DPKKO chite s.A.
IBUPROFENO COMPRIMIDOS RECUBIERTOS 400 mg

ESTUDIO DE ESTABILIDAD - DISENO - PROTOCOLO

1.- DISENO DE ESTUDIO DE ESTABILIDAD
ESTUDIO DE ESTABILIDAD ACELERADO:

Temperatura
Lotes analizados
Fechas de Fabricacion

Fecha de inicio del estu

Fecha de término del estudio

Tipo y Tamafio de lotes

Tipo de material de envase

Fabricante de API empl

: 40°C £ 2°C y Humedad Residual: 75% + 5%
7531504; 7531505 y 7531506
Mayo 2015
dio : Junio 2015
: Diciembre 2015
: Lotes productivos de 300.000 comprimidos
: Blister ALU-PVC (impreso).

eado en Estudio:

and Drugs Ltd)
Direccion:

Fabricante y direccion d

Shasun Road, Periyakalapet, Puducherry — 605044, In

el sitio de Fabricacion: Pell Tech Health Care Pvt Ltd.

Direccion: Plot.N°20B, Tansa Farm Estate, Bhiwandi-Wada Road, Wada, Thane, Maharashtra - 421312

Laboratorio que desarrolla el Estudio de Estabilida d: Pell Tech Health Care Pvt Ltd.

Direccion: Plot.N°20B, Tansa Farm Estate, Bhiwandi-Wada Road, Wada, Thane, Maharashtra — 421312

Shasun Pharmaceuticals Limited (Formerly Known as Shasun Chemicals

Test Tiempo en meses — INICIAL 1 2 |3 6
Especificaciones
Descripcion Comprimidos recubiertos de color rosado brillantes, X X X X X
biconvexos, lisos en ambas caras.
Peso Promedio Peso tedrico declarado = 5% X X X X X
(514,90 mg — 569,10 mg)
Desintegracion No més de 30 minutos X X X X X
Agua No més de 5% X X X X X
Disolucion:
: i : X X X X X
Apar_ato._USP Tipo li(paletas "No menos de 80(Q)% de la cantidad disuelta
Medio = 900 mL, Buffer declarada
Fosfato pH7,2; Velocidad: 5D
Rpm; Temperatura : 37°C
0,5°C; Intervalo de tiempo: 60
min.
Limite de Ilbuprofeno
X X X X X
compuesto Impureza individual :  No mas de 0,25%
relacionado C:
Tedrico declarado en etiqueta: 400 mg de Ibuprofeno X X X X X
Val e d / comprimido(entre 360 mg y 440 mg)
aloracion € | Limites: 90,0% al 110,0% de la cantidad declarada
Ibuprofeno en la etiqueta del producto terminado
= indica que se ha desarrollado el analisis
1
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DPKKO chite s.A.
IBUPROFENO COMPRIMIDOS RECUBIERTOS 400 mg

ESTUDIO DE ESTABILIDAD - DISENO - PROTOCOLO

DISENO
ESTUDIO DE ESTABILIDAD A TIEMPO REAL

: 30°C £ 2°C y Humedad Residual: 65% * 5%
7531504; 7531505 y 7531506
Mayo 2015
Junio 2015

Temperatura

Lotes analizados

Fechas de Fabricacion
Fecha de inicio del estudio :
Fecha de término del estudio : Diciembre 2015
Tipo y Tamafio de lotes : Lotes productivos de 300.000 comprimidos
Tipo de material de envase : Blister ALU-PVC (impreso).

Fabricante de API empleado en Estudio: Shasun Pharmaceuticals Limited (Formerly Known as Shasun Chemicals

and Drugs Ltd)
Direccién: Shasun Road, Periyakalapet, Puducherry — 6050di, In

Fabricante y direccion del sitio de Fabricacion: Pell Tech Health Care Pvt Ltd.

Direccion: Plot.N°20B, Tansa Farm Estate, Bhiwandi-Wada Road, Wada, Thane, Maharashtra - 421312

Laboratorio que desarrolla el Estudio de Estabilida d: Pell Tech Health Care Pvt Ltd.

Direccion: Plot.N°20B, Tansa Farm Estate, Bhiwandi-Wada Road, Wada, Thane, Maharashtra — 421312

Test Tiempo en meses — INICIAL 3 6 9 12 | 18
Especificaciones

Descripcién Comprimidos recubiertos de color rosado

brillantes, biconvexos, lisos en ambas X X X X X oG

caras.
Peso Promedio Peso tedrico declarado + 5% X X X X X

(514,90 mg — 569,10 mg) oG oG oG
Desintegracion No méas de 30 minutos X X

oG oG oG
Agua No mas de 5% X X
oG oG oG
Disolucion:
Aparato: USP Tipo li(paletas); Medip _ OG | OG | OG
= 900 mL, Buffer Fosfato pH7,2; No menos de 80(Q)% de la cantidad X X
Velocidad: 50 Rpm; Temperatura | :disuelta declarada
37°C + 0,5°C; Intervalo de tiempo: 60
min.
Limite de lbuprofeno
compuesto relacionado C: Impureza individual No menos de X X (e]¢; e]¢; OG
"1 0,25%

Tebrico declarado en etiqueta: 400 mg
Valoracién de Ibuprofeno de Ibuprofeno / comprimido(entre 360 mg oG oG oG

y 440 mg) X X

Limites: 90,0% al 110,0% de la cantidad

declarada en la etiqueta del producto

terminado

X= indica que se ha desarrollado el analisis; 0G = On Going
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DPKKO chite s.A.

IBUPROFENO COMPRIMIDOS RECUBIERTOS 400 mg
ESTUDIO DE ESTABILIDAD - DISENO - PROTOCOLO

2.- FORMULA CUALICUANTITATIVA

1.- Ibuprofen 400 mg coated tablets / Ibuprofeno 400 mg comprimidos recubieros
Composition / Férmula

l Lk Overages | Qty/ tablet 1 Qty/
Sr | ingredients | Specification | Rationale | Ciaim W] | Cmag | Wm0
(mg) (kg)
Dry mix
[T [ibuprofen | USP___ | Aclive 400 | - 400.000 '] m.oooﬁJ
2 | Colloidal siicon | Diluent - | -
dioxide | = s B ﬂ_‘!
|3 | Maize starch BP Diluent - | 479085 | 47985
| Binding
4| Maize starch [ BP | Binder = 1 - | 40000 | 40.000
"5 | Sadium Methyl [ | Preservative - ‘ < l |
parahydroxy BP | 0.500
benzoate
8 | Sodium propyl [ Preservative | - - [ I 1 O
parahydroxy BP 0.005 0.005 SR
| benzoate 1
7 | Purified water ] BP | wvehide | - [ - | 180.000 | 180.000
Lubrication _ ‘
| e | e T = 5.500 5.500
Stearate
9 | Purified Talc BP | Glidant | 5.000 5.000 ;"
10 | Dried maize starch BP Disintegrant = = - | 27.000 | 27.000!
0 = T T ¥
K] gg;lo‘::l Silicon | Bp Lubricant =i - I| 2.000 2,000 *)
‘ | Film Coating
| 12 | Hydroxy Propyl | Binding |
Methyl Cellulose ES Agent/ Film :
BP " Ceating 7.273 7.273 \
polymer
13 | Purified talc BP | Glidant - - 0.808 0.908 |
14 | Titanium Dioxide BP Colourant | - - 1.818 1.818 |
‘ | i BP Plasiicleer | - . 0812 | 0812
16_| Isopropyl Alcohal” BP Solvent - - 81.187 ]r 81.187 |
17 | Methylene _ . l
i dichloride® BP Solvent 126.78 126.78
_ [ 18" [Enthrosine supra i i J 0.188
" C.1.No. 45430 i HS Colour 0.188 |‘
0 L) Polishing .
Q 19 | Insta glow white
HS Polishing ’ - - 1.000 1.000
I
BP Solvent - - 15.000 1 15.000 |
BP Solvent - - 0909 | 9.899
| 542.00mg | 542.00Kg
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DPKKO chite s.A.
IBUPROFENO COMPRIMIDOS RECUBIERTOS 400 mg

ESTUDIO DE ESTABILIDAD - DISENO - PROTOCOLO

3.- METODO DE ANALISIS DE PRODUCTO TERMINADO:
La metodologia de analisis empleada para el desarrollo de este Estudio de Estabilidad es la
misma entregada en el dossier de registro.

4.- ESPECIFICACIONES DE PRODUCTO TERMINADO PARA DESARROLLO DE
ESTUDIO DE ESTABILIDAD

Las especificaciones del producto terminado que se consideraron para determinar durante el
estudio de estabilidad, se eligieron con el criterio de que son las que realmente reflejarian un

eventual deterioro fisico-quimico del producto.

Test

Especificaciones

Descripcion

Comprimidos recubiertos de color rosado brillantes, biconvexos,
lisos en ambas caras.

Peso Promedio

Peso tedrico declarado + 5%
(514,90 mg — 569,10 mg)

Desintegracion

No mas de 30 minutos

Agua

No mas de 5%

Disolucioén: Aparato: USP Tipo li(paletas); Medio = 900 mL, BufFosfato
pH7,2; Velocidad: 50 Rpm; Temperatura : 37°C +@©;3ftervalo de tiempo: 60 min.

No menos de 80(Q)% de la cantidad disuelta declarada

Limite de lbuprofeno compuesto relacionado C:

Impureza individual :  No mas de 0,25%

Valoracion de Ibuprofeno

Teb6rico declarado en etiqueta: 400 mg de lbuprofeno /
comprimido(entre 360 mg y 440 mg)
Limites: 90,0% al 110,0% de la cantidad declarada en la

etigueta del producto terminado

5.- EVALUACION Y ANALISIS DE LOS RESULTADOS:

De acuerdo a los resultados obtenidos en el Estudio de Estabilidad Acelerado(40 °C +
2°C ; HR : 75 £ 5%,INICIAL, 1,2, 3Y 6 MESES) para los Lotes N° 7531504; 7531505 y
7531506 y Estudio _de Estabilidad a Tiempo real [On Going] en proceso de
desarrollo, en condiciones de temperatura y humedad ( Temperatura 30 °C + 2° C;
Humedad relativa 65% + 5%), del cual se presentan los puntos 0,3,6,9 y 12 meses, para
los Lotes N° 7531504; 7531505 y 7531506. Se puede verificar que los lotes estudiados
no muestran deterioro fisico o quimico en el envase estudiado.

No se evidencia una disminucion significativa en la valoracién del activo y los parametros
analizados se mantuvieron dentro de los limites especificados.

6.- CONCLUSIONES:

Con los resultados obtenidos permiten proponer, para el producto IBUPROFENO
COMPRIMIDOS RECUBIERTOS 400 mg, un periodo de eficacia de 24 meses,
almacenado en su envase original y a una temperatura no mayor a 30°C, protegido de la
humedad y la luz.

En paginas siguientes se adjuntan Las tablas de resultados de los Estudios de Acelerado
y a Tiempo real para los Lotes N° 7531504; 7531505 y 7531506 en las condiciones
de temperatura y humedad sefialadas.
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DPKKO chite s.A.
IBUPROFENO COMPRIMIDOS RECUBIERTOS 400 mg

ESTUDIO DE ESTABILIDAD - DISENO - PROTOCOLO

TABLA DE RESULTADOS
DE
ESTUDIO DE ESTABILIDAD
ACELERADO

Temperatura: 40°C £ 2°C; HR: 75 * 5%

Lotes involucrados: 7531504.7531505.7531506

Fechas de Fabricacion : Mayo 2015

Fecha de inicio del estudio :  Junio 2015

Fecha de término del estudio : Diciembre 2015

Tipo y Tamafio de lotes : Lotes productivos de 300.000 comprimidos
Tipo de material de envase : Blister ALU-PVC (impreso).

Fabricante de API empleado en Estudio: Shasun Pharmaceuticals Limited (Formerly Known as Shasun Chemicals

and Drugs Ltd)
Direccién: Shasun Road, Periyakalapet, Puducherry — 6050di, In

Fabricante y direccion del sitio de Fabricacion: Pell Tech Health Care Pvt Ltd.

Direccion: Plot.N°20B, Tansa Farm Estate, Bhiwandi-Wada Road, Wada, Thane, Maharashtra - 421312
Laboratorio que desarrolla el Estudio de Estabilida d: Pell Tech Health Care Pvt Ltd.

Direccion: Plot.N°20B, Tansa Farm Estate, Bhiwandi-Wada Road, Wada, Thane, Maharashtra — 421312

OPKO CHILE S.A.




IBUPROFENO COMPRIMIDOS RECUBIERTOS 400 mg

DPKKOD chite S.A.

ESTUDIO DE ESTABILIDAD - DISENO - PROTOCOLO

e

Lote: 7531504

Name of Dept :Q.A

STABILITY STUDY REPORT FOR

lssted on :26,09.2015, Reprinted on: 16.02.2016

Ibuprofen Tablets USP 400mg

Document No. : SSR/753/15/001

]

ACCELERATED STABILITY STUDY REPORT

Product Name: Ibuprofen Tablets USP 400 mg BATCH NUMBER: 7521504
Label Claim: Each flm coated tablet contains:
lbuprofen ~ USP 400 m '
Exgpm i . BATCH SIZE 300000Tablets
Colour, Erythrosine Supra y
Nig. Date: May2015 Exp. Date: Apr 2018 BATCH TYPE: Commerclal
Set Up Date : 0610612018 STUDY COMPLETION DATE: 1111212016 i o
STORAGE CONDTIONS: Tampeaur, 4G £t § 4R D eI B
TEST SPECIFICATION Iniial 1 months 2months Imonths 6 months
Description Pink coloured circula Pikcoloured ouar | Pk colowed fouer | Pk woved oicar | Pk olowred croar | Pink colowed crouar
biconvex glssy fim coated | bioomsex glossyfim | bicomvex glossyfim | oicomvex glossy fim biconver glossy fim | boonvex gossy fim
{ablets plain on both sides. coded lablels lan on | coated tabets plainon | coaled ablets plen on both | coaled tablls plan on coated tablets plain on
both sides both sides. sides. both sides. both sides.
Average weight 542.0mg £ 5% 543, 15mg 543 00mg 548.42mg 549 3mg 5778 m
(514%0mg - 569.10mg) ‘ _
Disintegration fme NMT 30 mins 1 min 48sec 3min 26 sec 2min 8 sec 3min 06 sec 3min 17 sec
Ve Not mare tan S 147% 148% 146% 2% )
Dissolution
Apparalu USP Type Il (Paddle)
Medium 900m, pH 7.2 phosphate buffer
Speed Srpm 9822%
Rl e BO0% 970% L s
Timeinlenal - 60mins| Notless than 80% (O] ofthe
Jabelled amount s dissolved
it of lbuprofen Releted | Indhidual impurty - NMT 0.25%
Compound C 0.0307% 0.037% 0.046% 0.088% 0,067 %
hssay 90.0%o 110.0% of the stated .
Eagh fim coated tablet amounl 10051% 99.40% 9.12% 100.69% ®0%
con'aing % (Between 360.0mg - 40.0mg) -
ouprofen USP...... 400 mg '
Sample removal Date 21.05.2015 06.07.2015 06.08.2015 06,09.2015 06.12.2016
Sample Analysis Date 05.06.2015 2072018 20082015 16.09.2015 11122018
ARNO 2015-16/QCPIFGRI0N156 25 2015 2015 015
16/SSRTBISO4I01A | 1BISSR5H50401IB IBISSRTSS4IC | 1BISSRTENS0401D
Da1e:l@>\'t_\wlﬂ Date; )6 [€YR (G e ﬂiﬁ{wl&
Name & Sign K § i NanebSO g, L. Name &S0 (e 0 Glao
P I b e o T =
§r. RAD MANMGER LOCNANAGER ?A,
Format No: QA-06 GEN/F3
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DPKKO chite s.A.
IBUPROFENO COMPRIMIDOS RECUBIERTOS 400 mg

ESTUDIO DE ESTABILIDAD - DISENO - PROTOCOLO

Lote: 7531505

Name of Dept :QA

lssued on : 26.00.2015, Reprinted on: 16.02.2016

Document No. : SSR/753/15/001

STABILITY STUDY REPORT FOR
Ibuprofen Tablets USP 400mg

ACCELERATED STABILITY STUDY REPORT

Product Name: Ibuprofen Tablets USP 400 mg BATCH NUMBER: 7531505
Label Claim; Each fim coated fablet contains:
lbuprofen  USP 400 mg o
Excpents “ BATCH SIZE: 300,000Tablets
Colour: Erythrosing Supra )
Mg Date: May201s Exp, Date: Apr 2018 BATCH TYPE:E: Commercial
Set Up Date + 06/06/2015 STUDY COMPLETION DATE:11/1212015 ) :
STORAGE CONDTIONS: Tenpurdurs: AFCH TS ¢ 5%RA Pkl AV ol
TEST SPECIFICATION Inital 1 months 2months 3months 6 months
Description Pink coloured citculer Pink coloured ciculer Fik coouted crovar | Pk coloured croer | Pk oloved droder | Pik coloured circuar
biconvex glossy fim coaled bioonvex godsy fim coated | bioonvex glssy i biconvex gl fim | bicomvex gossy i biconvex glossy fim
{ablets plain on both sdes {ablets pain on both ides. coated ablets pain on | coaled tablefs plan on coaled ablls plainon | coated tablels plin on
d both ides both sides. both sides both sides.
Average welght 542 0mg + 5% 546.28mg 545,20mg 549.13mg 548.77mg 544.12 mg
{51490mg - 569.10mg) ‘
Disintegration tme NNT 30 ming 1 min4Bsec 3min 18 sec 3min 01 sec 3min 08 sec Imin 22sec
Waer Nol ot 5% 148% 151% 196% 260% 2%
Dissolution
Apparalus USP Type Il (Paddle)
Medium 900, pH 72 phosphate buffe
Speed 50 pm 9% %
Temperalure 7050 2% a2 L W
Tmeiteval : 60mins| Nolless than 80% (Q) of e
Iabelled amount is dissolved
Uit ofbuprofen Relted | ncividual mpurty - NMT
Compound C 025% 00402% 0036% 0.0413% 0.088%% 0083 %
Assay: 90.0%to 110.0% of the slated
Bz fim coaled bkl | amourl 903%% 0% %6%% 100.40% 97‘92 %
conteins i (Betieen 360 0mg - .
Iouprofen USP...... 00 mg | 440.0m9)
Sample removal Date 2052015 06.07.2015 0608201 (6.09.2015 06122015
Sample Analysis Date 05062016 2107016 0082018 16.09.2015 112016
ARNO 2015-16/QCPIFGRI01ST 2015 015 05 0e
IGSSRTSHMSIGNA | 1GISSRS3IS0500B_|  BISSRITBISNGIONG 16/98R7531506/01
Date: U-K“t\‘t"\%- Do 6106 Dale: kc"w’?w\eaﬂg
Name & Sign :\¢. Name & Sign Name & Sgn: v (<€
e F
51 REDMAAS JHOCHAVIGER ?}A‘ ;
Format No: QA-068 GEN/F3
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IBUPROFENO COMPRIMIDOS RECUBIERTOS 400 mg

DPKKO chite s.A.

ESTUDIO DE ESTABILIDAD - DISENO - PROTOCOLO

Lote: 7531506

[ Name of Dept : QA

Jssued on ; 26.00.2015, Reprnted on: 16.02.2016

Document No. : SSRI753/15/001

STABILITY STUDY REPORT FOR
Ibuprofen Tablets USP 400mg

ACCELERATED STABILITY STUDY REPORT

BATCH NUMBER: 7531506

Product Name: Ibuprofen Tablets USP 400 mg
Label Claim: Each film coated ablef contains:

BATCH SIZE: 300,000Tablets

Ibuprofen ~ USP 400 mg

Excipients gs.

Colour: Erythrosine Supra 5
BATCH TYPE: Commercial

Exp. Date: Apr 2018

Mig. Date: May201
Set Up Date : 0610612015

STUDY COMPLETION DATE: 11.12.2015

Pack Detalls ; Alu-PVC Blister

STORAGE CONDITIONS: Temperature.: 40°C+ 2°CI7&% & § %RH
TEST SPECIFICATION Initial 1 months 2 months 3 months 6 months
Description Pink coloured circular Pink calowed crcular | Pk coloured circular Pink coloured circular | Pink coloured circular Pink coloured circular
biconvex glossy fim coated blconvex glossy fim biconvex glossy fim biconvex glossy fim | biconvex gossy fim biconvex glossy fim
{ablets plain on both sides. ~ * coaled tablets plainon | coated lablets plan o coaled tablets plain on | coated tablets plain on coaled tablets plain o
both sides. both sides. both sides. both sides. both sides.
Average weight 542.0mg £ 5% 544.59mg 544.12mg 547.90mg 548.19mg 546.16mg
514.90mg - 569.10mg) '
Disintegration tme NMT 30 mins 1 min 46sec 3min 37 sec 3min 3min 07 sec 3 min 28 sec
Waet Not more ran 6 146% 140% 208% 210% 21T
Dissolution
Apparatus USP Type Il (Paddle)
Medium 900m, pH 7.2 phosphate buffer
Speed 50 rpm 98.54% 0768 %
Temperature 7°405°C 975% 98.10% 99.08% ‘
Timeintervel ;60 mins| Nolless than 80% (Q)ofthe
labeled amount s dissolved
Limitof Ibugrofen Related | Indvidual impurly - NMT 0.25% d
Compound C 0.040% 0.030% 0.0427% ,088% 0087 %
13
Assay: 90.0% to 110.0% of the stated
Each fim coated lablel amount. 99.26% 98.10% 99.06% 100.8% 9620%
contains (Between 360.0mg - 440.0mg ) 1
fouprofen USP...... 400 mg
Sample removal Date 24052018 06.07.2015 06.08.2015 06.00.2015 06.12.2015
Sample Analysis Date 05.06.2016 21072016 19.08.2015 16.00.2015 11422015
ARNO 2015-16/QCPIFGRI0158 015 2015 2015 2015
16/SSRITB3150601/A | 16ISSR7S106101/A 1RISSRITSH50801C | 16/SSRITSRI06I01D
Dele \(,\'6\‘(:%. oae 8/ Lok Da: ‘ 6‘ 0 7—(;&5‘ h
Name & Sign: ¥ X Name & Sign ekl Name & Sign: V1 o
Spuoserp- - Q“j !_9!’,
§ R&D.MANAGﬁb f‘.a.c MANAGER %QA, AGER
Format No: QA-068 GEN/F3
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DPKKO chite s.A.
IBUPROFENO COMPRIMIDOS RECUBIERTOS 400 mg

ESTUDIO DE ESTABILIDAD - DISENO - PROTOCOLO

TABLA DE RESULTADOS

DE
ESTUDIO DE ESTABILIDAD

A

TIEMPO REAL
[On Going]
Temperatura: 30 °C = 2° C;
Humedad relativa 65% * 5%
Lotes analizados : 7531504; 7531505 y 7531506

Fechas de Fabricacion : Mayo 2015

Fecha de inicio del estudio :  Junio 2015

Fecha de término del estudio : Diciembre 2015

Tipo y Tamafio de lotes : Lotes productivos de 300.000 comprimidos

Tipo de material de envase : Blister ALU-PVC (impreso).

Fabricante de API empleado en Estudio: Shasun Pharmaceuticals Limited (Formerly Known as Shasun Chemicals

and Drugs Ltd)

Direccién: Shasun Road, Periyakalapet, Puducherry — 6050di, In

Fabricante y direccion del sitio de Fabricacién: Pell Tech Health Care Pvt Ltd.

Direccion: Plot.N°20B, Tansa Farm Estate, Bhiwandi-Wada Road, Wada, Thane, Maharashtra - 421312
Laboratorio que desarrolla el Estudio de Estabilida d: Pell Tech Health Care Pvt Ltd.

Direccion: Plot.N°20B, Tansa Farm Estate, Bhiwandi-Wada Road, Wada, Thane, Maharashtra — 421312

OPKO CHILE S.A.




DPKKO chite s.A.
IBUPROFENO COMPRIMIDOS RECUBIERTOS 400 mg

ESTUDIO DE ESTABILIDAD - DISENO - PROTOCOLO

Lote: 7531504

Name of Dept : Q.A

Issued on : 26.09.2015, Reprinted on:09.06.2016

Document No. : SSR/753/15/001

STABILITY STUDY REPORT FOR
Ibuprofen Tablets USP 400mg

REAL TIME STABILITY STUDY REPORT

Product Name: Ibuprofen Tablets USP 400 mg

BATCH NUMBER: 7531504

L.abel Claim: Each film coated tablet contains:

Ibuprofen
Excipients

USP  400mg

0.

Colour; Erythrosine Supra

BATCH SIZE: 3,00,000Tablets

Mfg, Date: May2015

Exp. Date: Apr 2018

BATCH TYPE: Commercial

Set Up Date : 06/06/2015

STUDY COMPLETION DATE: On Going

STORAGE CONDITIONS: Temperature.; 30°C+ 2°C/65% + 5 %RH

Pack Detalls : Alu-PVC Blister

TEST SPECIFICATION Initial 3 months 6 months 9 months 12 months
Description Pink coloured circular Pink coloured circular Pink coloured circular Pink coloured circular Pink coloured circular | Pink coloured circular
biconvex glossy film coated biconvex ,glossy film biconvex ,glossy film biconvex glossy film bicorvex glossy film biconvex glossy film
tablets plain on both sides, coated tablets plain on | coated tablets plain on | coated tablets plain on both | coated tablets plainon | coated tadlels plain on
both sides. bath sides. sides. both sides. both sides.
Average weight 542.0mg + 5%
(514 0mg - 569 40mg) 543.16mg §6005mg 547.26 mg 547 13mg 547.03mg
Disintegration time NMT 30 mins 1 min48sec 3min 05 se¢ 3min 3 sec 3min 52 sec 3 tmin 58 sec
Water Not more than 5% 147% 281% 280% 287% + 203%
Dissolution
Apparatus USP Type Il (Paddle)
Medium §00ml, pH 7.2 phosphate buffer
Speed 50rpm y 96.82 %
Temperature ML050 96.00% 97.85% 96.53% 96.16%
Time interval + 60 ming | Not less thanB0% (Q) of the
[abelled amount is dissolved
Limit of Ibuprofen Related | Individual impurity - NMT 0.25%
Conpound C 0.0397% 0,088% 0.083% 0.086% 0.090%
Assay 90.0% to 110.0% of the stated
Each fim coated tablet amount, .
i (Between 360.0mg - 440.0mg ) 100.51% 101.23% 98.81% 98.25% 98.19%
[buprofen USP....... 400 mg
Sample removal Date 21.05.2015 06.09.2015 06.12.2015 0610312016 0616/2016
Sample Analysis Date 05.06.2015 16.09.2016 11212015 071032016 08/06/2016
ARNO 2015-16/QCP/FGRI00156 2015 2015 2015 2016-
1BISSR/7531504/02/A 16/8SRIT51504102B | 16/SSRT531504/02/C | 17ISSRIT631504102D
Date: C\\g\\"‘ Date: ¢ /%L{) Date: 1‘31[051 16
Name & Sign: \<- w— Name & Sign CN ]%Name& Sign Wﬂ\ \f
Sr. REDWANAGER (L. C.MANAGER {Q.A MANAGER {
Format No: QA-068 GEN/F3

OPKO CHILE S.A.
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DPKKO chite s.A.
IBUPROFENO COMPRIMIDOS RECUBIERTOS 400 mg

ESTUDIO DE ESTABILIDAD - DISENO - PROTOCOLO

Lote: 7531505

Name of Dept : Q.A

Issued on : 26.09.2015, Reprinted 0n:09,06.2016

| Document No. : SSR/753/15/001

STABILITY STUDY REPORT FOR
Ibuprofen Tablets USP 400mg

(1]

REAL TIME STABILITY STUDY REPORT

Product Name: Ibuprofen Tablets USP 400 mg

BATCH NUMBER: 7531505

Label Claim: Each film coated tablet contains:
lbuprofen ~ USP 400 mg

Excipients

qs.

Colour: Erythrosine Supra

BATCH SIZE: 5,00,000Tablets

Mg, Date: May2015

Exp. Date: Apr 2018

BATCH TYPE:E: Commercial

Set Up Date : 06/06/2015

STUDY COMPLETION DATE: On Going

STORAGE CONDITIONS: Temperature.: 30°C+ 2°C/65% + 5 %RH

Pack Details : Alu-PVC Blister

TEST

SPECIFICATION Initial 3 months 6 months 9 months 12 months

Description Pink coloured circular Pink coloured circular Pink coloured circular Pink coloured circular | Pink coloured ciroular Pink coloured circular

biconvex glossy film coated biconvex glossy film biconvex glossy fim biconvex glossy film biconvex glossy fim biconvex ,glossy film

tablets plain on both sides. coated tablets plainon | coated tablets plainon | coated tablefs plainon | coated tablels plainon | coated tablets plain on

both sides. both sides, both sides. both sices, both sides.

Average weight 542.0mg + 5%

(5140ng-568 10ng) 545.28mg 546 17mg 54821 mg 548 38mg 648.92mg
Disintegration time NMT 30 mins 1 min 46sec 3 min 05 sec 3min 38 sec 3 min 47 sec 3min 58 sec
Weter Not mare then 5% 148% 278% 281% 269% 26T%
Dissolution .
Apparalus USP Type I (Paddle)
Medium 800ml, pH 7.2 phosphate buffer
Speed 50pm 97.68%
Temperaue M405°C = iy 9726% %7%%
Time interval - 60mins| Not less thanB0% (Q)ofthe

labelled amount is dissolved
Limit of lbuprofen Related | Indiviclual impurity - NMT 0.25% 0.0402% 0.067% 0.083% 0.081% 0.086%
Compound C
Assay ; 90.0% to 110.0% of the stated
Each film coated fablet amount. ;
ey (Behieen 3800mg - 440(mg §9.36% 99.75% 96.13% 98.02% 97.87%
Ibuprofen USP....... 400 mg ’
Sample removal Date 23052015 06.09.2015 08.12.2015 06/03/2016 06/0612016
Sample Analysis Date 05.082015 16,09.2015 11122015 07/03/2016 08/06/2016
ARNO 2015-16/QCPIFGRIO0157 216- 2015- 2015 2016-

1G/SSRITS31506/02/A | 16/SSRI7531505028 | 16/SSRI7531506002C | 17/SSRIT531505/02D
a /
Date; c\\@ \ch Date: 7/0‘?/’&:, Date: 09 lOG hﬂe
Name & Sign |- SSiomaapa. Name & Sign € MU X2 Name&Sign: W4y Bwo! Y
W i _M_...@L’
81 RADYJANAGER Q.CMANAGER QAMANAGER

Format No: QA-068 /GEN-F3
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DPKKO chite s.A.

IBUPROFENO COMPRIMIDOS RECUBIERTOS 400 mg

ESTUDIO DE ESTABILIDAD - DISENO - PROTOCOLO

Lote : 7531506

Name of Dept : Q.A

Issued on : 26.09.2015, Reprinted 0n:09.06.2016

| Document No. : SSR/753/15/001

STABILITY STUDY REPORT FOR
Ibuprofen Tablets USP 400mg

REAL TIME STABILITY STUDY REPORT

Product Name: Ibuprofen Tablets USP 400 mg

BATCH NUMBER: 7531506

Label Claim: Each film coated tablet contains:

Ibuprofen
Excipients

USP 400 mg

q.8.

Colour: Erythrosine Supra

BATCH SIZE: 3,00,000Tablets

Mfg. Date: May2015

Exp. Date: Apr 2018

BATCH TYPE: Commercial

Set Up Date : 06/06/2015 STUDY COMPLETION DATE: On Going : :
STORAGE CONDITIONS: Temperature. 30°Ct Z'CI65% 1 § %RH ot boididaind
TEST SPECIFICATION Initial 3 months 6 months 9 months 12 months
Description Pink coloured circular Pink coloured circular Pink coloured circular Pink coloured circular Pink coloured circular Pink coloured circular
biconvex ,glossy film coated biconvex glossy film biconvex glossy film biconvex ,glossy film biconvex ,glossy film biconvex glossy film
tablets plain on both sides. coated tablets plain on coated tablets plain on coated tablets plainon | coated tablefs plainon | coated tablets plain on
both sides. both sides. both sides. both sices. both sides.
Average weight 542.0mg £ 5%
(51490mg - 563.10m 544.59mg 547 99mg 548,05mg 548.07Tmg 548,02mg
Disintegration time NMT 30 mins 1 min 46sec 3min 05 sec 3min 16 sec 3 min 35sec 3min 29 sec
Water Not more than 5% 1.46% 266% 276% 280% 2.89%
Dissolution
Apparatus USP Type Il (Paddle) 2
Medium 900ml, pH 7.2 phosphate buffer
Speed 50 rpm 7 100.19% 99.78%
Temperature 050 97.5% 98.38% §9.85%
Time interval 1 B0mins| Not less than 80% (Q) of the
labelled amount is dissolved
Limit of buprofen Related Indivicual impurity - NMT 0.26% 3
Compound 0.040% 0.085% 0.086% 0.086% 0.091%
Assay : 90.0% to 110.0% of the stated
Each film coated tablet amount, 1
onias (Betwsen 360.0mg - 440.0mg 99 25% 100.82% 99.54% 89.33% 99.02%
Ibuprofen USP....... 400 mg :
Sample removal Date 24,05,2015 06.09.2015 06.122015 06/03/2016 06/06/2016
Sample Analysis Date 06.08.2015 16.09.2015 11122015 07/03/2016 081062016
ARNO 2015-16/QCPIFGRI00158 2015 2015- 2015 2016-
16/SSR/T531506/02/A | 16/SSRIT531506/02B | 16/SSRITS31506/02C | 17/SSRIT531506/021D
Date:‘{&é\‘g' Date: ‘710 h”"‘.’ Date: Oql\‘odwiC,
. Nameasign: SNUlpo- Name& Sign: |l 4y Lot ¥

Name & Sign:\(\.(

Sr. R&D. @AGER

Q.C.MANAGER

QA MANAGER

Format No: QA-068/ GEN-F3
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