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1.5. MInaaouRanTAnaly

1.5.1. AuanURves Tablet Ansuanana/n15n539 Universal test Fasaluil

i) Test Acceptance criteria
1. | Description/Appearance Complied to finished product specification
2. | Identification complied to all requirement of all specified
procedures in the test on Reference monograph
3. | Assay complied to specific test of Finished product
(Shelf-life COA only) (2.1.)
4. | Elemental Impurities analysis Complied with finished product specification or
/Related substance (cn specific test (2.1.)
COMLIEERET, PSSt Frties ) did (Fosmenunaidediduinndn Reporting threshold)
products, FDA euidance for industry (August 2018),
USP<232>,<233>,22232>, BP supplementary chapter IV
Q, EP general text 5.20)
5 | Microbial limit test Complied with finished product specification or
specific test (2.1.)
6 | Dissolution test Complied with finished product specification or
specific test (2.1.)
7 | Uniformity of dosage forms Complied with finished product specification or
specific test (2.1.)
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1.5.2. AuauURves Active Pharmaceutical ingredient imsuaning/n15ms3a Universal
w 1 4’
test fenalUil

) 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
(Shelf-life COA only) (2.2)
4. | Elemental Impurities analysis Complied to Active pharmaceutical ingredient
/Related substance cx specification or specific test (2.2)
Q3A,Q3B,03D(R1), Elemental impurities in drug
products, FDA guidance for industry (August 2018),
USP(a1, 82)<232>,<233>,<2232>, BP supplementary
chapter IV Q , EP general text 5.20)
~ Rrganic impurities Meets the requirements
- Inorganic impurities Meets the requirements
(Elemental impurities
analysis) or
- heavy metal (UsP39, 40) NMT 20 PPM
Resrdual solvent (cH Q3c (s 6), UsPa2 Complied to Active pharmaceutical ingredient
e o ot speciic test (22)
5. | Enantiomeric purity test Complied to Active pharmaceutical ingredient
(if test) aylanlumsusznanmie or specific test (2.2)
Usuussunm 2563
6 | Polymorphism identification winwanin1silu polymorph Tiuansnmanemesad
(USP<941> X-ray powder diffraction) 448U Crystalline or Amorphous
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Specification of Active pharmaceutical ingredient (AP!) fisredamnndusuatiuifeniy
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2.1 Finished product specification (USP2024)

9@ | Specification of finished product Acceptance criteria
i Identification
A. UV absorption corresponds to standard
B. HPLC corresponds to standard
2 | Assay 94.5 — 105.0% of the labeled amount of
atorvastatin
Uniformity of dosage units Complied with finished product specification
4 | Dissolution test*
Test 1 Not less than 80 % (Q) of the labeled
| amount is dissolved in 15 minutes
Test 2 Not less than 85 % (Q) of the labeled
____________________________________________ amount is dissolved in_30minutes
Test 3 Not less than 80 % (Q) of the labeled
amount is dissolved in 30 minutes
Test 4 Not less than 80 % (Q) of the labeled
amount is dissolved in 15 minutes
Test 5 Not less than 80 % (Q) of the labeled
amount is dissolved in 20 minutes
Test 6 Not less than 80 % (Q) of the labeled
amount is dissolved in 20 minutes
Test 7 Not less than 80 % (Q) of the labeled
amount is dissolved in 30 minutes
vinemg Dissolution test
n5dl 51 (6) AowasmAn Tazatureiudaziln wie sgrnios min waz max veINTALAwNIIMIIUN each unit is
not less than Q+5%
n3dl 52 (6)pauantriadioed 12 Win (S1+52) > Q% and no result is less than Q-15 %
5 | Impurities
Organic impurities
Atorvastatin pyrrolidone analog NMT 0.5%
Atorvastatin related compound H NMT 1.0%
Atorvastatin epoxy pyrrolooxazin 6- NMT 0.5%
hydroxy analog
Atorvastatir; IIIII é poxyug;r.rélooxazin 7- """""""""""" NMT 1.0%
hydroxy analog (if present)
Atorvastatin epoxy THF analog NMT 1.0%
Atorvastatin related compound D NMT 0.5 %
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98 | Specification of finished product Acceptance criteria
Any other unspecified degradation NMT 0.2%
..... prochic
Total degradation products NM_T_QO% IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII ~
6 | Packaging and storage Complied with the finish product standard
Labeling Complied to the standard

2.2 Specification of Active pharmaceutical ingredient (API)::

(A) Atorvastatin calcium (USP)

48 | Specification of API Acceptance criteria USP 2024
1 | Identification
A Infrared absorption IR Spectrum : corresponds to standard
B. Calcium The Sample solution exhibits a significant
absorption at the calcium emission line at
4227 nm.
2 | Assay 98.0- 102.0 % of atorvastatin calcium
(on the anhydrous and solvent free basis)
or
98- 102 % of atorvastatin calcium
(on the anhydrous , propylene glycol-free,
and solvent free basis)
3 | Content of propylene glycol (If 5.4%- 7.3%
labeled
4 | Organic Impurities \ien procedure 1 %59 procedure 2 Fuiuas
dunsevikas polymorph e9eN
Procedure 1 Procedure 2
- Atorvastatin related compound A NMT 0.3% NMT 0.3%
(Desfluoro impurity)
- Atorvastatin related compound B NMT 0.3% NMT 0.3%
(3S, 5R isomer)
- Atorvastatin related compound C NMT 0.3% NMT 0.3%
(Difluoro impurity)
- Atorvastatin related compound D NMT 0.2% NMT 0.15%
(Epoxide impurity)
- Any other individual impurity NMT 0.10% NMT 0.10%
- Total impurities NMT 1.0% NMT 1.0%
- Atorvastatin diamino NMT 0.15%
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Y8 | Specification of API

Acceptance criteria USP 2024

- Atorvastatin 3-deoxyhept-2-enoic NMT 0.10%
acid

- Atorvastatin related compound H NMT 0.15%
(Lactone impurity)
Atorvastatin epoxy NMT 0.15%
tetrahydrofuran analog

- Atorvastatin ethyl ester NMT 0.15%

- Atorvastatin related compound | NMT 0.15%
(Acetonide impurity)

5 Enantiomeric purity

Not more than 0.2% of atorvastatin related

compound E (3S, 55 enantiomer)

6 Water determination Method la
<921>

- Trihydrate form: 3.5-5.5%

- Amorphous form or semi-crystalline form:
NMT 6.0%

- Propylene glycol solvate: NMT 1.0%

7 | Storage and packaging

Meet the requirement

8 | Labeling

Amorphous form :

the label so indicate

Semi crystalline form:

the label so indicate

Propylene glycol solvate:

the label so indicate

If a test for Organic impurities other

than Procedure 1 is used

Indicate the name and quantity of any added
antioxidant

VUL NMT = not more than

* 97198 Dissolution wag Uniformity of dosage units TuuuenasuanizIuazLdee
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1) duunenarsfiiuen Mwlve uag/mMisnwdingy
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IndnNUANEATINNITEIMITULET Twaniteiuideudld danissede deviuld
deuwihiuerdusunlumnaeildlunsinvoiniu wasiinsseyfeanudoumsidenly
Tutenansiduen

2) duunenansuansdarmNuLRAINYBINILEUTTY (Weuaznaeen) muilitunsdould

3) duwrrvetunsidoudiiuen (wuu n.e.1 nie 6.1) Asuynni niousteaiduanu
dnvazianizvesdiiagiuardeimuninsguvesitnisiinseien (Finished Product
Specification and Analytical Procedures) funedouly Tnedosdredednfueniiusena
NIENTHANSINGUIUTBMTEIMINIWIEme

waewe: nsdifegseninseivasuutawdlvisinsiuasdefmununsgiuli
aenndeanuieiivsEnaiuTemioineagased innuANERTIINTEIMNIULAYEN
Tuuudiusveutlowdsuutassenslungideusiiuen (W ne. 9) wse duurdee
uiluwasuuammenslunsdeuisue) (v v.5) smdeuiue

8) dnluddynstunsdeusiiue (Wuu ne.2 v3e ve.3 viie ve.4 vie 8.2 udwsinsdl)

4.1.1.nsdinewanlulszmelng (ne.2)

4.1.2.asamemidiiemsusussqlulsenalng (e.3)

4.1.3.nsdienindransaUsune (ne.4)

WU N: nsdifinswasuuaudluiuoygnuazaniuiings Wuudiundweudly
WavuwUasnenslunsfousiiven (wu ne. 9) vie duufveuiludsuntaenis
Iuwzwaum‘summmﬂwg'iuaurgﬁmuasamuwwam (W 8.4)

5 ?'i'"lLu'1wﬁqﬁa%’mmmmpumwﬁwammm‘fﬂmmﬁ‘iﬁmiﬁ Alun1snanen (Good
Manufacturing Practices (GMP)) ) lunaiiisadesfueriiaue (atuarganiusounis
asrvaeulnedieglutiaiainiiusey) nesasusenaume
51. e‘hl,u’mmaa‘susaemmswmsnammmuuaﬂmmemsmswﬂumwami’mqﬁuﬁam

@y (Certificate of GMP Active Pharmaceutical Ingredient (AP))

5.2. dumihdedusemnsgrumsuansmiundninasiisnisiidluntsuanndnfusion
d1333U (Certificate of GMP Finished Product)

6) lunsdimdugrundransrsusema gudadesdianumidesusewansias (Certificate of
pharmaceutical products, CPP) w3ew tisdieiusenisnimuie (Certificate of free sales,
CFS) Tumnmeniiiauene atuargamuseunsasivasulaeiinaiusesieiulsznmeAusznin
31A7

7) wmsgruvestedmuanmnmingiiudigrdrfy (Active Pharmaceutical Ingredient
Specification) uaskansnusied@nsagu (Finished Product Specification)

7.1. dnunnsgiuingAusiendiAny (Active Pharmaceutical Ingredient Specification)
LazanIgIUNERTusiud@ 33U (Finished Product Specification) lagsgysini1e1
(Pharmacopoeia) fil#8138ansiiameilasnmsgruetaiosdoadulumuderimun
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7.2. d14u1 drug monograph ?Jmﬁ'dﬁ’;mﬁ'\ﬁ'm (Active Pharmaceutical Ingredient) ua
Nﬁmﬁ'm?'lt!'lehl,%%gﬂ (Finished Product)

7.3, nS@AYn gAudl81d1Ay (Active Pharmaceutical Ingredient Specification) 3o
wainftusiendisagu (Finished Product Specification) lisnglussnen (Non-official
pharmacopoela) maﬂu,am‘naﬂiﬂu’nﬂmmm‘.iii’m'umﬂ'IS'aLﬂ‘i'lumﬂu‘lﬂmma‘ﬁuwa
lasoluil
7.3.1.ﬁ*ﬁaﬁ'muﬂuazmmsg']waamﬁLﬂﬁww"luﬁﬁwwmﬂﬁzmﬁﬁuﬂuauﬁnmm The

International Conference on Harmonization of Technical Requirements for

Registration of Pharmaceuticals for Human Use (ICH) 739
7.3.2. dofmuauarunsgIueeInsias i (in-house process) fiaenndeaiu
ICH Guidelines 138
7.3.3, =uamwuﬂuavmmﬁmm‘mﬂmn'mLm'wwn'muﬂ"l%'lumsnm fsela 51
wils uUsENANTENTIANS TAAY (389 SEYIEn mmugﬁuuumuuq
(General requirement for dosage form)
nauewg: dafivuaquaningiuiiendfgy (Active Pharmaceutical Ingredient
Specification) uaznanfnsiendnsagy (Finished Product Spedification) fe8198¢91n6131
deafunazatudeaty enduudnsdidmoiidermuauasuinsgiureanisiiasie
e ingausieddey vie sindueienduiagy
8) dnumiideusaransiasiest (Certificate of Analysis (CoA)) InefiBsuszneusiy
8.1. dumlsdedusemamsimeningiusiandidg (Certificate of Analysis of Active
Pharmaceutical Ingredient (API) Inefiasusenaume
8.1.1.dumtidesusemansinseiingiudhendrdiy vesnaningaudendiry
(Supplier)
8.1.2 dumiidesusemanlinwiingiusendiny vesnanandndomiendiagy
(Manufacturer)
8.2, dumidofusamanisiinsgyindnsusiendiiagy (Certificate of Analysis of
Finished Product) maaﬁwﬁﬁwﬁmﬁmﬁmﬁ’lﬁ%ﬂ (Manufacturer)
8.3. Lanmwuaumm%wummwwummammammumtnmﬂt;y (drug substance) uag
iummamaawammmﬁm'ﬂgﬂ (finished product) 'J'ﬂ'ﬁ'luﬂ'ﬁmammqwmuau

9) dLUNENANTHARWANIANYIANAWT (Stability data)
91 ANUIBNASLANINANSANEIAINAIFISEEYET (Long term stability data) 91U 3

funsWAR way ongoing study JUNINANATAN UAY N15ANYIAINAIFITUAGA
(Ongoing stability data)

9.2 duunenaluaninanisinyinnuasiluan1aziss (Accelerated stability data)
WU 3 JUNNIHER
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