CLOXACILINA CAPSULAS 500 mg
ESTUDIO DE ESTABILIDAD
Diseno- Estudio - Tabla Resumen

1.- RESUMEN : DISENO Y ESTUDIO DE ESTABILIDAD

ESTABILIDAD ACELERADA

Temperatura

Lotes analizados

Fechas de Fabricacion
Fecha de inicio del estudio
Fecha de término del estudio
Tipo y Tamafio de lotes

Tipo de material de envase

: 40°C + 2°C y Humedad Residual: 75% + 5%
BB22003; BB22006 Y BB22009
Abril 2012
Abril 2012
: Octubre 2012
: Lotes pilotos de 100.000 capsulas
: Lamina de Aluminio - Polietileno de baja densidad (PBD) cubierta con tono brillante
por un lado.(plain aluminium strip foil) impresa

Fabricante de APl empleado en Estudio:

DSM Sinochem Pharmaceuticals India Private Limited # Bhai Mohan Singh Nagar, Toansa, Distt. Nawanshahr, Punjab
Fabricante y direccion del sitio de Fabricacion:

Laboratorios Baroque Pharmaceuticals PVT LTD., 192/3, Sokada, Khambhat, India

Laboratorio que desarrolla el Estudio de Estabilida  d:

Laboratorios Baroque Pharmaceuticals PVT LTD., 192/3, Sokada, Khambhat, India

Tiempo(meses)
- Inicial

Test | Especificacion | 0
Descripcion Cépsula de gelatina dura N°0, tapa y cuerpo de color

naranja. Contiene polvo granular de color blanco. X
Peso promedio del contenido de 580,0 mg + 7,5% X
la capsula (536,5-623,5 mg)
Tiempo de desintegracion No més de 30,0 minutos
Agua No mas de 5,0%
Disolucion :
Medio: 900 mL de Buffer fosfato de
potasio No menos de 80% (Q) [Q + 5% = 85%]de lo declarado se
0,05 M pH6,8; disuelve a los 30 minutos X
Aparato Canastillo;
Velocidad: 100 rpm;
Tiempo: 30 minutos y
Temperatura: 37°C+0,5°C

No menos de 90,0% y no mas de 120,0% de la
Valoracion de Cloxacilina sédica cantidad declarada en la etiqueta del producto X
(equivalente a Cloxacilina Base) terminado.

Recuento total de bacterias aerobias: < 1000 UFC/g X
Control Microbiolégico Recuento total de hongos y levaduras : < 100 UFC/g X

Patégenos . E.coli : Ausencia

En donde se indica con una “x= equis”,

NA : No aplica

significa que se hara (Hizo) la determinacién analitica indicada.;

OPKO CHILE S.A.




CLOXACILINA CAPSULAS 500 mg

ESTUDIO DE ESTABILIDAD
Diseno- Estudio - Tabla Resumen

ESTABILIDAD A TIEMPO REAL (NATURAL)

Temperatura

Lotes analizados

Fechas de Fabricacion
Fecha de inicio del estudio

Fecha de término del estudio

Tipo y Tamafio de lotes
Tipo de material de envase

: 30°C £ 2°C y Humedad Residual: 65% + 5% (Zona Climatica IVA)

BB22003; BB22006 y BB22009
Abril 2012
Abril 2012

: Abril 2014
. Lotes pilotos 100.000 capsulas
: Lamina de Aluminio - Polietileno de baja densidad (PBD) cubierta con tono brillante

por un lado (plain aluminium strip foil) impresa

Fabricante de APl empleado en Estudio:

DSM Sinochem Pharmaceuticals India Private Limited # Bhai Mohan Singh Nagar, Toansa, Distt. Nawanshahr, Punjab
Fabricante y direccion del sitio de Fabricacion:

Laboratorios Baroque Pharmaceuticals PVT LTD., 192/3, Sokada, Khambhat, India

Laboratorio que desarrolla el Estudio de Estabilida  d:

Laboratorios Baroque Pharmaceuticals PVT LTD., 192/3, Sokada, Khambhat, India

Aparato Canastillo;
Velocidad: 100 rpm;
Tiempo: 30 minutos y
Temperatura: 37 °C+0,5 °C

Tiempo(meses)
- Inicial 3 6 9 12 [ 18 | 24

Test | Especificacion | 0
Descripcion Capsula de gelatina dura N°0, tapa y cuerpo de color

naranja. Contiene polvo granular de color blanco. X X X X X X X
Peso promedio del contenido de 580,0mg +7,5% X X X X X X X
la capsula (536,5-623,5 mg)
Tiempo de desintegracion No més de 30,0 minutos X X X X X X X
Agua No mas de 5,0% X X X X X X X
Disolucion :
Medio: 900 mL de Buffer fosfato de
potasio No menos de 80% (Q) [Q + 5% = 85%]de lo declarado se
0,05 M pH6,8; disuelve a los 30 minutos X X X X X X X

No menos de 90,0% y no més de 120,0% de la

Valoracion de Cloxacilina sédica cantidad declarada en la etiqueta del producto X X X X X X X
(equivalente a Cloxacilina Base) terminado.
Recuento total de bacterias aerobias: < 1000 UFC/g X X X X X X
Control Microbiologico Recuento total de hongos y levaduras : < 100 UFC/g X x | x | x | x| x| «x
Patégenos . E.coli : Ausencia X X X X X X X

En donde se indica con una “x= equis”, significa que se hara (Hizo) la determinacién analitica indicada.; NA : No

aplica
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CLOXACILINA CAPSULAS 500 mg

ESTUDIO DE ESTABILIDAD
Diseno- Estudio - Tabla Resumen

2.- FORMULA CUALICUANTITATIVA

.1 Composition:

Hefercnee number of Bateh Manulacturing Record: BOE/BMR/G698

g | LeLoper

; Ove \ SPECIFI]- ITEM
Capsule INGREDIENTS dragific
NO. P ; CATION | CODI
{mg)
MIXING
TR
LD AT 1 LY R P
; |-.|. 1o | LA |5 &0 |J- | . N LISP 1000331
Q. TO. CLOXACILLIN {(B)*
SO LK)
) B00 PLIRIFIED TALC (INS BpP BRIOOZER -
L LING
. T 1 EHG CAPS | IHS 107004
Chpan etk L
Where,
(B)* = Chuanuty 10 b caleulated on the basis of 18 polen

(IH% = Quanity 1o be compensated on increasing quantity of active material and its L0113
Polency: B4 B39y

A RSB Actual Quantity Required Per Ratcl
U Overapes in @

| per Copsule el Claim per Capsule

R b In Howse Specificatic

B

British Pharmacopoera
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vuthorized by [QA]: ,,ffff““lf” II

OPKO CHILE S.A.



CLOXACILINA CAPSULAS 500 mg
ESTUDIO DE ESTABILIDAD
Diseno- Estudio - Tabla Resumen

3.- METODO DE ANALISIS PRODUCTO TERMINADO
El método de analisis de producto terminado empleado en este Estudio de Estabilidad, responde a la
metodologia de producto terminado entregada en dossier de registro de este producto.

4.- ESPECIFICACIONES DE PRDOUCTO TERMINADO PARA EST UDIO 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 | Especificacion |

Descripcion Capsula de gelatina dura N°0, tapa y cuerpo de color naranja. Contiene polvo granular de
color blanco.

Peso promedio del contenido de la capsula 580,0mg +7,5% (536,5 -623,5 mg)

Tiempo de desintegracion No més de 30,0 minutos

Agua No mas de 5,0%

Disolucion :

Medio: 900 mL de Buffer fosfato de potasio

0,05 M pH6,8; No menos de 80% (Q) [Q + 5% = 85%]de lo declarado se disuelve a los 30 minutos

Aparato Canastillo;
Velocidad: 100 rpm;
Tiempo: 30 minutos y
Temperatura: 37 °C+0,5 °C

No menos de 90,0% y no mas de 120,0% de la cantidad declarada en la etiqueta
Valoracion de Cloxacilina sédica del producto terminado.
(equivalente a Cloxacilina Base)

Recuento total de bacterias aerobias: < 1000 UFC/g
Control Microbioldgico Recuento total de hongos y levaduras : < 100 UFC/g
Patégenos . E.coli : Ausencia

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, 1,3, Y 6 MESES ) completo y a Tiempo real (NATURAL) en condiciones de temperatura y
humedad (Temperatura 30°C + 2° C; Humedad relativa 65% + 5% [ZONA CLIMATICA IVA]), del cual se
presentan los puntos 0,3,6, 9,12,18 y 24 meses, para los Lotes BB22003;BB22006 Y BB22009. 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 valoracion del activo y los pardmetros analizados se
mantuvieron dentro de los limites especificados.

6.- CONCLUSIONES:

Con los resultados obtenidos permiten proponer, para el producto CLOXACILINA SODICA CAPSULAS
500 mg, un periodo de eficacia de 24 meses, almacenado en su envase original en un lugar fresco 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 Estabilidad sefialados de
los Lotes BB22003; BB22006 Y BB22009. En las condiciones de temperatura y humedad sefialadas.

OPKO CHILE S.A.



CLOXACILINA CAPSULAS 500 mg

ESTUDIO DE ESTABILIDAD
Diseno- Estudio - Tabla Resumen

ESTUDIO

ESTABILIDAD ACELERADO

TABLAS RESUMEN DE RESULTADOS
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CLOXACILINA CAPSULAS 500 mg
ESTUDIO DE ESTABILIDAD
Diseno- Estudio - Tabla Resumen

' DEPARTMENT Doc. No. | SRBQE69S |
BAROQUE - |SROQEEE |
| Rl( u Revision | 00
PHARMACEUTICALS PVT. LTD.
192/3, SOKHADA-388620, QUALITY CONTROL Supersedes | NEW
KHAMBHAT, DT: ANAND (GUJ.) Page | 1or12
"l_ TITLE | STABILITY STUDY REPORT FORMAT |
ACCELERATED STABILITY STUDY
Name of CLOXACILLIN SODIUM CAPSULES | Storage i = n oy Mig. Date | APR, 2012
Product:  USP S00MG oy MCCVCAS%RHES%RH. | gy pate | MAR.2014
Each hard gelatin capsule contains: Packing Strip Packing Batch size | 100000 capsules
Label Claim Cloxacillin Sodium USP details: Date of
Eq. to Cloxacillin 300mg 5 : . 08/042012
Excipients Qs Sample Qty.: 11 Strips of 10 Capsules inzubation
B _ Cloxacillin Sodium USP : DSM .
Batch No. : BE22003 API Snurl.:e. Sinochem (1) Pvt Lid. . I trlrod 6 Months |
r Test Specification [ Initial 3 Month & Month
| Orange cap and Orange | Orange cap and Orange | Orange cap and Orange
Orange cap and Orange body size body size “0", hard body size *07, hard body size 0, hard
Description “()”, hard gelatin capsule gelatin capsule gelatin capsule gelatin capsule
encrIp cantaining white coloured containing white containing white containing white
granular powder. coloured granular coloured granular coloured granular
powder. powder, powder.
| Average Weight of Powder
ixt each Capeule 580.0 mg +7.5% 581.2mg . 579.4 mg 580.3 mg
Disintegration Test Mot more than 30.0 minutes 7 min 10 sec 6 min 50 sec 6 min 110 sec
Water ) NMT 5.0% 125 3.29% 3.35%
NLT 80% (Q} [Q+5% = 85%] of
Dissolution the labeled stated amount of 99.25% to 104.47% 97.99% to 103, 18% 96.10% to 101.47%

Cloxacillin

o

Authorized By QA: _ Cpeurves!
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CLOXACILINA CAPSULAS 500 mg

ESTUDIO DE ESTABILIDAD
Diseno- Estudio - Tabla Resumen

' BAROQUE

PHARMACEUTICALS PVT. LTD.

192/3, SOKHADA-388620,

KHAMBHAT, DT:

TITLE |

Assay (Cloxacillin sodium |
€. to(luxuﬂll:nh

Test

| Microbizl Contamination

| Protocol No.
| Conclusion:
| AR,

| Remark
| Prepared By

ﬂ‘H-:HH\\ § SHAH Checked By Hr\R‘\I[W .

|u1

JHl ]_{|
o0

SPHOEGHS
| The product is found stable for 6 Month

DEPARTMENT Doe. No. | SKBOEGYS

Revision | 00

STABILITY STUDY REPORT FORMAT

QUALITY CONTROL Supersedes | NEW
ANAND (GUL) | et

Page |2 0112

NLT 90.0% & NMT 120.0% of

(3, 90% 98.67%
the stated amount of Cloxacillin 160.30% g
_"sl]tﬁl:;am_ v _- ) i Inm-ﬂ ) _T____'_“ ] } \1unth
A) TAMC: NM 0" CFU/g A) 38 CFUN A4l CFLVg
B) TYMC: NMT 10" CFllg B sl By Nil
C) E.Coli: Should be Absemt | ) Absent | €) Absemt

storage umdl i

]hLI‘i\M!L]EJ is found -..mhlr for 6 Month I '||.|.1T|:I..€' cor 1d i

s

"‘.

‘9

HNEON

LBV MY A uthorized By QA

‘J?_UEIJ u

t- -\Tumh )

T A)45 CFU g
B Nil
1) Absent

s.'p'pr.m.-n\ VINOD A PATEI

{0 \1\\’\:1I Hi

Pes tret
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CLOXACILINA CAPSULAS 500 mg
ESTUDIO DE ESTABILIDAD
Diseno- Estudio - Tabla Resumen

Cloxacillin

9G_18% to 104.18%

97.74% to 103.02%

[ DEPARTMENT Doc, No. | SR/ABQE69S
OQUE : -
Bk& U Revision | 00
PHARMACEUTICALS PVT. LTD. =
192/3, SOKHADA-388620, QUALITY CONTROL Supersedes | NEW
| KHAMBHAT, DT: ANAND (GUL) ] Page | 50f 12
TITLE | STABILITY STUDY REPORT FORMAT
B ACCELERATED STABILITY STUDY ) 4‘
Name of CLOXACILLIN SODIUM CAPSULES | Storage e . [Mfg. Date | APR. 2012
Product:  USP S00MG Condiion  APCETC/M%RHESURE. | gy page | MAR. 2014
Each hard gelatin capsule contains: Packing Sirip Packing Batch size | 100000 capsules

Label Clai Cloxacillin Sodium usp details: Dite of
= ’ ™ Eq. to Cloxacillin 500mg — kit 16/04/2012
ﬁ Excipients Q.5 Sample Qty.: 11 Strips of 10 Capsules neabation
o : _ Cloxacillin Sodium USP : DSM ;
:__; Batch No. : BB22006 API Bouree: oo hem (1) Pt Ltd. Period 6 Months
=1
) Test Specification Initial 3 Month 6 Month
I'“r: | Orange cap and Orange | Orange cap and Orange | Orange cap and Orange
m Orange cap and Orange body size body size “0”, hard body size “07, harc body size “07, hard
a Description “00”, hard gelatin capsule gelatin capsule gelatin capsule gelatin capsule
3 escriptio containing white coloured containing white containing white containing white
;—é granular powder. coloured granular coloured granular coloured granular |
- powder. powder. powder.

Average Weight of Powder £7.50 9.6 the

i cich Capaiile 580.0 mg + 7.5% 582.4 mg 580.1 mg 579.6 mg
Disintegration Test Mot more than 30.0 minutes 6 min 55 sec 6 min 35 see Tmin20sec |
Water NMT 5.0% 3.27% 333% 3.38%
NLT 80% (Q) [Q+5% = 85%] of
Dissolution the labeled stated amount of

96,38% to 101.68%

Authorized By QA: _(fvjreos
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CLOXACILINA CAPSULAS 500 mg

ESTUDIO DE ESTABILIDAD
Diseno- Estudio - Tabla Resumen

BR&OQUE

| PHARMACEUTICALS PYT. LTD.
192/3, SOKHADA-388620, |
KHAMBHAT, DT: ANAND (GULL) |

~ DEPARTMENT

QUALITY CONTROL

I'TLE | STABILITY STUDY REPORT FORMAT

——————

NLT ¥0.0% & NMT 120.0% of 100.48%
the stated amount of Cloxacillin chgeti

Assay (Cloxacillin sodium '

ed). 1o Cloxacillin
L - Test ) | ‘\pLurLJlmn . e Imtpal N
A) TAMC: NMT Itljl ) IA}37CFU i A) 42 CFU/,
MNMT 107 CFLIY B) Nil B Nil

B} TYMC; 1
_ € E.Coli: Should be Absent
| SP/B 698
| The product

Microbizl Contamination

C) Absert

| Protocal No. —
s fuund stable for 6 M

| Conclusion: 5 |
| Remark The j|ru|Juc.' found stable r‘u_r 6 M i
Prepared By : DARSHAN S ‘SHAH | Checked By :H_-\Rtu!-L AT Approved By
(=4 [ s
{(0.C OFFICER) HJIHI UTIVE) |
Maleber | as[18/201

UNCONTROLLED corY

Supersedes | NEW
~ Fage 6oz

3 \:Iunlh N

G Absent

Doec. No, | SRABOEGIS

Kevision | 00

97.14%

& Month

Ajdh CFllg
B Nil
L ,u.-\:nunl_

s BH.

75% Rll- ‘1".: RH.
VINOD A PATEL

)

(Q.C MANAGER)
2010 ko7~

Authorized By QA Q{-;..(f;ﬂ.'p_f
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CLOXACILINA CAPSULAS 500 mg
ESTUDIO DE ESTABILIDAD
Diseno- Estudio - Tabla Resumen

[ DEPARTMENT ' Doc. No. | SR/BQEG9S |
' BAROQUE — 2 -
Revision | 00
PHARMACEUTICALS PVT. LTD, .
19273, SOKHADA-388620, QUALITY CONTROL Supersedes | NEW
_KHAMBHAT. DT: ANAND (GUJ.) _ Page |9 or 12 =]
TITLE | STABILITY STUDY REPORT FORMAT
ACCELERATED STABILITY STUDY : -
Name of CLOXACILLIN SODIUM CAPSULES | Storage = " = = Mig. Date | APR. 2012
Product:  USP S00MG Condition  JOPCELC/TSWRHESNRE. g nate | MAR. 2014
Each hard gelatin capsule contains: Packing Strip Packing Batch size | 100000 capsules
Label Claim Cloxacillin Sodium usp details: = O
: Eq. 10 Cloxacillin S00mg ihinttidl 25/04/2012
Excipients Q.5 Sample Qty.: 11 Strips of 10 Capsules incubation
. ~ Cloxacillin Sodium USP : DSM :
& Batch No. : BBI2009 APl Souree: o b (I) Pyt Lid. Period 6 Months
O
= i Test [ Specification Initial 3 Month 6 Month
) | Orange cap and Orange | Orange cap and Orange Orange cap and Orange
:_nj Orange cap and Orange body size body size “0", hard body size “0”, had body size “0", hard
— Descipiit “0", hard gelatin capsule gelatlin capsule gelatin capsule gelatin capsule
It containing white coloured containing white containing white containing white
g granular powder. coloured granular coloured granular coloured granular
8 powder. powder. ) powider,
Average Weight of Powder |
o T
o | in each Capsule SBO.0 mg + 7.5% 580.1 mg 579.3mg 580.9 mg
Disintegration Test Not more than 30.0 minules 6 min 40 sec 7 min 10 sec 7 min 35 sec
Water NMT 5.0% 3.22% 3.27% 3.34%
NLT B0% (Q) [Q+5% = 85%] of
Dissolution the labeled stated amount of 99.37% to 104.01% 97.74% to 103.02% 96.38% to 101.68%
Cloxacillin 1

Authorized By OA: P I"J’e-J
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CLOXACILINA CAPSULAS 500 mg
ESTUDIO DE ESTABILIDAD
Diseno- Estudio - Tabla Resumen

5 . ' DEPARTMENT [ Doc.No. | sRBOEE9S
BRR(OQUE L S bt ki el A
Revision | 00
| PHARMACEUTICALS PVT. LTD, e ; —
192/3, SOK HADA-388620, - QUALITY CONTROL | Supersedes | NEW
_kll.-\.‘dlui.il DT: A'\A'\Il{t,l',l_; i ) ﬁ"?‘m‘
TITLE | STABILITY STUDY REPORT FORMAT *

Assay (Cloxacillin sodium | NLT 80.0% & NMT 120,0% of

102% 98.13% 97.14%
eq. to Cloxacillin) the stated amount of Cloxacillin Koo . | 1
- Test J_n:clﬂnutmn _." - __i itis B 3 Month | 6. Month
A) TAMC: NMT o CFU/g A) 36 CFLg ["A) 40 CFU/g !a\HH'.‘FE"g!
Mierobial Contamination B) TYMC: NMT 10° CFLjg B} Nil B Nil | B Nil
C} EColi: Should be Absent | €) Absent | €) Absent | €) Absent

| SP/BQEG98
| The produet is found stable for 6 Months at storuge condition 40° t'_'-

_/75% RH = 5% RH

" | The product is found stable for 6 _\-1ur|1h~ al \{(:m ¢ condition 40°C= 27C/75% RH = 5% RH
Prepared By "DARSHAN 5 SHAH Checked J:l\- ||'-’LF{‘3H Approved By :VINOD A PATEL
(Q l\ l'.lll)] ICER) | '“‘C EXE TL TIVE) | (0Q.C MANAGER)

otltlewt> | einlele | pddnfzoie

UNCONTRu.LED COPY
Authorized By QA:  Css .‘..'Jfl‘ﬂ""!_

OPKO CHILE S.A.
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CLOXACILINA CAPSULAS 500 mg

ESTUDIO DE ESTABILIDAD
Diseno- Estudio - Tabla Resumen

ESTABILIDAD A TIEMPO REAL
[ Natural ]

TABLAS RESUMEN DE RESULTADOS

OPKO CHILE S.A.
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CLOXACILINA CAPSULAS 500 mg

ESTUDIO DE ESTABILIDAD
Diseno- Estudio - Tabla Resumen

DEPARTMENT Doe. No. | SR/BQEG698
BAROQUE _
Revision | 00
PHARMACEUTICALS PVT. LTD. .
192/3, SOKHADA-388620, QUALITY CONTROL Supersedes | NEW
KHAMBHAT, DT: ANAND (GUJ.) B Page | 3ol 12
TITLE | STABILITY STUDY REPORT FORMAT ’
) LONG TERM STABILITY STUDY -
Name of CLOXACILLIN SODIUM i I S0 HEn L 50 Mfz. Date | APR. 2012
Product: CAPSULES USP 500MG Storage Condition:  30°CL 2°C /65% RI + 5% RH. Exp. Date MAR. 2014
Each hard gelatin capsule contains: X Batch size 100000 capsules
Labier Clai Cloxacillin Sodium USP Packing details: Strip Packing
abelLialm — £4 to Cloxacillin 500mg | Dateol | onim012
Excipients Q.5 Sample Qty.: 25 Strips of 10 Capsules incubation
Bateh No. : BB22003 API Source; Claxaclllin Sodhim USP; DEM. | o0 24 Months
Sinochem (1) Pyt Ltd,
Test [ Specification | Initial | 3 Month 6 Month 9 Month 12 Month | 18 Month | 24 Month
Orange cap | Orange cap Orange cap Orange cap Orange cap | Orange cap Orange cap
Orange cap and | and Orange | and Orange | and Orange | and Orange and Orange | and Orange | and Orange
Orange body | body size 07, | body size “07, | body size “07, | body size “07, | body size “07, | body size “07, | body size “07",
size “0", hard hard gelatin | hard gelatin | hard gelatin | hard gelatin | hard gelatin | hard gelatin hard gelatin
Description gelatin capsule capsule capsule capsule capsule capsule capsle capsule
containing containing containing containing containing containing containing containing
white coloured white white white white white white white
granular coloured coloured coloured coloured coloured coloured coloured
powder. granular granular granular granular granular granular granular
__powder, powider. powder. powder, powder, powder, powder
Average
Weight of 580.0 mg +
Powder in 7.5% S81.2mg 580.4 mg 579.8 mg 582.4mg 580.9 mg 578.2 mg 5783 mg
each Capsule )
Disintegration | Notmorethan | o oy 1o oee | smin25sec | 7min15sec | Gmin30see | 6min3Ssec 6mind0sec | 6min50sec
Test 30.0 minutes
[ Water | NMT50% | 325% 3.26% 3.28% 327% 3.20% 3.32% 3.34%

Authorized By QA: %;M

OPKO CHILE S.A.
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CLOXACILINA CAPSULAS 500 mg
ESTUDIO DE ESTABILIDAD
Diseno- Estudio - Tabla Resumen

E}EI'AH'I'MEN"I'- - Do, Mo, - .\'R.-’Bl)lfb‘-i-r.l-
Bhlgpaue — | | |
| Revision | (W
PHARMACEUTICALS PVT. LTD. | . ) ———]
192/3, SOKHADA-388620, | QUALITY CONTROL Supersedes | NEW
KH.-\jl:lfi-.-\l DT: ANAND (GLL) - B "' N i'ﬂ-g,l.'- "4".:", ]_2' |
| TITLE | STABILITY STUDY REPORT FORMAT
 Test | Specification | Imitial [ 3Momh | 6 M::!E-h. . ﬁ&1onth-;___12 Month | 18Month | 24 Month
| NLT 80% (Q) | | |
5§l = a1 | |
r— ":"_ : !-hHT:-JI 99258% 0 | 99.01%10 | YE64% 1o 498.220% 10 9782% 10 | 97.27%w 96, 88% 10
[ REEE :.I'a:u:ﬂ‘:n:unt 104,47% 104.02% 103.74% 103.31% | 10263% 101.98% 101.34%
' _|_of Cloxacillin_| _ ! ! It | | N
NLT 90.0% & [
. | - |
m::‘:—'i'". | NMT 120.0% || [ [
P | ofthestated | 100.90% | 100.14% 9062¢% | 99.07% 9B 92% 9EOI% | 9723%
7 £9:1% | amount of
Cloxacillin) ; AEid
o Cloxacillin | | =
A) TAMC [
NMT 10°
CFU/g |
Microbial B)TYMC: |A)38CFU/R |A)39CFU/g | AJ4ICFU/g | A)40CFU/g | A)42CFU/g | A)44 CFUf | A)46 CFUfg
Contamination | NMT 10’ B Nil .| By Nil [ By Nil | By Nil B)Ni) B) Nil B) Nil
AL I CFU/g C) Absent | €Y Absent | C) Abzent C) Abzent C) Absem | ) Absem | €} Absent
| C)E.Coli
| Should be
| __Absenmt I 1 - |
| Protocol No. | SP/BQEGY8S o o
| Conclusion: | The product is found stable for 24 Months st storage condition 30°C+ 2”{ L
| Remark Ths. product is found 51HHL for 24 Months at storage wndﬂmn 30°C+ "’.‘1 6‘5% RH = 5% R RH
Prepared By : DARSHAN S SHAH Checked By :HARSHAL [ Approved By :VINOD A PATEL
=p e —— = 0.
{Q.C OFFICER) (UL EXCCHRVE (Q.C MANAGER)
Date : I3 {‘.\’[?_'U Q‘L‘I | Date 13\1-0“[%1?— 3 Date : ”“; gqf’t@flﬂ
o Y
& r‘l(‘#'.__LL'.D cOoP )
LINQQ"W ) Authorized By QA: _ e I ¥e ./
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CLOXACILINA CAPSULAS 500 mg

ESTUDIO DE ESTABILIDAD
Diseno- Estudio - Tabla Resumen

[ DEPARTMENT Doc. No. | SR/BOEGIS
BAROQUE = ' pon -
Revision | 00
PHARMACEUTICALS PVT. LTD. -
192/3, SOKHADA-388620, QUALITY CONTROL Supersedes | NEW
KHAMBHAT, DT: ANAND (GU.L) Page | 7 of 12
TITLE | STABILITY STUDY REPORT FORMAT
LONG TERM STARILITY STUDY
Name of CLOXACILLIN SODIUM — i — | Mfz. Date APR, 2012
Produet: CAPSULES USP S00MG Storage Cundltlu_n. 30°C+ 2°C /65% RH £ 5% RH. Exp. Date MAR. 2014
Each hard gelatin capsule contains: . ) ] Baich size 100000 capsules
Label Claim Cloxacillin Sodium usp Packing details: Strip Packing Date of
i Eq. to Cloxacillin 500mg | . —| T8 0Ly 16/04/2012
Excipients Q.5 Sample Qty.: 25 Strips of 10 Capsules incubation
. T Cloxacillin Sodium USP: DSM ,
Batch No. : BR22006 API Source: Sinochem (1) Pvi Lid. Period 24 Manths
[ Test [ Specification Initial 3 Month 6 Month 9Month | 12 Month 18 Month | 24 Month
Orange cap Orange cap Orange cap Orange cap Orange cap Orange cap Orange cap
Orange capand | and Orange and Orange and Orange and Orange | and Orange | and Orange | and Orange
Orange body | body size 07, | body size 0%, | body size “0%, | body size “0", | body size “0", | body size “0”, | body size “0",
size “0", hard hard gelatin hard gelatin hard gelatin hard gelatin hard gelatin | hard gelatin hard gelatin
Deseription gelatin capsule capsule capsule capsule capsule capsule capsule capsule
P containing containing containing containing containing containing containing containing
white coloured white white white white white white white
granular coloured coloured coloured coloured coloured coloured coloured
powder. granular granular granular granular granular granular granular
) powder, __powder. powder. powder, powder. powder. powder
Average
Weight of 580.0 mg = ,
Powder in 7.5 5824 mg 5816 mg 5803 mg 580.5 mg 5783 mg 579.6 mg 579.1 mg
each Capsule | )
Disintegration | Mol more han | ¢ i 55sec | 6min30sec | Gmin15sec | 7miniSsec | Tmin25sec | 6minSSsee | §min 50 sec
Test 30.0 minutes
Water | NMT 5.0% 327% | 3.28% | 3.30% 331% 3% 3.34% 3.36%

OPKO CHILE S.A.
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CLOXACILINA CAPSULAS 500 mg

ESTUDIO DE ESTABILIDAD
Diseno- Estudio - Tabla Resumen

iE\ R‘OQUE | ; -  DEPARTMENT

Doc. No. | SR/BOQEGSS

PHARMACEUTICALS PVT. LTD. i ) N
| 19273, SOKHADA-388620, QUALITY CONTROL
KHAMBHAT, DT: ANAND {GLLL)

NTLE | STABILITY STUDY REPORT FORMA'I

Test | Specification |  Initisl | 3Month | 6Month | 9Month | 12Month | 18Month |

NLT 80% () |

Revision | DO

Supersedes | NEW

Page | 8 of 12

DisaTitii ‘3;1:;1;;:;:;1' 99.18% to GE88% 10 | 98.42% 1o 9802% 10 | 97.77% 1w | 97.20%to
104.18% 104.00% | 10355% 103.22% | 102.85% | 10233%
stated amount [
_of Cloxacillin_| -
didan NLTO0.0% & |
Wiz NMT 120.0% .
(Cloxacillin | o1 he siated 100.48% 0001% | 99.51% | 99.03% | 9863% | 98.13%
sodium eq. to J ; |
Cluxacillin) .:::n:lunfl L‘.I | | Il
‘ ' | Cloxacillin_ | S S | E— |
A) TAMC: |
[ NMT 10
[ CFU/g [ |
' A B)TYMC: | A)37CFUlg |A)38CFUg | A)40CFU/g | A)42 CFU/g | A)43 CFU/R | A)45CFUg
C'nlnlammn'lian \.“..r 1o 1) Wil F:‘I Mil .I.U Nil l'.J-] Mil lfl Nil | i.:l_'!hl’. .
CFU/g C) Ahsent ) Absent C) Absent ) Absent C) Absent | €) Absent
C) E.Cali: |
Should be |
Absent |

24 Month
96.73% (o

101.68%

97 55%

A)47 CFU/g

| By Nil

C) Absent

|"P'm|_mu| No. | SP/BQEG9S

Conclusion: | _The product is found stable for 24 A Months a al 5lur.s.,: condition 30°C+ "rL /65% RH + 5% RH.

| Remark | “The produet is found \ldhlc for 24 Months at storage condition 30°C+ 2°Ci65% RH + 5% RH. -
Prepared By ¢ DARSHAN S SHAH [ [ Checked By :HARSE TEL Approved By (VINOD A PATEL
=i ' - <=0,
(Q.C OFFICER) {0.C EXECUTIVE) | (Q.C MANAGER) e
| Drate _é}%ﬁ‘{@{}{ Y | Dae: d_’L:I Dy [ my [ Date : 22/ny ?3@;14
UNGONTROLLED COPY .
WeTy LE Autharized By QA: Pes+/ead
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CLOXACILINA CAPSULAS 500 mg

ESTUDIO DE ESTABILIDAD
Diseno- Estudio - Tabla Resumen

DEPARTMENT Doc. No. | SR/BQEGIS
BAROQUE : =
Hevision | 00
PHARMACEUTICALS PYT. LTD.
19273, SOKHADA-388620, QUALITY CONTROL Supersedes | NEW
KHAMBHAT, DT: ANAND (GUJL) Page | 11013
TITLE | STABILITY STUDY REPORT FORMAT |
N LONG TERM STABILITY STUDY ]
Name of CLOXACILLIN SODIUM e a Mfe. Date APR. 2012
: 30°C+ 2°C /65% RH + 5% RH.
| Product: CAPSULES USP so0MG | Storege Condition:  30°CL 2°C/65% RITL S%RHL | po rie | MAR. 2014
' Each hard gelatin capsule contains: . ) . ) Baich size 100000 capsules
Lkl Chil Claxacillin Sodium USP Packing details: Strip Packing % i
abel Clalm 4. to Cloxacillin 500mg — oan. 25/04/2012
Excipients 0.8 Sample Qty.: 25 Strips of 10 Capsules incabation |
) . . Cloxacillin Sodium USP: DSM
Batch Mo. : BBLEI]I]Q API Source: Sinochem (T) Pyt Ltd, Period 24 Months
Test ] Specification Initial 3 Month ___ﬁ._thnth 9 Month 12 Month _1EMnnth 24 Month
Orange cap Orange cap Orange cap Orange cap Orange cap Orange cap Orange cap
Orange cap and | and Orange and Orange and Orange and Orange and Orange and Orange and Orange
Orange body | body size “07, | body size “07, | body size “07, | body size “07, | body size “0", | body size “07, | body size “07,
size “0", hard hard gelatin | hard gelatin | hard gelatin hard gelatin | hard gelatin | hard gelatin | hard gelatin
Deseription gelatin capsule capsule capsule capsule capsule capsule capsule capsule
P containing containing containing containing containing containing containing containing
white coloured white white white white white white | white
granular coloured coloured coloured coloured coloured coloured coloured
powder, granular granular granular granular granular granular granular
| powder. powder. powder, powder. powder. powder. |  powder
Average
Weight of 580.0 mg +
it e 7.5% 380.1 mg 3815 mg 580.3 mg 5794 mg STRO9 mg 5783 mg 579.6 mg
each Capsule e
Disintegration | Notmorcthan | o o0 gg o | Gmin20sec | 7min256ec | Smin55sec | Gmin30sec | 7min 25 sec | 7min 15 sec
| Test 30.0 minutes |
Water NMT 5.0% 3.22% 3.24% 3.27% 3.30% 3.32% 1.35% [ 3.37%

Authorized By QA: _§gest [rad

OPKO CHILE S.A.
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CLOXACILINA CAPSULAS 500 mg

ESTUDIO DE ESTABILIDAD
Diseno- Estudio - Tabla Resumen

' DEPARTMENT

Doc. No. | SRABQE6YS

' BAROQUE .

PHARMACEUTICALS PVT. LTD. . .
QUALITY CONTROL

Hevision | 00
| Supersedes NEW |

i 192/3, SOKHADA-388621),
|
|

KHAMBHAT, DT: ANAND (GUL) | Pnge ne12__ ]
TITLE | STABILITY STUDY REPORT FORMAT
L Test | Specification Imitial [ 3 Muonth 6 Muonth 9 Month 12 Month | 18 Month 24 Month
i NLT 80% () |
! [Q+5% =85%] | g9 37815 98 86% 10 9830% 10 | 97.86%10 97.40% 1o 97.01% 10 96._66% 10
| Dhissolution ‘ of the labeled by X ¥ o | o e | i . s
10:.01% 103.64 % | 103.21% | 102.80% 102.38% | T 4% 100 .58%
stated amount |
‘ | of Cloxacillin_| | I _ i
| R | NLT90.0% & | | i !
[ {C Imu:;llhn Nz 10,07 | | l I
A of the stated 100.02% 99.72% | 99.24% | 9879 9R36% | 97.92% 47.58%
sodium eq. to : |
£ aart amount of o |
(.lll-:(al.'l“llﬂ_ Cloxacillin__| | y ) B
A) TAMC:
NMT 10" '
| CFUu [ | [ { |
Nickatiial B) TYMC: | A)36 CFUlg | A)37CFU/g | A)38CEU/R | A)40CFU/g | A)41 CFUg | A)42 CFU/g | A) 46 CFLg
| RS NMT J0° B) Nil | B) Nil | By Nl « | B) Nil B) Nil | B} Nil B) Nil |
| Comtamination CFUlg  [C)Absent | C)Absent | C)Absemt | C)Absent  |C)Absent  |C)Absemt | C)Absent
I C) E.Coli: | | |
i Should be | [ i |
! Absent S | o i |
| Protecol No. | SP/BQEGYS

| Conclusion: | The product |*.-__i_u_:_u_'_|<l_*_~|_:_lb_l|_: _E‘Ej-i__M_gl_‘l]h‘- al ammg: condition 30°C+ 2"C/65% RH + 5% RH
| Remark Flh: product is found stable for 24 Months at storage condition 30°C+ Ci65% RH + 3% RH
Prepared By : DARSHAN § SHAH Checked By ‘HARSH L | Approved By :VINOD A PATEL

| (QC OFFICER) | "XECUTIVE) (Q.C MANAGER) )
[Due: pp[os] 261y D olOsT gLy Date ohsiaiy |
o meerAt | ED COPY Authorized By QA DgsngYerd.
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