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iwamﬁﬂaqmﬁnumzmmzm Doxorubicin HCl 2 mg/ml, 25 ml injection

31U 3,000 ¥7A

TsaneU1IavauULAY
Yoy Doxorubicin HCL 2 mg/ml, 25 ml injection
2. ARy
2.1 JUuuu Wuarsazareusanide Ta duns dwsuda

2.2 duusenau Usenausag Doxorubicin HCL 2 mg/ml U3ums 25 ml Ty 1vial
23 ammurusTy UTTRlUNMUrUSIEIRaUsInideiaviaui type | uasusIydiue
Uasiuuas
24 9an - svydesn druvszneusiedrfiguazauuss Jusdn Sudueny
inviindnuasiammesdousiiuen Wedhednuuuussyius
- vunuzUTTYEIREaesdessyTer i atementsn dauszney
HATTUNARAILIIYENEN Laviikan Tudueny Tidaou
- aanszymaAulugifuiigamad 20 - 8° C
3.AnuduANIAAln
Nam'im‘i'lﬁLﬂ‘J'wﬁﬁﬁumeflulﬂmn finished product specification uwag drug
substance  specification #1819 nindushivatuideaty deldaanzideudedineu
AMENTIUNTOMNTUAZY NIENTNEGITUY sinduiniulideaiivatuiiiisurimie
Tmindwnasgrunduiiuladiumil ausemensensisansisaigy
3.1 Finished product specification: Doxorubicin HCL 2 mg/ml, 25 ml injection

¥ Test items USP 41 BP 2016
1. | YSunuseddy 90.0 - 115.0% of the L.A. of 95.0 - 110.0% of the L.A. of
Doxorubicin HCL Doxorubicin HCl
2. | Identification ATIU ATIU
3. | Sterility ATIMIY ATITIY
4. Bacterial endotoxins | NMT 2.2 USP EU/mg of NMT 4.4 IU of Endotoxin/ml
Doxorubicin HCl (solution 2 mg/ml)
AMIZNTTUNSATVUARSNWMLIANIZYBIEN %@
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(ueenduire weslve) (usamguuWug Woluvie) (ndyed  THeRdnng)
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D pH 25-45 2h—35
6. Volume in containers 100 - 110% of L.A. 100 - 110% of L A.
1. Related substances - Doxorubicinone : NMT 3.0% - the area of any peak
- Any other individual corresponding to doxorubicin
degradation  product : aglycone : NMT 3%
NMT 2.0% - the area of any other
- Total impurities : NMT 5.0% secondary peak : NMT 0.5%
8. | Particulate matter ATIWY ATIWIU
- 9uR = 10 pm laiiiu
6,000/container
- UM 2 25 pm hifiu
600/container
3.2 Drug substance specification: Doxorubicin
) Test items USP 41 BP 2016
1L | Ysunesnenddny 98.0 - 102.0% of Doxorubicin HCl | 98.0 - 102.0% of Doxorubicin HCL
(anhydrous substance) (anhydrous substance)
2. | Identification AT AT
3. Related substances | - Doxorubicinone : NMT 0.5% - Any Impurity : NMT 0.5%
- Daunorubicin : NMT 0.5%
- Daunorubicinone : NMT 0.5%
- Any individual unspecified
impurity : NMT 0.5%
- Total impurities : NMT 2.0%
a. Limit of solvent - Acetone : NMT 0.5% - Ethanol : NMT 1.0%
residues (as - Total of acetone and alcohol :
acetone and NMT 2.5%
alcohol)

(WamU3en wivineg)
wsuwndgungn ey

(WU

AN ITUNTINIVUARMIANBIISIANITYBEN

(usamgauug Wsluvia)

WBWANETIUIYNT

)

FRRTaILNG)
ndunIgIunyniINLEY

/.
(weuszln 5353919
wndgnstungns

—

o "de oan

(uedRed  ITeTang)

WndEYNITUIYN LAY
-—




) Test items USP 41 BP 2016
5. | Crystallinity AT 7 -

6. | pH 40-55 / 40-55

7. | Water NMT 4.0% < NMT 4.0%

8. Bacterial endotoxins - Less than 2.2 IU/mg

wemg - NMT = Not more than
- nsdiftemmuifeuudinsidu (waive) msssnasuiiassinemsle Wibuuanuenasudngrudngn lasy
al@sg
- Drug substance specification fiarsananluliasieiuasdngs drug substance viseluliAsnevt drug
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4. Feulvdu
flaussiariidesdudiuinindigionans nieuasansiiedesusenenarslaediidiuin
eazduadsil
4.1 wnansiilFsueyantunsifeusniusniiodminelulssmealng uazduss(dectarelunesdin
4.1.1 luddynstunadousdue Wl ve.2 ne.3 vie.d vie 8.2 udusinsdl
4.1.2 Tusvetunadou ne.l vie .1 vew fiiauenan wisuseavduavidenismuns
AN eARAusITiunsdey (Finished product specification)  wazdeimunnmnnes
QAU (drug substance specification) n‘s;ﬁﬁagﬁwd'}qnmﬂﬁauwaaur’ﬂmﬁmﬁmzﬁmuuu
nasnisvewdly (8.5) wmdeu finished product specification Wag/wsa drug substance
specification lagvaudlunauiulsemauszmanaddnnsednduaslitiu 2 U . Judsznie
Usvmasandlannsaiind
4.2 1BNATTUIBWINTFIUNTHARET
4.2.1 nsdlewdnlulssnelve ruandediienarsiuseunasgrundnginmuvaninasivay
FBnsiiRlun1sndnen PIC/S (Pharmaceutical Inspection Co-operation Scheme) lngwiagany

PIC/S participating authorities w3eslionansiusesnasgIunsNaRLINIMANINAIILAY TBNSHRLY
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4.2.2 n3dlsmininnnnalssme guandodilenansiuseunasgunskingmamanines
LaEIBNMRlUNTSHAREIPIC/S(Pharmaceutical Inspection Co-operation Scheme) lagnuigeu
PIC/S participating authorities #58 GMP sasUszweaguan aluargamuseuntsnaaeulagiing
msfusesdviulsenieusemenadidnnsefindvieognaondinudausinsdl
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4.3.1 wanInTIRiaTsiRuamRdasuiduiaguresinan (certificate of analysis
finished product) Tusnjuitdaiusetis

4.3.2 HAN1IATIVUATIRANNININGAUYEWIIIEATY (certificate of analysis of drug
substance) #il#lumsndnenuiidauegnvisvesirdneuazindningiu

433  enaswienangududuanuduiusseninsiunisninvesingiiuveswinedfsy
(drug substance) 48 4.3.2 Aujunmsndnvewdnsiueienduiagy (finished product) ¥e 4.3.1

4.3.4 wamsfinw long term  stability maeAtiteIgvetefiunsdeulifudiinau
ABIENTTUNTTOMITUALY NTENTNETEITUGY
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waninaein1suseliuarUseansnneasnan (Price Performance)
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2. u'msﬁ'luﬁmmwwﬁnﬁ'mi ﬁzuumﬁ‘u 50 ASLUY

2.1 M153UTBNNATHIUNAAAMA 15 Azuuu
finsusennasgunands audeladenieluil
Wadatioy AZLUY
\Huendeegly deladovil fwigluil 5

2.1.1 WHO list of Prequalified Medical Products
2.1.2 tydnedontnfusiornaunmuasduin (Green book) wu 1 fuauilagdu
2.1.3 u“lum%iaag'luﬁ'fy%ﬁu%‘auﬁmﬁ‘mﬁm?‘ﬂﬁ%‘umi%’mm (Approved medical list)
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2.1.4 Jusnenseriteglulgiuinnssilnedaglu 5
2.15 Wusdedinansnsaaliesizien sruaulivesnia 3 sumsude leeviesufji@nisn 5
19¥un1s5uses ISO/IEC 17025 Mnmiienussiuainaniansuing= e fiRing

¥ a & o v a sy v T | s 3 e
weduln Fokhdensavniwswidehiesnithdanissylu Green book adusangail
endeaiguisaiu waznan1sliessillongliiu 5 U duaniunladunmsiusewans

= € = @ a a8 a8
M5IIATIEY DNUUTENMAUTEMATIABLIENNIBUNE

2.1.6 WuendeglutyTsedelu Orange book US FDA via EMA viailiuenduuuy 15
nsm*aﬁ‘ﬁ’mqaq‘luﬁty%maﬁualu Purple book US FDA %38 EMA
saumndonzuuugegn 15  avuuy
2.2 AnwaznamEnwYegEIiagy 5 ASHUY
ﬁmm’mnﬂmﬁnwmzﬁmmtﬁulﬁﬁqamtﬂa'wi'%amnﬂssamﬁuﬁ'aﬁv‘a 5 oA
wiadatay SN
2.2.1 gudln >

- sdinliiinfieu garundau Tesgansesuanvitesesduuuiaudae, msua fyense
A - L2 i LY = o
nswWasud mamedntuveadng visnsanadnuuriinigurussgievududinm

- gufiandou ge ruaiiauevaInMsaiou lneganses

uan 9ensy AUMUBrYRIARIATaULAENSINEAUTEIY)

- ruadga waaiuuds vion adnvarreavgaiuliviesoumiluninind seswey

1 v = al 1 4
nmsUdesfine lasgainnszanuiuiemsiesh, Suswssnaieludecliniaeud

nmzn'ssumiﬁﬁwnqmé'nﬂmzmmwmm

................................................ B, — A8, R
(wne U 3ve wedlng) (uneamguuwug Wolwie) (unedgyed SHeRnna)
wgwvdgungnsiiay UIHWWIETIGYNTS wndunsgiungnisiiey
............................ b s L.
(Wanunu w‘?&l auna) (wedsgln 5351919)

IndunIguInITiLAY WNAYNTTILIYNNT




windatay AZLUY

2.2.2 #13n 5
= t% = I

- AN § N1TAATBYEIHIEY NTWAsuivdsnisazate Aldvues arsazany

ANSLNIEAIVBINIEN

- ;Aenuvansazaty @ auld &

- EARUULTIUAZNBY § NINTEINEH AUEINENSYAINTINIZAIBAZYB T

2.2.3 g8 5

- giu geueInd1elunsly, A
5 g

Fuuae Ay

- :vigenn/y g Al

2.3 dayamiuayuaNIWYBINAAA U 20 ATUUY
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1. 33ms@nwduluu Randomized controlled trial waglimsARuiran1sAnEa 16 AZLUY
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3. FnsAnwudu Comparative studies wuu Cohort studies (prospective) wasdl | 12 Azuuy
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1. aatuvieveslfiRnsiviinmsAnenlusinsUszmadeivangunansinléfuns
BRUTUINETINIUAMLNTIUNITDIMITUALYT NIENTNAIGITUEYLAT TidmTunsdlen
asiylvad (New generic drugs) Funsiousiud 3 2546

2. FmsAnwdeau Randomized crossover design %3a Parallel design (nNgfiedl
t1/2 gm)

3. msfmianaaatpsmaduamalinsiifguamd viadudtae wu sl uae
g191u HIV

4. Snwnusetiidnudedidesnit 12 au uerdndunsdnwuuu Parallel 1uny
Fegniidnwediiesnit 2 Wiveauu Randomized crossover

5. fimsasvasuAuIMINEANLaZQNABIYaYITAIAT sy biological sample
wIolal

6. 35n1slien drulugilunuy single dose MsWigLUY multiple dose aeldisled
sefuenluBensinunn viailiuen sustained release uazginil washout period vsaly
Faflszprnanetnaden 5 wihwea t1/2

7. mafiushedadendenfivetiates 9 9m - neulvien, 2 Qﬂﬂﬁﬁszﬁumﬁﬁﬁu, 3
AU Cmax, kae 3 IAYNTTAVLIAEE svznmLiuauadosuuegiaen 3 wh
U t1/2

8. WanIVAERY 90% Cl vewar1wm3vasdndruusiay Parameter Aig Cmax, AUC t,
uarAUCes iflu log scale vaenaniyuazenduuuy fesegluge 0.80 - 1.25 Jxfiendl
BE Wiy
nsimIRsIINsAneMeTaauyaYesen (BE) Runsandel

1. friunasinndelinzuuudy

2. Brmiameay 90%C] vesmassegluta 0.80 - 1.25 usliiunasideladenil o
feimsAnwlaiindedie (lawnw BE Aidumasaus T 2543)
3. ii TE orange book US FDA %3a EMA 10 AzUUY
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2.4 dayansAnwiruAsENIWEeT (Long term stability) 10 Asuuu
finsAnwauasanmeniitunsdeudiiuen weuenasviendnguuansianmsfinuemuas
anmenjuinaslasanuilaaiiauesien fersan fi
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