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I PROTOCOLO

Se realizd una evaluacion de la estabilidad de tres lotes de ATORVASTATINA
COMPRIMIDOS RECUBIERTOS 20 mg fabricados por Emil Pharmaceutical Industries Pvt. Ltd.,
utilizando materia prima suministrada por Morepen Laboratories Ltd. El estudio se llevara
a cabo a dos tiempos y condiciones ambientales.

A continuacion los lotes a analizar:

Numero de lote Fecha de manufactura Tamaiio de lote
MD748 Octubre 2018 100.000 (Comp. Rec.)
MD749 Octubre 2018 100.000 (Comp. Rec.)
MD750 Octubre 2018 100.000 (Comp. Rec.)

1. Condiciones

El estudio se realizd almacenando muestras, en las siguientes condiciones de temperatura y
humedad relativa:

Estudio Acelerado Estudio a tiempo real
Temperatura 40°C + 2°C 30°C £ 2°C
Humedad 75% 5% H.R. 65%+5%H.R

2. Tipo de envase

Estuche de cartulina impresa que contiene Blister ALU/PVC transparente, mas folleto de
informacidn al paciente, todo debidamente rotulado y sellado.

3. Fecha deinicioy fin del estudio de estabilidad

- Fecha de inicio: El estudio se inicié en Octubre 2018
- Fecha de término: El estudio aun sigue en curso.

OPKO chie s.A.

An OPKO Health Company




ATORVASTATINA COMPRIMIDOS RECUBIERTOS 20 mg
Estudio de estabilidad

4. Analisis realizados y frecuencia de testeo:

a) Estudio acelerado

Parametros medidos

Inicial

3 meses

6 meses

Descripcion

<

<

Identificacién

Peso Promedio

Desintegracion

Disolucion

<<

Uniformidad de dosis

Impurezas organicas

Valoracion

Recuento microbiano

L L <LK || <L )<

< <L <

L L <L K| <| <K<

b) Estudio a tiempo real

Parametros medidos

Inicial

3M

6M

IM

12m

18m

24M | 36M | 39 M

Descripcion

v

Identificacidn

Peso Promedio

Desintegracion

Disolucion

Uniformidad de dosis

Sustancias
Relacionadas

(SRS ESRSRESES

Valoracion

<

Recuento microbiano

<

NOTA: V = Parametro debe ser medido.
* Estudio en curso, se informara actualizacién oportunamente.

Cabe destacar que la metodologia utilizada para la medicién de los diferentes parametros
en el estudio de estabilidad del producto ATORVASTATINA COMPRIMIDOS RECUBIERTOS 20 mg es
la misma declarada en la metodologia original para el analisis del producto terminado.
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5. Especificaciones del producto terminado para estabilidad:

EMIL e o 1l / ;‘@
PHARMACEUTICAL — W
EMIL INDUSTRIES PVT. LTD. -- " .-. Cartified Campany
] I .T[TLEI . I I Pmtcu;-:rl No. I: QA.-'S-'II'BTIEICI%I'-SD{]
Fevizion No. : 00
Atorvaztatin Tablet 20 mg —
Page No. : Tof 10

11. Drug product specification:

Sr.No. | Test Specification
. White to off white bicomex film coated tablets plam on both

1 Diesenphon sides
The retenfion tme of the major peak of the sample sclution

2 Identficaton corresponds to that of the standard solution, as obtamed n the
Aszay.

3 Average Weizht 176.7Tmg to 1953 mg

4 Dhantegration Time NM.T 15 munutes

3 Dhssolution HNILT. 80% () of labeled amount dissolved m 15 minutes

6 | ponmity of Dos3g= | T 15.0 When determined on 10 individual units

Atorvastatin Pymbidone Analog: NMT 0.3%
Atorvastatin Related Compound H: NMT 1.0%
Atorvastatin epoxy pyiroloxarin 6 hydroxy analog: NMT 0.5%
Atorvastatn epoxy pyireloxazin 7 hydroxy analog: NMT 0.5%
7 Crganic Impunities Atorvastatn epoxy THF analog: NMT 0.25%
Atorvastatn related compound D NMT 0.35 to 0.5 (if
Atorvastatin epoxy THF anlog 15 integrated together)
Anv other unspecified degradation product: BNMT 0.2%
Total degradation: NMT 4.0%0
8 Accay 04 5% to 105.0%
Aficrobial Limit Test

Total aerobic mmerobial counts:

g Bactenal Counts NMTI000 cfn' gm

9 Funz: MM.T 100 cfu' zo
Test for Specified microorsanisms

10 Escherichia Coli Absentm 1 gm

11 Salmonella Absentm 10 zm

12 | FPseudomonas Absent in 1 zm

asruginesa
13 Staphvlococous aurens | Absentm | gm
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Il FORMULA CUALI-CUANTITATIVA

w] | EmiL el v
] PHARMACEUTICAL v s .." ° . E A
EWIC | INDUSTRIES PVT. TD, =000 e
TITLE DOCUMENTNUMBER | BMET®3S0L.M
ISSTE DATE Mar 2019
ATORYASTATIN TABLET 30 mg
REVISION DATE Feb 2022
COMPOSITION OF PRODUCT
| s | (uantity |
[ Nu- | Constitwent Specificalion Per Tab UsE |
[T (mg) [
[ 1 [Awnessin Calcium® UsP 2068 Med icament ,
i 2 | Microcry=alline cellulose BP 4462 Dl uentt
[ 3 | Lacuse BRGEON BP &llAl i luent
| 4 | Croscarmselioss Sodiums UsP 2.10 D micgrating
| g
|3 | Magnesium S arse BP 2100 Lubricant
BASE COATING
6 | Resdymix Moisshield** it 200 Bags Comting agenl
7 | lsapropyd Aleahald* BF . Salvem
| % | Methylene Chioride®** BP E Saolvent
FILM COATING
9 | Ready Mix white ** HE 400 Coating agen
10 | Purified Water*** BP - Salvent
M obe:

* LO34 mg Atorvastatin Calcium =- 1 mg of Aorvasdatin
Therelone, 2068 mg Alarvaststin Calcium =20 mg of Alorvasistin bese sl 100 % assay.
** Ahowl 30 % weight less during costing
**% Desnol nemain in fmal formulstion
IHE: In howse
LUSP United @ate pharmscopoeiad |, MF: Mational Formulsry 36
BPF: Baeh Phamacopoeia X117

b o2

M M B Pasil Ade Tb Dinmessan 2 b A . Diagardar
Prosduction Orfficer Prdiud on Mamger oA Manager
Das=: |4 fw2 Il Date: 24 fu'ﬂ-lf.h} Dwe: 21v2) 1y
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EMIL 1< AR
PHARMACEUTICAL ..
INDUSTRIES PVT LTD. o

—als

£ o

- ———

TITLE DOCUMENT NUMBER BMR-T993-S01-M
ISSUE DATE Mar 2019
ATORVASTATIN TABLET 20 mg  ~
- REVISION DATE Feb 2022
Composition for Ready Mix Molstshield; o
Sr.
Ingredients C1 number
No.
1 | Hydroxy Propyl Mctﬁl\i'f-cllulose
2 | Diethyl Phthalate E
3 | Ethyl Cellulose -
4 | Talc —
4| Titanivm Dioxide 77891
Compasition for Colour Ready Mix white:
o Ingredients €1 aumber
No. & e
1 | Hypromellose -
2 | Polyethylene Glycol S Macrogol -
3 | Tisanium Dioxide 77891

‘
mn% by

Ar. M R, Pasil Mr. D.Damashan
thon Officer Production Manager
ﬁ:‘[a\p_'n Date: 26 |t t,
6

ppévhed

" Mr /M. Dapeandar

QA Manager
Diste: a1y |q
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a)

RESULTADOS
Estudio de estabilidad acelerado:

] EMIL
] PHARMACEUTICAL
INDUSTRIES PVT.LTD. i

ACCELERATED STABILITY STUDY REFORT
Name of Product Atorvastatin Tablets 20 me Bach M. MMDT4E
:’:;“Pm ofthe |5 Ap-FC Bliser pack Mg, Date Ot 2016
Dicription, Identification, i
Farameters amd geny | ALVSF288 Wizt DT Expiry Date Sapt 2021
. Diissohrtion, Uniformity of
thod red 3 -
me meme Dinzags Undts, Organic Imperitics, Storage Condirion: '!"[' C=1"Cand
Assay and MLT. = PR RH
Diate of Initistion I::'l-'l 2018 Diae of compledion Apr 2018
LIMITS EESULTS OF ANALYSIS
TEST Inirial 3 months i momch:
Whits to of whote | White to off white | White to off white | White to off whohs
Descript bicomwx £lm dcoamesa Bl biconvex flm bicomnax film
FeEmes comed tblets plain | coated mblens plain | coated mblee: plin | coatsd tilets phin
om both wides. o both wides. oo both sides. o both sidea.
The misntion time | The rwiention tiee The retantion Hme
of s major peak of the major pask of the mayor peak
iz the in the im tha
chromatogram of | chromatograns of chromatogram of
assAy preparation As5AY prepanation AuE Ay preparztion
Ideatification comesponds to that | comesponds to that - comespond: to dat
of this shandard of the stamdard of tha standard
Tom s 3o amatiom
chizingd a5 directed | obtained 2: directed chiained as directed
im the sy for in the assay for iz the assay for
4 Anrvastatin Atorrasabin
767 .
Avwags Waight Lf mgm 153 18612 mg - 157.05 mg
D.T. MBT 15 pxin 1 min 1 min 1 min
1] M.65% 1] 93.54% 1] 92.90%
1] %3.14% 2] P1.60% 1] 9245%
N NLT 8% () 3] et 3] 90.74% 3] 9268%
Dissshusizn diclved i 19min | 4] 20.08% a1, o074
7] 93.14% b R ] 3] 90.56%
8] 9357 §] 92.90% £]91.17
. . NMMT 15.0 When
Loty of detrmingd oa 10 L9 - 21
- individual wits
Drganic Impurites
i,*‘f"'“l'“;‘“""‘_mns MM 0.5% 0.077% 0.070% 0.080%
';"“"'“"’“i th‘“’d NMT 10% 0.165% AT 0.171%
Atorvastatin spoxy
preloxazin § NMT 0.5% 1.0 L2 % 0.029%
hydroxy analog
Atorvastatin apaxy
prmaloxarin 7 MMT 0.5% Hot Dutected Mot Dabected Nt Diatectad
h}'drun'a.l?alcg:
:J*‘.I‘_""I:l_.“""‘“m SPOEY | W 0.25% 0.0 0013% 0.016%
7
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EMIL e o S v @ /
PHARMACEUTICAL ?.T;‘:".‘.':""': i A N
] INDUSTRIES PVT.LTD., o i i A 308 Cereiod sy
Name of Product | Atorvastatin Tabless 20 mg Bateh No. MD7E8
""‘! ription efthe | |\ Al PVC Blisser pack Mg, Date Oct 2018
Description, Sdentsfication, Expiry Date Segn 2021
A 202
Parameters and test Szm:‘.'f'_',b T, of 3
method momitarwd 4 2
Dasage Unas, O ¢ lmgunties, S 40°C £ 2°C and
Ay A M Storsge Conditions | 700", 500 RH
_Date of Initiation Oct 2018 Date of com pleti Apt 2009
RESULTS OF ANALYSIS
TEST LIS Initial 3 months 6 months
NMTO3S woSof
Atorvastatin relatod | Aevastain eposy " & " Detict
compound 1) THF anlog = Mot Nov DX Mot a4
wegried together)
Any other
unspecified NMT 02% 0083% 0 063% 0092%
| degmdation product
Total deg ) NMT 4 0% 0370 0 384% 0411%
Assay O 5% to 105 0% G55 $7% 99.35% 98 8%
Microbial Limit Test
Total serabic micrebial count
Bacernal Counts NMT 1000 cfis’ gm | 33 cfug | ISctug [ 40¢lng
| Fungi I NMT 100 cfie' gm | Absere 1 Absent | Absent
Test for specified microorganisms:
E. Col Absent in 1 gm Absert Absem Absem
Absenmt Absent in |0 gm Ahsere Absem Absem
Psevad Absent i | gm Absent Ahsern Absern
aureus Abserm m 1 gm Absent Absem Ahsern
8
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] EMIL
] PHARMACEUTICAL
INDUSTRIES PVT. LTD.

ACCELERATED STABILITY STUDY EEPOET

Name of Product Atorvastatin Tablets 20 mg Barch Na. MDT409
Description of the - I
| pack 1075 Aln-FVC Blister pack Lifg. Date Oct X1B
Dicription, Identification, .
Parameters and et | 80 weight, ILT., Expiry Date Sapr 2021
. Diisscluticn, Uniforminy of
mechod momirered N . . e
Diosags Units, Organic Imperitios, - #H*C=2"Cand
Aszay mdMIT. Storape Condidom: T £ 5% RE
Diate of Initiation Cct 2018 Date of compled Apr 2010
LIMTITS BESULTS OF ANALYSIS
TEST Inidal 3 moniths § moach:
White to oF white | Whits to off white | White to off whiss | Whits to off white
Descizti biromax film bicoamrex flny hicomx film bicomax film
FeR comtsd tiblats plin | coated mblets plain | coatsd mblers plain | coatsd tablens plain
ca both ddes. om both sides. on both sides. oa both sides.
The retention tme | Tha etotion tioe The retention Hme
of the major peak of the major pask of the major peak
= the inthe = tha
chromatogram of | chromatograns of chromaingram of
a5y preparation assay prepanation ausay preparsticn
Ideorification comesponds to that | comesponds to that - comesponds T dat
of S sandard of the stmdand of tha sandard
PIeparton prepamaticn
chbtaingd a5 direcied | obimined 2 directed obiamed as directed
= the sy for in the assay for = the assay far
Atorvastatin Asworvasiatin Atcraastatn,
Avoragn Waight :l:n -Tmgm 1933 18705 mg - 1B5.45 mg
D.T. NMT 15 puin 1 min I mmn 1 min
1] 93.51% 1] 92.70% VD
2 4.16% 2] 92.70% 2]erEm
A NLT 8% () 3] s165% 3] 93.12% 3] 92217
Dinsa disscived @ 13 pxin 4] M.16% 4] 93.98% 4] 92907
7] 84.50% 5] 8241% 3] 90.74%
5] M.ED% 5] 93.08% 5] 9229
. . AT 150 When
Lnctommity of damrmined ca 10 L6 - L9
g individal wnits
Drzanic Iepurite:
Atorvastatin P -1 -
Purlidons Analog NMT 0.5% 0.06%% 0E71% 0.07%%

! - B L] .. Fiwm 8 = 4 L]
Atorvastatis Ralated | vt 100 D167 01888 01708
Atorvastatin apaxy
pymroloxazin § NMT 0.5% 0.021% 0026% 0.028%
bydroxy analog
Atorvastatn spoxy
pymoloxaxn 7 HMT 0.5% Mot Detectad Mot Detected ot Datectad
h}'drun'a.llmlcg:

:f‘.f"u_.“'“"“ PV | AT 0295 0.010% 0O13% 00175
9
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EMIL e st ' ca
g PHARMACEUTICAL . ,"/
MIL § INDUSTRIESPVT. LTD. &unini i A T i

TED STABILITY STUDY REPORT
Name of Product Atorvastatm Tablets 20 mg Batch No. MD74%
°“‘! Fiptioa of he | . ANPVC Blisser pack Mig. Date Oct 2018
Deserption, ldentification, = = FeEs
Parameters and (st | 2Yere weht, DT, splry Date Sept
metlied ol Drssolution, Uniformiey of
Dosage Units, Onganic Enpurites. | Syorage Conditions 40°C & 2°C and
Assay and MLT T5% £ 5% RH
Date of Initiation Oct 2018 Date of completion Apc 2019
: RESULTS OF ANALYSIS
e LS Initisl 3 months & months
NMT 0354005 0F
Atorvastatn related | Atorvastaun epoxy )
compound D THF anlog is Not Devected Not Detected Not Detested
inte| %0, )
Ay other
urspecdied NMT O 2% 0.08%% 0090 0.056%
xmn
Tonsd degradation NMT 4 (B 03600 0378% 0.405%
CAssay 54 S% to 105 (%% 56 45%, H2IM% 8 855
Microbial Limit Test
Total aerabic microblal count
Bocterinl Cocrts | NMT 1000 cfw gm | d5chug | a5chwg | dSclug
Fungs NMT 100 cfu'gm | Absent | Absere | Absent
Test for fied microo, isms:
E Coly Absent m 1 gm Absent Absertt Absent
Salmoese!kae Absant m 10 gm Absent Absert Absent
| Pseudomanas Absent o 1 gm Absem Absern Absent
Stap. aureus Absent m | gm Absem Absemn Absent
10
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EMIL
PHARMACEUTICAL ;
INDUSTRIES PVT. LTD. -

ACCELERATED STABILITY STUDY EFPOET

Mame of Product Atcrvactatin Tablets 20 mg Batch No. MDTE)
E;W ofthe |0 A DVC Blister pack Mfg. Date Oct 2018
Diacriptinn, Ientification, .
Parameters and ey | V<89 weight DT, Expiry Date Sepr 2011
method mowmitered Dm“rﬁimm-c -md o, - 40"C=2"Cand
Assry md MLT, ©|Storage Comdifion: | ooy e m
Date of Initistion Oct 2018 Date of completion Agr 2019
RESULTS OF ANALYSIS
TEST LIMITS Inicial 3 monitls § momchs:
White to of widte | White to off white | White to off white | White to off white
Diescrizsi biomex film iocarex flm ‘hiconvex film bicomex film
" coated tableis plain | coated @blets plein | coated @bl plain | costed tblets plam
om both wdss. om both wdes. on both sides. om beoth sddes
The retemtion tme | The rekaton time The reteation tme
of the major peak of the major pezk of the major peak
in the in the: mthe
chromatogram of | chromatogmams of chromaingram of
ausay preparation assay preparation assFy prepartion
Identification comesponds to that | commsponds to that - comesponds to St
of Se wiandard of the stamdad of the sandard
pawpamaticn Prepanton prepamatic
clbtaingd 2z dincted | obtained 2 directed chbtained 2z dimected
= the aszay for in the ausay for m the asuay for
Atorvastatin Asorvastatin Atormastain
Aveage Waight | 1767mEt0 1933 185.00% - 126.12%
D.T. NMT 15 pein 1 main 1 min I mim
1] 4 B0 1] 82.81% 1] 92.68%
2 9523 2] 91.84% 1] 92.46%
P NLT 8% Q) 3] sr4e% 39217 319227
Dise dissclved @ 15 min 4] 53.31% 4] R2.05% 4] 92.90%
3] M 16% 3937 3] 0.7
5] 93.30% 5] 92.1T% 5] M0.08%
. . MAT 150 Whez
DniTommity of demrmingd oa 10 L9 - 13
i inddivirbual wnits
Atorvastats " —aa 778, &
Byrilidens Anslog NMT 0.5% 0.07T+% 0T 0.081%
Atorvastatie Ralatd st 1.0% D160 b 1se% 0.17%%
Atornvastytis spoaxy
pymroloxazin § MMT 0.5% 0.027 021% 0.031%
Irydroxy analog
Atorvastatin spoay
pymoloxarn 7 HMT 0.5% Mot Detected Mot Datectad Hot Datectad
h.}'di.'un'a.llmlc-g
#EF“'“"“”P“"' NMT 0.27% 0.01 %% .020% oM
11
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EMIL O an od . il
PHARMACEUTICAL o s A .

INDUSTRIES PVT. LTD.

L o I

A 0 | € et € mtay

Name of Product Atorvastatn Tablets 20 mg Barch Ne. MD750
"“"'! pisn ofthe | -, AR-PVC Bliste pock M. Date 0ct 2018
Description, ldennficaion,
erage weaght, E Date 2021
Parameters and test ;‘L' Jution, U P T of iy S
-y Dosage Units, Orgamic Impurities, S0°C £ 2°C nd
Asy and MLT © Storsge Conditlons | 75, 5y, gH
Date of Initiation Ot 2018 Date of completion Apr 2019
ST RESULTS OF ANALYSIS
LS Initial 3 months Gmonths |
NMT O35t 05 6f
Alorvastatin related | Atorvastatm epoxy . 9 o Detected
compound ) THF anlog 1= Not Dy R .
together)
Anry other
unspecified NMT 0.2% 0.082% 0 086% 0.08%%%
mtion
Total degradation NMT 4 % 0.374% 0395% 0415%
Assay M 5% 10 105.0% 96 56% 9 11% 98 86%
Microbisl Limit Yest
Total aerobic microblal count
Bacteial Counts | NMT 1000 cfwgm | SDclug | IScfwp | 35cfug
| Fung: | NMT 100 cfw'gm | Absem | Abssint Absent
Test for specified microorganisms:
E Coly Absent m | gm Absemt Absent Absert
Salmonellae Abgent i 10 gm Absert Absent Ahsent
Paudomonas Abszent in I gm Alsert Absent Ahsent
Stap Aurews Absent m | gm Absent Absont Alisert
12
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Estudio de estabilidad a tiempo real:
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Iv. DISCUSION

De acuerdo a los resultados obtenidos en el Estudio de Estabilidad, tanto Acelerado como a
Tiempo Real de los lotes MD748, MD749 y MD750 se puede verificar que los lotes estudiados no
muestran deterioro fisico o quimico en el envase utilizado (Blister ALU/PVC transparente), no se
evidencia una disminucién significativa en la valoracion del activo, y los pardmetros analizados se
mantuvieron dentro de los limites especificados, durante 6 meses en el estudio acelerado vy
durante al menos 18 meses en el estudio a tiempo real, el cual sigue en curso.

V. CONCLUSION
Basado en los datos adquiridos de los estudios de estabilidad a tiempo real y acelerado, se
concluye provisoriamente que el producto analizado es estable por un periodo de 24 meses si se
almacena en su envase original cerrado, a una temperatura no mayor a 30°C + 2°C y una humedad

ambiental de 65% * 5%.

VI. ESPECIFICACION DE LA VIDA UTIL

Se propone un periodo de eficacia para ATORVASTATINA COMPRIMIDOS RECUBIERTOS 20 mg de
24 meses a partir de su fecha de fabricacidon almacenandolo en su envase original (Blister ALU/PVC
transparente), a una temperatura ambiente no mayor a 30°C + 2°C, protegido de la humedad y la
luz.
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