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337411; Metformin hydrochloride 750 mg prolonged-release tablet, 1 tablet
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1.5. MavnasuRnaNTAvlU (General chapter)
1.5.1. Aruantfves Tablet finsuansua/n13¢539 Universal test fasaluil

L) Test Acceptance criteria

1. | Description/Appearance Complied to finished product specification (2.1)
2. | ldentification Complied to finished product specification (2.1)
3. | Assay Complied to finished preduct specification (2.1)
4. | Dissolution test Complied to finished product specification (2.1)
5. | Uniformity of dosage forms Complied to finished product specification (2.1)

1.5.2 aruaulfusq Active Pharmaceutical ingredient in15uanINa/A159333 Universal
test fasalud

L) Test Acceptance criteria

1. | Description/Appearance Complied to Active pharmaceutical

ingredient specification

2. | Identification complied to all requirement of all specified

procedures in the test on Reference
monograph

3. | Assay Complied to specific test of Active

pharmaceutical ingredient (2.2)

4. | Elemental Impurities analysis Complied to Active pharmaceutical
/Related substance (cH ingredient specification or specific test (2.2)
Q3A,Q3B,Q3D(R1), Elemental impurities in drug
products, FDA suidance for industry (August
2018), USP(41, 42)<232>,<233>,<2232>, BP
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5.20)

analysis)

supplementary chapter IV Q , EP general text

= Organic impurities

= Inorganic impurities

(Elemental impurities

metal

Meets the requirements
Meets the requirements 13147501501573 heavy

p.2634-40)

Residual solvent (ICH Q3C (R5-6),
USP42 <467>,EP general text 5.4, BP
appendix VIl L, JP17 supplement1

Complied to Active pharmaceutical
ingredient or specific test (2.2)

2. qruanUaniaunaila

nan1snsa9aTIeiRun mduluniy finished product specification wag Specification
of Active pharmaceutical ingredient (API) #i8n389anindushiuatuieay Faldaanzidousie
AINNUAMENTINNITOIMITUALYT NIENTIEIDIIUGY wilndussuiildsedeienduatun
Weuivislminiunsgrundsindulasiunils amuuseniensEnsINans1Ige 389 sEYF
g1 WA, 2561 avTult 6 FuanAn WA, 2561 (asUsgmAlussAnanuAwI U 12 quanius 2562)
uaE SPU1TIen (@UUTI2) w2562 arfuil 3 nangem 2562 (aeUsynAlusIia Iyl nwiudl 26

nINNIAN 2562)

2.1 Finished product specification

99 | Specification of finished PRBER SR o
product
UsP2024 In house
1 | Identification
A:HPLCor LC The retention time of the major
peak of the Sample solution
corresponds to that form the
Standard solution, as obtained
in the Assay
B:IR Complied with finished product
specification
2 | Assay (HPLC) 90.0 — 110.0 % of Metformin 95.0 — 105.0 % of Metformin
hydrochloride hydrochloride
3 | Dissolution Test 1 In house 8198 Test 7
- At 1 hours 22 % - 42% 20 % - 40%
- At 3 hours 49 % - 69% 45 % - 65%
- At 10 hours NLT 85% NLT 80%
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48 | Specification of finished )
SR Acceptance criteria
USP2024 In house

4 | Uniformity of dosage units Meet the requrrement
Loss on drying il AR 3
Impurities /Related substance
Organic impurities ER =T
individual impurity NMT 0. 1% NMT 0.1%
Total impurities NMT 0.6% NMT 0.5%
2.2 Specification of Active pharmaceutical ingredient (API)

i Speciﬁcation - Acceptance criteria Acceptance criteria

USP 2024 In house

1 | Appearance White , crystalline powder

2 | Identification | _“‘:".'"*ff_";"'.’ B
® |nfrared absorption Meet the requirement compiled to standard

spectrophotometry

® TLC/HPLC compiled to standard it e
® Chloride Meet the requirement complted to standard
® Magnesium _' ., compiled to standard

3 | Assay (on the dried basis) 98.0.0 to 102.0 % 98.0-100.5%
Assay of magnesium sterate . 0.45-0.55%

4 | residue on ignition /sulphated ash NMT 0.1% NMT 0.1%

5 | Loss on drying NMT 0. 5% NMT 0.5%

6 | Impurity F | NMT 0.05%

7 | Heavy metal -method A NMT 10

8 | Organic impurities : '

NMT 0. 02%

Metformin related compound A NMT 0.02%

(Impurity A)

Impurity B NMT 0.05%
Impurity C NMT 0.05%
Individual impurities NMT 0.1% NMT 0.05%
Total impurities NMT 0.5% NMT 0.2%
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) Specification of API

Acceptance criteria
USP 2024

Acceptance criteria
In house

7 | Residue solvent (if test)

Complied with Active
Pharmaceutical specification
or specific test
(Fosenunadiedidiuinndd
Reporting threshold)

Complied with Active
Pharmaceutical specification
or specific test
(Fossenuuaidiofifmuinni
Reporting threshold

NUELNG NMT = not more than

* %24/® Dissolution wag Uniformity of dosage units TWiuuutenaisuanisiuazidea
nan139 et mndliudineandeaiiduiiarilulu coa

- nydiflaanzieundinisiiu (waive) Mansavasuiiasieisienisle Tduuans
lonansvdngusanafilasueyiade

- Drug substance specification ﬁm‘im’]mﬂlﬁtﬂ‘i‘]zﬁ%dﬁwﬁm drug substance %30
luBiAs 9 drug substance v03gAnerdsagy atulaatunis Feiln1snsas
Ansesirsuynihdefifvua

3. n1sUsuliuaUsEansnaneasaa (Price Performance)
= J = 1 - 1 3
S8AZLDUARIULDNETT 15049 NFUTEHUAUTEANTANHBI1A (Price Performance)

a. wnansiildlunisiansen
wnasildlunsiansanauame liisssdduienatsndeuseynangiavienansauda sy
soraluil
1) duunenasmiven Mwlng uag/mMiamwdingy
VNG Tuns@ifldendusuuaziesdionarsuansdousldvasefinumsiuses
DndnaLANENIIINTOMITUALET Tkansireuideudld deanses deviuld
dsuwhdusdusuuluruaeildlunmssnvivindu wazdinisseydeanuieumsisenly
Tuenansiuen
2) AUNENENTLARBANNUNRAINTBINTLFUTTY (WkdeLaznaBdLn) muiTidtumeTeuld
3) duundvetunzidoudisue (Wuu n.8.1 3 8.1) asunanir wieusiuaziBunnm
Suaiziawzraiedniagiuasderimuainnsgiuredinisitaseyien (Finished Product
Specification and Analytical Procedures) funsiould Tnedosdredadiueiiusenim
nysnTNEIUgUiUIaMTeainiUTENA
waemg: nadifiegseninveildsunvaudlyisinsgiuasdadmunuinsgnli
aanAdImuTIEivTsmATuTemeieaganediinnuaunsIuNITIILALEN
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Wuuvdiundveudluvdeuamemslunsadousiue (wuu ne. 9) wie duudive
uiluAsuuammenslunsdeusiiuen wuu .5) wmdeufuse
duurluddynstunsdeudiuen (Wuu ne.2 ve ne.3 vie ne.s vie 8.2 wdudnsdl)
4.1.1.n3diemdnluuszmelng (e.2)
4.1.2.nsdienhituiiomsutsussglusemelng (me.3)
4.1.3 n3difnhdeindiesene (ne.q)
waeLng: nsdiiinsivdsuulasudledusygrauazaniuiindn Tuuudiundmoudly

Wasuwassenmslunzifoud$ue wuu ne. 9) vie duundveudludsuuwlasmenis

TunzioussuenfefuFusyymuazaniuiingn (L o.9)

drumdsdefusoaninsgrunisndneinrundninueiisnisialuniswdnen (Good

Manufacturing Practices (GMP)) /PICs (Pharmaceutical Inspection Co-operation Science)

lagmiieau PIC/S participating authorities atua1ganusaunIsnsIvaeu dnan15suses

feiuvssmalsgmasandidnnsetnd lumneiifeadesiueniiaus Usenause

5.1. dumifideFuseunnsgIuMsKAREIMUMANINANIBANSARlUNTSHAR TRgAUFIE
dfiny (Certificate of GMP Active Pharmaceutical Ingredient (API))

5.2. dumthdefusowATgIUNITNERLIAMANINUSIIBNIIRUNIHERNARSAITTEN
duSagu (Certificate of GMP Finished Product)

Tunsdifidugnindranrssene guandesdidnumicdeiusesniindasi (Certificate of

pharmaceutical products, CPP) #3anisdaiusain13i1mune (Certificate of free sales,

cFs) lumnaneniliauons atuagamusounsnsivaeulasiinasusesdieiulsenimsenin

378 |

wnsgruvesdenmunauniningiudiendiAy (Active Pharmaceutical Ingredient

Specification) wavndnsineigndniagu (Finished Product Specification)

7.1 dunansgiuingaudiendifgy (Active Pharmaceutical Ingredient Specification)
wazumsgrundadueiendniagy (Finished Product Specification) Tagszysinsen
(Pharmacopoeia) ld81e8amsTinmeilasanassueteeiondulunmudermun
uaz.u"|m‘ig‘mﬂaqmﬁLﬂ'i'lzw"luﬁﬁ'laﬂﬂﬁﬁ'lmwﬁa MINUTENANTENTNEITITUGY
F09 sEYFTI07

7.2. @141 drug monograph 98918188 ey (Active Pharmaceutical Ingredient) wa
wAnsTausie1d393U (Finished Product)

7.3, n3difive gAufIe1d1/gy (Active Pharmaceutical Ingredient Specification) 38
wanAusie1d393U (Finished Product Specification) liiusinglusiisnen (Non-official
pharmacopoeia) fowuanwdnguhefiunsguvemsiesesidulunadenie
avieluil
731 idermusuazinasguvainisinmeiluiievesusamefifuaundnues The

International Conference on Harmonization of Technicat Requirements for
Registration of Pharmaceuticals for Human Use (ICH) »3® |
732 dafmunuazanasguresnIsias1evidn (in-house process) NidenArey

2 4 =
ICH Guidelines ¥158
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7.3.3 forimuauazinasguinluvesmsiiasgiismuaflushse dsedla sisen
wils UsENIANTENITINENSIAY (309 s2yriienen dmduguuuuemiug
(General requirement for dosage form)

vureing: denvunaunIningaudiend fty (Active Pharmaceutical Ingredient

Specification) uagnansausiendniagy (Finished Product Specification) A258198510#5
wertukazatuidienty snduudnsdiidhaeriidetmunuazainnsgiuveanisinges
weingAudenddgy wse nandamiendusagy
8) dnumiiidasusamanisitasieyt (Certificate of Analysis (CoA)) Tnesiasusenausie
8.1. duumilsdeiusamamslinneningausiedify (Certificate of Analysis of Active
Pharmaceutical Ingredient (API)) laadasussnause
8.1.1dwumwmisdesusesmansiiaseingausienddy veundaingaushendfey
(Supplier)
8.1.2dnumiHoTusemansiaTe
(Manufacturer)
8.2. dumiadssusenan1sineindndueiendniagu (Certificate of Analysis of

Finished Product) venasudnsiueiednsagu (Manufacturer)

8.3. lenasdudumnuduiusseninegumsnanvesingaudiiend@fey (drug substance) uag

Jumstidnveandnsasidnsagy (finished product) Aldlunisedneniuiidaey

9) dulenalsiannanIAnyAINAa (Stability data)
9.1, ALUNBNAITUAMINANSANYIANNAIRITEEZEN (Long term stability data) 91u7u 3

JUMIWER

9.2. ANUNBNANTUANINANITANYIAIINAIAIUANT1I2L59 (Accelerated stability data)

TIUIU 3 JUASTHAR

9.3. dnunenasuanansAnfuansieansainuadinetld 1 gn /duuiudns

Uszannanssne (nsdleuda) @)

9.4. nsdhfueniidesazars Afeanneuld WdnunenarsnanisAnmaluasiandnis
aransuaz/vie 18e319 / ndalald lusvhazanesneg Asuiiuuazasandasiuenals

£ ar @t o & am

ngRuiedAey vesndnndndmusiendusagy

AAve (n use stability data)

10) dnumilsdedusewmdndueiendniagy (Certificate of Pharmaceutical Product) 1@W1zen
dndwnlulsemelng

11) dnumdngIunuauyaveIndnsiueien (Bioequivalence) Ingrnan1sfinwiAuANYAT8Y
HARSM9ieN (Bioequivalence) iWulumudaniivum ASEAN Guidelines for the Conduct of
Bioavailability and Bioequivalence Studies w3 gilan13finsirussanSnanazTiduya
wgananTusien nszvmeassagy Insantuvemhsnuinudauyailifunsivies
n difnauemznssunmsemsuasen atutlaguu (nsdllildenunuy)

12) dumiidesuseunasgrunsufoanumdninueiisnisidluiesujifinag Good
Laboratory Practices (GLP) lunsdifivhnsfinundaauyadisineyssine

13) ﬁnu'mﬁ’qﬁa"s'mmmmgﬁuﬂmﬁu%’nmuaznszmummwé’ﬂmmﬁﬁmsﬁﬂum‘nﬁu%’ﬂm

uaznsEAeen (Good Storage Practice / Good Distribution Practice (GSP/GDP))
ARIENTIINIAIMIATITANSUARAE AN URIIANE
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14) fiauasndesddinegnensg ey 3 migussysiue

15) diumilsdefuseunasguiesufifinig ISO/EC 17025 Tusrensenilieue (i)

16) duenasuansteyanislifunisussylu Green book vesnTIAEIMARin1sLWIE (i)

17) dAwenarsuansdayanislasun1sussglu Orange book 484 US.FDA. w38 European
Medicines Agency (8"4l)

18) n3atlaildendunuudesuaninsAnemienaiin (Clinical trial) veserludssmalneiuansds
HaYNIARENYDEWTHUNBUAURLLUULAE ANLW WIS EITNN NS UNNE (A1)

19) MIBUTUTIHFTTUNLNNUA MU SENIAALNTTUNMINAUISEUVLIMIYIR 1T0UNMIA38555
1 1 - -y - d Aﬂl L2 ar
Timen1sdnasunIsuIge1vesUsendlng w.e. 2559 #39938535UAUY NARAAARINY
Usznmav (e1d)

5. Joulvdu

1) ewasiiogwdshivesndt 1 ¥ unniuildweven

2) mniaenisuaniidausuliunlsimeiviaszdesdiumidedesusasnanisiinsis
(Certificate of Analysis (CoA))
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