a. size; b. form; c.
color; d. aroma; and e. taste.

(6) Generic Drug Labels must include information as follows: a. the highest retail
price in accordance with the provisions laws and regulations; and b. generic logo in
green using the as follows:

(7) Generic logo as intended in paragraph (6) b listed proportionally in
accordance with packing size.

(8) In the event that the Registrant submits a Generic Drug Registration with
more than 1 (one) power of Active Substance, at the packaging must state the strength
of the active substance after dosage form with the letter size according to generic name
font size.
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Part Twelve

Orphan Drug Registration
Article 24

Further provisions regarding Orphan Drug Registration regulated specifically by
the Regulation of the Head of the Agency.

CHAPTER V
REGISTRATION PROCEDURES
Part One

General
Article 25
(1) Registration consists of: a. pre-registration stage; and b. registration stage.

(2) Application for pre-registration and registration as referred to referred to in
paragraph (1) shall be submitted by the Registrant in a manner written to the Head of
the Agency by attaching pre-registration documents and registration documents.

(3) The application as intended in paragraph (2) submitted by filling in the form
according to the example as listed in Attachment Il which is an integral part of the
Regulations Head of this Agency.

(4) Instructions for filling out the Form as referred to in paragraph (3) is listed in
Attachment Il which is an integral part of this Regulation of the Head of the Agency.

(5) Pre-registration documents and registration documents must be use
Indonesian or English.

(6) Applications for pre-registration and registration can be submitted
electronically in accordance with applicable regulations.

(7) In the event that the electronic registration is not possible implemented or the
electronic system does not function, Registration is done manually.

Article 26

(1) Regarding the application for pre-registration and registration as referred to in
Article 25 paragraph (1) is subject to fees as appropriate non-tax state revenue with the
provisions of laws and regulations.
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(2) The fee as referred to in paragraph (1) must paid no later than 10 (ten) days
as of the date of the Public Service Payment Order (SPB-LP) published.

(3) Registrants are required to confirm SPBLP payment and submit pre-
registration documents or registration document no later than 3 (three) days counted
since the date of payment.

(4) In the event the Registrant does not confirm SPB-LP payment and submitting
documents pre-registration or registration documents as referred to referred to in
paragraph (3), the application is declared canceled.

Paragraph One

Registration Documents
Article 27
(1) Registration documents as intended in Article 25 paragraph (2) consists of:
a. part I: administrative documents, information Products and Labels.
b. part II: quality documents.
c. part lll: non-clinical documents.
d. part 1V: clinic documents.

(2) The registration document as intended in paragraph (1) prepared in
accordance with the ASEAN Common Technical format Dossier (ACTD) and refers to
the preparation procedure registration documents as stated in Appendix IV which is an
integral part of this Regulation of the Head of the Agency.

(3) The registration document as intended in paragraph (1) according to the
example as stated in Appendix V which is an integral part of this Regulation of the Head
of the Agency.

(4) The registration document as intended in paragraph (1) is a confidential
document that is used only for evaluation by the authorities.

Article 28

(1) Administrative documents as referred to in Article 27 paragraph (1) ais in
accordance with the example as listed in Attachment VI which is is an integral part of
the Head Regulation This agency.

(2) Quality documents as intended in Article 27 paragraph (1) b is listed in
Attachment VIl which is is an integral part of the Head Regulation This agency.
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(3) Non-clinical documents as referred to in Article 27 paragraph (1) letter c is
listed in Attachment VIII is an integral part of the Head Regulation This agency.

(4) Clinical documents as referred to in Article 27 paragraph (1) dis listed in
Attachment IX which is an integral part of the Head Regulation This agency.

Article 29

(1) Product Information Document as referred to in Article 27 paragraph (1) a
consists of:

a. Summary of Product Characteristics / Brochure; and
b. Product Information for Patients.

(2) Product Information for Patients as intended in paragraph (1) b, for the group
of drugs without a prescription doctors should be included in the smallest package, can
in the form of catch cover / envelope, blister, or brochure clings firmly to the smallest
packaging, legible as long Drug use.

(3) Product Information Documents as referred to in paragraph (1) must at least
include information as listed in Attachment X which is an integral part of the Regulations
Head of this Agency.

Avrticle 30

(1) Label Documents as intended in Article 27 paragraph (1) a includes tags,
strips / blisters, ampoules / vials, catch cover / envelope, and outer wrap.

(2) The label as intended in paragraph (1) must include a searchable identity for
guarantee product validity.

(3) Further provisions regarding capable identities browse to guarantee the
validity of the product as is referred to in paragraph (2) shall be regulated by a Head
Regulation Body.

(4) Minimum information that must be included on the label as referred to in
paragraph (1) is contained in Appendix XI which is an integral part of this Regulation of
the Head of the Agency.

Article 31

(1) Product Information for Patients as intended in Article 29 paragraph (1) b
must use Indonesian, Latin letters and Arabic numerals.

(2) The use of languages other than Indonesian as referred to referred to in
paragraph (1) can be done as long as it is not there is an equivalent in Indonesian.
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(3) Apart from using the Indonesian language as referred to in paragraph (1),
Product Information for Patients English can be added accordingly approved
information.

(4) Excepted from the provisions as intended in paragraph (1) for drugs
specifically for export.

Second Paragraph
Registrant's Responsibilities
Article 32
(1) Registrant is responsible for:
a. completeness of the submitted documents;

b. the truth and validity of the information listed in the registration document;
and c. changes to current product data and information in the registration process or
already have a permit Circular.

(2) Responsibilities of Registrants as referred to in paragraph (1) must be stated
in writing in a letter the statement is listed in Attachment XII which is is an integral part
of the Regulations Head of this Agency.

(3) Any changes to data and / or product information as referred to in paragraph
(1) letter ¢ must get approval from the Head of the Agency.

Part Two

Pre-registration
Article 33

The application for drug pre-registration is made for screening Registration
includes determination of Registration category, determination evaluation path,
determination of evaluation costs, and determination registration documents.

Article 34
Excluded from the provisions referred to in Article 33 for:

a. Domestic registration of category 2 Generic Drugs as referred to in Article 5
paragraph (2) b;
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b. Registration of Category 4 variations that do not require testing clinic as
referred to in Article 5 paragraph (3) a, category 5, and category 6 as referred to
referred to in Article 5 paragraph (3) b and c; and

c. Re-registration category 7 as referred to in Article 5 paragraph (4).
Article 35
The application as referred to in Article 33 is submitted with:

a. fill out the form as listed in the attachment Il which is an integral part of the
Regulations Head of this Agency;

b. submit proof of payment of pre-registration fees; and c. attach the
documents as stated in Appendix Xl which is an integral part of this Regulation of the
Head of the Agency.

Article 36

(1) Pre-registration results (HPR) are published within the period no later than 40
(forty) days as of receipt of the application as referred to in Article 33.

(2) HPR as intended in paragraph (1) is in nature binding and valid for 1 (one)
year from the date published.

(3) In the event that additional data is required, request additional data submitted
in writing to Registrant.

(4) In the event the Applicant is given a letter of request additional data as
referred to in paragraph (3), calculation of the time period as referred to in paragraph (1)
is stopped (clocked off) until Registrant submit additional data requested.

(5) A maximum of 20 (twenty) days from the date letter of request for additional
data, the registrant must submit additional data.

(6) The calculation of the evaluation time will be continued (clock on) after
Registrant submits additional data complete.

(7) In the event the Registrant is unable to submit additional data within a period
of 20 (twenty) days as referred to in paragraph (5), Registrant can -27- apply for an
extension of the fulfillment of additional data 1 (once) with justification.

(8) In the event the Registrant is unable to submit additional data as referred to in
paragraph (7), pre-registration is declared canceled and the cost is already paid non-
refundable.
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Part Three

Evaluation Path
Article 37
(1) The evaluation path consists of:
a. line of 7 (seven) days includes special drug registration export;
b. line 10 (ten) days includes re-registration;
c. 40 (forty) days includes Variation Registration Minor;
d. 100 (one hundred) days includes:

1) New Registration of New Drugs and Biological Products indicated for the
treatment of serious diseases which threatens human life (life saving), and / or easily
transmitted to others, and / or there is no or lack of choice other safe and effective
therapies;

2) New Registration of New Drugs and Biological Products based on the
justification indicated for serious and rare disease (Orphan Drug) in Indonesia;

3) New Registration of New Drugs, Biological Products, Drugs Generics,
and Branded Generic Drugs are aimed at for the national health program equipped with
supporting documents program requirements or prequalification results World Health
Organization (World Health Organization);

4) New Registration of New Drugs and Biological Products who have gone
through the Drug Development process recently developed by a research institution or
Pharmaceutical Industry in Indonesia, made by Pharmaceutical Industry in Indonesia
and at least 1 (one) clinical trial conducted in Indonesia;

5) New registration of own generic drugs Formula, source of raw materials,
drug specifications, quality, packaging specifications, production processes, and use the
same production facilities with Branded Generic Drugs that have been Approved,;

6) Registration of Major Variations of new indications / posology new for
Drugs designated as referred to in number 1) up to number 4);

7) Registration of Major Variations related to quality and Product
Information.

e. line 120 (one hundred and twenty) days includes registration New New
Drugs and Registration of Major Variations indications new / new posology that has
been approved at least in 3 (three) countries with the system well-known evaluation;
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f. line 150 (one hundred and fifty) Days includes Registration New Generic
Drugs and Branded Generic Drugs not included in the evaluation path as is referred to
in letter d;

g. 300 (three hundred) days including New Registration New Drugs and
Biological Products and Variation Registration Major new indications / new posologies
are not included in the evaluation path as intended in letter d and letter e.

(2) The criteria for determining the 120 (one hundred and twenty) day route as
stated in paragraph (1) letter e refers as listed in Attachment XlII which is is an integral
part of the Regulations Head of this Agency.

Part Four

New Registration
Article 38

(1) Application for New Registration is submitted by filling out the form as sample
is listed in the Appendix Il and attach registration documents.

(2) Completeness of New Registration documents as referred to referred to in
paragraph (1) refers to as stated in Appendix XIV which forms part no separated from
this Regulation of the Head of the Agency.

(3) Excluded from the provisions as referred to in paragraph (2), for Drug
Registration specifically for export refers on the requirements as listed in the Attachment
XV which is an integral part of Regulation of the Head of this Agency.

Article 39

(1) Besides having to complete New Registration documents as referred to in
Article 38 paragraph (2), for New Registration category 1 as referred to in Article 5
paragraph (2) letter a, Registrant must also submit a risk management plan.

(2) Further provisions regarding the plan evaluation risk management as referred
to in paragraph (1) regulated by the Head of Agency Regulation.
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Part Five

Variation Registration
Article 40

(1) Changes to Drugs that have obtained a permit Circular can be in the form of
changes in administrative aspects, efficacy, safety, quality, and / or product information
and Labels.

(2) The changes as referred to in paragraph (1) must reported to the Head of the
Agency through a mechanism Variation Registration.

(3) Application for Registration of Variations as intended in Article 5 paragraph
(3) it is submitted by filling out the Form as examples are listed in Attachment Il and
attach Variation Registration documents in accordance with the proposed changes are
referred to as listed in Appendix XVI which is a part inseparable from this Regulation of
the Head of the Agency.

Article 41

(1) Excluded from the provisions as intended in Article 40 paragraph (1) for
Registration of Notification Variations as referred to in Article 5 paragraph (3) c,
Registrants can make changes and report to the Head of the Agency no later than 6
(six) months from the date made changes.

(2) If the changes reported are not according to type changes as listed in
Attachment XVI letter B number 3, the notification is rejected and the Registrant must
register according to the category Registration of the specified Variation.

(3) The implementation of changes as referred to in paragraph (1) is carried out
through a control mechanism change.

(4) Regarding the changes as referred to in paragraph (1) local and Registrant
verification can be done must be able to show relevant documentation proposed
changes.

(5) If the verification results do not match the type of change notification that is
reported, the notification is rejected and Registrants can be subject to sanctions in
accordance with the provisions laws and regulations.
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Part Six
Re-registration
Article 42

(1) Re-registration is submitted no later than 12 (twelve) month and no later than
2 (two) months before the end the validity period of the distribution permit.

(2) Excluded from the provisions as intended in paragraph (1), application for Re-
registration without changes can be submitted no later than 1 (one) month before the
distribution permit period ends.

(3) Application for Re-registration as intended in paragraph (1) and paragraph (2)
are submitted by filling in the form as sample is listed in the Appendix Il and attaching
re-registration documents as listed in Attachment XVII which is is an integral part of the
Regulations Head of this Agency.

(4) Extension of Distribution Permit as approval of re-registration application as
intended in paragraphs (1) and (2) shall be valid since the end of the license period the
old circulation, as long as there is no:

a. active substance changes;

b. changes in drug manufacturers;

c. registrant changes;

d. change of dosage form;

e. formula changes;

f. change in type and size of packaging; and / or
g. violation of regulatory provisions legislation.

(5) In the case of Re-registration there are changes as referred to in paragraph
(4) a through with f, Registration is processed accordingly Variation Registration
category.

(6) Drugs that are not re-registered until term time as referred to in paragraph (1)
and paragraph (2), can be submitted again as New Registration with follow the
procedure as stipulated in Article 25 up to Article 39.
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Part Seven

Examples of Medicines and Reference Standards
Article 43

The Head of the Agency can require the Registrant to submit samples of
Medicines, Medicinal ingredients, and raw materials comparator according to need.

CHAPTER VI
EVALUATION AND DECISION
Part One

Evaluation
Article 44

(1) Upon submission of an application for Registration that has been declared to
meet the completeness of the document as referred to in Article 27 paragraph (1),
conducted an evaluation.

(2) Evaluation as referred to in paragraph (1) is an assessment of the aspects of
efficacy, safety, quality, product information, and / or labels in accordance with
Registration criteria and categories as referred to in Article 4 and Article 5.

(3) Evaluation as intended in paragraph (1) implemented in accordance with the
evaluation path as referred to in Article 37.

(4) Calculation of the evaluation time as referred to in paragraph (2) in
accordance with the evaluation path as referred to referred to in Article 37 is counted
from the document registration as referred to in Article 27 paragraph (1) be accepted.

Article 45

(1) Evaluation as referred to in Article 44 conducted on efficacy and safety data
based on scientific evidence and assessment guidelines safety efficacy by the Efficacy-
Security Assessment Team.

(2) The National Drug Assessment Team (TPON) conducts discussions on the
evaluation results as referred to in paragraph (1) and provide recommendations for
decisions to Head of Agency.

(3) In the event that clarification and / or explanation is required technical details
against the registration documents as referred to in Article 27 paragraph (1), TPON
Applicants can ask for clarification via hearings.
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(4) For the implementation of hearings as referred to referred to in paragraph (3),
the Head of the Agency delivers written notification to the Registrant.

(5) The Head of the Agency submits a decision on the evaluation results as
referred to in paragraph (2) in writing to the Registrant no later than 30 (thirty) days as
of the TPON periodic meeting.

Article 46

(1) Evaluation of quality data is carried out by the Quality Assessment Team in
accordance with the criteria referred to in Article 4 paragraph (1) b is based on validity
document information and latest CPOB inspection data.

(2) Information in the quality document as intended in paragraph (1) must use
valid and actual data, the formula is in accordance with the formula to be marketed, and
the manufacturing process has been validated.

(3) If necessary, to ensure the validity of the information documents as referred
to in paragraph (1) shall be carried out local inspection at the Medicine manufacturing
facility (insitu).

Article 47

(1) Evaluation of Product and Label Information is carried out by the Team
Product Information and Label Appraisers to make sure that the information listed on
the Product Information and Label according to the criteria as intended in Article 4
paragraph (1) c.

(2) Evaluation of Product Information and Labels as referred to referred to in
paragraph (1) refers to:

a. the results of the evaluation of efficacy, safety and quality as referred to in
Article 45 and Article 46;

b. New Drug Product Information that has been approved by Head of Agency;
or

c. Drug information standards set by the Head Body.
Article 48

(1) If additional data is required, the Head of the Agency submit a request for
additional data in writing to Registrants.

(2) Applicants must submit additional data as referred to in paragraph (1) shall
not exceed 100 (one hundred) days from the date of request Additional data.

(3) In the event the Registrant is unable to submit additional data within a period
of 100 (one hundred) days as intended in paragraph (2), Registrant can apply for an
extension of the fulfillment of additional data 1 (once) with justification.
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(4) If additional data is required as referred to referred to in paragraph (1), the
calculation of the evaluation time stopped (clocked off).

(5) The calculation of the evaluation time will be continued (clock on) after
Registrant submits additional data complete.

(6) In the event the Registrant cannot fulfill the conditions as referred to in
paragraph (2) and paragraph (3), Registration is declared canceled and fees are
already in place paid non-refundable.

(7) Registration which is declared canceled as intended in paragraph (6), can be
submitted again by following procedures as regulated in Articles 25 to by Article 43.

Part Two
Giving Decision
Article 49

(1) Decision of the Head of Agency on Registration is given by considering: a.
results of evaluation of registration documents and / or TPON recommendation / Safety
Efficacy Assessment Team / Quality Assessment Team / Information Assessment Team
Products and Labels; and / or b. the results of local inspection at the manufacturing
facility Medicine (in-situ).

(2) The decision as referred to in paragraph (1) shall be in the form of:
a. approval; or b. denial.

(3) The approval as referred to in paragraph (2) letter a is only given to
Applicants who meet the administrative requirements and provisions as referred to in
Article 4.

(4) Rejection as intended in paragraph (2) letter b given if the registration
documents do not fulfill the provisions referred to in Article 4.

Paragraph One

Approval
Article 50

(1) Prior to the issuance of the approval as intended in Article 49 paragraph (2) a,
a letter can be issued approval notification (approvable letter)

(2) In the event that an approval notification is issued (approvable letter) as
referred to in paragraph (1), Registrants can:
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a. conducting commercial scale drug manufacturing; or
b. carry out importation of imported drugs.

(3) In case the Registrant carries out the import of Drugs Imports as referred to in
paragraph (2) b, requirements must have a distribution permit can using a notification
letter of approval (Approvable letter) for issuance of a certificate import or import
approval letter.

(4) Approvable letter as referred to in paragraph (1) is not intended as a
substitute for a Distribution Permit and only can be used for 1 (one) time entry.

(5) Approvable letter as referred to in paragraph (1) shall apply a maximum
period of 2 (two) years as of the date the notification letter was issued.

Article 51

(1) Approval as intended in Article 49 paragraph (2) a is notified in writing to the
Registrant in the form of:

a. Marketing authorization;
b. export special approval; or
c. Variation Registration approval.

(2) Distribution license as referred to in paragraph (1) letter a published if the
results of the manufacture of scale drugs commercially meet the requirements or have
submit proof of entry of imported drugs.

Article 52

(1) Approval of Variation Registration as intended in Article 51 paragraph (1) c in
the form of:

a. New distribution license; or

b. Variation Registration approval letter which is addendum to Distribution
Permit.

(2) Approval of Variation Registration as intended in paragraph (1) must be
implemented no later than 6 (six) months from the date the approval was issued.

(3) Old approval can still be produced no later than 6 (six) months after the
issuance of the new approval as long as the new agreement has not been implemented.

(4) Drugs in accordance with the old agreement are produced prior to
implementing the Variation Registration approval as referred to in paragraph (3) can be
circulated as long as it still meets the quality requirements.
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(5) Registrants are required to report the number, batch number, and the
expiration date of the last batch circulated prior to the implementation of Variation
Registration as referred to referred to in paragraph (3) to the Head of the Agency.

(6) Excluded from the provisions as referred to in paragraph (2) through
paragraph (4) for changes:

a. Registrant; or

b. related to tightening security aspects as a measure further supervision
results, implemented in accordance with the stipulated provisions.

Second Paragraph

Denial
Article 53

(1) The Head of the Agency shall convey the rejection as referred to referred to in
Article 49 paragraph (2) b in writing to Registrants.

(2) In the event that the Registration application is rejected, Registration fee that
has been paid cannot be withdrawn. (3) The rejected registration as intended in
paragraph (1), can be submitted again by following the procedure as regulated in Article
25 through Article 43.

Part Three

Judicial review
Article 54

(1) In the event of an objection to the decision rejection as referred to in Article
49 paragraph (2) b, Applicants can submit an application review in writing to the Head of
the Agency.

(2) The review as intended in paragraph (1) can be submitted within a maximum
period of 6 (six) months from the date of rejection letter and only can be done 1 (one)
time.

Article 55

In the event of objections to the results of the efficacy evaluation and security as
referred to in Article 49 paragraph (1) a, Registrants can submit a request for review
return in writing to the Head of the Agency no later than 20 (twenty) days from the date
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of notification the results of the evaluation of efficacy and safety and can only done 1
(one) time.

Article 56

(1) Application for reconsideration as intended in Article 54 and Article 55 can be
done through hearing and / or submission mechanism documents in the form of new
data and / or existing data has been submitted with justification.

(2) Discussion on a request for reconsideration as referred to in Article 54 and
Article 55 carried out no later than 100 (one hundred) days as of document received.

Part Four

Re-Submission of Registration
Article 57

(1) In the event that the Registration is rejected, the Registrant can submit
application for re-registration by following the procedure methods as regulated in Article
25 through Article 43.

(2) In the event that the Registration is rejected for reasons not meet the criteria
of efficacy and safety, in addition to having to follow the provisions as intended in
paragraph (1), re-submission of Registration can only be submitted with new data and
no later than 1 (one) year after rejection letter date.

CHAPTER VII

APPLICATION OF DISTRIBUTION PERMIT
Article 58

(1) Distribution permits and special export approvals are valid at most 5 (five)
years as long as it meets the requirements laws and regulations.

(2) In the event that the distribution license is not re-registered as referred to in
Article 42 paragraph (1) and paragraph (2), Drug cannot be produced and / or
distributed, and that is already in circulation, a recall must be made.

(3) Excluded from the provisions as referred to in paragraph (1), for Drug
Registration based on an agreement / appointments with a cooperation period of less
than 5 (five) years, the validity period of the distribution permit is in accordance with the
period applies cooperation in the agreement document.
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(4) Drugs whose distribution permit has expired can extended as long as it meets
the criteria as regulated in Article 42.

Article 59 In the case of the agreement / appointment as intended in Article 58
paragraph (3) terminated before the distribution permit period expires, the Drug
Distribution Permit concerned is declared null and void.

CHAPTER VIII

IMPLEMENTATION OF THE CIRCULAR PERMIT
Article 60

(1) Pharmaceutical Industry that has obtained a Marketing Permit is obliged to
create and send production reports or report on the import of imported drugs to the
Head of the Agency.

(2) Report on production or report on the entry of imported drugs as referred to in
paragraph (1) shall be implemented accordingly with the provisions of laws and
regulations.

(3) Report on production or report on the entry of imported drugs as referred to in
paragraph (1) is not eliminating the obligation for the Pharmaceutical Industry to submit
another report in accordance with the provisions laws and regulations.

Article 61

(1) The owner of a Drug Distribution Permit is obliged to monitor the efficacy,
safety and quality of drugs during the drug circulated and report the results to the Head
Body.

(2) Monitoring the efficacy, safety and quality of Drugs during the drug is
circulated as referred to in paragraph (1) implemented in accordance with the provisions
of the regulations legislation.

CHAPTER IX
ASSESSMENT
Article 62

() Drugs that have been granted a distribution permit may re-evaluated.
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(2) Reassessment as intended in paragraph (1) conducted if based on monitoring
results as referred to in Article 61 paragraph (2) exists the latest data and information
regarding the efficacy, safety, and Medicine quality.

(3) The re-evaluation as intended in paragraph (1) refers to as stated in
Attachment XVIII which is an integral part of this Regulation of the Head of the Agency.

(4) The decision on the results of the revaluation as referred to in paragraph (2)
is in the form of:

a. Label changes;

b. Composition / Formula improvements;

c. limitation of use;

d. changes in drug classification;

e. withdrawal of drugs from circulation; and / or

f. distribution permit suspension / distribution permit revocation.

(5) The decision as referred to in paragraph (4) submitted in writing to the
Distribution Permit Owner to be followed.

CHAPTER X
PENALTY
Article 63

(1) Violation of the provisions in the Regulation of the Head This agency may be
subject to administrative sanctions in the form of:

a. written warning;
b. cancellation of the Registration process;
c. suspension of Drug Distribution Permit;

d. revocation of Drug Distribution Permit; and / or e. prohibition to register for
2 (two years).

(2) Administrative sanctions as referred to in paragraph (1) b and / or e can be
imposed based on or in terms of:

a. does not meet the provisions as intended in Article 4;

b. does not meet the provisions as intended in Article 32 paragraph (1) b; and
/ or
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c. invalid data as referred to in Article 46.

(3) Administrative sanctions as referred to in paragraph (1) c and / or d can be
imposed based on or in the case of:

a. did not carry out the obligation as such referred to in Article 60 paragraph
(1) and paragraph (2);

b. the pharmaceutical industry license for the owner of the distribution permit
is revoked; and / or

c. The owner of the distribution permit committed a violation in the field
production, distribution, promotion, and / or drug labels.

CHAPTER XI

MISCELLANEOUS PROVISIONS
Article 64

(1) To ensure the stability of Medicines in dosage forms oral solid, drug
registration with a bottle filled a maximum of 100 (one hundred) items.

(2) Drug registration with bottle packaging as referred to referred to in paragraph
(1) can only be done for Drugs with active substances that are stable.

Article 65

If the Registrant does the Registration which has more than 1 (one) the power of
Active Substance, then it must have a different specifications, among others, size,
shape and / or color

CHAPTER XII

TRANSITIONAL PROVISIONS
Article 66

Registration that has been submitted before the enactment of the Regulations
The Head of this Agency is still being processed based on the Head Regulation Food
and Drug Supervisory Agency Number HK.03.1.23.10.11.08481 Year 2011 concerning
Criteria and Procedures Like drug registration as it has been several times last
amended by Regulation of the Head of the Supervisory Agency Medicine and Food
Number 17 of 2016 concerning Change Second, on the Regulation of the Head of the
Drug Supervisory Agency and Food Number HK.03.1.23.10.11.08481 Year 2011
concerning Criteria and Procedure for Drug Registration.
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CHAPTER XllI

CLOSING
Article 67
At the time this Agency Head Regulation comes into effect:

1. Regulation of the Head of the Food and Drug Supervisory Agency Number
HK.03.1.23.10.11.08481 of 2011 concerning Criteria and Procedure for Drug
Registration (State Gazette Republic of Indonesia Year 2011 Number 634);

2. Regulation of the Head of the Food and Drug Administration Number 3 of 2013
concerning Amendments to Regulations Head of the Food and Drug Supervisory
Agency Number HK.03.1.23.10.11.08481 Year 2011 concerning Criteria and Drug
Registration Procedure (State Gazette of the Republic Indonesia Year 2013 Number
540);

3. Regulation of the Head of the Food and Drug Administration Number 17 of
2016 concerning the Second Amendment above Regulation of the Head of the Food
and Drug Administration Number HK.03.1.23.10.11.08481 of 2011 concerning Criteria
and Procedure for Drug Registration (State Gazette Republic of Indonesia of 2016
Number 1140); revoked and declared no longer valid.

Article 68

This Regulation of the Head of the Agency comes into force on the date invited.
So that everyone knows, ordered the promulgation of this Regulation of the Head of the
Agency with placement in the State Gazette of the Republic of Indonesia.

Set in Jakarta on November 24, 2017
HEAD OF DRUG AND FOOD CONTROL AGENCY REPUBLIC OF INDONESIA, sgd.
PENNY K. LUKITO

Promulgated in Jakarta on November 24, 2017 DIRECTOR GENERAL LAWS AND
REGULATIONS MINISTRY OF LAW AND HUMAN RIGHTS REPUBLIC OF
INDONESIA

sgd. WIDODO EKATJAHJANA
STATE GAZETTE OF THE REPUBLIC OF INDONESIA OF 2017 NUMBER 1692
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APPENDIX |

REGULATION OF THE HEAD OF THE FOOD AND DRUG CONTROL AGENCY
REPUBLIC OF INDONESIA NUMBER 24 OF 2017 ABOUT DRUG REGISTRATION
CRITERIA AND PROCEDURES GENERAL GUIDELINES FOR DRUG NAME

Drug name must pay attention to the following conditions:
1. Trade names must be objective and not misleading.

2. The same trade name can only be used by one Industry Pharmacy Owners of
Distribution Permits for Drugs with Active Substances, indications, and the same group.

3. The trade name may not use the whole or partial name generic of the Active
Substance which is not contained.

4. Trade names cannot be the same or very similar in sound or writing under the trade
name of a drug that has been registered with the active substance different.

5. The trade name for the drug group that contains the most without a doctor's
prescription at least one of the same Active Substance and / or the same class of
therapy can using the same trade name as the umbrella name.

6. Trade names may not use the same or similar names with Drugs whose distribution
license has been canceled due to problems security, abuse, and other offenses.
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APPENDIX I

REGULATION OF THE HEAD OF THE FOOD AND DRUG CONTROL AGENCY
REPUBLIC OF INDONESIA NUMBER 24 OF 2017 ABOUT DRUG

REGISTRATION CRITERIA AND PROCEDURES REGISTRATION FORM
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APPENDIX IlI

REGULATION OF THE HEAD OF THE FOOD AND DRUG CONTROL AGENCY
REPUBLIC OF INDONESIA NUMBER 24 OF 2017 ABOUT DRUG REGISTRATION
CRITERIA AND PROCEDURES

INSTRUCTIONS FOR FILLING THE REGISTRATION FORM
A. DRUG DESCRIPTION #)

1. Registration Category Filled in according to the Registration category
proposed or according to the one listed on the Pre-registration Results (HPR).

2. Types of drugs Filled with a check mark (V) on one of the options according to
the type Registered drugs, namely New Drugs, Generic Drugs (for Drugs Generic and
Branded Generic Drugs) or Biological Products (for Biological Products and Biosimilar
Products).

3. Type of product Filled with a check mark (\) on one of the options according to
the type products, namely:

a. Single product, if the product consists of drugs only;

b. Combination Products, if the product consists of drugs and solvents or aids
for the use of drugs (for example, syringes, aerosols, sprays, implants); or

c. Combipack Products, if the product consists of two or three Drugs
packaged in one package with the aim to be given to patient simultaneously.

4. Drug Class Filled with a check mark (V) on one of the options according to the
group Drugs, namely hard drugs, free drugs, limited free drugs, narcotics or
Psychotropics.

5. Drug name Filled with the name of the registered drug.

6. Dosage form, strength and unit of measure the dosage form is listed in detail
with strength preparation and unit of measure. Example: 5 mg sugar coated tablet.

6.1. Dosage form: Aerosol foam, aerosol metered dose, aerosol spray, oral
spray, buscal spray, transdermal spray, topical spray, powder spray, elixirs, emulsions,
enemas, gases, gels, eye gels, effervescent granules, granules, intra uterine device

(IUD), implants, capsules, soft capsules, slow release capsules, caplets, film-coated
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caplets, caplets enteric coated, sugar coated caplets, slow release caplets, caplets
quick release, chewable caplets, film coated chewable caplets, creams, fat creams,
solutions, inhalation solutions, injection solutions, infusions, mouthwash, ovules, paste,
pills, patches, pessaries, ointments, ointments eye, shampoo, nasal spray, aerosol
powder, oral powder, inhaler powder, injection powder, lyophilized injection powder,
powder infusion, external medicinal powder / powder, sterile powder, powder
effervescent, syrup, dry syrup, slow release dry syrup, subdermal implants,
suppositories, suspensions, injection suspensions, suspension / external medicine,
sterile fluids, eye fluids, fluids diagnostics, tablets, effervescent tablets, lozenges,
tablets chewable, quick release tablet, slow release tablet, tablet oral disintegration,
dispersible tablets, rapidly dissolving tablets, tablets sugar coated tablet, enteric coated
tablet, film coated tablet, tablet sublingual, slow release sublingual tablet, vaginal tablet,
coated tablets, slow release coated tablets, chewing gum, eye drops, nose drops, ear
drops, oral drops (oral drops), eye drops and ear, transdermal, transdermal urethral,
tulle / medicated patch, vaginal cream, vaginal gel, vaginal douche, vaginal ring, or
vaginal tissue.
6.2. Dosage strength: The strength of the preparation can be expressed by

weight or volume to:

6.2.1. per one unit dosage form for tablets, capsules, pills, suppositories
and ovules.

6.2.2. per g or% w / w for ointments and creams.

6.2.3. per mL or each package for the injection solution.

6.2.4. each pack in g or mg for powder injection.

6.2.5. every 5 mL or 15 mL for syrups, suspensions, emulsions, elixir,
mouthwash.

6.2.6. per mL or% w / v for drops.

6.2.7. each pack for powder for oral use.

6.2.8. per g for external use powder.

6.2.9. each dose for aerosol / inhalation / spray and so.

6.2.10. per unit surface area or per unit weight for gauze or plaster.
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. per unit dose / dose for Biological Products.

Unit of measure: The levels of active substances and excipients are

expressed in units
6.3.1.
6.3.2.
6.3.3.
6.3.4.
6.3.5.
6.3.6.
6.3.7.
6.3.8.
6.3.9.

6.3.10.
6.3.11.
6.3.12.
6.3.13.
6.3.14.
6.3.15.
6.3.16.
6.3.17.
6.3.18.

of measure:

Kilogram is abbreviated as kg

Gram is abbreviated as g

Milligram is abbreviated as mg

Microgram abbreviated as mcg

Liter is abbreviated as L

Milliliters are abbreviated as mL

Centimeter is abbreviated as cm

Gram equivalent is abbreviated as grek

The equivalent milligram is abbreviated as mgrek
International unit abbreviated as U

Micromole is abbreviated as mcmol

Mole is abbreviated as mole

Nanogram is abbreviated as ng

Square centimeter is abbreviated as cm2
Colony forming units are abbreviated as CFU
Plaque forming units abbreviated as PFU

Cell Culture Infectious Dose 50% abbreviated as CCID50

The number of D antigens is abbreviated as D-Antigen Unit

7. Therapy Class and ATC Code Fill in according to the WHO Anatomical

Therapeutic Chem

ical Code published by the WHO Collaborating Center for Drug

Statistics Methodology (www.whocc.no/atc_ddd_index/).

8. Packaging (Type and Description) The first column states the type of
packaging, for example blister, ampoules, vials, bottles, etc. In the second column the
description and composition of the package is written primer specifically, including the
type of material, color, size and so on, for example:

- Vial, 20 mL brown borosilicate glass type | with rubber cap.

- Blister,

PVC / PE with foil pestle.
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9. Great Packaging State the number of packaging systems in secondary
packaging and number of dosage forms per packaging system, for example:

- Box, 1 blister @ 10 tablets.

- Box, 1 vial @ 5 mL. Also included are solvents and / or aids for drug use
included in the package.

10. Dosage form, strength, and other packaging Filled in for dosage form,
strength, type of package, and size other packaging that is registered and / or that is
being registered. The last distribution permit number is stated for the drug that has been
registered accompanied by a distribution permit validity period.

B. REGISTER'S FULL DESCRIPTION #)

1. Registrant's name Filled with the name of the Registrant Pharmaceutical
Industry in accordance with that listed in the Pharmaceutical Industry permit.

2. Registrant's address Filled with the address of the Registrant Pharmaceutical
Industry in accordance with that listed in the Pharmaceutical Industry license complete
with name street, number, city, and country.

3. Mailing Address Filled with the Registrant Pharmaceutical Industry
correspondence address complete with street name, number, city, country, telephone
number and fax, as well as e-mail of the Registrant.

C. PRODUCTION STATUS #)

1. Production Status Filled with a check mark (¥) on one of the options according
to status Registered drug production, namely domestic production and import. If
domestic production, tick (\) on one -53- choice, namely self-production, contractual
production, or production under license.

2. Medicines are intended for export only Filled with a check mark (V) on one of
the options, namely "Yes" if Medicines are intended for export only and “No” if
Medicines are not only intended for export.

3. Name of Licensor Filled with the name of the pharmaceutical industry that
gives the license.

4. Address of the Licensor Filled with the address of the pharmaceutical industry
that gives the license, complete with: street name, number, city and country.

5. Manufacturers Filled with complete information of the manufacturer, namely
the Pharmaceutical Industry involved in the production process for example the
manufacture of active substances (for Biological Products only), semi-finished medicine
/ granulation / dosage form semi-finished (bulk) or finished drugs and / or solvents and /
or equipment assisting the use of Drugs, primary and / or secondary packaging,
responsible for batch release or others.
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5.1. Name Filled with the name of the pharmaceutical industry that makes the
drug.

5.2. Address Filled with complete address with street name, number, city, and
country.

5.3. SMF (Site Master File) ##) Filled with a check mark (V) if SMF is required
and available.

5.4. CPOB To be completed with the expiration date of the CPOB certificate
according to the product dosage form registered.

5.5. Function / Role Filled with the type of activity implementation
(manufacturing stage) done by the manufacturer, for example the manufacture of active
substances (Biological products only), medicine semi-finished / granulation / form semi-
finished preparations (bulk) or finished drugs and / or solvents and / or tools for using
Medicines, primary packaging and / or secondary, the person responsible for batch
release or others.

D. FORMULA #)
1. Active Substance

1.1 Dose units Filled with a measure and a unit of measure, for example
"every 5 mL syrup contains: "or" each tablet contains: ". For Substances Active in the
form of salt / ester should be written as equivalent to the base if the active substance is
in the base form.

1.2 CAS No. Filled according to the active substance used.
1.3 Name

1.3.1 Active substances are written according to International
Nonproprietary Modified Names (INNM). If the name has not been listed in INNM,
please write it down as per United States Adopted Names (USAN) or British Approved
Name Modified (BANM).

1.3.2 The active substance in the form of an ester or salt is indicated the
form of esters or their salts.

1.3.3 The active substance is in the form of an inorganic salt containing
crystal water must be written its chemical name precisely including the crystalline water
it contains. Example: Amoxicillin trinydrate.

1.3.4 A trace element is written with the chemical name its proper salts
include its crystalline water it contains, next to its metal.
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1.4 Total Filled according to the number of active substances used per unit
dose.

1.5 Units Filled in according to the active substance unit used (see procedure
writing of the unit of measure in section A.6.3).

1.6 Animal / human sources The first column says "Yes" if the Substance is
Active sourced from animals / humans and "No" if the Active Substance is not sourced
from animals / humans. The second column lists the type of animal or human as a
source of active substances. Example: Yes; bovine. Yes; human / human.

1.7 Manufacturers Filled with the name of the active substance producer
along with the complete address by street name, number and city.

1.8 DMF (Drug Master File) ##) Filled with a check mark (V) if DMF is required
and available.

1.9 Producing Countries Filled with the country where the Active Substance is
produced.

2. Excipients
2.1 CAS No. Filled according to the excipient used.

2.2 Name Excipients and excipients in combination are indicated accordingly
name International Nonproprietary Names (INN) and International Nonproprietary
Names Modified (INNM). The excipient used must comply with the provisions about the
applicable additives. The dye is written with a simple name common name, the index
number must be written the color (CI number) and state the solubility in water (Dye) or
in oil (Lake). Example: Brilliant Blue FCF C142090 (Dye). The dye used must be in
accordance with the provisions about the applicable additives.

2.3 Amount Filled according to the number of excipients used per unit dose.

2.4 Units Filled in according to the excipient unit used (see procedure writing
of the unit of measure in item A.6.3).

2.5 Animal / human sources the first column states “Yes” if excipient sourced
from animal / human and “No” if excipient is not sourced from animals / humans. The
second column lists the type of animal or human as a source of excipients. Example:
Yes; bovine. Yes; human / human.

2.6 Functions Filled according to the function / use of the excipient used.

2.7 Manufacturers To be completed with the name of the excipient producer
along with the complete address by street name, number and city.

2.8 Producing Countries To be completed with the excipient producing
country.
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3. Solvents
3.1. CAS No. Filled according to the solvent used.

3.2. Name The solvent is written according to the name stated in Indonesian
Pharmacopoeia. If the substance is not present in Indonesian Pharmacopoeia is written
according to the title in the Merck Index. If the substance is not present in Merck Index,
written according to the chemical name nomenclature from the IUPAC (International
Union of Pure and Applied Chemistry) or IUB (International Union of Biochemistry).

3.3. total Filled according to the amount of solvent used per unit dose.

3.4. Unit Filled according to the solvent unit used (see procedure writing of the
unit of measure in section A.6.3).

3.5. Animal / human sources The first column states “Yes” if the solvent is
sourced from animals / humans and "No" if the solvent is not sourced from animal /
human. The second column lists the type of animal or human as a source of solvent.
Example: Yes; bovine. Yes; human / human.

3.6. Producer Filled with the name of the solvent producer along with the
complete address by street name, number and city.

3.7. Country of Manufacture Filled with the solvent producing country.
E. DRUG INFORMATION
1. Drug Descriptions ##)

Described shape, color, size, weight and special markings contained in the drug
according to the drug specifications.

2. Specifications and Methods of Drug Analysis ##)

Drug Specifications are stated by outlining the description (incl identification on
tablets, capsules, etc.), weight / volume of drugs, physical and chemical constants,
levels or potential limits and other requirements (sterility, pyrogenity, etc.). Drug analysis
method when following one Pharmacopeia is sufficient write down the Pharmacopeia
used which is accompanied by a number edition and page numbers. When not following
one Pharmacopoeia, can be written in-house. Necessary analytical methods described
includes the method of identification, assay or potency and specific analysis methods
(sterility, pyrogenity, and etc).

3. Indication #)

The indication that has been submitted or that has been approved is included
complete. Is an indication of the use of drugs in therapy, listed the types of diseases
indicated.

4. Posology #)
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The proposed or approved posology is included complete. It states the method of
use, amount, frequency, and duration usage. The method of use must be clearly stated,
for example intravenous injection, intramuscular or others. total usage must be stated in
the usual dosage and limits for adults and children. The frequency of use is the number
of times given in one day or every hour of the drug given. Duration of use is described
by stating how long the drug is it must / may be given, how long should the use be
stopped before reuse or for how long the drug should be at least used.

5. Drug administration route #)

Explained how to give drugs, for example orally, parenterally for example
intravenous injection, topical, and others.

F. PRAREGISTRATIVE INFORMATION

1. Pre-registration Results (HPR) Filled with a check mark (V) on one of the
appropriate options presence / absence of HPR.

2. HPR Issuance Date Filled with the HPR issue date.

3. Registration Category The first column lists the Registration category
according to which submitted or as stated in the HPR. The second column contains
information on the type of Registration category in detail.

Example: - New Drugs with new Active Substances. - Generic drugs that require
clinical trials.

4. Evaluation Costs Filled with nominal numbers and counted according to the
category submitted or as stated in the HPR or according to the provisions applicable (if
not through the pre-registration process).

5. Evaluation Path Filled with a check mark (¥) on one of the evaluation path
options according to the registration category submitted, or according to what is listed
on the HPR, which is 300 HK, 150 HK, 120 HK, 100 HK, 40 HK, 10 HK, or 7 HK.

G. STORAGE METHOD AND EXPIRITION LIMITS

1. Way of Storage It includes the storage method that has been submitted or has
been approved equipped with temperature and humidity.

2. Expiry limit It includes the proposed or existing expiration date Approved.

3. Expiration limit after packaging is opened / reconstituted Includes expiration
limits for certain dosage forms, for example eye drops (after opening the package) or
lyophilized powder for reconstitution (after the drug is reconstituted).

H. REGISTRATION STATUS IN OTHER COUNTRIES ##)

Filled in only for imported New Medicines, Biological Products, and Generic
Medicines.
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1. Country To be completed with the name of the other country where the Drug is
registered.

2. Registration Status Filled with registration status in another country.

3. Date of Approval Filled with the approval date in another country if the Drug
has approved in the country.

4. Drug Class Fill in the drug class in another country.
|. PATENT INFORMATION ##)
Filled if any.

1. Patent Title To be completed with the title of the patent issued by the relevant
institution at Indonesia.

2. Patent Admission Number To be completed with the patent acceptance
number issued by the institution related in Indonesia.

3. The Patent Filing Date To be completed with the date of filing of the patent
issued by the institution related in Indonesia.

J. REGISTRATION HISTORY ##)

Filled in for Variation Registration and additional indication / posology. All over
Registration that has been approved and which is in the process of evaluation (if any)
must be stated.

1. Registration Category Filled with registration categories that have been
approved and which are currently in the evaluation process (if any).

2. Submission Date Filled with the registration application date which is in
process evaluation (if any).

3. Date of Approval Filled with approval date for the approved Drug previous.

4. NIE Filled with NIE (Distribution Permit Number) for the drug that was
previously approved.

5. Validity Period of NIE to be completed with the NIE validity period for the
approved drug previous.

K. DESCRIPTION OF THE BETS NUMBERING SYSTEM

Filled with a code consisting of Latin letters or Arabic numerals or a combination
of the two which is the identification of a batch, for trace back the complete history of the
batch creation, incl the stages of production, supervision and distribution.

L. PRICE INFORMATION

1. Packaging Filled in according to the size of the package to be registered.
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2. HNA Filled with the Pharmacy Net Price (HNA) for each package unit up to the
smallest packaging that will apply throughout Indonesia.

3. HET Fill in the Highest Retail Price (HET) for each package unit to the smallest
packaging that will be applied throughout Indonesia.

M. COMMITMENTS TO BE MEETED

Filled with commitments that must be fulfilled if there are any requirements
cannot be submitted yet.

N. TECHNICAL DOCUMENTS

1. Type of Document Format Filled with a check mark (V) on one of the options
according to the type the document format used for registration is the ACTD format or
ICH CTD format.

2. Part | (Administrative Documents and Product Information) Filled in according
to the number of orders / folders and the number of copies for Part | (Administrative
Documents and Product Information).

3. Part Il (Quality Documents) Filled in according to the number of orderers /
folders and the number of copies for Part 1l (Quality document).

4. Part Il (Non-clinical Documents) Filled in according to the number of orderers /
folders and the number of copies for Part 11l (Nonclinic Documents).

5. Part IV (Clinical Documents) Filled in according to the number of orders /
folders and the number of copies for Part IV (Clinical Documents).

O. DESCRIPTION OF REGISTRATION OFFICERS ##)
Filled with registration officer personal data.

1. Name Filled with full name of the Pharmaceutical Industry Registration officer
Registrant.

2. Position Filled with position of Registration officer in the Registrant
Pharmaceutical Industry.

3. Address Filled with the address of the Registration officer who can be
contacted.

4. Telephone and fax numbers Filled with telephone and fax number of the
Registration officer who can contacted.

5. Cell phone number Filled with the mobile number of the Registration officer
who can contacted.

6. E-mail Filled with active e-mail address of the Registration officer.
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Information: #) : Must be filled in when submitting pre-registration and cannot
updated at the time of submitting

Registration. ##) : Filled in when submitting pre-registration and can be updated
at the time submission of Registration. For Variation Registration or Re-registration
submitted simultaneously with certain changes, all information contained in the Form
Registration must be filled in accordance with what has been approved, except for the
part which will be made changes then the information can be updated. For Re-
registration without changes, all the information listed in the Registration Form must be
filled in accordance with what has been approved.

HEAD OF DRUG AND FOOD CONTROL AGENCY REPUBLIC OF INDONESIA,
sgd.

PENNY K. LUKITO



Annex 5

EXAMPLE OF DRUG REGISTRATION DOCUMENTS

Medicine name :
Dosage Form:
Composition:

Type and Size of Packaging:

Registrant Name:
Manufacturer Name:

PART I:
ADMINISTRATIVE DOCUMENTS
ENTIRE CONTENTS

PART I

ADMINISTRATIVE DOCUMENTS AND PRODUCT
INFORMATION

Subsection A

Whole Table of Contents

Subsection B

Administrative Documents

. Registration Form

. Registrant's Statement

. Certificates and Other Administrative Documents
. Pre-registration results

. Receipt / Proof of Payment

. Other Documents

Subsection C Product
and Label Information

. Product Information
. Label on the Package

NFROORAWNLE

PART Il

QUALITY DOCUMENTS

Subsection A

Summary of Quality Documents (RDM)

Subsection B

Quality Documents

S Active Substance

S1 General Information

S2 Production Process and Sources of Active
Substances

S3 Characterization

S4 Specifications and Testing Methods for Active
Substances

S5 Standard of Reference

S6 Packaging Specifications and Testing

S7 Stability

P Finished Drugs

P1 Description and Formula




P2 Product Development

P3 Manufacturing Procedure

P4 Specifications and Testing Methods for
Excipients

P5 Drug Testing Specifications and Methods

P6 Standard of Reference

P7 Packaging Specifications and Testing Methods
P8 Stability

P9 Evidence of equivalence (if necessary)

Subsection C

Bibliography

PART Il

NON-CLINIC DOCUMENTS

Subsection A

Review of Nonclinical Studies

Subsection B

Summary and Nonclinical Study Matrix

Subsection C

Nonclinic Study Reports

Subsection D

Bibliography

PART IV

CLINIC DOCUMENTS

Subsection A

Clinical Study Overview

Subsection B

Summary of Clinical Studies

Subsection C

Clinical Study Matrix

Subsection D

Clinical Study Reports

Subsection E

Bibliography




Annex 6
ADMINISTRATIVE DOCUMENTS
1. Letter of Cover.
2. Registration Form.
3. Registrant's Statement.
4. Certificates and Other Administrative Documents.
4.1. Domestic Medicines.

4.1.1. Pharmaceutical Industry Permit.

4.1.2. A valid CPOB certificate for registered dosage forms.

4.1.3. CPOB Certificate for Active Substance producer.

4.1.4. The latest CPOB inspection data and related changes are at
most two years issued by the Food and Drug Administration.

4.2. Licensed Medicine.

4.2.1. Pharmaceutical Industry Permit or supporting documents
with sufficient evidence for research bodies / institutions as licensors.

4.2.2. Pharmaceutical Industry Permit as a licensee.

4.2.3. A valid CPOB Certificate for the Pharmaceutical Industry of
a licensed recipient for registered dosage forms.

4.2.4. CPOB Certificate for Active Substance producer.

4.2.5. License agreement.

4.3. Domestic Production Contract Medicines.

4.3.1. Pharmaceutical Industry Permit of the Registrant or Contract
Giver.

4.3.2. Pharmaceutical Industry Permit as Contract Recipient.

4.3.3. Valid CPOB Certificate for the Pharmaceutical Industry of
the Registrant or Contract Giver.

4.3.4. Contract Recipient's still valid CPOB Certificate for the
Pharmaceutical Industry in accordance with the form of the drug dosage being
contracted.

4.3.5. CPOB Certificate for Active Substance producer.

4.3.6. Contract agreement.

4.4. Export Specific Medicines.

4.4.1. Pharmaceutical Industry Permit.

4.4.2. Registrant's CPOB Certificate.

4.4.3. CPOB certificate or other equivalent document from the
producer according to the registered dosage form (for imported drugs specifically for
export).

4.4.4. CPOB Certificate for Active Substance producer.

4.5. Imported Medicine.

4.5.1. Pharmaceutical Industry Permit for producers and
Registrants.

4.5.2. Letters of appointment from the pharmaceutical industry or
product owners overseas are exempted for Applicants who are affiliates of the parent
company.



4.5.3. Certificate of Pharmaceutical Product (CPP) or other
equivalent documents from the producing country and / or country where the batch
release certificate is issued (if necessary).

4.5.4. A valid CPOB certificate from the producer for registered
dosage forms or other equivalent documents (including CPOB certificate for the
producer of Active Substances for Biological Products).

4.5.5. The latest CPOB inspection data and related changes are
no longer than two years issued by the local Drug control authority and / or other
country's drug regulatory authorities.

4.5.6. CPOB Certificate for Active Substance producer.

4.5.7. Import justification.

4.5.8. Proof of balance of export and import activities (if
necessary). 5. Pre-registration results.

6. Receipt / Proof of Payment.
7. Other Documents



Annex 7
QUALITY DOCUMENTS

The format in this manual applies to New Registration and Variation
Registration which includes New Drugs, Biological Products and Generic Medicines.
The quality document in this manual only shows the structure and place where the
information should be included. The types and scope of supporting data refer to the
guidelines / regulations that apply nationally and internationally such as
Pharmacopoeia, ICH Guidelines, and others.

Requirements for Drugs with new Active Substances and Biological
Products may refer to the ICH Guidelines or other relevant guidelines.

Quality documents consist of:

1. Subsection A: Summary of Quality Documents (Quality Overall
Summary / QOS)

2. Sub-Section B: Quality Documents (Body of Data)

SUBSECTION A: SUMMARY OF QUALITY DOCUMENTS

Summary of quality documents (RDM) is a summary according to
the scope and format of the complete quality document (body of data). The information,
data or justification contained in the RDM must be consistent with the complete quality
documents submitted.

RDM must include an appropriate summary of information from each
subsection of the complete quality document. RDM must also include an explanation of
the main critical parameters of the quality of the drug and justification if there is a
procedure deviation from the applicable guidelines. RDM must contain an integrated
explanation regarding the relationship between the information contained in the quality
document and supporting information from other sections.

An example is the relationship between data on impurities in Active
Substances and the results of toxicology studies. In general, the information contained
in the RDM does not exceed forty pages (excluding tables and figures). For Biological or
Medicinal Products produced using a more complex process, the information contained
in the RDM may be more but not more than eighty pages (excluding tables and figures).
The structure and information contained in the RDM are as follows:

S ACTIVE SUBSTANCE

S1 General Information

Summary information from S1 subsection B.

S2 Production Process and Sources of Active Substances

Summary of information from S2 subsection B, including:

- Name and address of the manufacturer.

- Summary of the manufacturing process and process control. For
Biological Products must include information ranging from the cell bank, incl cell culture,
harvesting, purification and reaction modification, filling, storage and delivery conditions.

- Control of all materials (including starting materials, solvents,
reagents, catalysts) used in the manufacture of Active Substances, including those
derived from Biological Products.



- Control of critical stages and intermediates, including stability data
that support storage conditions for Biological Products.

- Process validation and / or study and evaluation for sterilization
and aseptic processes.

- Description and development history of the manufacturing process
as described in S2.2.

S3 Characterization

New Active Substance:

The structure confirmation, among others, is based on the synthesis
route and spectrum analysis, as described in S3.1.

Biological Products:

Description of the primary, secondary and higher order structures,
and information on biological activity, purity, and immunochemical (if necessary), as
described in S3.2.

New Active Substances and Biological Products:

Summary of purity to be monitored or tested during or after the
preparation of the Active Substance, as described in S3.2.

Generic Drugs:

As per compendial requirements or equivalent information from the
manufacturer.

S4 Specifications and Testing Methods for Active Substances

Brief description of the justification for the determination of
specifications, methods of analysis, and validation. The specifications described in item
S4.1 subsection B must be included, likewise, if there is a summary table of the results
of the batch analysis listed in item S4.4.

Generic Drugs:

Follow the requirements of the Pharmacopoeia or equivalent
information from the manufacturer.

S5 Standard of Reference

Information from item S5 subsection B (in tabular form, if
appropriate) should be included.

Generic Drugs:

Reference standards used are in accordance with the
Pharmacopoeia or equivalent information from the manufacturer.

S6 Packaging Specifications and Testing
Brief description and discussion in point S6 subsection B must be
stated.

S7 Stability

This section should include a summary of the studies performed
(test conditions, batch, method of analysis) and a brief discussion of the study results
and conclusions, proposed storage conditions, retest period or shelf life where relevant.



Post-marketing stability testing protocols and commitment to monitor stability as stated
in point P8 subsection B need to be included. Summary of the results of the stability test
in tabular form with graphical illustrations if necessary.

Generic Drugs:

The justification for determining the date of retest or the period of
distribution can refer to the literature.

P
MEDICINE

P1 Description and Formula
Information on item P1 subsection B and composition should be
included in this section.

P2 Product Development

Discussion on information and data from item P2 subsection B,
including information from development studies, components of drugs, drugs,
development of manufacturing processes, packaging systems, microbiological
attributes, specifications and packaging testing systems, and compatibility must be
included.

Generic Drugs:

Justification can use literature data.

P3 Manufacturing Process

Information from item P3 subsection B includes:

- Manufacturer information for each stage of manufacture.

- Name and amount of active substances and excipients.

- Brief description of the manufacturing process and critical stage
control and intermediate products aimed at producing consistent routine production and
quality products.

- Brief description of the results of the validation process as
described in point P3.4 subsection B.

P4 Specifications and Testing Methods for Excipients

Summary of excipient quality as described in point P4 subsection B
needs to be included.

Generic Drugs: As per Pharmacopoeial requirements or equivalent
information from the manufacturer.

P5 Drug Testing Specifications and Methods

A summary of the justification for specifying, the analytical
procedure and its validation and characterization of the impurity should be provided

Specifications listed in point P5.1 subsection B and a summary of
the results of the batch analysis listed in point P5.4 subsection B must be included.

Generic Drugs: |



mpurity characterization and Drug specifications according to
Pharmacopoeial requirements or equivalent information from the manufacturer.

P6 Standard of Reference

Information from point P6, subsection B (if appropriate, can be in the
form of a table), needs to be included.

Generic Drugs:

As per Pharmacopoeial requirements or equivalent information from
the manufacturer.

P7 Packaging Specifications and Testing
Brief description of the information contained in point P7 subsection
B and discussion must be included.

P8 Stability

A summary of the study undertaken (test conditions, batch
observed, and method of analysis), a brief description of the results of the stability study
and data analysis and conclusions should be included. Conclusions regarding the
storage conditions and shelf life and storage conditions after opening the packaging (if
necessary) should be stated. A summary of the results of the stability study in the form
of tables and / or graphs from point P8, subsection B, if any, needs to be included. Post-
approval stability test protocol Registration and stability commitment to monitor stability
as stated in point P8 subsection B must be stated.

P9 Data Equivalence
Brief description of dissolution test (in vitro) and bioequivalence test
(in vivo), if required.

SUBSECTION B: QUALITY DOCUMENTS

S ACTIVE SUBSTANCE

S1 General Information

S1.1 Nomenclature

e International Nonproprietary Name Modified (INNM).

e Pharmacopoeial name if relevant.

¢ Registration number of the Chemical Abstract Service (CAS).

e Laboratory code (if any).

e Chemical names.

S1.2 Chemical Formulas New Active Substance:

The structural formulas, including relative and absolute
stereochemistry, molecular formulas and relative molecular weights, should be
indicated.

Biological Products:

A schematic sequence of amino acids, indicating the site of
glycosylation or other posttranslational modification and relative molecular weight,
should be indicated where applicable.

Generic Drugs:



As per Pharmacopoeial requirements or other equivalent information
from the manufacturer.

S1.3 General characteristics Physicochemical properties or other
relevant properties of the Active Substance including the biological activity for the
Biological Products should be listed.

Bibliography: ICH Guidelines, New drugs: Q6A; Biological Products:
Q6B.

S2 Production Process and Sources of Active Substances
S2.1 Manufacturer
Full name and address including city and country of production of
the active substance need to be stated.
S2.2 Description and Control of Manufacturing
Process A description of the process for the manufacture of
active substances which includes information on the manufacturing process and control
of the manufacturing process needs to be included.
New Active Substance:
¢ A schematic of the synthesis process which includes the
molecular formula, weight and synthesis yield, the chemical formula of the starting
material; intermediate compounds; reagents and Active Substances describing
stereochemistry, which can identify the operational conditions and the solvent used,
should be listed.

e Narrative description of the stages of the manufacturing process
by including the amount of raw materials, solvents, catalysts, and reagents including
control of the process, equipment and operational conditions such as temperature,
pressure, pH, time, and others.

¢ The alternative process should be described in the same detail
as the primary process. The reprocessing stage must be identified and justified.

Biological Products:

Information on the manufacturing process starting from the cell
bank includes cell culture, harvesting, reaction modification and purification, filling and
packaging conditions, storage and transportation, including process flow diagrams.

References: ICH Q5A, Q5B and Q6B Guidelines.

S2.3 Control of ingredients

The materials used in the manufacture of active substances (such
as raw materials, starting materials, solvents, reagents, catalysts) must be listed in the
order of use in the process stage. It is also necessary to include information on quality
and inspection. Information indicating that these materials (including materials from
biological sources, such as media components, monoclonal antibodies, enzymes) meet
the standards for their intended use (including removal or control of adventitious
substances), should be included where relevant. For materials from biological sources,
information on source, producer and characterization must be included.

Bibliography: ICH Guidelines, New Drugs: Q6A; Biological
Products: Q6B.

Biological Products:



e Control source and starting material, a summary of the safety
information used for the virus should be included.

e Sources, history, and manufacture of cell substrates.

e Source information of cell substrates and analysis of expression
constructs used for genetically modified cells and their incorporation into initial cell
clones to create a Master Cell Bank should be listed as Q5B and Q5D.

¢ Cell banking system, characterization, and testing. Information
on the cell banking system; quality control and cell line stability during production and
storage (including the procedures used for the manufacture of Masters and Working
Cell Banks) must be stated in accordance with Q5B and Q5D. Bibliography: ICH Q5A,
Q5B, Q5C, and Q5D Guidelines.

S2.4 Control of Critical Stages and Intermediate Compounds

Critical stage:

testing and acceptance criteria with justification, including
experimental data, which is carried out at a critical stage of the manufacturing process
to ensure that the process is controlled.

Intermediates:

specification and method of analysis (if any), for intermediates
obtained during processing.

References: ICH Guidelines Q6A, Q6B, Addendum to biological
products: stability data favorable to storage conditions.

Bibliography: ICH Guidelines Q6A, Q6B, Biological Products:
Stability data supporting storage conditions.

References: ICH Q5C Guidelines.

S2.5 Process validation and / or evaluation Process validation
studies and / or evaluations for aseptic and sterilization processes should be included.

Biological Products:

Sufficient validation information and validation evaluation to prove
that the manufacturing process (including reprocessing stages) is fit for purpose and for
the selection of appropriate critical process controls (operational parameters and during
in-process tests) and their limits for critical manufacturing stages (e.g. , cell culture,
harvesting, refining and modification). Information should include a description of the
study plan as well as the results of the analysis and study conclusions. The validation of
analytical methods and assays should be compared, as part of the justification for
selecting critical process controls and their limitations. Studies on the removal or
inactivation of viral contaminants in the manufacturing process should be submitted.

References: ICH Q5A, Q5D, and Q6B Guidelines. S2.6
Development of the manufacturing process

New Active Substance:

Description and discussion of significant changes to manufacturing
processes and production sites for Active Substances used in non-clinical test batches,
clinical trial batches, pilot batches and, if applicable, production scale batches.

References: ICH Q3A Guidelines.

Biological Products:



History of the development of the manufacturing process, as
described in item S2.2. Description of changes made to batch production of Active
Substances used as Registration support (for example, non-clinical and clinical trials),
including critical process or equipment changes. The reasons for the change should be
explained including the relevant information on batch generation of Active Substance
during development, such as batch number, production batch size and use (eg stability,
non-clinical reference material) associated with the change.

Significant changes should be assessed by evaluating their
potential for impact on the quality of Active Substances (and / or intermediates, if any).
For a meaningful change in the manufacturing process, there must be data from the
corresponding Active Substance comparable analysis test. The discussion shall include
the justification for selecting the test and evaluating the test results. Clinical and
nonclinical trials in other modules can be included to complement the evaluation of the
effect of changes in manufacturing processes on the active substance and related
drugs.

References: ICH Q6B Guidelines.

S3 Characterization
S3.1 Elucidation of structure and characterization

New Active Substance:

Among other things, the confirmation of the structure is based on
the synthesis route and spectrum analysis. Information on the potential for isomerism,
stereochemical identification, or the potential for polymorph formation should be
included.

References: ICH Q6A Guidelines.

Biological Products:

Detailed descriptions of primary, secondary and higher grade
structures, as well as information on biological activity, purity and immunochemical
properties (if relevant).

References: ICH Q6B Guidelines.

Generic Drugs, Major Variations, Minor Variations:

Pharmacopoeia requirements or other equivalent information from
the manufacturer.

S3.2 Impurity Information on impurities should be stated.

References: ICH Guidelines Q3A, Q3C, Q5C, Q6A and Q6B.

Generic Drugs: Pharmacopoeial requirements or other equivalent
information from the manufacturer.

S4 Specifications and Testing Methods for Active Substances
S4.1 Specifications Detailed information on specifications, tests, and
acceptance criteria for Active Substances need to be included.

Bibliography: ICH Guidelines, New Drugs: Q6A.

Biological Products: Sources, including animal species, types of
microorganisms, etc. should be specified.

References: ICH Q6B Guidelines.
Generic Drugs, Major Variations, Minor Variations:



Active Substance Specifications according to Pharmacopoeia.
Specifications for Active Substances that do not refer to Pharmacopoeia must be stated
whether based on a Certificate of Analysis (CoA) from the manufacturer or based on
testing by the Registrant.

S4.2 Analysis procedure The analytical procedure used for testing
for Active Substance must be detailed so that it can be used by other laboratories for
retesting.

Bibliography: ICH Guidelines, New Drugs: Q2A,; Biological Products:
QG6B.

Generic Drugs, Major Variations, Minor Variations:

Requirements as per the Pharmacopoeia or other equivalent
information from the manufacturer.

S4.3 Validation of Analysis Procedures

Analysis validation information including experimental data on the
analytical method used for testing the active substance needs to be included. Validation
parameters that must be considered are selectivity, precision (intermediate precision
repetition and reproducibility), accuracy, linearity, range, quantitation limit, detection
limit, robustness, and system suitability test.

Bibliography: ICH Guidelines, New Drugs: Q2A and Q2B;
Biological Products: Q6B.

Generic Drugs, Major Variations, Minor Variations:

Required only for non-Pharmacopoeial methods.

Reference: ASEAN Guideline for Validation of Analytical
Procedure.

S4.4 Bets Analysis

A description of the batch analysis and analysis results need to be
included.

Bibliography: ICH Guidelines, New Drugs: Q3A, Q3C and Q6A,
Biological Products: Q6B.

S4.5 Specifications justification

The justification for the determination of the Active Substance
specification needs to be stated.

Bibliography: ICH Guidelines, New Drugs: Q6A,; Biological
Products: Q6B.

S5 Standard of Reference

Information on the quality of reference substances or raw materials
used for testing of active substances, needs to be stated.

Bibliography: ICH Guidelines, New Drugs: Q6A,;

Biological Products: Q6B.

Generic Drugs, Major Variations, Minor Variations: Requirements as
per the Pharmacopoeia or other equivalent information from the manufacturer.

S6 Packaging specifications and testing

New Medicines and Biological Products:

Please include a description of the packaging system, including
the identity of the primary packaging components and their specifications. Specifications
for each of these components should include description and identification (critical



measurements and drawings where appropriate). For non-Pharmacopoeial methods
with appropriate validation. For non-functional secondary packaging components (which
are not in direct contact with the product) a brief description is sufficient, while for
functional secondary packaging components additional information is required for these
components.

Things that need to be considered in the selection of packaging
such as packaging materials, the ability to protect active substances against moisture
and light, compatibility between packaging materials and active substances including
the interaction of active substances with packaging, leaching and / or safety of
packaging components.

S7 Stability Summary of Stability and Conclusions

It is necessary to provide a summary of the studies carried out, the
study protocols and results. The summary shall include study results, for example
results of forced degradation and stress conditions, including conclusions on storage
conditions and dates of retest or shelf life.

Bibliography: ICH Guidelines Q1A (R2), Q1B, and Q5C.

Postmarket Stability Protocols and Stability Commitments
Postmarket stability testing protocol and commitment to perform stability testing.

Bibliography: ICH Q1A (R2) and Q5C Guidelines. Stability Data The
results of stability tests (for example, results of studies of forced degradation and stress
conditions) are presented in the form of tables, graphs or narrations, including
information on the analytical procedures used and the validation of these procedures
according to the format specified.

Library: ICH Guidelines Q1A (R2), Q1B, Q2A, Q2B, and Q5C.
Generic Drugs, Major Variations, Minor Variations: Stability data from the manufacturer
or other equivalent information.

P DRUGS

P1 Description and Formula

Description and composition of drugs must be stated, such as:

e Dosage form;

e Complete composition, quantity of each raw material in one
production batch (including overage, if any), function of each raw material and quality
reference used (eg Pharmacopoeia monograph or manufacturer's specifications);

e Description of the solvent used for reconstitution; and

¢ The type of packaging used for reconstituted drugs and solvents, if
required.

Bibliography: ICH Guidelines, New Drugs: Q6A,;

Biological Products: Q6B.

P2 Product Development
P2.1 Development Study Information
Drugs with new Active Substances and Biological Products:
The Pharmaceutical Development Division provides information
and data on the results of development studies conducted for ensure that the dosage
form, formulation, manufacturing process, packaging system, microbiological attributes



and method of administration are in accordance with the registered drug intended use.
Such studies differ from routine testing carried out according to Drug specifications. This
section should also identify and describe the formulation and process attributes (clinical
parameters) that can affect batch reproducibility, product performance / efficacy, and
Drug quality. Supporting data and specific study results or information from published
literature can be included as an appendix. Additional supporting data can be used as a
relevant reference for non-clinical sections.

Bibliography: ICH Guidelines, New Drugs: Q6A; Biological
Products: Q6B.

P2.2 Drug Components
P2.2.1 Active Substance

Drugs with new Active Substances and Biological Products:

The compatibility of the active drug substance with excipients
should be explained. In addition, the physicochemical characteristics (eg moisture
content, solubility, particle size distribution, polymorph or solid form) of the Active
Substance which can affect the quality of the Drug should be described in this section.
The same is true for combination preparations. Compatibility of active drug substances
with excipients and physicochemical characteristics of active substances that can affect
the quality of drugs such as moisture content, solubility, particle size distribution,
polymorphs or solid form should be described in this section. The same is true for
combination preparations.

Generic Drugs, Major Variations, Minor Variations:

Information according to literature data.

P2.2.2 Excipients Selection of excipients as listed in point P1, the
concentration and characteristics that affect the appearance of the drug, must be
explained according to their respective functions.

Generic Drugs, Major Variations, Minor Variations:

Information according to literature data.

P2.3 Drugs
P2.3.1 Formula Development

Summary of information on the development of a drug formula
must consider how the drug is administered according to its intended use. The
difference between the clinical formulation and the formulation (eg Composition) as
mentioned in points P1 and P2 should be made clear. The results of comparable
equivalence studies (if required) in vitro (eg dissolution test) and in vivo (eg
bioequivalence) should be described.

P2.3.2 Overages

Overages in the formulation listed in point P1 must be explained.

P2.3.3 Physicochemical and Biological Properties

It is necessary to include all relevant drug parameters such as
pH, ionic bond strength, dissolution, redispersion, reconstitution, particle size
distribution, aggregation, polymorphism, flow properties, biological activity or potential
and immunological activity.
P2.4 Development of Manufacturing Process

The selection and optimization of the manufacturing processes

listed in point P3.2 especially at the critical stage should be explained. The method of



sterilization should be described and justified if necessary. The difference between the
process of making the batch of drugs used for pivotal clinical trials and the processes
mentioned in point P3.2 which can affect the efficacy of drugs should be noted.
Generic Drugs: refer to P3.2.
P2.5 Packaging System
The suitability of the packaging system used for storage,
transportation (delivery) and use of Medicines must be explained. Explanations
concerning things such as the selection of packaging materials, protection against the
effects of moisture and light, compatibility between packaging materials and drugs
including drug interactions with packaging, leaching, safety of packaging forms and the
accuracy of the dosage of the equipment used as part of the finished drug.
P2.6 Microbiological Attributes
The microbiological attributes of the preparation need to be stated
including the reasons for not carrying out microbial limit tests on non-sterile
preparations, the selection and effectiveness of preservatives in drugs containing
preservatives, if necessary. For sterile preparations, the integrity of the packaging
system in preventing microbial contamination should be noted.
P2.7 Compatibility
Drug compatibility with solvents for reconstitution or drug
compatibility with the packaging / medical device used, which is indicated by the
occurrence of sediment in the solution, drug interactions with injection packaging, and
drug stability information are listed to support the information on the label.
Generic Drugs, Major Variations, Minor Variations:
Literature data can be used.

P3 Manufacturing Procedure
P3.1 Drug Manufacturers
Must include the name, address and information of the person in
charge of each production facility, including the Contractor or other production facilities
involved in the manufacturing and testing process.
P3.2 Bets Formula
The formula must include the name and quantity / quantity of
active medicinal substances and excipients used, including ingredients lost during the
manufacturing process.
¢ Quantity of material (g, kg, liter, etc.).
e Overage: supporting data and justification for overage must be
included.
e Amount per batch and total unit dose should be specified.
¢ Description of all stages of drug manufacture.
Bibliography: ICH Guidelines, Biological Products: Q6B.
P3.3 Manufacturing Process and Process Control
The flow chart of the drug manufacturing process must be
included, describing each stage of the manufacturing process and showing at which
stage the ingredients were used. Supervision is carried out at a critical stage on
intermediate products and finished products.



e A complete description of the manufacturing process must cover
in detail all the important things at each stage of the manufacturing process.

¢ For sterile preparations, descriptions include the preparation and
sterilization of components (for example, containers, lids, etc.).

P3.4 Control of Critical Stages and Intermediate Products

Critical stage:

Testing and acceptance criteria (with justification including
experimental data) are performed at a critical stage of the manufacturing process to
ensure that the process is controlled.

Intermediate Products:

Information on quality and control of intermediate products during
the manufacturing process of Medicines.

References: ICH Guidelines Q2A, Q2B, Q6A and Q6B.

P3.5 Process and / or Report Validation

Descriptions, documentation, and results of validation studies of
critical stages or critical assessments carried out in the manufacturing process must be
submitted (for example, validation of sterilization processes or aseptic processes or
filling).

Bibliography: ICH Guidelines, New Drugs: Q6A; Biological
Products: Q6B.

Generic Drugs, Major Variations, Minor Variations:

ASEAN Guideline on process validation

P4 Specifications and Testing Methods for Excipients
P4.1 Specifications Excipient Specifications.
Bibliography: ICH Guidelines, New Drugs: Q6A; Biological
Products: Q6B.
Generic Drugs, Major Variations, Minor Variations:
As per Pharmacopeia requirements or other equivalent information
from the manufacturer.
P4.2 Analysis Procedure The analytical procedure used for the
testing of excipients is listed where appropriate.
Bibliography: ICH Guidelines, New Drugs: Q2A; Biological
Products: Q6B.
Generic Drugs, Major Variations, Minor Variations:
As per Pharmacopeia requirements or other equivalent information
from the manufacturer.
P4.3 Excipients come from animals and / or humans
For excipients sourced from animals and / or humans, there must
be information on the adventitious agents (for example, source, specifications,
description of tests performed, virus safety data).
Bibliography: ICH Guidelines, New Drugs: Q5A, Q5D; Biological
Products: Q6B.
Generic Drugs, Major Variations, Minor Variations:
As per Pharmacopeia requirements or other equivalent information
from the manufacturer.



P4.4 New Excipients
Detailed information on creation, characterization and control,
which can be used to support non-clinical or clinical safety data.

P5 Drug Testing Specifications and Methods
P5.1 Specifications

Drug specifications must be stated.

Bibliography: ICH Guidelines, New Drugs: Q6A; Biological
Products: Q6B.

P5.2 Analysis Procedure

The analytical procedure used for drug testing should be noted.

Bibliography: ICH Guidelines, New Drugs: Q2A; Biological
Products: Q6B.

P5.3 Analysis Method Validation Report

Analysis validation information including experimental data for the
analytical method used for drug testing should be included.

Bibliography: ICH Guidelines, New Drugs: Q2A and Q2B;
Biological Products: Q6B.

Generic Drugs, Major Variations, Minor Variations:

Required for non-Pharmacopeia methods. For the methods listed
in the Pharmacopoeia, it is required to verify the analytical method used. Reference:
ASEAN Guideline for validation of analytical procedure.

P5.4 Bets Analysis

The description of the batch and the results of the batch analysis
need to be included.

Biological Products: Descriptions (including batch size, origin and
use) and test results of all relevant batches (e.g. non-clinical, pilot for clinical trials,
scale-up, and if there is a batch of production scale) used to establish specifications and
evaluate consistency in the manufacturing process should be included.

Bibliography: ICH Guidelines, New drugs: Q3A, Q3C, and Q6A;
Biological Products: Q6B; Generic Drugs: refer to P3.4, P3.2.

Generic Drugs and Major Variations:

A summary of the batch analysis table with appropriate charts
should be included.

P5.5 Characterization of Impurity

If the information on impurity characterization is not / has not been
included in point S3.2. Impurity, it is necessary to mention in this section.

References: ICH Guidelines, New drugs: Q3B and Q6A, Biological
Products: Q6B.

Generic Drugs, Major Variations, Minor Variations:

Requirements as per the Pharmacopoeia or other equivalent
information from the manufacturer.

P5.6 Justification of Specifications

Justification for determining drug specifications needs to be given.

References: ICH Guidelines, New Drugs: Q3B and Q6A; Biological
Products: Q6B.



Generic Drugs, Major Variations, Minor Variations:
Requirements as per the Pharmacopoeia or other equivalent
information from the manufacturer.

P6 Standard of Reference

Information on the quality of reference substances used for drug
testing should be provided.

Bibliography: ICH Guidelines, New Drugs: Q6A,; Biological Products:
Q6B.

Generic Drugs, Major Variations, Minor Variations:

As per Pharmacopoeia requirements or other equivalent information
from the manufacturer.

P7 Packaging Specifications and Testing Methods

The description of the packaging system, including the identity of the
components and the specifications of the primary and secondary packaging, need to be
stated. The specification shall include description and identification (dimensions and
drawings as appropriate). A brief description of the non-functional secondary packaging
components is included (for example, devices that do not provide additional protection
or aids for drug administration). For functional secondary packaging components there
must be additional detailed information. The information stated must comply with P2.

P8 Stability

Evidence is needed to demonstrate that the product is stable, meets
the Finished Product specifications over the proposed shelf life, that no significant
decomposition of the Drug has occurred during this period, and shows no change in the
potency and effectiveness of the preservative. Summary of Stability and Conclusions
Drugs with new Active Substances and

Biological Products:

All criteria following the ICH Guidelines are acceptable except the
long term storage conditions must be 300C, 75% RH. It must be considered the ability
of the packaging system to provide protection against moisture.

Bibliography: ICH Guidelines Q1A (R2), Q1B, Q2A, Q2B and Q5C.

Generic Drugs, Major Variations, Minor Variations:

ASEAN Guideline on Stability Study of Drug Products.
Postmarketing Stability Protocols and Stability Test Commitment Post-marketing
stability protocols and commitment to implementing stability tests need to be provided.

Bibliography: ICH Guidelines, New Drugs, Biological Products: Q1A
(R2) and Q5C.

Generic Drugs:

ASEAN Guideline on Stability Study of Drug Products.

Stability Data

Stability test results must be presented in an appropriate format (for
example, tables, graphs, narratives) including information on the analytical methods
used to generate data and validation of those methods.



References:
- ASEAN Guideline on Stability Study of Drug Products.
- ASEAN Guideline on Validation of Analytical Procedure.

P9 Evidence of equivalence

Requirements for Generic Drugs and Major Variations:

The type of study carried out, the protocol used and the results of
the study should be presented in the study report. The type of study carried out must
refer to the POM's Guidelines for Bioequivalence Testing and the Guideline for
Bioavailability and Bioequivalence Studies or the WHO Manual for Drug Regulatory
Authority.

References:

- Guidelines for the POM Agency Bioequivalence Test.

- WHO, Regulatory Support Series No 5, "Bioequivalence Studies in
Humans".

- ASEAN Guideline on Bioequivalence Study.
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Annex 10
MINIMUM INFORMATION SHOULD BE CONTAINED ON PRODUCT

INFORMATION

. SUMMARY OF PRODUCT / BROCHURE CHARACTERISTICS
. Drug Name

. Dosage form

. Drug Administration

. Drug Composition (name and strength of the Active Substance)
. Indication

. Posology and method of administration

. Contraindications

. Warning - Caution

. Drug Interactions

. Pregnancy and breastfeeding

. Effect on the rider and running the engine (if necessary)

. Side effects

. Overdose and medication (if any)

. Drug action, and / or Pharmacodynamics and / or Pharmacokinetics
. Non-clinical safety data (if necessary)

. List of Excipients

. Incompatibility (if necessary)

Way of storage

Stability / limit of use after being reconstituted or after the container is opened (in
e stability) (if necessary)

20. Type and size of packaging

21
22

. Other registered dosage forms and packaging (if necessary)

. Distribution Permit Number



23. The name of the registrant and / or drug owner is in accordance with the applicable
provisions

24. Address of the registrant and / or drug owner in accordance with applicable
regulations

25. Name of producer

26. Address of the manufacturer

27. Name of industry licensing (if necessary)

28. Licensor's industry address (if necessary)

29. Instructions for use

30. Reconstitution method (if any)

3

1. Date of first approval / Re-registration (if necessary)

32. Date of change in Product Information (if necessary)

33. Drug Class

34. Special warnings, for example:

B.

1
2
3
4
5.
6
7
b

. On medical prescription

. Limited OTC medicine warning sign (P.No.1- P.No0.6)

. Warning box

. Sourced / came into contact with pork

. Alcohol content

PRODUCT INFORMATION FOR PATIENTS (Example) *

. Drug Name

. Dosage form

. Drug Administration

. Composition of active substances / what is contained in the drug?
Medicinal Power

. Indication / What is the drug used for?

. Posology and method of administration / How much and how often can this medicine

e used? What should be done if you forget to take this medicine?



8. Contraindications / Under what circumstances are you not allowed to use this
medicine?

9. Warnings and Cautions / What should be considered when using this medicine?
(such as: what happens if the drug is stopped)

10. Drug / drug interactions and what foods should be avoided when using this
medicine?

11. Pregnancy and breastfeeding / Can it be used in pregnant and lactating women?

12. Effects on motorists and running machines / Is it permissible to drive and run
machinery while taking this medicine? (if necessary)

13. Side effects / unwanted effects that may occur 14. Overdose / Signs and symptoms
of overdose (if necessary)

15. Treatment overdose / What should be done if using this medicine exceeds the
recommended dose? (if necessary)

16. How to store / How to store this medicine?

17. Limit of use after reconstitution or after opening the container / How long can this
medicine be used after the packaging is opened? (if necessary)

18. Instructions for use
19. How to reconstitution / How to dissolve this drug? (if necessary)
20. Distribution Permit Number

21. The name of the registrant and / or drug owner is in accordance with the applicable
provisions

22. Address of the registrant and / or drug owner in accordance with the applicable
provisions

23. Change date (if necessary)

24. Special warnings, for example:

a. On medical prescription

b. Limited OTC medicine warning sign (P. No.1 - P. No.6)
c. Warning box

d. Sourced / came into contact with pork

e. Alcohol content Information

*) Product Information for Patients can be explained in the form of explanations or
questions-answers.



Annex 11

MINIMUM INFORMATION SHOULD BE CONTAINED ON PACKAGING
(LABEL)
1. Medicine name
2. Dosage form
3. Packing size (unit)
4. Name and power of the Active Substance
5. Registrant's name and address
6. Name and address of the manufacturer
7. Name and address of licensor
8. Way of giving
9. Distribution Permit Number
10. Batch number
11. Production date
12. Expiration limit
13. Indication
14. Posology
15. Contraindicated
16. Side effects
17. Drug Interactions
18. Warning - Attention
19. Special warnings, for example:
a. "On medical prescription”
b. Warning sign
c. Warning box
d. "Sourced pork / intersect"
e. Alcohol content
20. Method of storage of drugs (including how to store after reconstitution)
21. Special labels, for example:
a. Highest Retail Price (HET)
b. Drug class logo (hard drugs / free limited / free)
c. Generic logo (specifically for Generic Drugs)
d. Traceability identities to ensure product legality



Annex 13
PREGISTRATION DOCUMENT COMPLETENESS

A. ADMINISTRATIVE DOCUMENTS

1. Cover letter.

2. Certificates and other administrative documents in accordance with Annex 6.

3. Documents for the determination of the 100 (one hundred) day route.

3.1. Justification that the drug is indicated for serious and rare diseases
(Orphan Drug), and / or

3.2. Justification that drugs are indicated for the treatment of serious diseases
that threaten human life (life saving), and / or are easily transmitted to others, and / or
there is no or lack of other treatment options that are safe and effective, and / or

3.3. Supporting documents for public health programs.

4. Documents for determining the 120 (one hundred and twenty) day route.

Supporting documents for registration requirements that have been approved
in a reference country with a well-known evaluation system:

4.1. Information on circulation status is accompanied by valid evidence.

4.2. The complete assessment report document from the relevant authority is
in English from the three reference countries, with the proposed indication and posology
requirements similar to those approved for the three reference countries.

Registration conditions with reference countries:

4.2.1. All aspects related to drug quality, including but not limited to the source of
raw materials, formula, place of production, release specifications and shelf life, must be
the same as those approved in the reference country.

4.2.2. The proposed drug is not a drug that requires special evaluation related to
differences in disease patterns, resistance patterns and / or national program policies,
such as anti-infective, antiviral (Hepatitis C; HIV), anti-malarial, tuberculous drugs,
biological products, and therapeutic targeted drugs. However, the approval of the
reference country is not the main basis for granting distribution licenses.

4.3. A statement letter stating that all aspects of drug quality are the same as
those approved in the reference country, including a statement that the Drug Master File
(DMF) submitted to the POM is the same as that submitted to the reference country, if
required.

5. Documents for determining the 300 (three hundred) day route.

For New Registration of New Drugs, Biological Products, or Registration of
Major Variations with new indications / new posology that are not included in the 100
Days and 120 Days pathways, an evaluation will be carried out through the 300 Day
route.

6. Drug documents related to patents (if necessary)

6.1. Patent-related statement letter.

6.2. Patent search results from the Directorate General of Intellectual Property.

6.3. Results of independent patent studies.

B. QUALITY DOCUMENTS
1. Quality overall summary.



2. Information on animal-sourced materials used in the manufacturing process of

Active Substances and Medicines.
3. DMF or equivalent document from the manufacturer of Active Substances for

Active Substances that have never been used for the production of approved drugs in

Indonesia (if necessary).
4. Equivalence data (summary / protocol) or justification does not require an

equivalence test.

C. NON-CLINIC DOCUMENTS (if necessary)
1. Nonclinical overview.
2. Nonclinical tabulated summary matrix.

D. CLINIC DOCUMENTS (if necessary)
1. Clinical overview.
2. Tabulated study synopses matrix.



Annex 14
COMPLETE NEW REGISTRATION DOCUMENTS

A. New Registration Category
In detail, the New Registration category consists of:
a. Category
1: Registration of New Medicines and Biological Products, including Biosimilar
Products, includes:
1.1 Registration of new drugs with new active substances, or biological
products;
1.2 Registration of new drugs or biological products with new combinations;
1.3 Registration of new drugs or biological products with new dosage forms
or new strengths;
1.4 Registration of new drugs or biological products with new routes of
administration;
1.5 Biosimilar Product Registration.
b. Category
2: Registration of Generic Drugs and Branded Generic Drugs, includes:
2.1. Registration of Generic Drugs and Branded Generic Drugs that require
clinical trials;
2.2. Registration of Generic Drugs and Branded Generic Drugs that do not
require clinical trials.
c. Category
3: Registration of other preparations containing drugs with special technology, can be
in the form of transdermal patches, implants, and beads.

B. Completeness of New Registration Documents

No. Category
1 2 3
11 (12 [13 [14 |15 |21 ][22 3
PART |: COMPLETENESS OF ADMINISTRATIVE DOCUMENTS AND PRODUCT
INFORMATION
A. ADMINISTRATIVE DOCUMENTS
1 Cover letter /[ 1/ [ L
2 Registration Form /[ 1/ [
E Registrant's Statement /[ 1/ [
4 Administrative certificates and /1 A A Y
documents (according to production
status: Domestic Production Drugs,
contracts, licenses, exports or
imports) in accordance with
Attachment 6
5 Pre-registration results /[ 1/ [
6 Receipt / proof of payment /[ 1/ [
7 Patent related documents
7.1. Patent-related statement letter | a a a a b b b




No.

Category

1

11 | 1.2

7.2. Patent search results from the
Directorate General of Scientific
Wealth

a d

7.3. Independent study related to
patents

A certificate from the manufacturer
regarding the use of animal-sourced
raw materials or plant-sourced raw
materials (including but not limited
to gelatin; lactose monohydrate;
magnesium stearate; materials
containing fatty acids such as
stearic, oleic, palmitic; glycerin and
other types of hydrogenated fats ;
DHA; arachidonic acid; eudragit) (if
necessary) If it is sourced from an
animal, it is accompanied by
information on the source of the
animal and a certificate of being free
from BSE / TSE

A stamped statement from the
manufacturer regarding the use of
materials sourced from pork /
porcine (if necessary)

PRODUCT AND LABEL INFORMATION

Product Information

Label

~
~

~

~

S~

~

~

~

B.
1
2
3

Photos or pictures of drugs and
original packaging

PART Il: COMPLETENESS OF QUALITY DOCUMENTS 1

‘ S. ACTIVE SUBSTANCES

Sub Part A. Summary of Quality Documents (RDM)

Sub. Part B. Quality Documents

S.1. General information

1.1 Nomenclature

1.2. Chemical formula

1.3. General characteristics

S.2. Production process and source of
active substances

2.1. Producer

2.2. Description and control of the
manufacturing process

2.3. Material control




No.

Category

1 2 3
11 (12 |13 |14 |15 (21 |22 |3
2.4. Control of critical stages and / c c / /
intermediates
2.5. Process validation and / or evaluation | / c c C / /
2.6. Development of the manufacturing / c c C / /
process
S.3. Characterization
3.1. Elucidation of structure and / c c c / /
characterization
3.2. Impurity / c c c / /
S.4. Active Substance specifications and
test methods
4.1. Specification / c c c / / / /
4.2. Analysis procedure / c c c i / / /
4.3, Validate analysis procedures / c c C / d d /
4.4. Batch analysis i c c c / / / /
4.5, Justification of specifications / c c C / /
S.5. Standard of comparison / c c C / / / /
S.6. Packaging specifications and testing / Cc Cc c / /
S.7. Stability
P. DRUGS
P.1. Descriptions and Formulas /[ |/ [ L
P.2. Product development
2.1. Development study information |/ |/ [ L
2.2. Drug Components /[ |/ [
2.3. Drug /[ |/ / |/ [ /|
2.4. Development of the /[ |/ / |/ /|
manufacturing process
2.5. Packaging system /[ |/ /[ |/ /|
2.6. Microbiological attributes /[ 1/ /[ 1/ 1/ /
2.7. Compatibility /[ 1/ [ L
P.3. Manufacturing Procedure
3.1. Drug Manufacturers /[ 1/ [
3.2. Batch formula / / / |/ /[ |/ / |/
3.3. Process manufacturing and /[ |/ /| /L
process control
3.4. Control of critical stages and /[ |/ /| /L
intermediate products
3.5. Process and / or report /[ |/ /| /L
validation
P.4. Excipient specifications and
test methods
4.1. Specification /[ 1/ [




No.

Category

1

1.1

4.2. Analysis procedure

/

4.3. Excipients come from animals
and / or humans

/

~|I~|w|w

4.4. New excipients

/

P.5. Drug test specifications and
methods

5.1. Specification

5.2. Analysis procedure

~

5.3. Analysis method validation
report

S~ T~

~ |~

~ |~

S~ T~

S~

S~ T~

~|T~

S~ T~

5.4. Batch analysis

5.5. Characterization of impurities

5.6. Justification of specifications

P.6. Standard of comparison

P.7. Packaging specifications and
test methods

N~ N YN

N~ NN S

N~ 1NN S

N~ TN N YN S

NN N NS

N~ NN

N~ 1NN S

N~ N YN

P.8. Stability

P.9. Evidence of equivalence

Sub Part C. Bibliography

/

/

/

PART Ill: COMPLETENESS OF NON-CLINIC DOCUMENTS

Subsection A. Overview of nonclinical

studies

/

/

e

Subsection B. Summary and matrix of
nonclinic studies

/

/

1

Summary of nonclinical studies

/

/

2

Contents of nonclinical study
summaries and matrices

3

Summary of the nonclinical study
matrix

Subsection C. Nonclinical study
reports (if necessary)

fi

Table of contents for nonclinical
study reports

fi

Study report

2.1. Pharmacology

h,i

fi

2.2. Pharmacokinetics

h,i

fi

2.3. Toxicology

f,i

Sub Part D. Bibliography

PART IV: COMPLETENESS OF CLINICAL D

Subsection A. Overview of clinical studies

2o ===

Subsection B. Summary of clinical studies




No.

Category

1

11 | 1.2

2.2

w

Summary of biopharmaceutical studies and
related analytical methods

/|

Summary of clinical pharmacological
studies

/|

3

Summary of clinical efficacy

4

Summary of clinic safety

5

Synopsis of individual studies

Sub Part C. Clinical study matrix

Section

D. Clinical study reports

1

Table of contents for clinical study reports

=TI IYNSNIYNSNYS
il il S S S

=T INIYNSN IS

=TI IYSNIYNSNYS

it il N S N B

~ISN NN YN YS

2

Clinical study reports

2.1 Report on biopharmaceutical
studies

2.1.1. Bioavailability (BA) study
reports

2.1.2. Report on comparative
bioavailability (BA) and
bioequivalence (BE) studies

2.1.3. In vitro-in vivo correlation
study report

2.1.4. Reports of bioanalytical and
analytical methods for human
studies

2.2 Reports of pharmacokinetic
studies using human biomaterials

2.2.1 Reports of plasma protein
binding studies

2.2.2. Reports of studies of liver
metabolism and drug interactions

2.2.3. Study reports using other
human biomaterials

2.3 Reports of human
pharmacokinetic (PK) studies

2.3.1. Reports of PK studies on
healthy subjects and baseline
tolerability

2.3.2. PK study reports on the
subject and baseline tolerability
reports

2.3.3. Reports of PK studies on
population

2.4 Reports of human
pharmacodynamic (PD) studies




No. Category

1 2 3

11 112 |13 (14 (15 |21 |22 |3

2.4.1. Reports of PD and PK / PD
studies in healthy subjects

2.4.2. PD and PK / PD study reports
on the subject

S~

2.5 Efficacy and safety study reports

2.5.1. Controlled clinical study /
reports regarding climatic
indications

2.5.2. Unmatched clinical study
reports

2.5.3. Data analysis reports from
more than one study, including
integrated formal analysis, meta-
analysis, and bridging analysis.

2.5.4. Other clinical study reports

Postmarket experience reports i i i i i /

3
4 Case report form and individual i i i i i [/
subject list (if necessary)

Sub Part E. Bibliography i i i i i e [/

Information :

a) : if the Registrant is not the originator or does not get the designation / license from
the originator

b) : for the first Generic Drugs or Biosimilar Products

c) : if the source and process of making the Active Substance differ from those
approved

d) : for noncompendial Active Substances

e) : for the new route of giving

f) : required for components of Medicines that have never been approved

g) : for Generic Drugs that require clinical trials

h) : required for Biosimilar Products when there are issues related to the quality and
pharmacotoxicology of the Active Substance

i) : does not apply to drug registrations with reference countries



ANNEX 16

REGULATION OF THE HEAD OF THE DRUG AND FOOD CONTROL AGENCY OF THE
REPUBLIC OF INDONESIA NUMBER 24 YEAR 2017 ABOUT CRITERIA AND PROCEDURE
FOR DRUG REGISTRATION

TYPES OF CHANGES, TERMS AND COMPLETENESS OF VARIATION REGISTRATION
DOCUMENTS

A.Variation Registration Administrative Documents

Administrative documents that must be submitted at the time of application for Variation
Registration include:

1. Cover letter.

2 Registration Form.

3.Registrant's Statement.

4 Certificates and administrative documents @according to production status:

Domestically produced drugs, contracts, licenses, exports, imports)according to Attachment 6.
5. Pre-registration results df required).

6. Receipt/proof of payment.

7.Other documents.

7.1 A statement regarding the fulfillment of Variation Registration requirements (eg a

statement that the Active Substance testing procedure has not changed for Variation
Registration, tightening of Active Substance specification limits).

7.2.Distribution Permit and all variation registration approval letters issued by the Food
and Drug Supervisory Agency and their attachments.

7.3. Table of proposed changes matching, including change references.
7.4 Justification for proposed changes.
B.Variation Registration Technical Documents
Technical documents are submitted in accordance with the proposed Variation Registration.

Specifically for vaccines, the types of changes, requirements and completeness of documents
refer to WHO guidelines. The category of changes in the WHO guidelines is different from the

registration category in Indonesia, so the registration category adjustments are made as follows:

No Categories listed in WHO Category Registration in
guidelines Indonesia




1 Major Major Variation Registration
2 Moderate Minor Variation Registration
3 Minor Notification Variation

Registration

1. CATEGORY 4:REGISTRATION OF MAJOR VARIATIONS

No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

Changes in Product Information that affect aspects of safety efficacy that require clinical trial data

1

Changes in

indications and,or

posology; addition of

new indications
and,or posology.

A. Administrative Documents, Product

Information, and Labels
1. Product Information.

B. Non-clinical documents (f necessary)

1. Review of nonclinical studies.

2. Summary and matrix of nonclinical
studies.

C.Clinical documents

1. Review of clinical studies.

2. Summary of clinical studies.

3. The clinical study matrix for submitting
changes or additions to indications and,or
posology.

4 Clinical study report @s stated in the
clinical study matrix.

5. Post-marketing/PSUR security report up
to the latest period.

6. Other references.

Changes in Product
Information that

affect security
aspects.

A. Administrative Documents, Product

Information, and Labels
1. Product Information.

B. Non-clinical documents (f necessary)

1. Review of non-clinical studies or
documents justifying changes/additions to
non-clinical information.

2.Summary and matrix of non-clinical
studies @ccording to proposed
amendments).

C_Clinical documents

1. Review of clinical studies or documents
justifying changes/additions to clinical
information.




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

2. List of supporting documents for the
proposed Product Information changes.
3. Available clinical study matrices for

submission of changes to Product
Information.

4 Clinical study report @s stated in the
clinical study matrix).

5. Post-marketing/PSUR security report up
to the latest period (f necessary).

6. Other references (f necessary).

B.Changes in Product Information that affect safety as

pects that do not require clinical trial data

Changes in Product
Information that
affect security
aspects.

1 Special for New

Drugs and Biological
Products.

A. Administrative Documents, Product

Information, and Labels
1. Product Information.

B. Clinical documents
1 Justification and,or other supporting

documents according to the proposed
changes.

2. Post-marketing security report/PSUR (if
necessary).
3. Other references.

C.Changes related to Active Substances and,or Formulas that affect efficacy-safety aspects that

requ

ire clinical trial data

1

Changes related to
Active Substances
and,or Formulas that

require clinical trials.

A. Administrative Documents, Product

Information, and Labels
1. Product Information.

B. Quality document

1. Complete Active Substance quality
document (f necessary).

2.Complete drug quality documents.

3. Characterization data that illustrates that

the conformation and immunogenicity of the
antigen are comparable to the dosage form
and,or new formula (vaccine only).

4 Commitment to continue long-term
stability studies.
C.Clinical documents

1. Review of clinical studies or documents
justifying changes/additions to clinical
information.

2. List of supporting documents for the
proposed Product Information changes.




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

3. Available clinical study matrices for

submission of changes to Product
Information.

4. Clinical study report @s stated in the
clinical study matrix.

5. Post-marketing security reporttPSUR up
to the latest period (f necessary).

6. Other references (f necessary).

Replacement of
Master Cell Bank
(MCByMaster Seed

Lot (MSL)..

1. Special Biological
Products.

2.To manufacture a
new master cell;seed

lot from the original or
preapproved master
cell'seed lot or working

celliseed lot by
subcloning.
3. Not associated with

any changes to the
host cell line

A. Quality document
1. Source, history and number of passages
of new master cells/seeds with

documentation of all raw materials of animal
or human origin used in the overall culture
history.

2.Results of all identity tests, including

cytogenetic characteristics that can be used
to identify cells.

3. Information on characterization and
testing of MCB/Working Cell Bank (WCB)

and cells from the final part of production or
part after production.

4 Results of all existing adventitious agent
tests on new donors and master cells.
5.Growth and expression characteristics

when cell substrates are used to produce
recombinant proteins. This includes
evaluation of the copy number and stability
of the introduced nucleic acids as well as
the quantity and quality of the express
protein to a level that exceeds the
anticipated production cycle time.

6. Qualification of cell bank or seed lot
based on applicable standards.
7.Validated cell stability under frozen

storage and conditions storage using data
cell recovery or viability.

8.For viral master seeds, all documents
related to all manipulations of viral
phenotypes such as virulence attenuation or
genetic reassortment or recombination.
Including determination of nucleic acid
sequences and biological sources of starting
materials.




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

9. Sterility test data, mycoplasma,
adventitious virus (f necessary).

10. Comparability of the approved and
proposed Active Substances in terms of
physicochemical characterization, biological
activity and impurity profile.

11 Batch analysis data (n the table) of at

least three batches of Active Substances
originating from new and old cell'seed lots.

12.The results of stability studies are

consistent with a minimum of three batches
produced using new cell'seed lots according

to the relevant stability guidelines; and a
statement letter that will continue the
stability study until the approved shelf life, if
necessary, and report to the Food and Drug
Administration if there are test results that
do not meet the requirements (with an action

plan) or when requested by the Food and

Drug Administration
13. Commitment to submit a drug stability

study report according to the proposed
changes.

B. Clinical documents

1. Clinical study review or change
justification document.

2. List of supporting documents for
changes.

3. Available clinical study matrices for
submission of amendments.

4 Clinical study report @s stated in the
clinical study matrix.

5. Post-marketing/PSUR security report up
to the latest period (f necessary).

6. Other references (f necessary).

Critical changes in
the fermentation
process changes
that have the
potential to have an
impact on the quality
of the Active

Special recombinant
products.

A. Quality document
1. Flowchart (ncluding process and in-
process control IPC)and narrative

description of the proposed production
process.

2. Information on characterization and

testing after cell bank production for
recombinant products or antigens for non-




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

Substance or
Finished Product).

recombinant products, if changes have an
impact on increasing fermentation or
subcultivation yields.

3.1f sourced from an animal, it is

accompanied by information on the source
of the animal and a certificate free of Bovine
Spongiform Encephalopathy
(BSE)Transmissible Spongiform

Encephalopathies (TSE).
4 Process validation report.
5. Comparability studies before and after

changes related to physicochemical
properties, biological activity, purity, and
contamination.

6. Non-clinical and,or clinical studies, if
quality data do not show comparability.
7.Comparison of IPC and release test

results for at least three consecutive
batches of commercial-scale Active

Substances, between before and after the
change.

8. Comparison of the long-term stability

test results of the Active Substance, a
minimum of three commercial scale batches
produced with the proposed amendment
(minimum three months of testing unless

otherwise stated).
9. Commitment to continue long-term
Active Substance stability studies.

Critical changes in
the purification
process of the active
substance that have
the potential to have
an impact on the
viral clearance
capacity or
contamination profile
of the active
substance.

1. Special Biological
Products.

A.Quality document
1. Flowchart (ncluding process and IPC)

and narrative description of the proposed
production process.

2. Process validation report.
3. Comparability studies before and after

changes related to physicochemical
properties, biological activity, purity, and
contamination.

4 Non-clinical and/or clinical studies, if
guality data do not show comparability.
5.Comparison of IPC and release test

results for at least three consecutive
batches of commercial-scale Active




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

Substances, between before and after the
change.

6. Comparison of long-term stability test

results, a minimum of three commercial
scale batches produced with the proposed
amendment (minimum three months of

testing unless otherwise stated).
7.Commitment to continue long-term Active
Substance stability studies.
8. Information regarding the risk of

potential contamination with adventitious
agents (eg, impact studies on viral

clearance, BSE/TSE risk).

D.Changes related to the quality of the Active Substan

ce

1

New WCB or
Working Seed Lot
(WSL)changes.

1. A new cell bank or

seed lot is obtained
from a pre-approved

MCB/MSL. 2. The new
cell bank is at a pre-
agreed passage level.

A Administrative Documents, Product

Information, and Labels
1. Revision of information related to quality

and control of critical raw materials eg
specific pathogen-free eggs and chickens)

used in the proposed new generation of
WCB.

B. Up-to-date quality documents
1. Qualification of cell bank or seed lot.
2. Information on characterization and

testing of WCB and cells produced after the
production process.

3. Comparability studies before and after

changes related to physicochemical
properties, biological activity, purity, and
contamination.

4 Non-clinical and/or clinical studies,
if the quality data do not show comparability.
5.The results of the quality control test are

in the form of quantitative data in tabular
format for the proposed new cell bank.

6. Comparison of IPC and release test

results for at least three consecutive
batches of commercial-scale Active

Substances, between before and after the
change.

7.Comparison of the long-term stability

test results of the Active Substance, a
minimum of three commercial scale batches




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

produced with the proposed amendment
minimum three months of testing unless

otherwise stated).
8. Commitment to continue long-term
Active Substance stability studies.

2 Change and/or 1 Especially for New A Quality document
addition of Active Drugs and Drugs that 1. Drug Master File (DMF)from
Substance require a manufacturers of Active Substances for
manufacturers or bioequivalence test (BE Active Substances that have never been
production facilities | test) used for the production of approved Drugs
for bulk Active 2. Specification of in Indonesia.
Substances or Active Substance'has 2. Comparison of batch analysis data from
Active Substance o
intermediate not changed. old and new producers (specifically for
products. 3. Specifications Biological Products, batch analysis from a
release and shelf life)of | minimum of three batches of Active
the drug have not Substances on a pilot/production scale).
changed. 3. Active Substance stability report f
4.Drug stability test has | necessary).
been carried out 4. Comparison of drug batch analysis data
according to the from two drug batches (pilot/production
protocol with a scale) from new and old active substance
minimum of two manufacturers (specifically for biological
batches of Active . Y
Substance on a pilot products, batch analysis from a minimum of
scale or production three consegutlve batches on
scale with data for at pilot/production scale).
least six months giving 5. Drug stability report and Drug stability
results that meet commitment if the Drug stability report is
specifications. incomplete.
6. Equivalence test data (in vitrojin vivo) f
necessary).
3 Change and/or 1. Special Biological A Quality document

addition of
production facilities
of Active Substances
or intermediate
products of Active
Substances.

Products.

1. Report on the validation results of the
active substance manufacturing process.
2. Comparability studies before and after

changes related to physicochemical
properties, biological activity, purity, and
contamination.

3.Non-clinical andor clinical studies, if
guality data do not show comparability.
4 Comparison of IPC and release test

results for at least three consecutive
batches of commercial-scale Active




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

Substances, between before and after the
change.

5.Comparison of the long-term stability

test results of the Active Substance, a
minimum of three commercial scale batches
produced with the proposed amendment
minimum three months of testing unless

otherwise stated).
6. Commitment to continue long-term
Active Substance stability studies.

the active substance
reprocessing stage.

reprocessing is not
caused by repeated
deviations from the
validated process and
the root cause of the
reprocessing is
identified.

4 Changes in the 1. Does not include the | A Quality document
process of making | Active Substance of 1. Description of the active substance
Active Substances | Biological Products.2. | synthesis.
ic;r;:zzg;&gatenals ' | Does not include Active | 2 Comparison of batch analysis data of
Substances. PN W scales) from the old and new manufacturing
oS processes.
;g%uiir;a;\éggtrﬁgf 3. Active Substance stability report with
sources which require new manufacturing process.
viral safety data. 4. 4. Comparison of batch analysis data from
Stability test for Active | tWo batches of Drugs (pilotproduction scale)
Substances has been between Active Substances with old and
carried out according to | new manufacturing processes.
the protocol with a
minimum of two
batches of pilot scale or
production scale with a
minimum of six months
of data providing
results that meet
specifications.
5 The introduction of 1.The need for A. Quality document

1. Comparison of IPC and release test

results for at least three successive batches
of commercial-scale Active Substances,

between before and after the change.
2. Comparison of the stability test results

of the Active Substance, a minimum of three
commercial scale batches produced with the
proposed changes under long-term

conditions @ minimum of three months of
testing unless otherwise stated).




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

3. Commitment to continue long-term
stability studies of Active Substances.
4 Data describing the root cause of

reprocessing, including validation data to
help prevent reprocessing from affecting the
Active Substance.

Change andor
addition of
producers/sources of
biological raw
materials.

1. Special Biological
Products.

A. Quality document
1 BSE/TSE certificate (when using
BSE/TSE risky materials)or information and

evidence that the material does not pose a
BSE/TSE risk potential.

2.Comparison of IPC and release test

results for at least three consecutive
batches of commercial-scale Active

Substances, between before and after the
change.

3. Information on risk assessment related

to potential contamination with adventitious
agents.

4 Information describing the comparison
of raw materials/

Changes in
production scale at
the stage of
fermentation, viral or
cellular propagation.

1. Special Biological
Products.

2. There is no change in
the specifications of the
Active Substance
beyond the
predetermined levels.
3. There is no change in
the contamination
profile of the Active
Substance beyond the
predetermined levels.
4 Changes do not
occur as a result of
repeated events during
manufacture or due to
stability issues.
5.Changes have no

impact on the refining
process.

6.Changes have no
impact on the quality,

A.Quality document
1. Flowchart (ncluding process and IPC)

and narrative description of the proposed
production process.

2. Information on characterization and

testing after cell bank production for
recombinant products or antigens for non-

recombinant products, if changes have an
impact on increasing population doublings
or subcultivation.

3. Process validation study report.

4. Comparability studies before and after
changes related to physicochemical
properties, biological activity, purity, and
contamination.

5.If quality data are not sufficient to
describe comparability, non-clinical and.or
clinical studies must be submitted.

6. Comparison of IPC and release test

results for at least three consecutive
batches of commercial-scale Active




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

safety or efficacy of the
Finished Product.

7.There is no change in

the proportionality of
raw materials (where

this scale change is
linean.

8. Scale change using

Substances, between before and after the
change.

process limits for the
manufacture of
approved Active
Substances.

Products.

8 Changes in the scale | 1. Special Biological A. Quality document
of the production Products. 1. Flowchart (including process and IPC)
pr]?c_ess "’;t the 2.There is no change in | and narrative description of the proposed
refining stage. the principle of the production process.
antigen sterilization 2. Process validation study report.
procedure. 3. Comparability studies before and after
3.There is no change in | changes related to physicochemical
the antigen properties, biological activity, purity, and
specification beyond contamination.
the predetermined 4. Non-clinical and.or clinical studies, if
levels. quality data do not show comparability.
4.Changes must not 5.Comparison of IPC and release test
occur by repeated results for at least three consecutive
occurrences during batches of commercial-scale Active
e e Substances, between before and after the
stability observations. change ’
B Cha”_ges JUUTEEY 6. Comparison of the long-term stability
scale with .
. . test results of the Active Substance, a
PEpeIiliEiEly of minimum of three commercial scale batches
production parameters :
. produced with the proposed amendment
and materials. - .
minimum three months of testing unless
otherwise stated).
7.Commitment to continue long-term
Active Substance stability studies.
9 Widening of in- 1. Special Biological A.Quality document

1 Scientific and,or historical data to
support the reasonsjustification for the
proposed changes.

2.IPC information on critical stages and

intermediate products of the Active
Substance.

3. A copy or summary of the analytical

procedure, if a new analytical procedure is
used.




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

4 Validation study report, if new analytical
procedure is used.

5.Comparison of IPC or specifications
before and after changes.

6. Comparison of IPC and release test

results for at least three consecutive
batches of commercial-scale Active

Substances, between before and after the
change.

7. Justification of limits and new in-process
tests.
8.Comparison of the long-term stability

test results of the Active Substance, a
minimum of three commercial scale batches
produced with the proposed amendment
minimum three months of testing unless

otherwise stated).

9. Commitment to continue long-term
Active Substance stability studies.

10. Complementary changes to the
specifications of the Active Substance (if
necessary).

10.

Elimination of in-

process tests that
could have a
significant effect on
the quality of the
Active Substance as
a whole.

1. Special Biological
Products.

A.Quality document

1 Scientific and,or historical data to
support the reasonsjustifications for the
proposed changes.

2.IPC information on critical stages and

intermediate products of the Active
Substance.

3.Comparison of IPC or specifications
before and after changes.

4 Comparison of IPC and release test
results for at least three consecutive
batches of commercial-scale Active
Substances, between before and after the
change.

11

Addition or
replacement of in-
process tests due to
safety or quality
issues.

1. Special Biological
Products.

A Quality document

1. Scientific and,or historical data to
support the reasonsjustifications for the
proposed changes.




No | TYPE OF CONDITION DOCUMENTS SUBMITTED
CHANGES

2.IPC information on critical stages and
intermediate products of the Active
Substance.

3. A copy or summary of the analytical
procedure, if a new analytical procedure is
used.

4 Validation study report, if new analytical
procedure is used.

5.Comparison of IPC or specifications
before and after changes.

6. Comparison of IPC and release test
results for at least three consecutive
batches of commercial-scale Active
Substances, between before and after the
change.

7.Complementary changes to the
specifications of the Active Substance (if
necessary).

12. | Changes to animal 1. Special Biological A. Quality document
speciesstrains for Products. 1. Data that illustrates that the proposed
Active Substance changes to the proposed animalsstrain
approval testing €., provide results that are comparable to the
new speCIeS/stralns, approved data.
animals of different 2. Certificate of eligibility for animals to be
ages, new producers used in tests.
where the genotype
of the animal cannot
be confirmed).

13. | Changes in the 1. Excluding Biological | A Quality document

specification of non-

Pharmacopoeial
Active Substances.

Products. 2. The stability

test of the active
substance has been
carried out according to
the protocol with a
minimum of two pilot
scale or production
scale batches with a
minimum of six months
of data providing
results that meet
specifications

1. Specification of the new Active
Substance.

2. Active Substance analysis method.

3. Validation report of active substance
analysis method.

4 Active Substance batch analysis data
for all tests on the new specifications wo
pilotproduction scales).

5. Active Substance stability report and

commitment to Active Substance stability if
the Active Substance stability report is
incomplete.




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

14

Widening of the
starting
material/intermediate
specification limit,
which has a
significant effect on
the overall quality of
the Active
Substance andor

Drug.

1. The change is not a

consequence of the

previous assessment's
commitment to review
the specification limits.

2.Changes are not the

result of unexpected
events during the
process of making the
Active Substance eg
new contamination;
changes in total
contamination limit).

3.The test procedure is

the same, or changes
minor.

4.The test method is

not a
biologicalimmunologica

| method
immunochemical or
methods using
biological reagents for
biologically active
substances excluding
standard
pharmacopoeial
microbiological
methods).

5. Every ingredient,

change is not on
genotoxic impurity. If in
the final Active
Substance, the residual
solvent must comply
with the limits of the
International Council for
Harmonization of
Technical
Requirements for
Registration of
Pharmaceuticals for
Human Use
(CHylInternational

Cooperation on

A.Quality document
1. Comparison of specifications between

those already approved and those
proposed.

2. Details of the analysis method and

validation data of the new analytical method,
if necessary.

3.Batch analysis of two batches of active
substance production (for Biological
Products: three production batch, unless
otherwise specified) for all specification
parameters.

4. Comparison of the dissolution profile of

the drug at least one pilot scale batch
containing the Active Substance with the
approved and proposed specifications (f

necessary).
5. Justification for the new parameter and
specification limits.




No | TYPE OF CONDITION DOCUMENTS SUBMITTED
CHANGES
Harmonisation of
Technical
Requirements for
Registration of
Veterinary Medicinal
Products (VICH), the
new impurity control
must comply with the
Pharmacopoeia.
15. | Elimination of Active | 1. Special Biological A. Quality document
Substance release | products. 1. Specification of the proposed Active
test parameters. Substance.

2. Scientific andsor historical data to
support the reasonsjustifications for the
proposed changes.

3. Evidence of consistency of quality and
production process is maintained.

16. | Widening of 1. Special Biological A. Quality document
acceptance criteria | Products. 1. Scientific and/or historical data to
for the release of support the reasonsjustifications for the
Active Substance
specifications. proposeq ghapges. _

2. Specification of the proposed Active
Substance.

3. Evidence of consistency of quality and
production process is maintained.

17. | Changes in shelf life | 1. Special Biological A Quality document
specifications of Products. 2. For any 1. Scientific and/or historical data to
Active Substances. | changes to the shelf life | support the reasonsjustifications for the
specifications of the proposed changes.
Active Substance.3. 2 Comparison of the release
Drug specifications specifications andor shelf life, between
IR IS G those that have been approved and those
that have been proposed with the marked
changes.

3. Stability of the Active Substance at least
three production scale batches with the
proposed specifications and a commitment
to continue stability studies until the
approved shelf life.

18. | Changes in 1 For any qualitative or | A Quality document
Excipients in quantitative change of 1. Justification for changes, given in the
Biologically Active the Excipient in the form of appropriate pharmaceutical
Substances. Active Substance.




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

2. Excipient changes do
not affect the release
specification test
method and the shelf
life of the drug.

3. The batch formula
and specifications of
the drug have not
changed.

development ncluding aspects of stability
and preservation with antimicrobials if
appropriate).

2. Description and flowchart of the active
substance manufacturing process.

3. Specifications of old and new excipients.

4. New Excipient CoA.

5.Comparison of Active Substance
specifications old and new.

6. Information showing the comparability of

the approved and proposed Excipients in
terms of physico-chemical characterization

and impurity profiles.

7. Stability of Active Substances with new
Excipients.

8. For Excipients at risk of TSE, if
necessary: - Certificate of Suitability for
Excipients. - Documented evidence showing
that the risk of TSE Excipients has been
evaluated.

9.Drug release and shelf life
specifications. 10. Comparative batch
analysis data «n tabular form) of at least
three batches of Drugs manufactured using
the new and proposed Active Substances
with Excipients. 11. The results of stability
studies of at least three batches of drugs
produced using active substances with new
excipients according to the relevant stability
guidelines and a statement letter to continue
the stability study until the shelf life f
necessary) and report to the Food and Drug
Administration if there are results that do not
meet conditions (with an action plan)or
when requested by the Food and Drug
Administration.

19.

Changes in testing
procedures on
process control,
release and stability
of Active
Substances.

1. Special Biological
Products.
2.For any changes to

the test procedure for
the release or stability
test of the Active
Substance.

A. Quality document

1. Description of the proposed test method.

2.Report on the validation study of the
proposed test procedure.

3. Comparative test results between the
approved and proposed test procedures.




No | TYPE OF CONDITION DOCUMENTS SUBMITTED
CHANGES
3. Specification of
Active Substance has
not changed.
20. | Changes to the 1. Special Biological A. Quality document
Active Substance Products. 1. Information of proposed construction
packaging system. | 5 £or any changes, materials and packaging system design
including the type of features.
packaging, the 2. Compatibility study reports, leaching
qua“ttiﬂ\t/_e and materials, leak tests, etc.to demonstrate the
quantitative o : :
composition, the shape zsg{aet;:fty of using the proposed packaging
and dimensions of the 3. Production process validation report
packaging system that = ) }
is in direct contact with | Using the proposed packaging system if
the Active Substance necessary).
3.For any changes that 4 Release specifications and shelf life of
are not included in the | Active Substances.
Minor Variation 5.The results of stability studies are
category. suitable for at least three batches of Active
Substances produced using the proposed
packaging system in accordance with the
relevant stability studies and a statement
letter that will continue the stability studies
until the shelf life, if necessary, and report to
the Food and Drug Administration if there
are results unqualified test (with action plan)
or when requested by National Agency of
Drug and Food Control.
21 | Additionsiupdates/ch | 1. Variations are made | A Administrative documents

anges to the Plasma
Master File (PMF).

on registered blood
products. 2. Changes
have a potential effect
on product quality and
safety.

1. GMP certificate for plasma collection
and processing facilities and,or a statement

of fulfilment of GMP aspects of plasma
collection and processing facilities in case of
updates/,changes in plasma sources.

B. Quality document

1 Release specifications and shelf life of
Active Substances.

2.Drug release and shelf life
specifications.

3.Comparative batch analysis data (n
tabular form) of at least three batches

produced using approved plasma sources
and new plasma sources.




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

4 Results of appropriate stability studies of

at least three batches produced using a new
PMF source and/or a new plasma source,

as per relevant stability guidelines.

5. Adventitious Agents Safety Evaluation
report, if necessary.

6. Expert statement that outlines the

changes made to the new PMF or a
document containing an evaluation of the
potential effect of PMF changes on the
Drug, including a specific risk assessment.

7.For new,changed PMF, must be
accompanied by:
a.new PMFnew version;
b. Plasma specifications and plasma

pool batch analysis data;
c. EMA annual recertification letter, and

if there is a recertification assessment result
report;
d. Letter of Access issued by PMF

holder to product owner; and
e.Information in Section S.2.3 which

includes:
e Source and collection of plasma.
e Characteristics of donations.

¢ Epidemiological data regarding blood
transmissible infections.

¢ Selection/exclusion criteria.

¢ Plasma quality and safety.

¢ Plasma storage and transport
conditions.

¢ Plasma specifications and plasma pool
batch analysis data.

E.Changes related to drug quality

1

Increase in Medicine
batch size by more
than ten times.

1 Excluding Biological
Products.

2.Formula and
specifications (release
and shelf life) of the
drug have not changed.
3. The results of the
validation process are

A.Quality document

1. Manufacturing process and process
control.

2.Batch formula.

3. Flowchart of the production process from
the beginning to the final packaging.

4. The results of the validation of the drug
manufacturing process.




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

in accordance with the
previously approved
batch.

4 Changes do not

affect the reproducibility
and.or consistency of

the Drug.
5. Stability tests have

been carried out
according to the
protocol with a
minimum of two pilot
scale or production
scale batches with a
minimum of six months
of data providing
results that meet
specifications.

5.Drug Specifications.

6.Drug batch analysis results.
7.Comparison of batch analysis data
between previous production batches three
batches of drug production scale)and those
currently proposed (minimum of two batches
of drug on pilot scale or production scale).
8. Commitment to submit a new batch of
production scale analysis (f a pilot scale
analysis batch is submitted).

9. Drug stability report from pilot scale or

new production scale and drug stability
commitment if Drug stability report is
incomplete.

size by up to ten

Products.

2. Up to ten times 1 Excluding Biological | A Quality document

increasg in Drug _ Products. 2. Formula 1 Manufacturing process and process

batch size, for sterile | 5 specifications control.

products. release and shelf lifeyof | 2 Batch formula.
the drug have not 3. Flowchart of the production process
changed.3.The results | from the beginning to the final packaging.
of the validation 4 The results of the validation of the drug
process are in manufacturing process and the results of
accordance with the " lidati f the sterilizat
previously approved e validation 9 . gs erilization process.
batch. 4. Changes do 5.Drug Specifications.
not affect the 6.Drug batch analysis results.
reproducibility and.or 7.Comparison of batch analysis data from
consistency of the at least two batches of old and new
Drug. 5. Stability tests production scale drugs.
have been carried out 8. Drug stability report of the new
according to the production scale and drug stability
protocol with a commitment if the Drug stability report is
minimum of two incomplete.
production scale
batches with a
minimum of six months
of data providing
results that meet
specifications.

3. Reduced Drug batch | 1. Excluding Biological | A Quality document




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

times, for sterile

2.Formula and

1 Manufacturing process and process

products. specifications (release | control.
and shelf life) of the 2.Batch formula.
drug have not changed. 3.Flowchart of the production process
3. The results of the from the beginning to the final packaging.
validation process are 4. Report on the results of the validation of
in accordance with the | the drug manufacturing process.
previously approved 5.Drug Specifications.
batch. .
6.Drug batch analysis results.
4 Changes do not . .
. 7.Comparison of batch analysis data from

PUEEHTS (EELUE| at least two batches of old and new
and,or consistency of .

production scale drugs.
the Drug. .

8. Drug stability report of the new
5.Changes are not due . .
i production scale and drug stability
to influence on the drug | commitment if the Drug stability report is
manufacturing process incomplete
or stability issues. '
6. Stability tests have
been carried out
according to the
protocol with a
minimum of two
production scale
batches with a
minimum of six months
of data providing
results that meet
specifications.
4 Scale up the 1. Special Biological A. Quality document

production process
at the
formulationfilling

stage.

Products.
2.The proposed scale

uses equipment that is
similar,comparable to
those that have been
approved. Note:
changes in equipment
size are considered to
be
dissimilar,comparable.
3.Other changes
related to the
production process
and,or in IPC only
caused by changes in

1. Description of the production process, if

different from the approved process and
critical stage IPC information and on the
proposed Finished Product intermediate
product.

2.1PC testing information, as requested.

3. Process validation study report

4 Comparison of the results of the release
test for at least three consecutive batches of
Commercial scale Drugs, between before
and after the change.

5.Comparison of long-term drug stability
test results, a minimum of three commercial
scale batches produced with the proposed




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

batch size for example,
formulation, test and
the same Standard
Operating Procedure
(SOP). 4. Changes must

not be caused by
repeated occurrences
during production or
stability problems.5.
There is no change in
the principle of the
finished product
sterilization procedure.

for example, media fill),
as requested.

amendment (minimum three months of
testing unless otherwise stated).
6. Commitment to continue long-term

stability studies to support complete shelf
life/holdtime under normal storage

conditions and to report to the Food and
Drug Administration any failures that occur
during the long-term stability studies.

7.Information on leachables and
extractables, as requested.

Changes in tablet
coating weight or
capsule shell weight
for gastroresistant
preparations, their
modifications or
sustained release
preparations.

1. Drug formula
(qualitative) does not
change.

2. The composition of

the coating and capsule
shell remains
unchanged.

3.Drug dissolution
profile does not change

for solid dosage forms
if needed).

4 Specifications
(release and shelf life)

The drug does not
change except the
weight of the coating.

5. Stability tests have

been carried out
according to the
protocol with a
minimum of two
batches of pilot scale or
production scale with
data of at least six
months giving results
that meet
specifications.

A. Quality document
1.Batch formula.
2.Drug batch analysis results.
3.Comparison of drug batch analysis data

from a minimum of two drug batches
(pilot/production scale)from the old and new

tablet coatings or capsule shells.
4 Results of drug batch analysis.
5. Drug stability report for two pilot scale

batches with new Formula and drug stability
commitments if the drug stability report is
incomplete.

6. Equivalence test data dn vitrosin vivo) (f
necessary).

7. Justification for not performing a new BE
test.




No

TYPE OF
CHANGES

CONDITION
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Quantitative and,or

qualitative change of
Excipients.

1. Excluding Biological
Products.
2.Not for changes that

require clinical trial data
efficacy and safety).

3. Stability tests have

been carried out
according to the
protocol with a
minimum of two
batches of pilot scale or
production scale with a
minimum of six months
of data providing
results that meet
specifications.

A.Quality document

1. Pharmaceutical development.

2.Batch formula.

3. Flowchart of the production process
from the beginning to the final packaging.

4 Report on the results of the validation of
the drug manufacturing process.

5 Excipients specifications and test
methods.

6. Drug Specifications.

7.Drug analysis procedure.

8.Report on the results of the validation of
drug analysis methods.

9. Results of drug batch analysis.

10. Comparison of Drug batch analysis

data from a minimum of two batches
(pilot/production scale) of the old and new

Formulas.

11 Results of content uniformity test (or
scoring or breakline).

12 Drug stability report and commitment

to Drug stability if the Drug stability report is
incomplete.

13.Equivalence test data (in vitros/in vivo) (f
necessary).
14 Justification for not doing BE test.

Changes in
Biological Product
Excipients.

1. For any qualitative or

guantitative change in
the formulation of
Excipients in Drugs. 2.
Excipient changes do
not affect the release
specification test
method and the shelf
life of the drug.

A Quality document
1. Comparison of the batch formula and

per unit dose of approved and proposed
Drugs.

2. Justification for changes should be

given in the form of appropriate
pharmaceutical development (including

aspects of stability and antimicrobial
preservation where appropriate).

3. Information showing the comparability of

the approved and proposed excipients in
terms of physico-chemical characterization

and impurity profiles.
4. For Excipients at risk of TSE, if
necessary: - Certificate of Suitability for
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DOCUMENTS SUBMITTED

Excipients. - Documented evidence showing

that the risk of TSE Excipients has been
evaluated.

5.Comparison of approved and proposed
drug release and shelf life specifications.

6. Comparison of batch analysis data «n
tabular form) of at least three batches of

Drugs produced according to the approved
and proposed formulations.

7. The results of stability studies of at least

three batches of drugs produced with the
proposed formula according to the relevant
stability guidelines and a statement letter to
continue the stability study until the shelf
life, if necessary, and report to the Food and
Drug Administration if there are results that
do not meet the requirements (with action
plan) or when requested by the Food and

Drug Administration.

Changes in the drug
production process
that may affect
stability.

1. Excluding Biological
Products.
2.Does not affect the

safety efficacy of the
product.

3. Process
validation/production
consistency has been
carried out.

4 Formula and
specifications (release
and shelf life) of the
drug have not changed.
5. Stability tests have
been carried out
according to the
protocol with a
minimum of two
batches of pilot scale or
production scale with
data of at least six
months giving results
that meet
specifications.

A. Quality document

1. Pharmaceutical development.

2. Manufacturing process and process
control.

3. Flowchart of the production process from
the beginning to the final packaging.

4 Report on the results of the validation of
the drug manufacturing process.

5.Results of drug batch analysis.

6. Comparison of batch analysis data

between the previous production process
(three batches of production scale drugs)
and those currently proposed (minimum of
two production scale drug batches or one
production scale drug batch and two pilot
scale drug batches).

7.Drug stability report from two pilot-scale
drug batches and drug stability commitment
if the drug stability report is incomplete and
the drug stability commitment is one batch
production scale.
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CONDITION
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Changes in the drug
manufacturing
process in drug
manufacturers

1. Special Biological
Products.

2. For any changes in
the manufacturing
process andor changes
in production scale at
each stage of the Drug
manufacturing process.
3.For any changes not
contained in the Minor
Variation.

A.Quality document

1. Reports and summaries of the
manufacturing process validation study that
submitted.

2.Drug release and shelf life specifications.

3. Comparative batch analysis data (n
tabular form)using a minimum of three
batches of Drugs produced using the
approved and proposed processes.

4 Stability study reports of at least three
batches of Drugs produced using the
proposed process according to the relevant
stability guidelines and a statement letter
that will continue stability studies until the
shelf life, if necessary, and report to the
Food and Drug Administration if there are
test results that do not meet the
requirements (with an action plan)or when
requested by the Food and Drug
Administration.

5.The letter contains a statement that:

a There was no change in terms of
gualitative and quantitative impurity profiles
or physicochemical properties;

b. Changes do not give negative changes
to the reproducibility of the process;

¢. Changes made are not the result of
unexpected events during production or due
to stability issues;

d. Drug specifications have not changed

10

Change or addition
of a part or all of the
stages of drug
production.

1.The results of the
SMF evaluation/
inspection (f needed)
are eligible. 2. The

results of the GMP
inspection in the last
two years are
satisfactory. 3. There is

no change in formula,
source of raw material
for active substances
and excipients,
production process,
specifications for drugs,

A. Administrative Documents, Product

Information, and Labels
1. Product Information (f necessary).

2.Label on the packaging (f necessary).
B. Quality document

1. Manufacturing process and process
control.

2. Flowchart of the production process
from the beginning to the final packaging.

3.Report on the results of the validation of

the drug manufacturing process at the new
place.
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and specifications for
packaging materials. 4.

Validation of the drug
manufacturing process
has been carried out
according to the
protocol of three
batches of drug
production scale, or a
minimum of one batch
of drug on a pilot scale
and a commitment to
process validation for
the first three
production batches with
predicted delivery
times. (For Biological

Products: Process

validation report of at
least three production
scale batches). 5. The

transfer of analytical
methods from the old
place to the new place
has met the
requirements. 6. Stability

tests have been carried
out according to the
protocol with a
minimum of two pilot
scale or production
scale batches with a
minimum of six months
of data providing
results that meet
specifications (For
Biological Products:
drug stability study
report in a new place of
at least three
production scale

4 Report on the results of
validationverification of analytical methods

which is the transfer of methods from the old
place to the new place.

5 Results of drug batch analysis.

6. Comparison of batch analysis data
between the previous production site three
production scale drug batches)and the
currently proposed one (minimum of two

production scale drug batches or one
production scale drug batch and two pilot
scale drug batches).

7.Comparison of dissolution profile data

between drugs from the old and new
production sites (f necessary).

8. Drug stability report and Drug stability

commitment if the Drug stability report is
incomplete. (For Biological Products: stability

study reports for drugs produced in a new
place of at least three production scale
batches).

9. Equivalence test data (in vitrojin vivo) (f
necessary).

batches).
12 | Change of place of 1. Not for sterile A Administrative Documents, Product
primary packaging of | products. Information, and Labels

Drugs.

2.The results of the
GMP inspection in the

1. Product Information (f necessary).
2.Label on the packaging (f necessary).
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last two years are
satisfactory.

3. There is no change in
formula, source of raw
material for active
substances and
excipients, production
process, specifications
for drugs, and
specifications for
packaging materials.

4 Validation of the
primary drug packaging
process

has been carried out
according to the
protocol of three
production-scale drug
batches, or a minimum
of one pilot-scale drug
batch and a
commitment to process
validation for the first
three production
batches with predicted
delivery times.

5. Stability tests have

been carried out
according to the
protocol with a
minimum of two
batches of pilot scale or
production scale with
data of at least six
months giving results
that meet
specifications.

B. Quality document

1. Flowchart of the production process
from beginning to final packaging and
location information for each stage of
production to final packaging.

2. Report on the results of the validation of

the primary packaging process in the new
place.

3.Results of drug batch analysis.

4 Comparison of batch analysis data
between the previous production site three
batches of production scale drug)and the
currently proposed one (minimum of two

production scale drug batches or one
production scale drug batch and two pilot
scale drug batches).

5. Study of bulk holding time (if necessary).
6. Drug stability report and Drug stability

commitment if Drug stability report is
incomplete

Changes in non-

Pharmacopoeial
Drug specifications.

1. Drug analysis method
has not changed.
2. Stability tests have

been carried out
according to the
protocol with a
minimum of two pilot
scale or production
scale batches with a

A.Quality document

1. New Drug Specifications.

2.Drug batch analysis data for all tests on
the new specifications wo pilotproduction
scales).

3. Drug stability report and Drug stability

commitment if the Drug stability report is
incomplete.
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minimum of six months
of data providing
results that meet
specifications.

13

Changes in the
shape and.or
dimensions of the
primary packaging
(for sterile
preparations).

1 There is no change in
the specifications of the
primary packaging
material.

2.Not a significant part
of the packaging
material that affects the
distribution, use, safety
or stability of the Drug.

3.Especially for Drugs

with the final
sterilization method:

Validation of the drug
manufacturing process
has been carried out
according to the
protocol of three
production-scale drug

batches, or a minimum
of one pilot-scale drug
batch and a
commitment to process
validation for the first
three production
batches with predicted
delivery times.

4 For changes in "head
space" or changes in
surfacenvolume ratio-: e

Stability tests have
been carried out
according to protocol
with a minimum of two
pilot scale batches or
production scale with a
minimum of six months
of data provides results
that meet
specifications.

A Administrative Documents, Product

Information, and Labels
1. Examples of primary packaging in the

form of photos or images according to the
original (mock up.dummy.

B. Quality document

1. Specifications and testing methods of
packaging materials.

2.Report on the validation results of the

manufacturing process for Drugs for Drugs
with the final sterilization process.

3. Drug stability report and Drug stability

commitment if Drug stability report is
incomplete

14

Changes in the
release

1. Special Biological
Products.

A. Quality document
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specifications and
shelf life of the drug.

2. For any changes to
the release
specifications and shelf
life of the Drug.

1 Justification for changes accompanied by
scientific andor historical data to support the
proposed changes.

2. Comparison of the release
specifications and,or shelf life of Drugs,

between those that have been approved
and those that have been proposed with
marked changes.

3.Drug batch analysis for all tests in the
proposed specification (minimum three
batches).
4 For any changes to the stability-
indicating parameters in the specification:
- The results of stability studies are

appropriate at least three batches of Drugs
tested according to the proposed
specifications according to the relevant
stability guidelines; and

-A statement letter will continue the
stability study until the approved shelf life, if
necessary, and report to the Food and Drug
Administration if there are test results that
do not meet the requirements (with an action

plan)and if necessary.

15 | Changes to 1 For any changes to A Quality document
specifications on the specifications on 1. Justification for changes accompanied
Fr:giierlsjz control in process c?ntrokl'in the | py scientific andor historical data to support
maniatuinn | Basen o | Mo popSsSdchanges
process. 2. Comparison of specifications on process
control between approved and proposed
with marked changes.
3.Batch analysis for all tests in process
control that
16 | Widening of 1. Special Biological A Quality document

approved in-process
boundaries in the
drug manufacturing
process.

Products.

1. Information on critical stage production

process control and on proposed antigen
intermediate products.

2.Update the specifications of the
Finished Product if it changes.
3. A copy or summary of the analytical

procedure, if a new analytical procedure is
used.
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4 Validation study report, if analytical
procedure is used.

5.Matching table or description, as
modified, between approved and proposed.

6. Comparison of batch analysis data of at

least three consecutive batches of
commercial scale Drugs, between before
and after the change.

7. Justification for new in-process tests and
limits.

8. Comparison of long-term drug stability
test results, at least three commercial-scale

batch produced with the proposed
amendment @ minimum of three months of

testing unless otherwise stated).

17 | Changes in the 1. Special Biological A Quality document
testing procedure for | products. 1. Description of the proposed test method.
Excipients in Drugs. | 5 gor any changes to 2.Report on the validation study of the
the Excipient testing proposed test procedure.
procedure for the 3.Comparative test results between the
Active Substance. approved and proposed test procedures.
3. Specifications of 4. Excipient Specifications.
Active Substances and
Drugs have not
changed.
18 | Changes in the 1. Special Biological A. Quality document

production of
biological excipients
excluding biological

adjuvants).

Products.

1. Detailed information on the source of
the Excipient eg, animal species, country of
origin) and the steps taken during the

process to minimize the risk of TSE
exposure.

2. Comparison of the physicochemical
properties and contamination profiles of the
proposed and approved excipients.

3. Production process information and
monitoring of critical stages in the
production process and on the proposed
Excipient intermediate product.

4 Comparison of batch analysis data of at
least three consecutive batches of
commercial scale excipients, between
before and after the change.




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

5.Comparison of long-term drug stability

test results, a minimum of three commercial
scale batches produced with the proposed
amendment (minimum three months of

testing unless otherwise stated).

6. Commitment to continue long-term drug
stability studies.

7.Risk assessment information regarding

potential contamination with adventitious
agents (eg, impact on viral clearance studies

or BSE/TSE risk)including required viral
safety documentation.

19

Changes in producer
of plasma-sourced

excipients.

1. Special Biological
Products.

A Quality document
1. Comparison of the physicochemical

properties and contamination profiles of the
proposed and approved excipients.

2. Production process information and

monitoring of critical stages in the
production process and on the proposed
Excipient intermediate product.

3.Comparison of batch analysis data of at

least three consecutive batches of
commercial scale excipients, between
before and after the change.

4 Comparison of long-term drug stability

test results, a minimum of three commercial
scale batches produced with the proposed
amendment minimum three months of

testing unless otherwise stated).
5.Commitment to continue long-term drug
stability studies.
6. Risk assessment information regarding

potential contamination with adventitious
agents.

7.Complete production data and clinical

safety to support the use of the proposed
human plasma-derived Excipient.

20

Changes in testing
procedures on
process control in
the drug
manufacturing
process.

1. Special Biological
Products.
2 For any changes to

the testing procedure
for the release or

A Quality document
1. Description of the proposed test method.
2.Report on the validation study of the
proposed test procedure.




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

stability test of the
Drug.

3. Specifications of
Active Substances and

Drugs have not
changed.

3. Comparative test results between the
approved and proposed test procedures.

21 | 21.Changes to Drug | 1. Special Biological A. Quality document
testing procedures Products. 1.Drug release and shelf life
for releasesstability | 2 For any changesto | specifications.
studies. the testing procedure 2. Description of the proposed test method.
for the release or 3.Report of the proposed test procedure
stability test of the validation study.
Drug, L 4. Comparative test results between the
3. Specifications of
i approved and proposed test procedures.
Active Substances and
Drugs have not
changed.
22 | Drug packaging 1 Special for Biological | A Quality document
system changes. Products and sterile 1. Information of proposed construction
preparations. materials and packaging system design
2.For any changes, features.
including the type of 2. Compatibility study reports, leaching
packaging, the materials, leak tests, etc.to demonstrate the
qualitative and suitability of using the proposed packaging
quantitative system
composition, rio STEEe 3.Production process validation report
and dimensions of the - _ _
packaging system that | USing the proposed packaging system (if
is in direct contact with | necessary).
the Drug. 4 Drug release and shelf life
3.For any changes that | specifications.
are not included in the 5.Comparison of long-term drug stability
Minor Variation test results, a minimum of three commercial
category. scale batches produced with the proposed
amendment (minimum three months of
testing unless otherwise stated).
6. Commitment to continue long-term drug
stability studies.
23 | Solvent packaging 1. Special Biological A. Quality document

system changes.

Products.

2 For any changes,
including packaging
type, qualitative and
guantitative

1. Information of proposed construction

materials and packaging system design
features.




No | TYPE OF CONDITION DOCUMENTS SUBMITTED
CHANGES
composition, shape and 2. Compatibility study reports, leaching
dimEns?ons oftthe _ materials, leak tests, etc.to demonstrate the
packaging system in b - :
e T R T zsg{aet;:fty of using the proposed packaging
solvent_usgd Jeli 3. Production process validation report
reconstitution. ; _ _
3 For any changes that using the proposed packaging system if
are not included in the necessary). )
Minor Variation 4.Solvent release and shelf life
category. specifications.
5.The results of stability studies
correspond to a minimum of three batches
of solvents produced using the proposed
packaging system according to the relevant
stability studies.
24 | Changes in package | 1 Drugs with new A Product and Label Information
sizevolume andor | packaging are 1. Product Information.
changes in the consistent with 2. Labels on primary and secondary
shape or dimensions | posology and duration packaging.
of solid and sterile of treatment. B. Quality document
preparations 2.Drug specifications ' o .
ackaging fluid. 1. Justification stating that the volume of
DEID 211 have not changed. ) . .
) the proposed dosage form is consistent with
3.The packaging the approved dosing regimen.
material specifications 2.Process validation report, sterilization,
have not changed. . .
. and packaging system (f necessary).
4 Stability tests have o . T
. 3. Certificate of batch analysis (minimum
) GEliEle G two batches of Dru
according to the - 9s). -
protocol with a 4.Drug stability report and drug stability
minimum of two commitment if drug stability data is
batches of pilot scale or | incomplete.
production scale with a
minimum of six months
of data providing
results that meet
specifications.
2. CATEGORY 5: REGISTRATION OF MINOR VARIATIONS
No | TYPE OF CONDITION DOCUMENTS SUBMITTED
CHANGES
A Changes related to Product Information andor Labels
1 1. Product 1. Specific Generic A.Product and Label Information
Information Drugs. 2. Product 1. Product Information.
Changes. information (submitted 2.Packaging label (f necessary).




No | TYPE OF CONDITION DOCUMENTS SUBMITTED

CHANGES
claims) must match 3. Supporting documents for changes to the
those that have been proposed Product Information.
approved in Indonesia.

2. Change in the name | 1. The owner of the A.Product and Label Information

of the Distribution Permit 1. Certificate of change of name.

RegistrantPharmace | does not change.2.The | 2 product Information.

utical location of the 3.Packaging labels.

Industry/licensorpha | RegistrantPharmaceuti

rmaceutical industry | cal Industry/Drug

as a source of Drug | |icensor does not
imports.

change.
3. Drug trade name 1. The name of the drug | A Product and Label Information
change. is in accordance with 1. Product Information.
the applicable 2. Primary and secondary packaging labels.
provisions.
2.Product Information,
Label and packaging
design are not
changed.

4 Major addition to the | 1. Product Information A Product and Label Information
packaging. claims have not 1. Product Information.

changed. 2. Packaging 2.Secondary packaging label.
specifications have not
changed.

5. | Adding Product 1. Product information A Product and Label Information
Information in according to the last 1. Product Information.
Englishindonesian. | approved 2. Packaging label (f necessary).

6. Tightening of claims A.Product and Label Information
relating to security. 1. Product Information.

B. Clinical documents
1. Justification and,or other supporting

documents according to the proposed
changes.

2. Post-marketing security report/PSUR (if
necessary).
3. Other references.

B.Changes related to the quality of the Active Substance

1 Changes or 1.The proposed A. Quality document
additonsto production facility isan | 1.Justification that the proposed changes
production facilities | approved antigen fall into the category of Minor Variations.

for bulk Active production site.




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

Substances or
Active Substance
intermediate
products.

2.Any changes to the
production process
and,or control are
considered as Minor
Variation or Notification
Variation category.

3. The facilities in the
new premises are
under the same quality
assurance/quality
control supervision.

4 The proposed
changes do not involve
additional containment
requirements.

2. Comparability studies before and after
related changes:

-physicochemical properties,

-biological activity,

-purity,

-contamination, and

-contaminants, according to the proposed
changes.

3.Comparison of IPC and release test
results for at least three consecutive
batches of commercial-scale Active
Substances, between before and after the
change.

4 Comparison of the stability test results of
the Active Substance, a minimum of three
commercial scale batches produced with the
proposed changes under long term
conditions @ minimum of three months of
testing unless otherwise stated).

5.Commitment to continue long-term
stability studies to support shelf life/hold time
complete under normal storage conditions
and report to the Food and Drug
Administration any failures that occur during
long-term stability studies.

Minor changes in the
process of making
Active Substances.

1. Does not include

biologically active
substances.

2. There are no
gualitative and
guantitative changes in
the impurity
profile.chemical
physics.

3. The synthesis route
remains the same g
the intermediate is
unchanged).

4 Specifications and
stability of Active
Substances or
intermediate products
do not change.5. The

process of making

A. Quality document

1. Characterization of Active Substances.

2. Description of the active substance
synthesis.

3. The results of the analysis of Active
Substances.

4 Comparison of batch analysis data of at

least two batches of Active Substances
(pilot/production scale) produced according

to the old and new manufacturing processes
of Active Substances.

5.For sterile Active Substances, report the

results of the validation of the production
process (f necessary).




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

Active Substances
does not use raw
materials from
human/animal sources

which require viral
safety.

Minor changes in the
process of making
Active Substances.

1. Special Biological
Products.
2. Applies to any minor

changes in procedures
and,or production scale

at any stage of
production of the Active
Substance
3.Regarding non-critical
process changes, such
as changes to
harvesting and.or

pooling procedures
without changes to
production methods,
recovery, storage
conditions or
production scale;
duplication of
fermentation strain, the
addition of an identical
or similar,comparable

bioreactor.
4. There are no

principal changes to the
sterilization procedure.
5.There are no
changes to
specifications beyond
those already
approved.

6. There is no change in
the impurity profile of
the Active Substance
beyond the approved
limits.

7.Changes are not
caused by repeated
events occurring during
the manufacturing

A. Quality document

1. Justification for change.

2. Justification of categories of changes
related to their impact on antigen quality.

3. Summary of process changes associated
with approved processes in tabular form.

4 Flowchart (ncluding process and IPC)

and narrative description of the proposed
production process.

5.BSE/TSE certificate (when using
materials with BSE/TSE risk) for example

ruminant origin, or information and evidence
that the material does not have the potential
to pose BSE/TSE risk.

6. Validate process changes (f necessary).

7.For changes in the process of making
active substances, comparability of active
substances in terms of physicochemical
characterization, biological activity and
impurity profile.

8. Comparative batch analysis data (n
tabular form) of at least three batches

produced using the approved and proposed
processes.

9. Stability studies using a minimum of
three batches of Active Substances (pilot
scale or production scale)according to the

relevant stability guidelines or commitment
to conduct appropriate stability studies and
report to the Food and Drug Administration
if any test results do not meet the
requirements or when requested by the
Food and Drug Administration. National

Agency of Drug and Food Control.
10. Commitment to submit a Drug stability

study report according to the proposed
changes.




replacement of
equipment in the
drug manufacturing
process or

example, formulation
tank, filter housing,
filling line and head,
and lyophilizer).

Products.

No | TYPE OF CONDITION DOCUMENTS SUBMITTED
CHANGES
process or due to
stability issues.
8.Changes have no
impact on viral
clearance data or
chemical properties of
the inactivating agent.
4. | Widening of in- 1 There is no change in | A Quality document
process the specifications of the | 1.Information on controls carried out at
specifications for Active Substance. critical stages of production and on
Active Substances. | 2 There is no change in | proposed Active Substance intermediates.
the contamination 2.Comparison of IPC acceptance
profile of the Active testcriteria between approved and
Substance_bgyond the proposed.
LI il 3.Comparison of IPC and release test
3.Changes are not due .
results for at least three commercial-scale
to repeated :
. batches of Active Substances, between
CERlliEnEEs eI before and after the change
production or stability T T L
issues. 4. Limit justification and new in-process
tests.

5. Comparison of the stability test results of
the Active Substance, a minimum of three
commercial-scale batches produced with the
proposed changes under long-term
conditions @ minimum of three months of
testing unless otherwise stated).

6. Commitment to continue long-term
stability studies to support complete shelf
life/hold time under normal storage
conditions and report to the Food and Drug
Administration any failures that occur during
the long-term stability studies.

5. | Addition or 1. Special Biological A Quality document

1. Description of the production process, if
different from the approved process and
information on the supervision of the
production process of critical stages and
intermediate products of the proposed
Finished Product.

2.1PC testing information, as requested.

3.Process validation study report as

proposed.




No | TYPE OF CONDITION DOCUMENTS SUBMITTED
CHANGES

4 Batch analysis data (in the table) of at
least three batches of Drug before and after
the change.

5.Comparison of long-term drug stability
test results, a minimum of three commercial
scale batches produced with the proposed
amendment (minimum three months of
testing unless otherwise stated).

6. Commitment to continue long-term drug
stability studies.

7.Information on leachables and
extractables, as requested.

8. Information on new equipment and
comparison of similarities and differences
between approved and proposed
operational principles and specifications.

6. Changes in the 1 Excluding Biological | A Quality document
method of analysis | products. 1. Active Substance analysis method.
of Active Substances | 5 gpacification of 2.Report on the results of the validation of
(non-compensatory). Active Substance has the old and new analytical methods.
not changed. 3.Report on the results of the conformity
3. Specifications test of the old and new analytical methods.
(release and shelf life) of
the drug have not
changed.
7. IPC specification 1.Change is not a A. Quality document

changes in the
manufacturing
process Active
substance.

consequence of
previous assessment
commitments to review
specification limits. 2.
Changes are not the
result of unexpected
events during the
process of making
Active Substances, for
example new
contaminants; change
in the total
contamination limit.

3.Changes must be

within the agreed range
of limits.

1. Table of approved and proposed in-
process test comparisons.
2. Details of new non-Pharmacopoeial

analytical methods and data validation, if
necessary.

3.Batch analysis of two production batches
of Active Substance ©only for Biological

Products of three production batches,
unless otherwise specified) for all

specification parameters.




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

4. The test procedure is

the same or changes
minor.

5.The new test method

does not involve new
nonstandard
techniques or newly
used standard
techniques.

Extension of the
retest period;storage
of Active
Substances.

1. Changes are not due

to unexpected events
during the
manufacturing process
or due to stability.

2.Changes are not

related to widening the
acceptance criteria of
the tested parameters,
eliminating stability
parameters or reducing
the frequency of testing.

A. Quality document
1. Active substance stability test data.
2. Specification of Active Substance.

Increase in batch
size of
Active/iintermediate

by more than ten
times.

1. Active Substances do
not include Biological
Productsimmunological
substances or are
sterile.

2.Changes do not
affect the reproducibility
of the process.
3.Changes are not due
to unexpected events
during the
manufacturing process
or due to stability.

4 The specifications for
the active
substance/intermediate
have not changed.

5. The results of the
analysis of a minimum
of two batches in
accordance with the
specifications must be
available for the
proposed batch size.

A. Quality document

1. Specification of Active
Substance/intermediate.

2. Comparison of batch analysis data (in
tabular form) of Active
Substancesintermediates produced
previously and currently proposed (minimum
of one batch of production scale). Data from

the next two production scale batches must
be available and reported if out of
specification




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

6.Changes in
manufacturing methods
that require scaling up,
for example the use of
equipment/machines of

different sizes.

10. | Addition or change 1. Special Biological A. Quality document
of Active Substance | Products. 1. Summary of the test validation study at
testing sites 2.The test procedure the new test site.
;Qgﬁﬁ;;%ttsdsssfgn d has not. ghapged. 2. Test results data of at least three
process control. 3. Specification of batches tested at the approved and
Active Substance has | proposed locations.
not changed. 3. Information and standard specifications
4 Validation results for comparison.
meet the requirements. 4 Especially for the change of the stability
5. Transfer of analytical | test site, the stability test report in new test
methods has met the site.
requirements.
11. | Addition or change 1. Special Biological A. Quality document
in storage conditions | products. 1. Proposed storage conditions and shelf
of the Active life
SLISSEED () _ 2. Stability test results «in the form of,
example, expansion .
or narrowing of gomplete'long-term stability data over sh.elf
temperature criteria) life submitted on at least three commercial
scale batches.
12. | Reduction or 1.Change is an A. Quality document

elimination of
overage.

overage of previously
approved active
ingredients.

2.The release

specifications and shelf
life of the drug product
have not changed.

1. Justification of the proposed changes.

2. Comparison table of the proposed
formula and the approved formula.

3. Test results (Certificate of Analysis/CoA)
of two batches of Drug products.

4 Drug stability report and drug stability

commitment if drug stability data is
incomplete.

C.Changes related to drug quality

1

Changes in the
industry responsible
for batch release
excluding drug

testing).

1. Special for imported
drugs.

2.Valid for one mother
company.

A Product and Label Information
1. Product Information.
2. Label on the packaging.




decrease in drug
batch size by up to
ten times, for the
usual tablet and oral
liquid dosage forms.

Products.
2.Changes do not

affect the specifications
of the Drugs; must
report any changes to
the manufacturing
method and/or process

control made to
changes related to
batch size, for example
the use of tools with
different sizes.

3.The results of the

validation process are
in accordance with the
previously approved
batch.

4 Changes do not

affect reproducibility

No | TYPE OF CONDITION DOCUMENTS SUBMITTED
CHANGES
2. Changes in the 1 Excluding Biological | A Product and Label Information
industry responsible | products. 1. Product Information.
for batch release 2.Special for imported 2.Label on the packaging.
(including drug .
, drugs. B. Quality document
testing) 3.Valid for one mother 1. Report on the results of the
company. validationverification of the analytical
4 The transfer of method which is a transfer from the old
analytical methods from | place to the new place.
the old place to the new | 2 Batch analysis data (minimum two
place has met the batches of pilot scale drug)at the new and
requirements. old test sites.
3. Change or addition 1. The product owner A. Quality document
of Drug testing place. | and the place of 1. Results of the analysis of new drug
release of the batch batches.
remain the same. 2. Drug Specifications.
2.The test site has 3.Standard of comparison.
been registered. 4. Results of drug batch analysis.
3. Transfer of drug 5.Report on the transfer of drug analysis
analysis method from methods.
the old place to the new
place has fulfilled the
requirements.
4 Drug specifications
have not changed.
4 Increase and,or 1 Excluding Biological A.Quality document

1 Manufacturing process and process
control.

2.Batch formula.

3.Drug Specifications.

4 Results of drug batch analysis.

5.Comparison of batch analysis data of at
least two drug batches (production scale)
from old and new batches.

6. Drug stability report of the new

production scale and drug stability
commitment if the Drug stability report is
incomplete.




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

and,or consistency of
the Drug.
5.Changes are not due

to influence on the drug
manufacturing process
or stability issues.

Change of one
excipient component
with another
excipient with the
same functional
characteristics.

1. Excluding modified
release preparations
and sterile
preparations.

2.Does not include

preparations that
require clinical trials,
including
bioequivalence tests.

3. Validation of the drug

manufacturing process
has been carried out
according to the
protocol of three
batches of drug
production scale, or a
minimum of one batch
of drug on a pilot scale
and a commitment to
process validation for
the first three
production batches with
predicted delivery
times.

4 Specifications
release and shelf life) of

the drug have not
changed.

5. Stability tests have

been carried out
according to the
protocol with a
minimum of two
batches of pilot scale or
production scale with
data of at least three
months providing
results that meet
specifications.

A. Quality document
1.If sourced from an animal, it is

accompanied by information on the source
of the animal and a BSE/TSE free certificate.

2.Report on the results of the validation of
the drug manufacturing process.

3. Comparative dissolution test data Old
and new formulas.

4. Drug stability report and Drug stability

commitment if the Drug stability report is
incomplete.

5. Justification for not doing BE test.




No | TYPE OF CONDITION DOCUMENTS SUBMITTED
CHANGES
6. Excipient Changes 1. The drug dissolution | A Quality document
for Drugs belonging | profile of the new 1. Comparative dissolution test data Old
to a narrow formula is comparable | and new formulas.
giﬁp;%:clggﬁ é(sor Egrtr:ﬁ;f the old 2 Report on the results of the validation of
Classification 2 Validation o the druig the drug mz.:mufacturlng process.
System (BCS) Class . 3. Comparison of batch analysis data
) manufacturing process . :
4 that do not require . o v between the previous production batch ¢wo
a BE test. according to the production scale drug batches)and the
protocol of three currently proposed one (minimum of two
batches of drug production scale drug batches or one
production scale, or a production scale batch and two pilot
minimum of one batch | batches).
of drug on a pilot scale | 4 Commitment to submit a new batch of
dnaia AL production scale analysis qf a pilot scale
process validation for . . .
e it e analysis batch is submitted).
production batches with 5. Drug stability report and Drug stability
predicted delivery commitment if the Drug stability report is
times. incomplete.
3. Specifications 6. Justification for not doing BE test.
(release and shelf life) of
the drug have not
changed.
4 Stability tests have
been carried out
according to the
protocol with a
minimum of two pilot
scale or production
scale batches with a
minimum of three
months' data providing
results that meet
specifications
7. Changes in capsule | 1.Drug specifications A. Quality document

shell manufacturers.

have not changed.

2. The formula and
production process of
the drug have not
changed.

3. The stability test has
been carried out
according to the
protocol with a
minimum of two pilot

1. Specification of capsule shell.

2.Capsule shell analysis certificate.

3. Information on sources of gelatin as raw
material for capsule shells.

4 BSE/TSE free certificate.

5.Comparative dissolution test data for at

least one pilot scale batch between the
proposed drug and capsule shell
manufacturer (f necessary).

6. Drug batch analysis results.




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

scale or production
scale batches with a
minimum of six months'
data provide results
that meet
specifications.

4 Does not apply to

change from hard
capsule to soft capsule.

8. Changes in the size | 1. Drug formula, A. Quality document
of the capsule shell. | specifications release 1. Description and Formula.

and shelf life) of the 2.Drug batch analysis results.
drug do not change 3. Comparison of drug batch analysis data
except description. at least two batches of drug production
2.The capsule shell scale from old and new capsule shells.
material is the same as | 4. Capsule specifications.
the previous capsule 5.Composition of capsule shell.
shell material. 6. Information on sources of gelatin as raw
3.Only for quick release | aterial for capsule shells.
capsules. 7. Certificate of capsule shell analysis.

8. BSE/TSE free certificate.

9. Comparable dissolution test data for at
least one pilot scale batch between the
proposed and approved drug and capsule
shell (f necessary).

9. The shape or 1. Specifications A Quality document
dlmen5|or_13 of release and shelf lifeyof | 1. Drug Specifications (ncluding approved
gastroresistant the drug do not change | and submitted drawings and dimensional
tablets, slow-release | oy cept dimensions) descriptions).
tablets, and scored | 5 The gissolution 2.Comparison of new and old dissolution
tablets. , . .
profile of the new profiles (f necessary).
dimensional Drug is 3. Product Information (if necessary).
comparable to that of 4. Results of drug batch analysis.
the previous Drug if . .
o 5.Comparison of data on analysis of drug
required in the
batches of at least two batches of drugs
monograph). : )
_ (pilotproduction scale) from the old and new
3.The formula is . .
qualitatively and forms or dimensions.
quantitatively and the 6. T.he results of. the uniformity test (or
average weight does scoring or breakline tablets).
not change. 7. Justification for not doing BE test.
10. | The shape or 1. Not valid for scored A Product and Label Information

dimensions of a
quick-release tablet,

tablets.

1. Product Information (f necessary).
2.Label on the packaging (f necessary).




No | TYPE OF CONDITION DOCUMENTS SUBMITTED
CHANGES
capsule, suppository | 2. Specifications B. Quality document
or essence. (release and shelf life) of

the drug do not change
except dimensions).

3. The dissolution

profile of the new
dimensional Drug is
comparable to that of
the previous Drug if
required in the
monograph).

4 The formula is
gualitatively and
quantitatively and the
average weight does
not change.

1.Drug Specifications  ncluding approved

and submitted drawings and dimensional
descriptions).

2. Comparison of new and old dissolution
profile data (f necessary).

3.Results of drug batch analysis.

4 Comparison of drug batch analysis data

at least two batches of drug production
scale from the old and new shapes or
dimensions.

11

Minor changes to the
drug manufacturing
process.

1. Special Biological
Products.

2. Applies to any minor
changes in procedures
and,or production scale
at any stage of Drug
production.
3.Regarding non-critical
process changes, such
as: changes without
changes in production
methods, storage
conditions or
production scale.

4 Scale-up of aseptic
production for non-
equipment changes, eg
changes in the number
of vials filled.

5.There are no
principal changes to the
sterilization procedure.
6. There are no
changes to
specifications beyond
those already
approved. 7.Changes
are not caused by
repeated events

A Quality document

1. Summary of process changes linked to
approved processes in tabular form.

2. Justify the change.

3. Validate process changes (f necessary).

4 Comparative batch analysis data (n
tabular form) of at least three batches

produced using the approved and proposed
processes.

5. Stability studies using a minimum of
three batches of Active Substance (pilot
scale or production scale)according to
relevant stability guidelines or commitment
to carry out appropriate stability studies and
report to the Food and Drug Administration
if any test results do not meet the
requirements or when requested by the
Food and Drug Administration.




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

occurring during the
manufacturing process
or due to stability
issues.

12.

The addition of a
new stage in the
drug manufacturing
process.

1. Special Biological
Products.
2.Changes must not be

caused by repeated
occurrences during
production or stability
issues.

A Quality document
1. Description of the production process, if

different from the approved process and
information on the supervision of the
production process of critical stages and
intermediate products of the proposed
Finished Product.

2.IPC testing information, as requested.

3. Process validation study report (eg media
fill), as requested.

4 Comparison of release test results for at

least three consecutive batches of
commercial scale Drugs, between before
and after the change.

5.Comparison of drug stability test results,

at least three commercial scale batches
produced with proposed changes under
long term conditions (minimum three months

of testing unless otherwise stated).
6. Information on leachables and
extractables, as requested.

13.

Addition or
replacement of in-
process tests due to
safety or quality
issues

1. Special Biological
Products.

2.Drug specifications
have not changed.

A.Quality document

1. Justification for changes accompanied by
scientific andor historical data to support the
proposed changes.

2.Monitoring information on critical stage

production processes and on proposed
antigen intermediate products.

3. Analytical procedures, if new analytical
procedures are used.

4 Validation study report, if analytical
procedure is used.

5. Matching table or description, as
modified, between approved and proposed.

6. Comparison of the results of the release

test for at least three consecutive batches of
Commercial scale Drugs, between before
and after the change.




No | TYPE OF CONDITION DOCUMENTS SUBMITTED
CHANGES
14. | Solvent removal for | 1. The proposed A. Quality document
Medicinal products. | changes do not result 1. Product and Label Information that has
in changes to the included the proposed changes qif
QOs_ag(_e form, dose, necessary).
el e (e 2 Justification for solvent removal
of administering the Rt T ’ )
drug. including a statement indicating alternative
means of obtaining solvent.
15. | Druganalysis method | 1. Excluding Biological A. Quality document
s Products. 1. Drug analysis method.
2. Specifications (release 2. Report on the results of the validation of
and shelf life) of the drug | the new drug analysis method.
have not changed. 3. Report on the results of the suitability test
of the old and new drug analysis methods.
16. | Drug packaging system | 1. Excluding Biological A. Quality document
il Products and sterile 1. Specifications and testing methods of
preparations. packaging materials.
. e @y Eneaings [ i 2. Compatibility study report, leak test to
fcype. o et t.hat = show the suitability of using the proposed
in direct contact with the )
packaging system.
Drug.
. 3. Drug release and shelf life specifications.
3. Stability tests have
been carried out 4. Drug stability report and Drug stability
according to the protocol | commitment if the Drug stability report is
with a minimum of two incomplete.
pilot scale or production
scale batches with a
minimum of three
months' data providing
results that meet
specifications.
17. | Changes in the shape | 1. There is no change in A. Product and Label Information

and/or dimensions of

the primary packaging
(for non-sterile

preparations).

the specifications of the
primary packaging
material.

2. Not a significant part of

the packaging material
that affects the

1. Primary packaging label, including mock up.
B. Quality document
1. Specifications and testing methods of

packaging materials.




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

distribution, use, safety
or stability of the Drug.

3. For changes to “head
space” or changes to

“surface/volume ratio”:

e Stability tests have been
carried out according to
the protocol with a
minimum of two batches
of pilot scale or
production scale with a
minimum of six months
of data providing results

that meet specifications.

2. Drug stability report and Drug stability

commitment if the Drug stability report is
incomplete.

18. | Large changein 1. Product Information A. Product and Label Information

volume of multidose laims h h q ot i .

nonparenteral claims have not changed. . Product Information.

preparations. 2. Drugs with new 2. Labels on primary and secondary packaging.
packaging are consistent B. Quality document
with posology and . )

. 1. Justification stating that the proposed
duration of treatment.
volume of preparation is consistent with the
3. Drug specifications .
approved dosage regimen.
PEE MO ErEEEE, 2. Drug stability report and drug stability
e e [FRC i inelis ] commitment if drug stability data is incomplete.
specifications have not
changed.
5. Stability tests have
been carried out
according to the protocol
with a minimum of two
batches of pilot scale or
production scale with
data of at least three
months providing results
that meet specifications.
19. | Added a stability test | 1. The shelf life A. Quality document

site.

specifications and drug
testing methods have
not changed.

1. Specifications and testing methods for
Drugs.




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

2.Report on validationnerification of drug
analysis methods.

3.Drug Specifications.

4 Standard of comparison.

5. Drug stability report at the new test site.

20. | Changes in storage | 1. Specifications A Product and Label Information

conditions of the release and shelf lifeyof | 1.Product Information.
Medicines, including | the grug have not 2.Label on the packaging.
TESETIliEe changed. 2. Stability B. Quality document
SlELUES tests have been carried | 1 Drug Specifications.
out according to the 2. Drug stability report according to the
;pep;f %eed S%rgéci}?: ;&igzg proposed drug storage conditions.
3.Changes are not due
to influence on the drug
manufacturing process
or due to stability
issues.

21 | Extended expiration | 1.Specifications A Product and Label Information
date on Medicine: release and shelf lifeyof | 1.Product Information (f necessary).
Package has not the drug have not B. Quality document
been opened. changed. 1. Drug Specifications.

2. Stability tests have 2. Drug stability report according to the
been carried out proposed expiration limit.
according to the
approved protocol, and
meet the specifications.
3.Changes are not due
to influence on the drug
manufacturing process
or due to stability
issues.
4 The expiration date
should not exceed five
years.
22. | Extending the 1. Specifications A.Product and label information

expiration date of the
Drug: After opening
the package or after
reconstitution.

(release and shelf life) of

the drug have not
changed. 2. Stability
tests have been carried
out according to the
approved protocol, and
meet the specifications.

1. Product Information.
B. Quality document
1. Drug Specifications.
2.Drug stability report after the packaging

is opened or after reconstitution according
to the proposed expiration date.




3.CATEGORY 6:REGISTRATION OF VARIATION OF NOTIFICATIONS

No | TYPE OF CONDITION DOCUMENTS SUBMITTED
CHANGES

A Changes related to Product Information and,or Labels

1 Changes or 1. Product Information A Product and Label Information
additions to the logo | claims have not 1. Photos of primary and secondary
(ncluding the changed. packaging from all sides and samples of
company logo. 2.Packaging packaging ready for distribution dncluding

specifications have not | Product Information).
changed.
2. | Addition of claims of A Product and Label Information
side effects and/or 1. Photos of primary and secondary
contraindications to packaging from all sides and samples of
the Product packaging ready for distribution (ncluding
Information. Product Information).
B. Clinical documents
1. Justification and,or other supporting
documents according to the proposed
changes.
2 Post-marketing security report/PSUR (if
necessary).
3. Other references.

3. Reduction of 1. There are still A Product and Label Information
production sites production sites with 1. Drug Distribution Permit Certificate
(ncluding Active the same coriginal) or variation registration approval
Substances, function.designation letter according to related changes.
intermediate dincluding Active
products or Drugs, Substances,
packaging locations, | iytermediate products
batch release sites). | Drugs, packaging

locations, batch release
sites) that have been
approved.
2.Reduction of
production sites is not
due to critical factors
related to the
production process
4 Change the name of | 1. Active Substance A. Administrative Documents, Product

the Active
Substance.

does not change.
2.The new name of the

Active Substance must
comply with the
International
Nonproprietary Names
Modified INNM).

Information and Labels
1. Proof of change in name of Active

Substance.
2.Photos of primary and secondary

packaging from all sides and samples of
packaging ready for distribution ncluding

Product Information).




No | TYPE OF CONDITION DOCUMENTS SUBMITTED
CHANGES

5. Changes to parts of | 1. Not a significant part | A. Quality document
the primary of the packaging 1. Specifications and testing methods of
packaging that are material that affects the packaging materials.
not in contact with distribution, use, safety
the drug (such as the | or stability of the Drug.
color of the flip-off 2. The specifications for
caps, the color of the primary packaging
ring on the ampoule, | materials that are in
changes to the contact with the drug
needle guard @ have not changed.
different plastic is
used.

6. Removal of foreign 1. Product Information A.Product and Label Information
language from Drug | claims have not 1. Photos of primary and secondary
Labels. changed. packaging from all sides and samples of

packaging ready for distribution ncluding
Product Information).

7. Changes in the 1.There is no change in | A Product and Label Information
shape and.or packaging material 1. Photos of secondary packaging from alll
dimensions of specifications except sides and samples of packaging ready for
secondary the shape andor distribution.
packaging. dimensions. 2. Product | B Quality document

Information claims have | 1 Specifications of packaging materials
not changed..

8. Changes to 1.Klim Product A Product and Label Information
packaging design. Information and klim 1. Photos of primary and secondary

Label have not packaging from all sides and packaging
changed. samples ready for distribution dncluding
2.0nly valid for change | product Information).
the position of text and
images, colors, and
lines.
3.Does not include
image changes.
4 Does not contain
sentences/information
that is promotive.
9. Change of address 1. The location of the A. Administrative Documents, Product

(editorial)
Registrant/Pharmace

utical
Industry/icensor.

Registrant/Pharmaceuti
cal Industry/licensor
has not changed. 2.
Does not include the

Information and Labels
1 Certificate of change of address.

2.Photos of primary and secondary
packaging from all sides and samples of




No | TYPE OF CONDITION DOCUMENTS SUBMITTED

CHANGES
change in the name of | packaging ready for distribution ncluding
the city/district Product Information).

10. | Changes to the A Product and Label Information 1.
batch numbering Description of the new batch numbering
system. system.

11 | Information Change | 1. Product andor Label | A Product and Label Information
Products andor Information according 1. Photos of primary and secondary
Labels by to the government's packaging from all sides and samples of
govgr_nment decision. packaging ready for distribution ncluding
decision. Product Information).

12. | Inclusion of distributor | 1. Klim Product A. Administrative Documents, Product
name. Information and Labels Information and Labels

do not change except for 1. Pharmaceutical Wholesaler Permit (PBF).
the name of the .

L 2. Letter of appointment.
distributor.

3. Photos of primary and secondary packaging
from all sides and samples of packaging ready
for distribution (including Product Information).

B. Changes related to the quality of the Active Substance

1. Changes and/or 1. Excluding New Drugs, A. Quality document

addition Active
Substance

manufacturer.

Biological Products and
Drugs that require

bioequivalence testing.
2. Manufacturers of

Active Substances have
been listed in the AeRO

database/Web

Registration of the Food
and Drug Supervisory

Agency.
3. Specification of Active

Substance has not
changed.

4. Specifications (release
and shelf life) of the drug

have not changed. 5.

Shelf life of drugs for new

1. A valid producer GMP certificate.
2. Certificate of analysis of Active Substances.

3. Comparison of batch analysis data for active

substances from old and new manufacturers of
active substances (specifically for biological

products, batch analysis from a minimum of
three successive batches on a pilot/production
scale).

4. Comparison of drug batch analysis data

from two drug batches (pilot/production scale)

from new and old active substance
manufacturers (specifically for biological

products, batch analysis from a minimum of
three successive batches on pilot/production

scale).




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

Active Substance
producers is a maximum
of 24 months, except if
supported by qualified

data.

5. Report on the results of the stability tests

that have been carried out and the commitment
to continue the stability tests until the proposed

shelf life.

Addition of a test to
the release
specifications of the
Active Substance.

1 Changes are not

caused by undesirable
events during
production or

example, new
contamination that
does not meet the
requirements or
changes in the amount
of contamination limits).
2. The addition of
parameters is not

intended to test new
contamination.

A. Quality document
1. Specification of Active Substance.
2. Active Substance analysis method.
3. Analysis method validation report.

Changes in the
manufacturer of
starting
materialrreagentinter

mediate

used in the process of
making the Active
Substance or changing
the manufacturer of

the Active Substance

(including the quality

control test site)

1. Active Substances do

not include Biological
Productsimmunological

substances or are
sterile.

2.For starting
specifications
material/reagent/interme

diate (including in process

control, analysis method
of all materials) is the

same as approved. 3. For

the method of
preparation and the
route of synthesis of
intermediate products
and Active Substances

(including batch size) are
the same as those that
have been approved.

4. The particle size

specification of the Active
Substance and the

A. Quality document
1.1f sourced from an animal, it is

accompanied by information on the source
of the animal and a BSE/TSE free certificate.

2. Comparison of batch analysis data from
old and new producers @t least two
pilot/production scale batches).




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

method of analysis
remain the same.

Change of name
and,or address of
Active Substance
producer.

1. The location of the
producer of the Active
Substance has not
changed.

A Product and Label Information

1. Supporting documents for changing the
name and,or address of the producer of the
Active Substance.

Update Ph.Eur.

Certificate of
Suitability (CEP).

1. Excluding Biological
Products.

2.Drug specifications
(release and shelf life)
have not changed.

3. The specifications for
impurity have not
changed.

4 The process of

making Active
Substances does not
use materials from
human/animal sources

which require viral
safety data.

A. Quality document
1. New Certificate of Suitability (Ph. Eur.

Narrowing of
specification limits
for raw
materials/intermediat

e products.

1 Changes in raw
materialintermediate
product specifications
within the approved
limits.

2. There is no change in
the specifications of the
Active Substance
beyond the approved
limits.

3. There is no change in
the contamination
profile of the Active
Substance beyond the
approved limits.

A Quality document

1. Quality information and
material/intermediate product testing
proposed.

2. Summary of analytical procedures, if
new analytical procedures are used.

Changes to the
inclusion of the
Pharmacopoeia
edition for the Active
Substance.

1. The method of testing

the Active Substance
has not changed.

2. Specifications of
Active Substances and

A. Quality document
1 Related Pharmacopoeial References.




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

Drugs have not
changed.

8. Limit tightening 1. Changes are still A Quality document

Active Substance within the applicable 1. Specification of the new Active

specifications. standard limits. Substance.
2.The test procedure 2. Certificate of analysis of Active
has not changed. Substances with new specifications.

9. Changes in the 1. Drug specifications A. Quality document

specifications of the | release and shelf life) 1. Specifications and testing methods for

Active Substance t0 | haye not changed. Active Substances.

Qgitir?ne] ents of the 2 Spgcification qf 2. Certificate of analysis of Active

latest impurity and Active Substances.

Pharmacopoeia. Substance does not 3.Results of batch analysis of two batches
change (particle size of production scale of Active Substances for
profile, polymorphism | all tests on the new specifications.
form. 4. Related Pharmacopoeial References.
3. Additional validation
of new or changed
Pharmacopoeial
methods is not
required.

10. | Changes in the 1 Have verified the test | A Quality document

specifications of non- | method. 1. Specifications and testing methods for

Pharmacopoeial 2. Specification of Active Substances.

Active Substances t0 | jmn ity and Active 2. Certificate of analysis of Active

gr?aertmacopoeial Substance does not Substances.

requirements NG (REER SizE 3. Results of batch analysis from two

4 profile, polymorphism | patches of production scale of Active

form. Substances for

3. There is no significant | all testing on the new specifications.

change in the qualitative 4 The results of batch analysis from two

and quantitative batches of production scale Drugs with

composition except for Active Substances that have met the latest

tightening specifications. and proposed specifications (f necessary).
5.Drug dissolution profile data for at least

- Acelifions] vellicaion of one pilot scale batch (f necessary).

new or changed 6. Related Pharmacopoeial References.

Pharmacopoeial methods

is not required.

11 | Addition of test 1. Changes are not due | A Quality document

parameters and
specification limits
on process control in

to influence on the drug
manufacturing process.

1. Manufacturing procedure.




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

the process of
making Active
Substances

2.Specification of
Active Substance has
not changed.

3. Validation of the test

method has been
carried out.

2. Comparison of in-process tests during

the manufacture of new and old Active
Substances.

3. Details of the analysis method and
validation data of the new analytical method.

4. Batch analysis data using two batches of
Active Substance three batches of Active
Substance for Biological Products)for all
tests in the new specification.

12.

Minor changes to the
Active Substance
analysis procedure.

1. The method of

analysis does not
change (eg changes in
column length or
temperature, but the
method and type of
column remain the
same).

2. The validation study
was carried out
according to the
protocol.

3. The results of the
method validation show
that the new analytical
procedure is equivalent
to the previous
procedure.

4 Specifications
(release and shelf life) of

the drug have not
changed.

5.Does not apply to

additional test
procedures.

A Quality document

1. Specifications and testing methods for
Active Substances.

2. Certificate of analysis of Active
Substances.

3.Comparison of validation results or

comparison of analysis results showing that
the new test procedure and the previous
procedure are the same/equivalent.

13.

Changes in the
analytical method of
determining the
concentration of
Active Substances in
accordance with the
Pharmacopoeia
monograph.

1. Specification of

Active Substance has
not changed.

2.Specifications
(release and shelf life) of

the drug have not
changed.

A. Quality document

1. Active Substance analysis method.

2. Verification of the active substance
analysis procedure.

3. Certificate of analysis of Active
Substances.

4 Standard of comparison.




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

14.

Changes in storage
conditions of Active
Substances.

1. Stability test results
still meet the
requirements of the
previously approved
specifications.
2.Changes are not due
to influence on the
manufacturing process
of the Active Substance
or stability problems.

3.There is no change in

the active substance
retest period.

A Quality document
1. Active Substance stability report.
2. Specification of Active Substance.

15.

Increase/decrease in
batch size (ncluding
batch size range) of
Active Substances
or intermediates
used in the
manufacturing
process of Active
Substances up to
ten times.

1. Excluding Biological
Products.
2.Changes do not

affect the specifications
of Active
Substances/intermediat

es; must report any
changes to the
manufacturing method
and,or process control

made to changes
related to batch size eg

use of tools of different
sizes. 3. The results of

the validation process
are in accordance with
the previously
approved batch. 4.

Changes do not affect
the reproducibility
and.or consistency of
the Active Substance or
intermediates. 5.

Changes are not due to
influence on the drug
manufacturing process
or stability issues.

A. Quality document

1. Comparison of old and new batch
analysis.

2. The letter contains a statement that:

a. Changes do not give negative changes
to the reproducibility of the process;

b. Changes made are not the result of
unexpected events during production or due
to stability issues;

c. Active Substance Specifications have

not changed.

16.

Creation of a new
WCB.

1.New cell bank
obtained from
previously approved
MCB/MSL.

A.Quality document
1. Qualification of cell bank or seed lot

based on procedures that have been
approved by the Food and Drug Supervisory
Agency.




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

2.The new cell bank is
at the previously
approved passage
level.

3.The new cell bank is
issued based on the
previously approved
protocol/process.

2.Information on characterization and
testing of MCB/WCB and cells produced at
the end of production end of production)or
post-production (postproduction passage).

17. | Change of seed lot: | 1. New seed lots A. Quality document
new generation of obtained from 1. Comparability of the approved and
WSL. previously approved proposed Active Substances in terms of
MSL. physicochemical characterization, biological
2.The new seed lot is activity and impurity profile.
at the previously 2. Quality control test results as
approved release rate. | quantitative data in tabular format for the
3.New seed lots are proposed new seed lot.
issued under a 3. Commitment to submit stability studies
previously approved of Active Substances produced using the
protocol/process or as proposed seed and report to the Food and
described in the original | Drug Administration if there are results that
license. do not meet the requirements.
18. | Reduction of the 1. Changes are not A. Quality document
expiration date of the | caused by repeated 1. Active Substance stability report.
Active Substance. events that occur
during the
manufacturing process
or due to stability
issues.
2. Specifications
(release and shelf life) of
the Active Substance
have not changed.
19. | Elimination of the in- | 1. Parameters omitted A Quality document

process test in the
production of the
Active Substance
which is not
significant.

are not critical
parameters including
but not limited to
content, contamination,
and patrticle size.

2.Changes are not due

to repeated
occurrences during
production or due to
stability issues.

3. Tests not related to

critical parameters (for

1. Information on controls carried out at

critical stages of production and on
proposed Active Substance intermediates.

2. Justification/risk assessment that the
attribute is not significant.




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

example, composition,
contamination, other
critical physical
characteristics or
microbial purity).

C.Changes related to drug quality

1

Minor changes to
Medicine
manufacture.

1 Excluding Biological

Products and sterile
preparations.

2.The overall
manufacturing principle
remains the same.
3.The new process
produces the same
product in terms of
quality @lready
validated), drug
specifications, safety,
and efficacy.

4 There is no
gualitative and
guantitative change of
the impurity profile or
physicochemical
properties.

5. Specifications for
drugs and intermediate
products are
unchanged.

6. There is no change in
specification limits on
process control in the
manufacture of Drugs.
7.Drug stability test has
been carried out for at
least three months from
a pilot scale batch or
production scale.

8. Production location
has not changed.
9.Changes do not
cause adverse effects
on the quality, efficacy,
and safety of Drugs.

A. Quality document
1. Drug manufacturing procedure.
2.Drug batch analysis data.
3.For solid dosage forms, comparative

dissolution profile data from one
representative production batch and
comparative data from the last three
production batches from the previous drug
manufacturing process.

4 Drug stability report and Drug stability

commitment if the Drug stability report is
incomplete.

5. Justification for not doing BE test.




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

10. The dissolution

profile does not change.

Tightening of drug
release specification
limits.

1. Changes are still
within the range of the
approved specification
limits. 2. The test

procedure does not
change or changes to
the test procedure are
only minor.

A Quality document

1. Comparison of specifications for the
release of new and old Drugs.

2.New Drug analysis certificate.

Changes in
specifications (release

and shelf life) of Drugs

to meet
Pharmacopoeial

requirements.

1. Changes are not the
result of previous
assessments.

2. Changes are not due to
influence on the drug
manufacturing process.
3. Changes are still within
the approved
specification limits.

4. The test procedure

does not change, or
changes to the test
procedure are only

minor. 5. There are no
qualitative and
quantitative changes in
the impurity
profile/physicochemical

properties or dissolution.

A. Quality document

1. Specifications (release and shelf life) of the
new drug.

2. Comparison of specifications (release and
shelf life) of new and old drugs.

3. Drug batch analysis data for all tests on the

new specifications (two batches).

Adding test
parameters to process
control in the drug
manufacturing

process.

1. Changes are not due to

influence on the drug
manufacturing process.

2. Drug specifications
have not changed.

3. Validation of the test

method has been carried
out.

A. Quality document
1. Manufacturing procedure.
2. Details of the analysis method and
validation data of the new analytical method.
3. Batch analysis data from three batches of

Drug for all tests in the new specification.




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

In-process
specification limit
tightening during
manufacture drug

1. Changes are not the

result of previous
assessments.

2. There is no change

Finished Product
contamination profile is
outside the approved
limit. 3. Changes are not
due to influence on the
drug manufacturing
process or stability
issues.

4 Specifications
(release and shelf life) of
the drug have not
changed. 5. Changes
are still within the
applicable standard
limits.

6. The test procedure
does not change or
changes are only minor.

A. Quality document
1. In-process specifications during the

manufacture of new Drugs.

2. Comparison of in-process specifications

during the manufacture of new and old
drugs

Elimination of
insignificant in-
process tests.

1. There is no change in

the finished product
contamination profile
beyond the approved
limit.

2.Changes are not due
to repeated
occurrences during
production or due to
stability issues.

3.The test is not related
to critical matters (such
as: content, volume,

contamination, other
critical physical
characteristics or
microbial purity).

A Quality document
1. Justificationrisk assessment shows that
it is not significant.

Change of IPC
testing place.

1 There is no change in
the specifications of the
finished product
beyond the approved
limits. 2. There is no

A. Administrative documents
1. GMP Certificate.
B. Quality document




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

change in the finished
product contamination
profile beyond the
approved limit. 3.

Changes that occur are
not caused by repeated
events during
production or due to
stability problems. 4.
Proposed analytical
procedures should
maintain or tighten
precision, accuracy,
specificity and
sensitivity, if carried out.
5.There is no change to

the IPC limit beyond
the agreed limit.

1. Batch analysis data from three drug
batches.
2. Report transfer analysis method.

8. | Added Drug testing 1 Changes are not due | A Quality document
parameters. to influence on the drug 1. Drug Specifications.
manufacturing process. | 2 Drug analysis procedure.
2.Drug specifications 3.Result of Drug batch analysis two
other than the added batches).
test parameters do not 4.Drug analysis procedure validation
change. .
report (f necessary).
9. Changes in drug 1 Excluding Biological | A Quality document
analysis procedures | Products. 1. Specifications and testing methods for
according to the 2. There are no Drugs.
Egir(%?;;?e'a qualitr_;ltiv_e and _ 2.Drug batch analysis data with the old
quantitative changes in | and currently proposed analytical
the procedures.
impurity/physicochemic | - 3 Regyits of validationwverification of
al profile. analytical methods.
3.Drug analysis method
has not changed.
10. | Changes and/or 1. Excluding Biological | A Quality document

addition Substance
manufacturer

Products.
2. Excipient

specifications have not
changed.

3. Specifications
(graduation and shelf
lifey The drug does not

1 Excipient analysis certificate




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

change. 4. The raw

materials used meet
the criteria for
pharmaceutical grade
or food grade.

11

Tightening of
Excipient
specification limits.

1 Changes are not the

result of previous
assessment results.

2.Changes are not due

to influence on the drug
manufacturing process.

3.Changes are still
within the applicable
standard limits.

4 The test procedure
has not changed.

5. Acceptance criteria
for residual solvents
are within agreed limits
for example, within the
ICH limits for third class
residual solvents or
Pharmacopoeial
requirements).

A Quality document

1 New Excipient Specifications.

2. Excipient analysis certificate with new
specifications.

12.

Minor changes to the
Excipient analysis
procedure.

1. The method of

analysis does not
change (or example,

changes in column
length or temperature,
but the method and
type of column do not
differ).

2.The analytical

procedure is not a
biologicalimmunologica
limmunochemical
analysis procedure or
an analytical procedure
using biological
reagents.

A.Quality document

1 Excipients specifications and analytical
methods.

2.Excipient analysis certificate.

13.

Changes in the
Excipient analysis
procedure according
to the
Pharmacopoeia

1. Excipient

specifications do not
change (eg, particle

A. Quality document
1. Excipient Specifications.
2. Excipient analysis procedure.
3. Excipient analysis certificate.




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

monograph or as
relevant.

size, polymorphism
shape).

4 Pharmacopoeia references or related
supporting documents.

14. | Adding test 1. Excluding adjuvant A. Quality document

parameters to the Excipients for Biological | 1.Excipients specifications and testing

EXCI[:.)I.ent. Products. methods.

EEESIE 2.Changes are not due 2.Batch analysis data from Excipients with
to influence on the drug | old and currently proposed specifications.
manufacturing process.

15. | Changes to 1 The validation study | A Quality document

Excipient analysis was carried out 1. Excipients specifications and testing

procedures, according to the methods.

Lrel(;ltur(;lllgﬁgggnges 1| protocol 2. Revise the impurity specification df any).
2.The results of method | 3 comparative validation results which
validation show that the | gho\y that the new test procedure is
new analytical equivalent to the old one.
procedure is equivalent
to the previous
procedure.

3. Specifications
(release and shelf life) of
the drug have not
changed.
16. | Excipient 1. Have verified the A. Quality document

specification latest test method with 1. Excipients specifications and testing

changes to meet the results meeting the | methods.

rper;iri?qeﬁgﬁgélal specifications. 2 Excipient analysis certificate.

2. Specifications 3.Drug Specifications.
release and shelf life)of | 4 Resuits of drug batch analysis from two
the drug have not batches of drug production scale.
GIEECEE 5.Related Pharmacopoeial References.
17. | Change in source of | 1 Excipients and Drugs | A Quality document

Excipients or
reagents at risk of
BSE/ TSE

released specifications
and shelf life
specifications have not
changed.

2.Not for Excipients or

reagents used in the
production of Biological
Products or Drugs
containing Biologically
Active Substances.

1. A statement from the manufacturer of

the excipient or reagent that the substance
is of vegetable or animal origin or is
synthetic.

2.BSE/TSE free certificate.

3.Excipient analysis certificate.




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

18.

Changes in tablet
coating weight or
capsule shell weight
in immediate release
oral dosage forms.

1.Drug dissolution

profile with tablet
coating weight or new
capsule shell weight
minimum two pilot

scale batches)

comparable to the
previous drug.

2.Drug Specifications

only change the weight
and dimensions.

3. Stability tests have

been carried out
according to the
protocol with a
minimum of two pilot
scale or production
scale batches with a
minimum of three
months' data providing
results that meet
specifications.

4.Coating is not a

critical factor for the
drug release
mechanism.

A. Quality document 1. Description and
Formula. 2. Drug Specifications. 3. Results of
batch analysis of drugs with old and new
tablet/capsule coating weight. 4. Comparable
dissolution test data for at least one pilot
scale batch between the proposed drug and
the formula that has been approved, if
required. 5. Drug stability report and Drug
stability commitment if the Drug stability
report is incomplete.

19.

Improvement,
addition, removal or
replacement of dyes
andor fragrances.

1. There is no change in

the specifications
(release and shelf life) of

the drug except for
color and/or aroma.

2. There is no change in
the functional
characteristics of the
Drug (eg, disintegration
time, dissolution profile).
3.New dyes and,or
fragrances are not
prohibited for
pharmaceutical use.

4 New dyes and.or
fragrances are not
sourced from
humans/animals which

require viral safety.

A. Quality document

1 Description and Formula.

2.Batch formula.

3. Manufacturing process and process
control.

4. Specifications for new dyes and,or
fragrances.

5.The procedure for testing new dyes
and.or fragrances.

6. New dye andor fragrance analysis
certificate.

7.Drug Specifications.

8.Drug analysis results.

9. Comparison of drug batch analysis data

from two batches of drug production scale of
drugs with old and new formulas.

10. BSE/TSE free certificate (f necessary).




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

5.Changes are not due

to stability or production
issues.

6. Stability tests have

been carried out
according to the
protocol with a
minimum of two
batches of pilot scale or
production scale with
data of at least three
months providing
results that meet
specifications.

11 Drug stability report and Drug stability

commitment if the Drug stability report is
incomplete.

20. | Reduction or 1 There is no change in | A Quality document
removal of one or drug specifications 1 Description and Formula.
more components of | except color and.or 2 Batch formula.
= dye Lkl fragrance. 3. Drug manufacturing procedure.
L2ioudoEnt 2. Stability tests have 4. Drug Specifications.

been carried out 5.Drug batch analysis data from two
accordl?g K;] the production scale drug batches.
pmricr)]ti?T(]:Smw(ljtf tv?o 6. Drug stabi!ity report and qlr_ug stabili'Fy
batches pilot scale or commitment if the drug stability report is
production scale with a | incomplete.

minimum of six months

of data providing

results that meet

specifications.

21. | Changes or 1. Specifications A.Product and Label Information
additions to imprints, | release and shelf lifeyof | 1. Product Information (if necessary).
bossing or other the drug do not change | B.Quality document
markings @€xcept | gxcept description 1.Drug Specifications,
dividing Iine§)9n 2.The ink used must 2. Certificate of analysis of ink/printing
tablets or printing on | eet the requirements | materials.
capsules, including | 4t pharmaceutical -
replacement or aleinne 3 Drug batch analysis data from two
addition of ink used 3.The new describtion production scale drug batches.
for product labels. ‘ P

does not cause
confusion with the
drugs that have been
registered.
22. | Changes in the color | 1. There is no change in | A Quality document

of the capsule shell.

capsule shell

1. Description.
2.Drug Specifications.




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

specifications except
color.

2. There is no change in

the specifications
(release and shelf life) of

the drug except for the
color of the capsule
shell.

3. There is no change in
the functional
characteristics of the
capsule shell eg,
disintegration time,
dissolution profile).

4.Changes are not due

to stability or production
issues.

5. Stability tests have

been carried out
according to the
protocol with a
minimum of two
batches of pilot scale or
production scale with
data of at least three
months providing
results that meet
specifications.

3.BSE/TSE free certificate.

4. Information on sources of gelatin as raw
material for capsule shells.

5. Specification of capsule shell.

6. Certificate of capsule shell analysis.

7.Results of batch analysis of drugs with
old and new capsule shells.

8. Drug stability report and Drug stability

commitment if the Drug stability report is
incomplete.

23.

Changes in the
synthesis of
excipients (non-

pharmacopoeia.

1. Excluding Biological
Product Excipients.
2.Does not include
adjuvants.

3.Does not affect the

specification of
Excipients.

4. There are no

gualitative and
guantitative changes in
the impurity profile or
physicochemical
properties.

5.Synthesis route and

specification The
excipients were
identical and there was

A Quality document
1. Comparison of Excipient batch analysis

data of at least two pilot scale batches
produced according to the old and new
Excipient manufacturing process.

2. Comparison of drug dissolution profile
data for at least two pilot scale batches.




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

no change in the
impurity profile
qualitatively and

guantitatively.
24. | Changes in non- 1 Excipient A Quality document
Pharmacopoeial specification does not 1. Excipients specifications and testing
Excipient change (or: particle size | methods.
spectifications to and polymorphism 2. Excipient analysis results.
mee :
Pharmacopoeal ;hgi’jé T T 3.Related Pharmacopoeial References.
requirements.
have not changed.
25. | Replacement or 1. The inspection results | A. Administrative Documents, Product
addition of of the last two years Information and Labels
secondary are satisfactory. 1. CPOB certificate of secondary packing
packaging Drug. place.
2.Photos of secondary packaging from all
sides and samples of Product Information
ready for distribution (if necessary).
26. | Tightening of the 1.Changes are not the | A Quality document
limits on the result of previous 1. Packaging specifications.
specifications of the | assessment resuilts. 2. Certificate of packaging analysis.
primary drug 2.Changes are still
ackiayling within the applicable
standard limits.
3. The test procedure
does not change or
changes to the test
procedure are only
minor.
27. | Changes in 1. Excluding Biological | A Quality document
composition Products and sterile 1. Specifications and testing methods of

qualitatively and,or
quantitatively from
the primary
packaging materials
for Drugs or all

dosage forms).

products.
2.Changes only to the

same type and
packaging material.

3. The proposed
packaging materials
are the same/equivalent
to those that have been
approved.

4 Stability tests have
been carried out
according to the
protocol with a

packaging materials.
2. Certificate of packaging analysis.
3. Drug stability report and Drug stability

commitment if the Drug stability report is
incomplete.

4 For liquid and semisolid preparations,

there is no evidence of interaction between
the drug and the type/packaging material

proposed.




No | TYPE OF CONDITION DOCUMENTS SUBMITTED

CHANGES
minimum of two
batches of pilot scale or
production scale with a
minimum of six months
of data providing
results that meet
specifications.

28. | Addition or 1. The proposed A Product and Label Information
replacement Of_ measuring device must 1. Photos of measuring devices, primary
measuring devices | include the exact dose | and secondary packaging from all sides and
Eﬂztpag;g?; part of tfﬁqu"ed acc(;)rdinglto samples of ready-to-distribute packages that

e approved posology | ; : ;
packaging exchudng | and spporied by | e e 0ets etuing product
spacer devices for appropriate test data. B. Quality document '
metered dose 2T S WIEEEUTE .1 S ez/ifications and testing methods for
inhalers). device is compatible >Pe g
e ey measuring tools. . .
3.Changes do not 2. Data oq the regults of the calibration of
cause changes to the the measuring device.
Drug information.

29. | Minor changes to the | 1. The results of method | A Quality document
drug pri'mary _ validation show that the 1 Specifications and procedures for
packaging analysis | new analytical analysis of packaging materials.
procedure. procedure is equivalent

to the previous
procedure.
2. The test method does
not change (for
example, changes in
column length or
temperature but no
change in column type).
30. | Changes in testing 1. The results of method | A Quality document

procedures for
primary drug
packaging materials,
including
replacement or
addition of testing
procedures.

validation show that the
new test procedure is
equivalent to the
previous procedure.

2.The new analytical

method does not use
new non-standard
techniques or standard
techniques used with
new methods.

1. Specifications and testing methods of
packaging materials.




No | TYPE OF CONDITION DOCUMENTS SUBMITTED
CHANGES

31 | Changes or 1. Specifications for A Product and Label Information
additions to the packaging materials or 1. Certificate of replacement or addition of
manufacturer of medical devices have | producers.

Eggk;grlmg%ts p not changed. B. Quality document | |
medical devices 1 Circulation permit for medical devices.
accompanying the 2. Specifications of packaging materials.
drug, does not 3. Certificate of analysis of medical devices.
include: spacer 4. Special Biological Products equipped also
manufacturer with the comparison of test results (control)
de"'c‘?s for metered packaging components or medical device
dose inhalers that accompanies medicine between new
producers and approved manufacturer.

32. | Reduction 1.No omission A.Product and Label Information
component packaging components | 1. Certificate of deduction producer.
manufacturers or medical device that
packaging or tools accompanying
good health medicine.
accompanying
medicine, not
included spacer
manufacturer
devices for metered
dose inhalers.

33. | Addition test 1. Change is not A Quality document
parameters primary | pecause of influence on 1 Specifications and test methods
packaging Drug. process drug packaging material.

manufacture. 2. Primary packaging test results qualify.

34. | Material change 1 Labels do not A. Quality document
SeCOﬂdf'ﬂy change. 1. Specifications and analytical procedures
packaging. secondary packaging material.

35. | Climate change 1. Specifications A Product and Label Information
Medicine storage graduation and shelf 1. Photos of primary and secondary
editorial) life) of medicine do not | packaging from all sides and packaging

change. samples ready for distribution ncluding
2.Change is not information Product).
because of influence on
process drug
manufacture or due to
stability issues
36. | Limit reduction 1. Specifications A Product and Label Information

Expired Medicine:
packaging yet
opened.

(graduation and shelf
lifey of medicine do not
change.

1. Photos and samples of Product
Information ready for distribution (f
necessary).

B. Quality document




No

TYPE OF
CHANGES

CONDITION

DOCUMENTS SUBMITTED

2. Stability test has

been carried out
according to protocol
approved and qualify
specification.

1. Drug Specifications.
2.Drug stability report.

37.

Limited redutction
Expired Medicine:
after packing opened
or after
reconstitution.

1. Specifications
(graduation and shelf
life) of medicine do not
change.

2. Stability test has

been carried out
according to protocol
approved and qualify
specification.

A Product and Label Information

1. Photos and samples of Product
Information ready for distribution (f
necessary).
B. Quality document

1. Drug Specifications.

2.Drug stability report after packaging is
opened or after reconstitution.




ANNEX 17
REGULATION OF THE HEAD OF THE DRUG AND FOOD CONTROL AGENCY REPUBLIC
OF INDONESIA NUMBER 24 YEAR 2017 ABOUT CRITERIA AND PROCEDURE FOR DRUG
REGISTRATION COMPLETE REGISTRATION DOCUMENTS

1.Cover letter.

2 Registrant's Statement.

3. Distribution Permit and all Variation Registration Approval letters issued by the POM and its
attachments.

4 Registration Form.

5.Domestically produced drugs

a. A valid Registrant Pharmaceutical Industry Permit.

b. CPOB certificate of drug manufacturer which is still valid in accordance with the proposed
dosage form.

c. GMP certificate of active substance manufacturer.

d. Contract agreement letter (specially for Contract Medicine) which is still valid.

e. Certificate from the licensor stating that there is still cooperation between the licensor and the
licensee (Special Licensed Drugs).

f The latest quality documents are as follows:

- Certificate of analysis of Active Substances.

-Records of the last batch of manufactured drugs are accompanied by a certificate Drug
analysis (maximum of the last two years).- Report on the results of the bioequivalence test (BE)
or comparative dissolution test (UDT) for Active Substances required by BE/UDT test.

- Clarification of sources of certain raw materials of animal origin or plants.

-A statement that in the manufacturing process using or not using certain ingredients derived
from pigs.

- Fulfillment of commitments from previous registrations.

g.Product Information Documents and Labels, accompanied by photos of Drugs along with the

packaging in circulation (hard copy and soft copy).



6. Imported Drugs

a. Registrant Pharmaceutical Industry Permit.

b. GMP certificate or other equivalent document from Drug manufacturer and,or the place of
batch release which is still valid in accordance with the proposed dosage form.

c. GMP certificate of active substance manufacturer.

d. Proof of income no later than the last two years.

e. Import justification.

f CPP or other equivalent document from the producing country and,or the country where the
batch release certificate is issued.

g. The latest quality documents are as follows:

-Certificate of analysis of Active Substances and Drugs.

-Report on the results of the bioequivalence test (BE)or comparative dissolution test (UDT) for
Active Substances required by BE/UDT test.

-Fulfillment of commitments from previous registrations.

h. Product Information Documents and Labels, accompanied by photos of Drugs along with the
packaging in circulation (hard copy and soft copy).

i. Last written approval letter from pharmaceutical industry or owner overseas products are
excluded for Registrants who are affiliate of parent company

7.For Re-registration accompanied by changes, completeness other quality documents

according to the type of change proposed.



REGULATION OF DRUG AND FOOD CONTROL AGENCY
NUMBER 15 OF 2019

ABOUT AMENDMENT TO THE REGULATION OF THE HEAD OF THE DRUG
CONTROL AGENCY AND FOOD NUMBER 24 OF 2017 CONCERNING CRITERIA
AND PROCEDURES FOR DRUG REGISTRATION

BY THE GRACE OF GOD ALMIGHTY HEAD OF THE FOOD AND DRUG CONTROL
AGENCY,

Considering:

a. that in order to realize the acceleration of service public, provisions regarding
criteria and management drug registration particularly regarding drug evaluation
pathways and an approvable letter as regulated in the Regulation of the Head of the
Agency Drug and Food Supervisory Number 24 of 2017 on Criteria and Procedure for
Drug Registration already not in accordance with the development of legal needs as
well as developments in science and technology the field of Medicine so that it needs to
be changed;

b. that based on the considerations as referred to referred to in letter a, it is
necessary to stipulate Regulation Food and Drug Administration on Change on
Regulation of the Head of the Drug Supervisory Agency and Food Number 24 of 2017
concerning Criteria and Drug Registration Administration;

In view of:

1. Law Number 36 of 2009 concerning Health (State Gazette of the Republic of
Indonesia Year 2009 Number 144, Supplement to the State Gazette of the Republic
Indonesia Number 5063);

2. Presidential Regulation Number 80 of 2017 concerning the Agency Drug and
Food Control (State Gazette Republic of Indonesia of 2017 Number 180);

3. Regulation of the Minister of Health Number 1010 / Menkes / Per / XI / 2008
concerning Drug Registration as amended by Ministerial Regulation Health Number
1120 / Menkes / Per / XII / 2008 concerning Amendments to the Regulation of the
Minister of Health Number 1010 / Menkes / Per / X1/ 2008 concerning Drug
Registration;

4. Regulation of the Food and Drug Supervisory Agency Number 26 of 2017
concerning Organization and Work Procedures of the Agency Drug and Food Control
(State Gazette of the Republic Indonesia of 2017 Number 1745);

DECIDING: To stipulate: REGULATION OF DRUG AND FOOD CONTROL AGENCY
ABOUT AMENDMENTS TO THE REGULATION OF THE HEAD OF THE AGENCY
MEDICINE AND FOOD SUPERVISOR NUMBER 24 OF 2017 ABOUT THE CRITERIA
AND PROCEDURES FOR DRUG REGISTRATION.



Article |

Several Provisions in the Regulation of the Head of the Supervisory Agency Medicine
and Food Number 24 of 2017 concerning Criteria and Administration of Drug
Registration (State Gazette of the Republic Indonesia Year 2017 Number 1692) is
amended as follows:

1. The provisions of Article 37 are amended to read as following: Art 37 (1) The
evaluation path consists of: a. linr 7 (seven) days includes drug registration export
specialty;

b. line 10 (ten) days includes re-registration;
c. line 40 (forty) days includes registration Minor Variations;

d. 50 (fifty) days includes registration first New Development Drugs by industry
pharmacy investing in Indonesia;

e. line 75 (seventy five) days includes The first registration of the First Generic
Drug by pharmaceutical industry that is investing in Indonesia and the Registration of
New Drug Variations and Biological products related to the approved quality at least in 1
(one) country with the system well-known evaluation;

f. 100 (one hundred) days includes:

1. New Registration of New Drugs and Products Biology is indicated for
therapy life-threatening serious illness human (life saving), and / or easy transmitted to
other people, and / or not the presence or absence of other therapeutic options safe and
effective;

2. New Registration of New Drugs and Products Biology based on justification
indicated for serious illness and rare (Orphan Drug) in Indonesia;

3. New Registration of New Drugs, Biological Products, Generic Drugs, and
Branded Generic Drugs intended for health programs national documents supporting
program needs or outcomes World Health Organization prequalification (World Health
Organization);

4. First registration of new drugs and products Biology by the pharmaceutical
industry investing in Indonesia;

5. New Registration of New Drugs and Products Biology that has gone
through the drug process New Developments being developed by a research institution
or the Pharmaceutical Industry at Indonesia, made by the Pharmaceutical Industry at
Indonesia and at least 1 (one) test clinics conducted in Indonesia,

6. New registration of own generic drugs Formula, source of raw materials,
specifications Drug, quality, packaging specifications, process production, and use
facilities the same production as Generic Drugs An approved brand or otherwise;



7. Registration of Major Variations indication new / new posology for a Drug
addressed as referred to in number 1 (one) through number 5 (five);

8. Registration of Major Variations related to quality and Product Information.

g. line 120 (one hundred and twenty) Days includes New Registration and
Registration of Major Variations new indications / new posology for Drugs and New
Biological Products that have been approved the most a little in 1 (one) country with an
evaluation system which is well known;

h. line 150 (one hundred and fifty) Days covers New Registration of Generic
Drugs and Generic Drugs Brands not included in the line evaluation as referred to in
letter f;

i. 300 (three hundred) days including New Registration New Drugs and Biological
Products and Registration Major variations of new indications / new posology ones not
included in the evaluation path as is referred to in letter f and letter g.

2. The provisions of paragraph (2), paragraph (3), and paragraph (5) of Article 45
are amended, so that Article 45 reads as follows:

Article 45

(1) Evaluation as referred to in Article 44 conducted on efficacy and safety
data based on scientific evidence and guidelines safety efficacy assessment by the
Efficacy Assessment Team Security.

(2) The National Committee for Drug Evaluation shall perform discussion of
the evaluation results as referred to referred to in paragraph (1) and provide
recommendation for decisions to the Head of the Agency.

(3) In the event that clarification and / or is needed a detailed technical
explanation of the document registration as referred to in Article 27 paragraph (1), the
National Committee for Drug Evaluation may asking for clarification from the Registrant
by listening opinion.

(4) For the implementation of hearings as referred to referred to in paragraph
(3), the Head of the Agency submit written notification to Registrants.

(5) The Head of the Agency shall convey the result decision evaluation as
referred to in paragraph (2) on an ongoing basis written to the Registrant no later than
30 (thirty) The day from the periodic meeting National Committee for Drug Evaluation.

3. The provisions of Article 49 are amended so that Article 49 reads as follows:
Article 49

(1) The Head of the Agency in issuing a decision against the registration
application submitted by Registrants are given based on consideration as follows:



a. results of evaluation of Registration documents and / or
recommendations issued by the Committee National Drug Assessor, Efficacy
Assessment Team Security, Quality Assessment Team, Assessment Team Product
Information and Labels; and / or b. the results of local inspections at the facility Drug
manufacturing (in-situ).

(2) The decision as referred to in paragraph (1) in the form of: a. approval; or
b. denial.

(3) The decision is in the form of approval as referred to referred to in
paragraph (2) letter a is given by the Head Entities to Registrants who meet the
requirements administration and criteria as intended in Article 4.

(4) The decision is in the form of rejection as intended in paragraph (2) letter b
is given by the Head of the Agency to Applicants based on evaluation and / or the
assessment does not meet the requirements administration and criteria as intended in
Article 4.

4. The provisions of Article 50 are deleted.

5. The provisions of paragraph (2) of Article 51 are amended and added 1 (one)
paragraph, namely paragraph (3) so that Article 51 reads as follows:

Article 51

(1) Approval as intended in Article 49 paragraph (2) letter a is notified in
writing to Registrants in the form of:

a. Marketing authorization;
b. export special approval; or
c. Variation Registration approval.

(2) Distribution license as referred to in paragraph (1) letter a published if the
results of the manufacture of scale drugs commercially compliant.

(3) Excluded from the provisions as intended in paragraph (1) letter a, Drugs
that have not been made in on commercial scale can be issued Letter approval
notification (approvable letter) in preparation for the manufacture of commercial scale
drugs.

6. Several provisions in Attachment XIIl are amended accordingly to be as listed
in the Attachment is an integral part of the Agency Regulations this. Article Il This
Agency Regulation comes into force on the date of promulgation.



ATTACHMENT

REGULATION OF DRUG AND FOOD CONTROL AGENCY NUMBER 15 OF 2019 ...
ABOUT CHANGES TO THE REGULATION OF THE HEAD OF THE AGENCY DRUG
AND FOOD CONTROL NUMBER 24 YEARS 2017 CONCERNING CRITERIA AND
PROCEDURES DRUG REGISTRATION PROVISION DOCUMENT COMPLETENESS
A. ADMINISTRATIVE DOCUMENTS

1. Cover letter.

2. Certificates and other administrative documents in accordance with
Attachment VI.

3. Documents for the determination of the 100 (one hundred) day route.

3.1. Justification that the Drug is indicated for serious illness and rare (Orphan
Drug), and / or

3.2. Justification that Drugs are indicated for the treatment of disease serious
threat to human life (life saving), and / or easily transmitted to other people, and / or not
the presence or absence of other safe and effective therapy options, and / or

3.3. Supporting documents for public health programs.

4. Documents for the determination of path 120 (one hundred and twenty) Day.
Supporting documents for registration requirements that have been approved in the
reference country with the system well-known evaluation:

1.1. Information on circulation status is accompanied by valid evidence.

1.2. Complete assessment report (AR) document from the authority body
related in English from one reference country, with the proposed indications and
posology requirements are similar with those approved for the reference country. If
approved in more than one country, a matrix must be created counter and approved are
the most stringent.

Registration conditions with reference countries:

4.2.1. Reference country selection criteria:

4.2.1.1. The country that will be the reference is a country with an

evaluation system which is well known and has publish AR in English, and



4.2.1.2. It has become a reference country by many other countries. Based
on the above criteria, then designated reference countries are the European Union, US,
Australia, Canada, UK and Japan.

4.2.2. All aspects related to the quality of drugs, including but not limited to
sources of raw materials, formulas, production site, release specifications and shelf life,
must the same as agreed in the reference country.

4.2.3. The proposed drug is not an assigned drug requires a special
evaluation related to existence differences in disease patterns, resistance patterns and /
or national program policies, such as anti-infection, antivirals (Hepatitis C; HIV),
antimalarials, and drugs Tuberculosis.

4.2.4. Statement letter stating that throughout the quality aspect of the drug is
the same as that approved in reference states, including statements that Drug Master
File (DMF) submitted to the POM the same as that submitted to the reference country, if
required.

4.2.5. The drug has been approved in the reference country with approval
within the last 5 (five) years.

5. Documents for determining the 300 (three hundred) day route. For New
Registration of New Drugs, Biological Products, or Registration Major variations of new
indications / new posologies not included in the line of 100 (one hundred) Days and 120
(one hundred and twenty) Days then an evaluation will be carried out through the 300
(three hundred) days.

6. Drug documents related to patents (if necessary)

6.1. Patent-related statement letter.

6.2. Patent search results from the Directorate General of Wealth Intellectual.
6.3. Results of independent patent studies.

B. QUALITY DOCUMENTS
1. Quality overall summary.

2. Information on animal sourced materials used in the process of making active
substances and drugs.



3. DMF or equivalent document from Active Substance producer for Active
Substance has never been used for the production of an approved Drug in Indonesia (if
necessary).

4. No data equivalence (summary / protocol) or justification is required
equivalence test.

C. NON-CLINIC DOCUMENTS (if necessary)
1. Nonclinical overview.

2. Nonclinical tabulated summary matrix.

D. CLINIC DOCUMENTS (if necessary)
1. Clinical overview.

2. Tabulated study synopses matrix.

HEAD OF THE FOOD AND DRUG CONTROL AGENCY, sgd
PENNY K. LUKITO



REGULATION OF THE MINISTER OF INDUSTRY OF THE REPUBLIC OF
INDONESIA

NUMBER 16 OF 2020

ABOUT PROVISIONS AND PROCEDURES FOR CALCULATION DOMESTIC
COMPONENT VALUE OF PHARMACEUTICAL PRODUCTS

BY THE GRACE OF GOD ALMIGHTY MINISTER OF INDUSTRY OF THE
REPUBLIC OF INDONESIA,

Considering:

a. that the Government is responsible for realizing the availability of resources
in the field fair and equitable health for all communities in obtaining the
highest high degree of health;

b. that the President has instructed the Minister Industry to set a policy
support the development of the pharmaceutical and equipment industry
health in realizing independence and enhancing the competitiveness of the
pharmaceutical and appliance industries domestic health;

c. that based on the considerations as referred to referred to in letter a and
letter b, and based on the provisions of Article 87 paragraph (2) of Law
Number 3 2014 concerning Industry, it is necessary to stipulate Regulation of
the Minister of Industry concerning Provisions and Procedure for Calculating
Inner Component Level Value Domestic Pharmaceutical Products

In view of:

1. Article 17 paragraph (3) of the Constitution of the Republic of the Republic
Indonesia 1945;

2. Law Number 39 of 2008 concerning Keihehterian Negara (State Gazette of
the Republic Indonesia of 2008 Number 166, Supplement to the Gazette
Republic of Indonesia Number 4916);

3. Law Number 36 of 2009 concerning Health (State Gazette of the Republic
of Indonesia Year 2009 Number 144, Supplement to the State Gazette of the
Republic Indonesia Number 5063);



4. Law Number 3 of 2014 concerning Industry (State Gazette of the Republic
of Indonesia 2014 Number 4, Supplement to the State Gazette Republic of
Indonesia Number 5492);

5. Government Regulation Number 29 of 2018 concerning Industrial
Empowerment (State Gazette of the Republic Indonesia of 2018 Number 101,
Supplement to the Gazette Republic of Indonesia Number 6220);

6. Presidential Regulation Number 29 of 2015 concerning Ministry of Industry
(State Gazette of the Republic Indonesia of 2015 Number 54) as already
amended by Presidential Regulation Number 69 of 2018 concerning
Amendments to Presidential Regulation Number 29 2015 concerning the
Ministry of Industry (State Gazette of the Republic of Indonesia of 2018
Number 142)

7. Presidential Regulation Number 16 of 2018 concerning Government
Procurement of Goods / Services (State Gazette Republic of Indonesia of
2018 Number 33);

8. Presidential Regulation Number 68 of 2019 concerning State Ministry
Organization (State Gazette Republic of Indonesia of 2019 Number 203);

9. Regulation of the Minister of Industry Number 02 / M IND / PER / 1/2014
concerning Guidelines for Improvement Use of Domestic Products in

Procurement Government Goods / Services (State Gazette of the Republic
Indonesia of 2014 Number 45);

10. Regulation of the Minister of Industry Number 35 of 2018 regarding the
Organization and Administration of the Ministry Industry (State Gazette of the
Republic of Indonesia Year 2018 Number 1509);

DECIDING: To stipulate:

REGULATION OF THE MINISTER OF INDUSTRY CONCERNING PROVISIONS
AND PROCEDURES FOR CALCULATION OF VALUE DOMESTIC COMPONENT
LEVEL OF PHARMACEUTICAL PRODUCTS.

CHAPTER |
GENERAL REQUIREMENTS



article 1
In this Ministerial Regulation what is meant by:

1. Industry is all forms of economic activity processing raw materials and / or
utilizing sources industrial power so as to produce goods have added value or
higher benefits.

2. Pharmaceutical Products are raw materials for drugs and products drug.

3. Pharmaceutical Industry Company is a company in the form of a legal entity
that has a license to carry out production activities and distribute drugs and
medicinal raw materials.

4. Medicine is bahsin or a combination of materials, including biological
products used to influence or investigate physiological systems or
pathological states in the framework of determining the diagnosis, prevention,
healing, restoration, health improvement and contraception, for humans.

5. Drug Raw Materials, hereinafter referred to as Raw Materials, is a material
that is efficacious or not efficacious used in the processing of medicinal
products with standards and quality as raw material for Medicine.

6. Material. Active Raw Materials are Medicinal Raw Materials that have
pharmacological effects.

7. Supplementary Raw Materials are Medicinal Raw Materials has no
pharmacological effect.

8. Research and Development of Pharmaceutical Products hereinafter
referred to as Research and Development is activities carried out according to
the rules and methods scientific systematically to obtain data and
information, which relates to understanding and proving the truth or untruth of
a assumptions and / or hypotheses in the health sector as well draw scientific
conclusions for the purposes of progress science and technology in the
health sector.

9. New Drug Development is drug development or new Medicinal Substances
which include development Medicine quality, manufacturing process and drug
analysis methods new.

10. Clinical Trial is a research activity with include the human subject along
with their presence intervention test product, to find or confirm the clinical,



pharmacological and / or effect other pharmacodynamics, and / or identifying
any unwanted reactions, and / or study absorption, distribution, metabolism,
and excretion in order to ensure safety and / or the effectiveness of the
product under study.

11. Formulation is the process of making various forms Drug preparations
containing active ingredients and excipients which aims to define all variables
that are required in the development and production of preparations
pharmacy optimally.

12. Bioavailability, hereinafter abbreviated as BA is the percentage and speed
of the active substance in a Medicinal products that reach / are available in
circulation systemic in whole / active form after administration The medicinal
product, is measured by the kadamya in the blood against time or from its
excretion in urine.

13. Bioequivalence, hereinafter abbreviated as BE there is no significant
difference in equivalents pharmaceuticals or pharmaceutical alternatives and
to administration with the same molar dose so it will yields a comparable
bioavailability thus the effect will be the same, in terms of efficacy as well
security.

14. Production is an activity or process of producing, prepare, process,
manufacture, package, and / or change the form of Pharmaceutical Products.

15. Mixing Process is a process of combining materials Active Raw Materials
and Additional Raw Materials in accordance with the formulation specified.

16. Dosage Forming is the process of forming Drugs for ready to be marketed.

17.Packaging is the process of wrapping, packaging, or packaging of a
Pharmaceutical Product with using certain ingredients so that Pharmaceutical
Products what is in it can be accommodated and protected.

18. Batch Release is the release of the test results against a product.
19. Primary packaging is packaging come into contact with Drugs.
20. Secondary packaging is complementary packaging of primary packaging.

21. Level of Domestic Component of a Pharmaceutical Product hereinafter
referred to as TKDN of Pharmaceutical Products is the composition of the
value of the balance of capital, labor, Material. Baku, Research and



Development that comes from from within the country used in the process
manufacturing, and the finishing of goods and implemented domestically.

22. Counting and Verification are activities which conducted by an
independent verification agency for calculate the TKDN value for goods /
services with data taken or collected from business activities industrial
companies or providers of goods / services as well check the accuracy of the
calculation of the TKDN value conducted by Pharmaceutical Industry
Companies.

23. Minister is the minister who administers affairs government in the
industrial sector.

24. Director General is the director general in the environment The Ministry of
Industry, which has the duties, function, and authority to carry out the
development of pharmaceutical, cosmetic, and traditional medicine
industries.

25. Director is a director within the Ministry Industry which has duties,
functions, and the authority to provide guidance to the industry pharmacy,
cosmetics, and traditional medicine.

26. Head of Center for Increasing the Use of Internal Products Negeri is the
head of the center within the Ministry Industries which have duties, functions,
and authority in the area of increasing product use domestic.

CHAPTER Il
TKDN VALUE CALCULATION FOR PHARMACEUTICAL PRODUCTS
Part One
General
Article 2

(1) Calculation of TKDN value of Pharmaceutical Products uses provisions as
regulated in a Ministerial Regulation this.

(2) Nilsd TKDN of Pharmaceutical Products as referred to in paragraph (1) is
calculated based on: a. raw material content; b. the Research and
Development process; c. production process; and d. Packaging process.

Article 3



(1) Calculation of TKDN value of Pharmaceutical Products as referred to
referred to in Article 2 is carried out by counting self-assessment by an
industrial company Pharmacy.

(2) Calculation of TKDN value of Pharmaceutical Products as referred to
referred to in paragraph (1) shall be applied to the data can be accounted for.

The second part
TKDN of Pharmaceutical Products
Article 4

(1) Calculation of TKDN value of Pharmaceutical Products as referred to
referred to in Passd 2 is done by using weighting

(2) The weighting as meant in paragraph (1) consists of on:
a. Raw Material content with a weight of 50% (fifty percent);
b. Research and Development process with weight 30% (thirty percent);
c. Production process with a weight of 15% (five twelve percent); and
d. the packaging process with a weight of 5% (five percent).
Paragraph 1

Weighting of Raw Material Content

Article 5

The weight of the Raw Fluid content is determined based on the following
criteria: a. in the case of Raw Materials containing Active Raw Materials is
given an assessment of 65% (sixty five percent); and b. in the case of Raw
Materials containing Raw Materials Additional is given an assessment of 35%
(thirty five percent), of the weight of Raw Material content as referred to in
Article 4 letter a.

Article 6

(1) In the case of Active Raw Materials as intended in Article 5 letter a is
produced entirely in dadam country, given an allocation of 100% (one hundred
percent) of the weight of 65% (sixty five percent) as referred to in Article 5
letter a.



(2) In the case of Active Raw Materials as intended in Article 5, letter a is
partially produced in country, given the allocation of that assessment
proportional to the weight of 65% (sixty five percent) as referred to in Article 5
letter a.

(3) In the case of Active Raw Materials as intended in Article 5 letter a, all of
them are produced outside country, given an allocation of 0% (zero percent) of
the appraisal a weight of 65% (sixty five percent) as referred to in Article 5
letter a.

Article 7

Active Raw Materials are produced domestically as follows referred to in
Article 6 paragraph (1) and paragraph (2), must meets the criteria for
production factors which consist of:

a. Indonesian citizenship workers;

b. work tools owned by domestic companies; and
c. the material comes from within the country.
Article 8

Fulfillment of the criteria for Production factors as dimeiksud in Article 7
consists of:

a. Category | with a category value of 60% (sixty percent) in case there is only
one factor of Production which is fulfilled;

b. Category Il with a category value of 80% (eight twenty percent) in the event
that there are two factors of Production which are fulfilled; 0,

c. Category Il with a category value of 100% (one hundred percent) in terms
of all Production factors are met; and

d. Non Category with a category value of 40% (four twenty percent) in terms
of producing domestically but no factor of production is fulfilled

Article 9

(1) In the case of Additional Raw Materials as referred to referred to in Article
5 letter b is entirely produced in the country, given a 100% appraisal allocation



(one hundred percent) of the weight of 35% (thirty five percent) as referred to
in Article 5 letter b.

(2) In the case of Additional Raw Materials as referred to referred to in Article
5 letter b is partly produced in within the country, given an allocation of that
assessment proportional to the weight of 35% (thirty five percent) as referred
toin Article 5 letter b.

(3) In the case of Additional Raw Materials as referred to referred to in Article
5 letter b is entirely produced abroad, given a 0% (zero percent) appraisal
allocation of the weight of 35% (thirty five percent) as referred to in Article 5
letter b.

Article 10

Additional Raw Materials are produced domestically as referred to in Article 9
paragraph (1) and paragraph (2), must meet the criteria for Production factors
which consist of:

a. Indonesian citizenship workers;

b. work tools owned by domestic companies; and
c. the material comes from within the country.
Article 11

Fulfillment of the criteria for Production factors as intended in Article 10
consists of:

a. Category | with a category value of 60% (sixty percent) in case there is only
one factor of Production which is fulfilled

b. Category Il with a category value of 80% (eight twenty percent) in the event
that there are two factors of Production which are fulfilled;

c. Category Il with a category value of 100% (one hundred percent) in the
event that all Production factors are met; and

d. Non Category with a category value of 40% (four twenty percent) in terms
of producing domestically but no factor of production is fulfilled.

Paragraph 2

Weighting the Research and Development Process



Article 12

The weight of the Research and Development process is determined based on
the following criteria:

a. Earn Drug Development, given a rating of 25% (twenty five percent) of the
total research weight and Development as referred to in Article 4 letter b;

b. Clinical Trials, given an assessment of 30% (thirty percent) of the total
weight of Research and Developmentsm as referred to in Article 4 letter b;

c. Formulation, given an assessment of 35% (thirty five percent) of the total
weight of the Research and Development as referred to in dsdam Article 4
letter b; and

d. BA/ BE, is given an assessment of 10% (ten percent) of the total Research
and Development weight as referred to in Article 4 letter b.

Article 13

(1) In the case of Development of New Drugs as referred to in Article 12 letter
a, is carried out inside country, is given a value of 100% (one hundred percent)
of the weight 25% (twenty five percent) as referred to in Article 12 letter a.

(2) Development of New Drugs carried out inside country as referred to in
paragraph (1) consists of:

a. Category | with a category value of 80% (eighty percent) in terms of work
force Indonesian citizenship or working equipment owned domestic
companies;

b. Category Il with a category value of 100% (one hundred percent) in terms of
labor Indonesian citizenship and work tools owned domestic companies; and

c. Non Category with a category value of 40% (forty percent) in terms of labor
foreign citizenship and owned work tools overseas companies.

(3) In case the Development of New Drugs is carried out outside country,
given a value of 0% (zero percent) of the weight of 25% (twenty five percent)
as referred to in Article 12 letter a.

Article 14



(1) In the case of a clinical trial as referred to in Article 12 letter b is carried
out in the country, given a value 100% (one hundred percent) of the weight of
30% (thirty percent) as referred to in Article 12 letter b.

(2) Clinical trials conducted in the country as follows referred to in paragraph
(1) consists of:

a, Category | with a category value of 80% (eighty percent) in terms of labor
Indonesian citizenship or work tools owned domestic companies

b. Category Il with a category value of 100% (one hundred percent) in terms of
work force Indonesian citizenship and working equipment owned domestic
companies; and

c. Non Category with a category value of 40% (forty percent) in terms of labor
Indonesian citizenship and working equipment owned overseas companies.

(3) In case the Clinical Trial is conducted abroad, it is granted value 0% (zero
percent) of the weight of 30% (thirty percent) as referred to in Article 12 letter
b.

Article 15

(1) In the case of the Formulation as referred to in Article 12 letter c is carried
out in the country, given a value 100% (one hundred percent) of the weight of
35% (thirty five percent) as referred to in Article 12 letter c.

(2) The formulation carried out in the country is as follows referred to in
paragraph (1) consists of:

a. Category | with a category value of 80% (eighty percent) in terms of work
force Indonesian citizenship or work tools owned domestic companies;

b. Category Il with a category value of 100% (one hundred percent) in terms of
work force Indonesian citizenship and working equipment owned domestic
companies; and

c. Non Category with a category value of 40% (forty percent) in terms of work
force owned foreign citizenship and working equipment overseas companies.

(3) In the event that the Formulation is carried out overseas, it shall be granted
value 0% (zero percent) of the weight of 35% (thirty five percent) as referred to
in Article 12 letter c.



Article 16

(1) In the case of BA / BE as referred to in Article The 12 letter d is carried out
in the country, given a value 100% (one hundred percent) of the weight 10%
(ten percent) as referred to in Article 12 letter d.

(2) BA / BE conducted domestically as referred to referred to in paragraph (1)
consists of:

a. Category | with a category value of 80% (eighty percent) in terms of work
force Indonesian citizenship or not owned domestic companies;

b. Category Il with a category value of 100% (one hundred percent) in terms of
work force Indonesian citizenship and working equipment owned domestic
companies; and

c. Non Category with a category value of 40% (forty percent) in terms of work
force owned foreign citizenship and working equipment overseas companies.

(3) In case the BA / BE is carried out overseas, it is granted value 0% (zero
percent) of the weight of 10% (ten percent) as referred to in Article 12 letter d.

Paragraph 3
Production Process Weighting
Article 17 Production process weights are determined based on criteria as
follows
a. The mixing process is given a weight of 60% (six twenty percent); and
b. Dosage Forming, is given a weight of 40% (four twenty percent), of the total
Production weight as referred to in Article 4 letter c.

Article 18

(1) In the case of the Mixing Process as intended in Article 17 letter a is
carried out domestically, is given a value of 100% (one hundred percent) of the
weight of 60% (sixty percent) as referred to in Article 17 letter a.

(4) The mixing process carried out in the country as referred to in paragraph
(1) consists of:



a. Category | with a category value of 80% (eighty percent) in terms of work
force Indonesian citizenship or working equipment owned domestic
companies;

b. Category Il with a category value of 100% (one hundred percent) in terms of
work force Indonesian citizenship and working equipment owned domestic
companies; and

c. Non Category with a category value of 40% (four twenty percent) in terms of
work force foreign citizenship and owned work tools overseas companies.

(2) In the event that the Mixing Process is carried out abroad, given a value of
0% (zero percent) of the weight of 60% (six fifty percent) as referred to in
Article 17 letter a

Article 19

(1) In the case of Dosage Forming as referred to in Article 17 letter b is carried
out in the state dsdsim, granted the value of 100% (one hundred percent) of
the weight of 40% (forty percent) as referred to in Article 17 letter b.

(5) Dosage Forming performed domestically as referred to in paragraph (1)
consists of:

a. Category 1 with a category value of 80% (eighty percent) in terms of
citizenship workforce Indonesia or working equipment owned by an internal
company country;

b. Category Il with the number of categories 100% (one hundred percent) in
terms of citizenship workforce Indonesia and work equipment owned by the
company domestic; and

c. Non Category with a category value of 40% (four twenty percent) in terms of
work force foreign citizenship and work equipment owned by overseas
companies.

(2) In the event that the Dosage Forming is carried out abroad, given a value of
0% (zero percent) of the weight of 40% (four fifty percent) as referred to in
Article 17 letter b.



Paragraph 4

Packaging Process Weighting
Article 20
Packaging Process Weight is determined based on criteria as follows:
a. Batch Release, is given a weight of 50% (fifty percent);
b. Primary packaging, given a weight of 40% (four twenty percent); and
c. Secondary Packaging, given a weight of 10% (ten percent), of the total
packaging weight as referred to in Article 4 letter d.
Article 21
(1) In the case of Batch Release as referred to in Article 20 letter a is carried
out in the country, granted the value of 100% (one hundred percent) of the
weight of 50% (fifty percent) as referred to in Article 20 letter a.
(2) Batch Release conducted domestically as referred to in paragraph (1)
consists of:
a. Category | with a category value of 80% (eighty percent) in terms of work
force Indonesian citizenship or working equipment owned domestic
companies;
b. Category Il with a category score of 100% (one hundred percent) in terms of
work force Indonesian citizenship and work tools are owned domestic
companies; and
c. Non Category with a category value of 40% (forty percent) in terms of labor
owned foreign citizenship and working equipment overseas companies.
(3) In the case of a Batch Release being carried out overseas, is given a value
of 0% (zero percent) of the weight of 50% (five fifty percent) as referred to in
Article 20 letter a.

Article 22

(1) In the case of Primary Packaging as intended in Article 20, letter b is
carried out domestically, is given a value of 100% (one hundred percent) of the
weight of 40% (forty percent) as referred to in Article 20 letter b.



(2) Primary packaging carried out domestically as referred to in paragraph (1)
consists of:

a. Category | with a category value of 60% (six twenty percent) in terms of
work force Indonesian citizenship or working equipment owned domestic
company or the material comes from in the country;

b. Category Il with a category value of 80% (eighty percent) in terms of work
force Indonesian citizenship and working equipment owned domestic
company or the material comes from domestic;

c. Category lll with a category value of 100% (one hundred percent) in terms
of labor Indonesian citizenship, owned work tools domestic companies, and
the material comes from domestic; and d. Non Category with a category value
of 40% (forty percent) in terms of work force foreign citizenship, owned work
tools foreign companies, and the material comes from overseas.

(3) In the event that the Primary Packaging is carried out overseas, given a
value of 0% (zero percent) of the weight of 40% (four fifty percent) as referred
to in Article 20 letter b.

Article 23

(1) In the case of Secondary Packaging as intended in Article 20, letter c is
carried out domestically, is given a value of 100% (one hundred percent) of the
weight of 10%. (ten percent) as referred to in Article 20 letter c.

(2) Secondary packaging carried out in the country as referred to in paragraph
(1) consists of:

a. Category | with a category value of 60% (sixty percent) in terms of
citizenship workforce Indonesia or working equipment owned by an internal
company domestic or domestic material,

b. Category Il with a category value of 80% (eighty percent) in terms of
citizenship workforce Indonesia and work tools owned by the company
domestic or material derived from dalsim country;



c. Category Il with a category value of 100% (one hundred percent) in terms
of citizenship workforce Indonesia, the working equipment is owned by an
internal company domestic and domestic materials; dsm

d. Non Category with a category value of 40% (four twenty percent) in terms
of producing domestically but foreign citizenship workers, tools keija is owned
by foreign companies and materisd come from abroad.

(3) In the event that the Secondary Packing is carried out outside country,
given a value of 0% (zero percent) of the weight of 10% (ten percent) as
referred to in Article 20 letter c.

Article 24

(1) Format of recapitulation of calculating the value of TKDN of Products
Pharmacy is listed in Appendix | which is an integral part of this Ministerial
Regulation.

(2) How to fill in and calculate the TKDN value of the Product Pharmacy is
listed in Attachment Il which is an integral part of this Ministerial Regulation.

CHAPTERIII

PROCEDURES FOR ISSUANCE OF PRODUCT TKDN CERTIFICATE
PHARMACEUTICAL AND SUPERVISION

Article 25

(1) The Minister has the authority to make calculations and verification of
TKDN value of Pharmaceutical Products as well as issuing TKDN Certificate
for Pharmaceutical Products.

(2) In carrying out the calculation as referred to referred to in paragraph (1)
The Minister delegates to Director General.

(3) In carrying out the verification as intended in paragraph (1) the Minister
shall designate a verification agency independent in accordance with the
provisions of the regulations legislation.

(4) In issuing TKDN Certificate for Pharmaceutical Products as referred to in
paragraph (1) of the Minister delegate to the Head of the Center for
Improvement Use of Domestic Products.

Article 26



(1) Pharmaceutical Industrial Companies submit applications Calculation of
TKDN value for Pharmaceutical Products to Director General through the
Public Service Unit Ministry of Industry.

(2) The application as intended in paragraph (1) submitted by attaching
documents in the form of:

a. Industrial Business License (IUl)

b. Industrial Company profile and organizational structure Pharmaceutical and
Production data;

c. self-calculation of the TKDN value for the Product Pharmacy assessed; d.
Production certificate from the Ministry of Health; and

e. Annual Production and marketing realization report submitted to BPOM.

(3) The application as intended in paragraph (2) using the form as listed in
Appendix Il which is an integral part of this Ministerial Regulation.

Article 27

(1) The Public Service Unit checks the completeness application as referred to
in Article 26 paragraph (2) within 1 (one) working day after applications are
accepted when complete.

(2) In the case of the application as intended in paragraph (1) is declared
complete, Public Service Unit submit application documents to the Director
General.

(3) In the case of the application as intended in paragraph (1) is declared
incomplete, Public Service Unit return the application documents to
Pharmaceutical Industry Company to be equipped.

Article 28

(1) Director General conducts a truth check application as referred to in Article
26.

(2) The examination of the truth as referred to in paragraph (1) is conducted
to examine

a. the validity and suitability of the application documents with the provisions
of the legislation; and



b. readiness of Pharmaceutical Industry Companies from the aspect of legal,
management aspects, and technical aspects before verification of TKDN of
Pharmaceutical Products assessment is carried out by a designated
independent verification agency.

(3) In carrying out an examination of the truth as referred to referred to in
paragraph (2), the Director General may conduct field checks.

Article 29

Based on the submission of requests and results examination of the truth as
referred to in Article 28 within 5 (five) working days, Director General publish:

a. approval letter for calculating the product TKDN value Pharmacy, if the
application is correct; or

b. rejection letter for calculating the TKDN value of the Product Pharmacy in
case the application is incorrect, to Pharmaceutical Industry Companies.

Article 30

(1) The Pharmaceutical Industry Company submits a letter approval as
referred to in Article 29 letter a to an independent verification agency as
referred to in Article 29 to be carried out calculation of TKDN value for
Pharmaceutical Products.

(2) The independent verification agency as intended in paragraph (1)
calculates the TKDN value Pharmaceutical Products based on the provisions
in the Regulations This Minister

(3) The independent verification agency as intended in paragraph (2) verifies
the TKDN assessment Pharmaceutical Products in accordance with the
application filed,

(4) Result of verification of TKDN assessment of Pharmaceutical Products as
referred to in paragraph (3) shall be submitted by Independent verification
agency to the Head of the Center Increased Use of Domestic Products.
Article 31



(1) Based on the results of the verification as intended in Article 30 paragraph
(4), Head of the Center for Improvement The Use of Domestic Products issues
a certificate TKDN of Pharmaceutical Products.

(2) Issuance of TKDN Certificate for Pharmaceutical Products as referred to
referred to in paragraph (1) shall be carried out within 5 periods (five) days
after the verification results are received and declared complete.

(3) TKDN Certificate for Pharmaceutical Products as intended in paragraph
(1) is valid for 2 (two) years.

Article 32

Independent verification body reports progress industry related to increased
use of the product domestically to the Director General periodically every 3
(three months.

Article 33

(1) The Director General shall supervise calculation of TKDN value owned by
the Company Pharmaceutical industry.

(2) In carrying out the supervision as referred to referred to in paragraph (1)
the Director General establishes 24 The monitoring team for consistency of
internal product use country of Pharmaceutical Products chaired by the
Director.

(3) The consistency monitoring team as referred to in paragraph (2) will be
determined by a decision of the Director General.

(4) Supervision as referred to in paragraph (1) conducted at least 1 (one) time
in 1 (one) year.

Article 34

This Ministerial Regulation comes into force on the date invited.






