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NOTA ACLARATORIA

El producto terminado es un combipack compuesto por:
(@) Un vial con omeprazol liofilizado,
(b) Una ampolla con agua para inyectables.

- El vial con omeprazol liofilizado es fabricada por el proveedor de producto terminado
Ciron Drugs & Pharmaceutical PVT LTD (Ciron), ubicado en N-118, 119, MIDC, Tarapur,
Boisar, Dist. Thane - 401 506, Maharashtra state, India.

- La ampolla de agua utilizada para reconstituir el liofilizado de omeprazol es comprada por

Ciron como producto terminado a Amanta Healthcare Ltd. ubicado en Plot No. 876, N.H.
No. 8, Village Hariyala, Tal-Matar, Hariyala-387 411, Dist Kheda, Gujarat State, India.
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L. PROTOCOLO

Se realizd una evaluacion de la estabilidad de tres lotes de IMAROZ liofilizado para
solucidén inyectable 40 mg fabricados por Ciron Drugs & Pharmaceutical PVT LTD utilizando
materia prima suministrada por Lee Pharma Limited. El estudio se llevard a cabo a dos
tiempos y condiciones ambientales.

A continuacion los lotes a analizar:

Numero de lote Fecha de manufactura Tamaiio de lote
EA02051 02/2012 10.000 viales
EA03052 02/2012 10.000 viales
EA04053 02/2012 10.000 viales

1. Condiciones

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

humedad relativa:

Estudio Acelerado

Estudio a tiempo real

Temperatura

409C + 29C

30eC + 2°C

Humedad

75%+5%H.R.

65%t5%H.R

2. Tipo de envase

Cada combipack contiene:
- Vial con liofilizado: Vial de vidrio USP tipo | de 10 mL
- Frasco ampolla con solvente: Frasco ampolla de plastico polietileno de baja densidad

(LDPE BB120) de 10 mL.

3. Restricciones de almacenamiento

Almacenar protegido de la luz.

4. Numero de muestras analizadas

500 viales. Andlisis incluyen estudios fisicos, quimicos y microbioldgicos.

5. Fecha de inicio vy fin del estudio de estabilidad

- Fecha de inicio: El estudio dio inicio en febrero del 2012.
- Fecha de término: El estudio finalizo en febrero del 2014.
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6. Andlisis realizados y frecuencia de testeo:

a. Parametros analizados del frasco ampolla con liofilizado:

PRUEBA ESPECIFICACIONES
Descripcion Polvo compactado color blanco o casi blanco
pH 10,0-12,0
Esterilidad Debe ser estéril

Material particulado

2 10 um: menos que 6000 por frasco
2 25 um: menos que 600 por frasco

Contenido de agua

No mas del 10% p/p

Sustancias relacionadas

El contenido de cualquier impureza debe ser menor a 0,1%.

Impureza C del Omperazol

No mas de 0,1%

Endotoxinas Bacterianas

< 8,75 EU/mg

Valoracion

90,0%-110,0% (36,0 mg — 44,0 mg por vial)

Estudio acelerado

Parametros medidos Inicial 1 mes 2 meses 3 meses 6 meses
Descripcion ' ' ' \' v
pH v v v Vv Vv
Esterilidad ' X X X v
Material particulado v X X X \'
Contenido de agua ' ' v v v
BET Vv X X X V'
Sustancias relacionadas v v v v '
Impureza C del Omperazol v X X X Vv
Valoracion v v v \' \'
Estudio a tiempo real
Parametros medidos Inicial 3M 6M 9M 12Mm 18 M 24 M
Descripcion \' v v \' \' \' v
pH \ v ' v v v v
Esterilidad v X X X X X v
Material particulado v X X X X X v
Contenido de agua v v v v v v v
Endotoxinas Bacterianas v X X X X X v
Sustancias relacionadas v v v v v v v
Impureza C del Omperazol v X X X X X v
Valoracion ' v v ' ' ' '
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NOTA: V = Parametro debe ser medido. X

= Parametro NO debe ser medido.

Cabe destacar que la metodologia utilizada para la medicién de los diferentes parametros
en el estudio de estabilidad del producto IMAROZ liofilizado para solucién inyectable 40 mg con
solvente es la misma declarada en la metodologia original para el andlisis del producto terminado.

7. Especificaciones del producto terminado

a. Especificaciones del vial con liofilizado

Test Especificaciones Método
Apariencia Polvo compactado color blanco o casi blanco. | Inspeccidn visual
Identificacion API La mancha principal en el cromatograma IH
TLC obtenido con la soluciéon muestra b (SMB) es
(con UV a 254 nm) similar en posicién y tamafo a la mancha
principal en el cromatograma obtenido con
la solucidn de referencia a (SRA).
Uniformidad de peso No mas de dos de los viales se desvia del IH
peso medio en mas del 10% y ninguno mds
del 20%.
Uniformidad de Dosis 115 mg/vial £+ 10% IH
(Uniformidad de contenido) | (103.5-126,5 mg/vial)
Material particulado > 10 um: menos que 6000 por frasco USP 38 <788>
> 25 um: menos que 600 por frasco
Contenido de agua No mas de 10,0% Karl Fischer
Solucién reconstituida La solucidn reconstituida es clara e incolora IH
Reconstituir el contenido de | al comprarla con la soluciéon B6 y libre de
un frasco con 10 mL de agua | particulas  visibles.  El  tiempo de
para inyectables reconstitucion es de 25-30 segundos.
pH 10,0-12,0 IH
Endotoxinas Bacterianas No mas de 8,75 EU/mg USP 38 <85>
Esterilidad Debe ser estéril USP 38 <71>
Sustancias Relacionadas El contenido de cualquier impureza debe ser IH
HPLC menor a 0,1%.
Impureza C del Omeprazol No mas de 0,1% IH
TLC (con visualizacion UV a
254 nm)
Valoracion Entre un 90,0%-110,0% de la cantidad IH
declarada en el envase (36,0 mg — 44,0 mg)
Material de envase Vial de vidrio USP tipo | con tapdn de goma | Inspeccidn visual
empaque bromobutilo y sello de aluminio tipo flip off
en estuche de cartulina impresa. Combipack
contiene ademads frasco ampolla plastico
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polietileno de baja densidad (LDPE BB120)
con solvente y folleto de informacion.

IL FORMULA CUALI-CUANTITA

FORMULA OMEPRAZOL LIOFILIZADO PARA SOLUCION INYECTABLE 40 mg

Cada combipack contiene:
l. Vial con liofilizado:
Omeprazol Sédico

Equivalente a 40 mg de Omeprazol

1. Frasco ampolla con solvente:
Agua estéril para inyectables

I Cada vial con liofilizado contiene:

Ingrediente Cantidad % de Exceso Cantidad Funcién Especificaciones
declarada total

Omeprazol 40 mg 5% 42,0 mg* Principio British
Activo Pharmacopea

Manitol - - 68,4 mg Agente de British
volumen Pharmacopea

Hidréxido de - - 4,6 mg Disolvente British
Sodio (10%) Pharmacopea

Hidréxido de - - c.s.p. pH 10- Buffer British
Sodio (10%) 12 Pharmacopea

Agua para - - c.s.p. 2 Vehiculo British
inyectables mL** Pharmacopea

*Asumiendo una valoracion de Omeprazol del 100%.

El Omeprazol sddico se forma luego de una reaccidn quimica entre Omprazol e Hidréxido de sodio.
Calculo:

Nota: La cantidad puede variar dependiendo de los resultados de las pruebas de valoracion y
contenido de agua.

Cantidad declarada X Tamaio de lote X 100
Valoracién de la materia prima base

Cantidad total de Omeprazol = + %Exceso

** Este ingrediente se pierde durante el proceso de manufactura. Luego de adicionar agua para
inyectables, se lleva a cabo el proceso de liofilizacidn para la obtencidn del polvo.
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II1. TABLAS DE RESULTADOS
1. Estudio de estabilidad acelerado
al Ciron Drugs & Pharmaceuticals Pvt, Ltd. Product Code:8727
@ Plot Nos. N-118, 119, MIDC, Tarapur, Dist: Thane.
Mabharashtra, India
Quality Assurance Department Reference Protocol No.: C1/QA/SSP/8727

ACCELERATED TERM STABILITY STUDY REPORT

Pharmacopoeial Reference: THS

|

Finished Product Name: OMEPRAZOLE FOR INJECTION Effective Date:28/08/2012
Report No.: C1QA/SSR/8727 Page No: | of 6

g 'RAZOLE FOR INJECTIO!

{ CMEY CERGN | 10m1 USP type I flint tubular vial
: | EA02051 s Testing Frequency: nitial, 1,
. 2, 3 and 6 Months
E2 201 :| 40°C £ 2° C/ 75%RHe 5% RH

: | Jan 2014
Description White to off- white powder cake. White powder cake. thtce al‘:: i Whitceal;::wder Whitceal;::wder White powder cake.
pH Limit: 10.0 to 12.0 10.55 10.52 10.5 10.48 10.46
Sterility Test Should be sterile Sterile NA NA NA Sterile ‘
Particulate Matter 10 pm : Less than 6000 per container 500.00 NA NA NA 750 }
Test 25 pm : Less than 600 per container 7.00 NA NA NA 42
Water Not more than 10.0%w/w 1.54 % 1.84% 218% . 242 % 2.96 %

- Less than 8.75 USP Less than 8.75 USP
Bacterial Not more than 8.75 USP EU/mg of
i < EU/mg of Omeprazole NA NA NA EU/mg of Omeprazole

Endotoxins test Omeprazole Sodium BP Sodium BP Sodium BP
Re"“.f‘i,ls;)"’““m Any Impurity: Not more than 0.1% 0.042 % 0.047 % 0.054 % 0.061 % 0.067%

M ol

7 t : \
e O y 33 £7e
280k 2o\l /2

\uthorized

TE
(IS

Mr. Jayvant Patil Mr. Sushant Kumar Gantayat Mr. Gopichad Chaphekanade

Quality Assurance Executive Quality Assurance Assistant Manager Quality Assutance Manager
-
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Ciron Drugs & Pharmaceuticals Pvt. Ltd.
Plot Nos. N-118, 119, MIDC, Tarapur, Dist: Thane.
Maharashtra, India
Quality Assurance Department

Product Code:8727

Reference Protocol No.: C 1/QA/SSP/8727

ACCELERATED TERM STABILITY STUDY REPORT

Pharmacopoeial Reference: THS

Finished Product Name: OMEPRAZOLE FOR INJECTION Effective Date:28/08/2012

Report No.: C1QA/SSR/RT727 Page No: 2 of 6

Omeprazole Any spot with 2 higher RF value than

Impurity C (By that of the spot due © omeprazole is not

TLC, UV more intense than the spot in the . % * ¥ "

Visualization, 254 chromatogram obtained with reference
solution (b) (0.1 %).
Not less than 90.0% and not more

Assay (By HPLC) than 1100 % of Label amount of 104.16% 103.74% 102.64% 101.71% 100.25%
Omeprazole Sodium BP. (36.0 mgfvial 41.66mg/vial 41.50 mgfvial | 41.06 mg/vial 40.68 mg/vial 40.10 mg/vial
to 44.0 mg/vial)

Conclusion The Product is found to be stable for 6 months at Accelerated Term study.

NA Not Applicable

- One spot with a higher RF value
solution (b) (Less than 0.1 %).

mmthatofﬂ\espotducmonwpxwlcisnotmore intense than the spot

in the chromatogram obtained with reference

— Approved By

i

73/e8( 1

Mr. Jayvant Patil

Mr. Sushant Kumar Gantayat

Quality Assurance Exccutive

Quality Assurance Assistant Manager
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| €

Ciron Drugs & Pharmaceuticals Pvt. Ltd.
Plot Nos. N-118, 119, MIDC, Tarapur, Dist: Thane.

Mabharashtra, India
Quality Assurance Department

Product Code:8727

Reference Protocol No.: C1/QA/SSP/8727

ACCELERATED TERM STABILITY STUDY REPORT

Pharmacopoeial Reference: THS

Jan 2014

:| 40°C +£2° C/ 75%RH* 5% RH

Finished Product Name: OMEPRAZOLE FOR INJECTION Effective Date:28/08/2012
Report No.: C1QA/SSR/8727 Page No: 3 of 6
OMEPRAZOLE FOR INJECTION
:| 10ml USP I flint tub ial
EA03052 - il iy ular_v Testing Frequency: Initial, 1,
Feb 2012 2, 3 and 6 Months

Description White to off- white powder cake. - White powder cake. Mu:;:::wder Whlt;kp:wder bet:az;)wder White powder cake.

H Limit: 10.0 to 12.0 10.42 10.39 10.37 10.35 10.33
Sterility Test Should be sterile Sterile NA NA NA Sterile
Particulate Matter | 10 um : Less than 6000 per container 515.00 NA NA NA 725

Test 25 pm : Less than 600 per container 5.00 NA NA NA 40

Water Not more than 10.0%w/w 1.48 % 1.79 % 1.98 % 228% 2.67%

Less than 8.75 USP Less than 8.75 USP
Bacterial Not more than 8.75 USP EU/mg of
2 EU/mg of Omeprazole NA NA NA EU/mg of Omeprazole

Endotoxins test Omeprazole Sodium BP Sodium BP Sodium BP
g&;‘;’,&;”“‘m Any Impurity: Not more than 0.1% 0.040 % 0.050 % 0.058 % 0.066 % 0.070 %

Vil

281log |2~

G

P

(g

\ f‘—'

{
>

Mr. Jayvant Patil Mr. Sushant Kumar Gantayat Mr. Gopicharid Chaphik ;J’S: &
Quality Assurance Executive Quality Assurance Assistant Manager
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g

Ciron Drugs & Pharmaceuticals Pvt. Ltd.
Plot Nos. N-118, 119, MIDC, Tarapur, Dist: Thanc.
Maharashtra, India

Quality Assurance Department

Product Code:8727

Reference Protocol No.: C1/QA/SSP/8727

ACCELERATED TERM STABILITY STUDY REPORT

Pharmacopoeial Reference: THS

TFinished Product Name: OMEPRAZOLE FOR INJECTION

Effective Date:28/08/2012

M0140r6

Report No.: CIQA/SSR/8727

Omeprazole
Impurity C (By
TLC, UV
Visualization, 254

Any spot with a higher RF value than
that of the spot due to omeprazole is not
more intense than the spot in the
chromatogram obtained with reference
solution (b) (0.1 %).

nm)

Assay (By HPLC)

Not less than 90.0% and not more
than 110.0 % of Label amount of
Omeprazole Sodium BP. (36.0 mg/vial
to 44.0 mg/vial)

104.28%
41.71 mg/vial

103.82%

41.53 mg/vial

101.68%
40.67 mg/vial

102.6%
41.04 mg/vial

The Product is found to be stable for 6 months at Accelerated Term study.

Conclusion

Not Applicable

NA

*

One spot with a higher RF value than that of the spot
solution (b) (Less than 0.1 %).

due to omeprazole is not more intense than the spot in the chromatogram obtained with reference

28 feslRol2

Mr. Jayvant Patil

Mr. Sushant Kumar Gantayat

Mr. Gopichand Chaphekanade

Quality Assurance Executive

Quality Assurance Assistant Manager

Quality Assurance Manager
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Ciron Drugs & Pharmaceuticals Pvt. Ltd.
Plot Nos. N-118, 119, MIDC, Tarapur, Dist: Thane.
Maharashtra, India
Quality Assurance Department

Product Code:8727

Reference Protocol No.: C1/QA/SSP/8727

ACCELERATED TERM STABILITY STUDY REPORT

Pharmacopoeial Reference: IHS

Finished Product Name: OMEPRAZOLE FOR INJECTION

Effective Date:28/08/2012

Report No.: C1QA/SSR/8727

Page No: 5 of 6

’ : | OMEPRAZOLE FOR INJECTION

:| 10 i i
: | EA04053 sl AR tabulatyial Testing Frequency: Initial, 1,
7 2, 3 and 6 Months
il LoD :| 40°C £ 2° C/ 75%RHx 5% RH
: | Jan 2014
Description White to off- white powder cake. White powder cake. Whlt:al;::wder Whit;l;p:wder Whit:a]g:wder White powder cake.
pH Limit: 10.0 to 12.0 10.66 10.63 10.61 10.59 10.57
Sterility Test Should be sterile Sterile NA NA NA Sterile
Particulate Matter | 10 pm : Less than 6000 per container 537.00 NA NA NA 780
Test 25 pm : Less than 600 per container 8.00 NA NA NA 52
Water Not more than 10.0%w/w 1.39% 1.60 % 191 % 234% 271 %
Less than 8.75 USP Less than 8.75 USP
Bacterial Not more than 8.75 USP EU/mg of
7 : EU/mg of Omeprazole NA NA NA EU/mg of Omeprazole
Endotoxins test Omeprazole Sodium BP Sodium BP Sodium BP
g‘:{‘g&;"‘”m Any Impurity: Not more than 0.1% 0.035 % 0.041 % 0.049 % 0.052 % 0.056 %
%)" Z? /é?[«l‘j C (4 0 -"«.}\
22 by i 18 Jogf2010 Eirsioahz)
Mr. Jayvant Patil Mr. Sushant Kumar Gantayat Mr. Gopichand Chapheknade
Quality Assurance Executive Quality Assurance Assistant Manager Quality Assurarice Ménager
14
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Ciron Drugs & Pharmaceuticals Pvt. Ltd. Product Code:8727

Plot Nos. N-118, 119, MIDC, Tarapur, Dist: Thane.
Maharashtra, India
Quality Assurance Department Reference Protocol No.: C1/QA/SSP/8727
ACCELERATED TERM STABILITY STUDY REPORT Pharmacopoeial Reference: THS
Finished Product Name: OMEPRAZOLE FOR INJECTION Effective Date:28/08/2012
Report No.: CIQA/SSR/8727 Page No: 6 of 6

Omeprazole Any spot with a higher RF value than
Impurity C (By that of the spot due to omeprazole is not
TLC, UV more intense than the spot in the
Visunalization, 254 chromatogram obtained with reference
nm) solution (b) (0.1 %).

Not less than 90.0% and not more
than 110.0 % of Label amount of
Assay (BY HPLC) | e oznie Sodium BP. (36.0 mglvial | 41.70 mgvial | 41.58 mghvial

to 44.0 mg/vial)
The Product is found to be stable for 6 months at Accelerated Term study.

104.25 % 103.95% 102.76% 101.53% 100.38%
41.10 mgivial |  40.61 mg/vial 40.15 mg/vial

Conclusion

NA Not Applicable
One spot with a higher RF value than that of the spot due to omeprazole is not more intense than the spot in the chromatogram obtained with reference

solution (b) (Less than 0.1 %).

*

23/05/29 L 28/o8 /)¢

Mr. Jayvant Patil Mr. Sushant Kumar Gantayat Mr. Gopichand Chaphekanade———_
Quality Assurance Assistant Manager Quality Assurance Manager

Quality Assurance Executive
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2. Estabilidad a tiempo real

9

Ciron Drugs & Pharmaceuticals Pvt, Ltd.
Plot Nos. N-118, 119, MIDC, Tarapur, Dist: Thane.

Maharashtra, India

Quality Assurance Department

Product Code:8727

Reference Protocol No.: C1/QA/SSP/8727

LONG TERM STABILITY STUDY REPORT

Pharmacopoeial Reference: IHS

Finished Product Name: OMEPRAZOLE FOR INJECTION

Effective Date:27/02/2014

Report No.: C1QA/SSR/8727

EgeNo: 1of 6

:| OMEPRAZOLE FOR INJECTION

:| EA02051

:| Feb 2012

:| 10ml USP type I flint tubular vial

Description

:| Jan 2014

White to off- white powder
cake.

White powder
cake.

1| 30°C +2° C/ 65%RH+ 5% RH

White powder
cake.

Testing Frequency: Initial, 3,
6,9, 12, 18,24 Months

White powder
cake.

pH

Limit: 10.0 to 12.0

10.55

10.49

10.43

Sterility Test

Should be sterile

Sterile

NA

Sterile

Particulate
Matter Test

10 pm : Less than 6000 per
container

500.00

NA

700.00

25 pm : Less than 600 per
container

7.00

NA

45.00

‘Water

Not more than 10.0%w/w

1.54 %

3.05%

Bacterial
Endotoxins test

Not more than 8.75 USP
EU/mg of Omeprazole
Sodium BP

Less than 8.75
USP EU/mg of
Omeprazole
Sodium BP

Less than 8.75
USP EU/mg of
Omeprazole
Sodium BP

Related
substances (BY
HPLC)

Any Impurity: Not more
than 0.1%

0.042 %

0.049 %

0.056 %

0.068 %

=irla?
27 [0zf201 1y

3 3”\\

Mr. Jayvant Patil

Mr. Sushant Kumar Gantayat

Mr. Goplchand Chaphekanadb

Quality Assurance Executive

Quality Assurance Assistant Manager

Quality Assurance Mapager
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente
Estudio de Estabilidad

;. Ciron Drugs & Pharmaceuticals Pvt. Ltd.
( Plot Nos, N-118, 119, MIDC, Tarapur, Dist: Thane. Product Code:8727

\ 4 Maharashtra, India

el Quality Assurance Department Reference Protocol No.: C1/QA/SSP/R727
LONG TERM STABILITY STUDY REPORT Pharmacopoeial Reference: THS

Finished Product Name: OMEPRAZOLE FOR INJECTION Effective Date:27/02/2014

Report No.: CIQA/SSR/8727 Page No: 2 of 6

Any spot with a higher RF
Omeprazole value than that of the spot
Impurity C (By | ducto omeprazole is not
TLC, UV more intense than the spot in
Visualization, | the chromatogram obtained
254 nm) with reference solution (b)
(0.1 %)

Not less than 90.0% and not

Assay (By more than 110.0 % of Label 104.16% 103.86% 103.16% 102.55% 101.49% 100.78% 99.48%

amount of Omeprazole 2 s ! 3 3 : ¢
HPLC) Sodium BP. (3:_8 mg/vial to 41.66 mgfvial | 41.54 mg/vial | 41.26 mg/vial 41.02 mg/vial | 40.60 mg/vial | 40.31 mg/vial | 39.79 mg/vial

44.0 mgfvial)

Conclusion The Product is found to be stable for 24 months at Long Term study.

NA Not Applicable

2 One spot with a higher RF value than that of the spot due to omeprazole is not more intensc than the spot in the chromatogram obtained with reference solution (b)
(Less than 0.1 %).

%/M
27 [02/2:14

Mr. Jayvant Patil Mr. Sushant Kumar Gantayat
Quality Assurance Executive Quality Assurance Assistant Manager
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente
Estudio de Estabilidad

Ciron Drugs & Pharmaceuticals Pvt. Ltd.
Plot Nos. N-118, 119, MIDC, Tarapur, Dist: Thane.
Mabharashtra, India
Quality Assurance Department
LONG TERM STABILITY STUDY REPORT

Product Code:8727

(9

Reference Protocol No.: C1/QA/SSP/8727
Pharmacopoeial Reference: [HS

Finished Product Name: OMEPRAZOLE FOR INJECTION

Effective Date:27/02/2014

Report No.: CIQA/SSR/8727

Ptﬁag No: 3 of 6

OMEPRAZOLE FOR INJECTION

EA03052

Feb 2012

Description

Jan 2014

White to off- white powder
cake. :

White powder
cake.

White powder
cake. i

:| 10ml USP type I flint tubular vial

:| 30°C £2° C/ 65%RH+ 5% RH

White powder
cake.

Testing Frequency: Initial, 3,
6,9, 12, 18,24 Months

White powder
cake.

pH

Limit: 10.0 to 12.0

10.42

10.4

10.32

10.3

Sterility Test

Should be sterile

Sterile

NA

NA

Sterile

Particulate
Matter Test

10 pm : Less than 6000 per
container

515.00

NA

NA

680.00

25 pm : Less than 600 per
container

5.00

NA

NA

38.00

Water

Not more than 10.0%w/w

1.48 %

297 %

Bacterial

Not more than 8.75 USP

EU/mg of Omeprazole
Sodium BP

Less than 8.75
USP EU/mg of

Omeprazole
Sodium BP

Less than 8.75
USP EU/mg of
Omeprazole
Sodium BP

Any Impurity: Not more
than 0.1%

0.040 %

0.053 % 0.058 %

0.069 %

23 lo2[26\4 2 290
Mr. Jayvant Patil MTr. Sushant Kumar Gantayat Mr. Gopichand ChapheKanade

3

Quality Ashq‘@hce_Mauager

Quality Assurance Executive Quality Assurance Assistant Manager
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente

Estudio de Estabilidad

Maharashtra, India

Quality Assurance Department

Ciron Drugs & Pharmaceuticals Pvt. Ltd.
Plot Nos. N-118, 119, MIDC, Tarapur, Dist: Thane.

Product Code:8727

Reference Protocol No.: C1/QA/SSP/8727

LONG TERM STABILITY STUDY REPORT

Pharmacopoeial Reference: IHS

Finished Product Name: OMEPRAZOLE FOR INJECTION

Effective Date:27/02/2014

Report No.: C1QA/SSR/8727

Pa&eﬁNo: 40f 6

Omeprazole
Impurity C (By
TLC, UV
Visualization,
254 nm)

Any spot with a higher RF
value than that of the spot due
to omeprazole is not more
intense than the spot in the
chromatogram obtained with
reference solution (b) (0.1 %).

Assay (By
HPLC)

Not less than 90.0% and not
more than 110.0 % of Label
amount of Omeprazole
Sodium BP. (36.0 mg/vial to

104.28%
41.71 mg/vial

103.97 %
41.59 mg/vial

103.59%
41.44 mg/vial

102.43%
40.97 mg/vial

101.67%
40.67 mg/vial

100.53%
40.21 mg/vial

99.52%
39.81 mg/vial

44.0 mg/vial)

The Product is found to be stable for 24 months at Long Term study.

Not Applicable
One spot with a higher RF value than that of the spot due to omeprazole is not more intense than the spot in the chromatogram obtained with reference

solution (b) (Less than 0.1 %).

Conclusion
NA

*

__Approved By

/gu (/’e‘_///’r
77 [02/28 4

Mr. Sushant Kumar Gantayat
Quality Assurance Assistant Manager

PNIMMSEY

/jﬁﬁﬂh

Mr. Jayvant Patil
Quality Assurance Executive
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente
Estudio de Estabilidad

Ciron Drugs & Pharmaceuticals Pvt. Ltd.

Y Plot Nos. N-118, 119, MIDC, Tarapur, Dist: Thane. Product Code:8727
Mabharashtra, India
Quality Assurance Department Reference Protocol No.: C1/QA/SSP/8727

LONG TERM STABILITY STUDY REPORT
Finished Product Name: OMEPRAZOLE FOR INJECTION
Report No.: CIQA/SSR/8727

Pharmacopoeial Reference: THS
Effective Date:27/02/2014
Page No: 5 of 6

OMEPRAZOLE FOR INJECTION > : 5
e :| 10ml USP type I flint tubular vial Testing Frequency: Initial, 3, 6,
Feb 2012 9, 12, 18,24 Months
- 0 0
Jan 2014 1| 30°C +£2° C/ 65%RH+ 5% RH
Descrinti White to off- white powder White powder | White powder | White powder | White powder | White powder | White powder | White powder
TP cake: cake. " cake. cake. cake. cake. cake. cake.
pH Limit: 10.0 to 12.0 10.66 10.64 10.62 10.6 10.58 10.56 10.54
Sterility Test Should be sterile Sterile NA NA NA NA NA Sterile
10 pm : Less than 6000 per
Pavticuiste it 537.00 NA NA NA NA NA 715.00
Matter Test 25 pum : Less than 600 per
2 8.00 NA NA NA NA NA 49.00
Water Not more than 10.0%w/w 1.39 % 1.53 % 1.85 % 220% 2.57% 2.79% 292%
Less than 8.75 Less than 8.75
Not more than 8.75 USP
Bacterial USP EU/mg of USP EU/mg of
Hadotexbes test ls‘lgd/:':i c;;'POmepmzole Om le NA NA NA NA NA Ontncils
Sodium BP Sodium BP
Related Any Impurity: Not more
Substances (BY | than 0.1% 0.035 % 0.039 % 0.046 % 0.050 % 0.055 % 0.059 % 0.065 %
HPLC)

/;Mldj

)2, A20)¢

2

27 o 2[Rely
Mr. Jayvant Patil Mr. Sushant Kumar Gantayat Mr. Gopichand Chaphekanade
Quality Assurance Executive Quality Assurance Assistant Manager Quality )A‘sshrangeMapager
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente
Estudio de Estabilidad

Ciron Drugs & Pharmaceuticals Pvt. Ltd.
Plot Nos, N-118, 119, MIDC, Tarapur, Dist: Thane.
Maharashtra, India
Quality Assurance Department
LONG TERM STABILITY STUDY REPORT
Finished Product Name: OMEPRAZOLE FOR INJECTION
Report No.: CIQA/SSR/8727

Any spot with a higher RF

Product Code:8727

Reference Protocol No.: C1/QA/SSP/8727
Pharmacopoeial Reference: IHS

Effective Date:27/02/2014

Page No: 6 of 6

Omeprazole
Impurity C (By
TLC, UV
Visualization,
254 nm)

value than that of the spot due
to omeprazole is not more
intense than the spot in the
chromatogram obtained with
reference solution (b) (0.1 %).

Assay (By
HPLC)

Not less than 90.0% and not
more than 110.0 % of Label

amount of Omeprazole
Sodium BP. (36.0 mg/vial to

104.25 %
41.70 mg/vial

103.90 %
41.56 mg/vial

103.29%
41.32 mg/vial

102.38 %
40.95 mg/vial

101.52%
40.61 mg/vial

100.62%
40.25 mg/vial

99.55%
39.82 mg/vial

44.0 mg/vial)

Conclusion The Product is found to be stable for 24 months at Long Term study.
NA Not Applicable

# One spot with a higher RF value than that of the spot due to omeprazole is not more intense than the spot in the chromatogram obtained with reference
solution (b) (Less than 0.1 %).

"By

%/&2,407‘7

Mr. Sushant Kumar Gantayat
Quality Assurance Assistant Manager

Wm«z V4

Mr. Jayvant Patil
Quality Assurance Executive

Mr. Gopichand Chaphckanade
Quality Assurance Manager
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente
Estudio de Estabilidad

IV. DISCUSION

De acuerdo a los resultados obtenidos en el Estudio de Estabilidad, tanto Acelerado como a
Tiempo Real de los lotes EA02051, EA03052 y EA04053, se puede verificar que los lotes estudiados
no muestran deterioro fisico o quimico en el envase utilizado (vial de vidrio USP tipo | de 10 mL
con tapdn de goma bromobutilo y sello de aluminio tipo flip off) y los pardmetros analizados se
mantuvieron dentro de los limites especificados, durante 24 meses en el estudio a tiempo real y
durante 6 meses en el estudio acelerado.

V. ESPECIFICACION PARA LA VIDA UTIL

Basado en los datos adquiridos de los estudios de estabilidad a tiempo real y acelerado, se
propone periodo de eficacia para IMAROZ liofilizado para solucién inyectable 40 mg, sellado sin
reconstituir, en su envase original (vial de vidrio USP tipo | de 10 mL con tapdon de goma
bromobutilo y sello de aluminio tipo flip off) de 24 meses a partir de su fecha de fabricacion
almacenado a una temperatura ambiente no mayor a 30°C, protegido de la luz.

22
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente
Estudio de Estabilidad

ESTUDIO DE ESTABILIDAD DEL FRASCO
AMPOLLA CON SOLVENTE

PROTOCOLO
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente

Estudio de Estabilidad

L. PROTOCOLO

Se realizd una evaluacion de la estabilidad de tres lotes del solvente agua para inyectable
fabricados por Amanta Healthcare Ltd. ubicado en Plot No. 876, N.H. No. 8, Village
Hariyala, Tal-Matar, Hariyala-387 411, Dist Kheda, Gujarat State, India. El estudio se llevard

a cabo a dos tiempos y condiciones ambientales.

A continuacion los lotes a analizar:

Numero de lote Fecha de manufactura Tamaiio de lote
27543064 05/2013 440 Frascos ampolla
27543065 05/2013 440 Frascos ampolla
27543066 05/2013 440 Frascos ampolla

1. Condiciones

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

humedad relativa:

Estudio Acelerado

Estudio a tiempo real

Temperatura 40eCt2°C

252C+2°2C

Humedad 75+5%H.R.

60+5%H.R

2. Tipo de envase

Cada combipack contiene:

- Vial con liofilizado: Vial de vidrio USP tipo | de 10 mL
- Frasco ampolla con solvente: Frasco ampolla de pldstico de polietileno de baja densidad

(LDPE BB120) de 10 mL.

3. Fecha de inicio y fin del estudio de estabilidad

- Fecha de inicio: El estudio dio inicio en Mayo del 2013

- Fecha de término: El estudio finalizard en Mayo del 2017

24
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente

Estudio de Estabilidad

4. Andlisis realizados y frecuencia de testeo:

a. Parametros analizados del frasco ampolla con liofilizado:

Test

Especificaciones

Descripcion

Liquido claro y sin color.

Volumen extraible

El volumen de cada frasco ampolla no es menor que el volumen
nominal y no mas del 110% del volumen nominal

Acidez / Alcalinidad

Si la soluciéon es amarilla, se vuelve roja por la adiciéon de 0,1 mL de
hidroxido de sodio 0,01 M; si es roja, se vuelve amarilla por la
adicion de 0,15 mL de acido clorhidrico 0,01 M.

Conductividad

Maximo 25 uS/cm a 25°C+ 1°C

Sustancias oxidables

La solucién permanece débilmente rosada

Cloruros Maximo 0,5 ppm

Nitratos Madximo 0,2 ppm

Sulfatos La solucién no muestra cambio de apariencia por al menos 1 hora.
Amonio Para recipientes con un volumen nominal inferior a 50 mL: Maximo

0,6 ppm

Calcio y Magnesio

Se produce un color azul puro.

Residuo de evaporacion

Para volumen < 10 mL: Maximo 4 mg (0,004%)

Material particulado

> 10 um: menos que 6000 por frasco ampolla
> 25 um: menos que 600 por frasco ampolla

Esterilidad Debe ser estéril
Endotoxinas Bacterianas | No mas de 0,25 Ul/mL
Calcio No se observa turbidez
Didxido de carbono La mezcla permanece clara
pH 5,0-7,0(25°C+2°C)

Metales pesados

No mas de 0,1 ppm

b. Estudio acelerado

Parametros medidos Inicial 3M 6M
Descripcion v v v
Volumen extraible \' \' v
Acidez / Alcalinidad v v v
Conductividad v v v
Sustancias oxidables v v v
Cloruros v v v
Nitratos v v v
Sulfatos ' \' v
Amonio v v v
Metales pesados v v v
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente

Estudio de Estabilidad

Calcio y Magnesio v v v
Residuo de evaporacion ' ' '
Material particulado v v v
Esterilidad v v v
Endotoxinas Bacterianas v v v
Calcio v v v
Diéxido de carbono ' ' '
pH ' v '
Metales pesados v v v
Estudio a tiempo real
Parametros medidos Inicial | 3 M 6M | 9M |12M |18M | 24M |36 M | 48 M
Descripcidn v v v v v ' \' \'
Volumen extraible ' ' ' ' ' ' X X
Acidez / Alcalinidad v v v v v v v v
Conductividad ' ' ' v ' v v v
Sustancias oxidables ' ' ' ' ' ' \' v
Cloruros ' ' ' v ' v v v
Nitratos v v v v v v v v
Sulfatos ' ' ' ' ' ' \' v
Amonio Vv Vv Vv v Vv v v v
Metales pesados ' ' ' ' ' ' \' v
Calcio y Magnesio v v v v v v v v
Residuo de evaporacion v v v v ' ' \ \'
Material particulado v X X X v X \' v
Esterilidad ' X X X v X ' v
Endotoxinas Bacterianas v X X X v X v v
Calcio v v v \' v v \' v
Didxido de carbono ' ' ' v v v \ \'
pH v v v \' v v \' v
Metales pesados ' ' ' v v v v v

NOTA: V = Parametro debe ser medido. X

= Parametro NO debe ser medido.

Cabe destacar que la metodologia utilizada para la medicién de los diferentes parametros
en el estudio de estabilidad del solvente agua para inyectables es la misma declarada en la
metodologia original para el analisis del producto terminado.
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente

Estudio de Estabilidad

A. Especificaciones del producto terminado

b. Especificaciones de frasco ampolla con solvente

Test Especificaciones Método
Descripcion Liquido claro y sin color. Inspeccion
visual
Acidez / Alcalinidad Si la solucidén es amarillo cambia de color a rojo al BP
afadir 0,1 mL de NaOH 0,01 M; si es roja cambia
a amarilla al anadir 0,15 mL de 4acido clorhidrico
0,01 M.
Conductividad <25 uS/cma25°C £ 1°C. BP
Sustancia oxidables La solucién se mantiene ligeramente rosada. BP
Cloruros Para volumen < 100 mL: Maximo 0,5 ppm BP
Para volumen > 100 mL: La solucién no cambia
en apariencia por al menos 15 minutos.
Nitratos Madximo 0,2 ppm BP
Sulfatos La solucidn no cambia de apariencia por al BP
menos 1 hora.
Amonio Para volumen <50 mL: Maximo 0,6 ppm BP
Para volumen >50 mL: Maximo 0,2 ppm
Calcio y magnesio Se produce un color azul puro. BP
Material particulado > 10 pum: menos que 6000 por frasco BP
2 25 pum: menos que 600 por frasco
Esterilidad Debe ser estéril. BP
Endotoxinas Bacterianas No mas de 0,25 Ul/mL BP
Volumen extraible El volumen de cada frasco ampolla no es menor BP
gue el volumen nominal.
pH 5,0-7,0 IH
Residuo de evaporacion No mas de 0,004% BP
Material de envase | Frasco ampolla pldstico de polietileno de baja | Inspeccion
empaque densidad (LDPE BB 120). Combipack contiene visual

ademas vial de vidrio con liofilizado y folleto de
informacion.

IL FORMULA CUALI-CUANTITA

Cada frasco ampolla con solvente contiene:

Ingrediente Cantidad total (mL) Funcidn Especificaciones
Agua estéril para 10 Solvente British
inyectables Pharmacopea
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente
Estudio de Estabilidad

ESTUDIO DE ESTABILIDAD DEL FRASCO
AMPOLLA CON SOLVENTE

TABLAS DE RESULTADOS
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III.

IMAROZ liofilizado para solucién inyectable 40 mg con solvente
Estudio de Estabilidad

TABLAS DE RESULTADOS

1. Estudio de estabilidad acelerado

# Amanta

Amanta Healthcare Limited, Kheda.

Accelerated Stability Study Data

PRODUCT NAME STERILISED WATER FOR INJECTIONS BP
BATCH NO. 27543064 BATCH SIZE 4400 Litre
MFG. DATE MAY-2013 PACK SIZE 10 mL
EXP.DATE APR-2017 CONDITIONS 40+2°C/ 75+ 5% RH
TYPE OF PLASTIC USED LDPE BB120 KEPT ON DATE 05/05/13
Page No. :10f 3
Test Limit Initial 3 8
Months Months
Appearance A clear and colorless solufion A clear and colorless solution A clear and coloriess solution A dlear and colorless solution
Extractable Volume mm&"mwm' volume and ot more than 110% of the 104 mL 10.2 mL 10.2mL
If the sciution is yellow, It becomes ned on the addition of 0.1 mL | The solution is Yellow, 1 becomes red on the | The salution is Yellow,it becomes red on the | The solution is Yellow,it becomes red on the
Acicity ar Alicalinity m:mmﬂ%&wﬂmmm mﬂf 01 m of 001 M sodium mﬂ.iml of 0.01 M sodium mndmd&MMMm
Conductivity irpiiiio g‘%“; for Sontaiers with 3 nominal vorme of 10 1151 ps.on 1732 .o 5.978 u.em*
Oxidisable Substances | The solution remains faintly pink The solution remains faintly pink The solufion remains faintly pink The soluion remains faintly pink
Chicrides Maximum 0.5 ppm «0.5 ppm <0.5 ppm =0.5 ppm

Prepared By: jeiniei? F&r<t

Checked By: ANipini Ra-segiran
v

Reviewed By(RA): D HZ A

Reviewed By(QA): (0, o i) Dol

Sign. Sign. Sign. Vs Sign. W
Date 1115 |Date 26]i1)i€ Date 0sfi2]1S” Date ——aiialld
Format Ne. :CB2015/F10-00
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente
Estudio de Estabilidad

« Amanta

Amanta Healthcare Limited, Kheda.
Accelerated Stability Study Data

PRODUCT NAME STERILISED WATER FOR INJECTIONS BP

BATCH NO. 27543064 ) BATCH SIZE 4400 Litre

MFG. DATE MAY-2013 PACK SIZE 10 mL

EXP.DATE APR-2017 CONDITIONS 40+2°C| 75+ 5% RH
TYPE OF PLASTIC USED LDPE BB120 KEPT ON DATE 05/05/13

Page No.:20of 3
3 6
Test Limit Initial Months Months
Nitrates Maximum 0.2 ppm =0.2 ppm =02 pprm =0.2 pprn
Sulfates The solution shows o change in appearance for at least 1. [ 11 Solution shaws o change in appearance m;w:xmmwhawm ?mm&ﬁ_‘”“
AT :g;:‘r:dmrs with a nominal volurme lees than 50 mL: Maximum <0.6 ppm <0.8 ppm <0.6 ppm
Calciurn and Magnesium | A pure blue colour should b produoed A pure biue colour is produced A pure blue colour Is produced A pure biue colour is produced
Residye on E " llli:utlllil.lﬁI :un"i& g.ﬂ::.pir cent) for containers with a nominal 0.0005% 0.0002% 0.0002%,
. T rlicles not than 8000 container equal

S, =" gt 0 nd o o 30 s crnat o & 2 2 iy
Sterility Should be sterile sterile sterile stovite
Bacierial Endotoxins Mot more than 0.25 IU/mL =025 ILWimL =025 IWmL =025 IL¥mL
Prepared By: 22mSetrt /57U Checked By: vy Kowy—pion Reviewed By(RA): NevANsHy SHAH| Reviewed By(QA): £, actern Dot
Sign. ﬁff/}'/ Sign. Ve Sign. Sign. C—«—\/:B

Date 227//(/5 |Date s Date oo l12¥1s” Date =tz (]

Format No. :CB2015/F10-00
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente
Estudio de Estabilidad

« Amanta

Amanta Healthcare Limited, Kheda.

Accelerated Stability Study Data

PRODUCT NAME STERILISED WATER FOR INJECTIONS BP

BATCH NO. 2T543064 BATCH SIZE 4400 Litre

MFG. DATE MAY-2013 PACK SIZE 10 mL

EXP.DATE APR-2017 CONDITIONS 40+ 2°CJ 75+ 5% RH

TYPE OF PLASTIC USED LDPE BB120 KEPT ON DATE 05/05/13

Page No.:30of 3
- 3 6
Test Limit Initial Months Months

Calgium Mo turbidity should be produced No turbidity is produced Mo turbicety is produced Mo turbidity is produced
Carbon Dioxide The miture remains clear Thi mixture remains Clear The mixture remains clear Thee mibeture remains clear
pH Between 50and 7.0 at 25°C +2°C 588 8.28 5.08
Heavy metals Mot mare than 0.1 ppm <1 ppm <0.1 ppm <01 pgm

Conclusion:  Product is stable up 10 & monihe when charged st Accelarated condition,

Prepared By: Le/yider/ AZo/@Checked By: 7Viful Kenomivi |Reviewed BY(RA): W SuaM Reviewed By(QA):(_1 et Dok
Sign.” Sign. N Sign. Sign. C_{_\z
Date ﬁf—fﬁﬁ%}g Date 2l ity Date oa il Date EIAETII ¢
Format No. :CB2015/F10-00
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente
Estudio de Estabilidad

« Amanta

Amanta Healthcare Limited, Kheda.
Accelerated Stabllity Study Data

PRODUCT NAME STERILISED WATER FOR INJECTIONS BP
BATCH NO. 2T543065 BATCH SIZE 4400 Litre
MFG. DATE MAY-2013 PACK SIZE 10 mL
EXP.DATE APR-2017 CONDITIONS 40+ 2°C/ 75+ 5% RH
TYPE OF PLASTIC USED LDPE BB120 KEPT ON DATE 05/05M13
Page No.:10of 3
- - 3 6
Test Limit Initial Months Months
Appearance A clear and coloriess solution A clear and coloriess solution A clear and coloriess solution A clear ang coloness soution
Extractable Volme ::;il::::v:::n:lminal volume and not more than 110% of the 103 mL 10,1 mL 10.2 mL
if the solution ¥s yellow, it becomes red on the addition of 0.1 mL | The sotion is Yelow,it bacomes red on the | The solution is Yellow,il becomes red on the | The solution i Yellow,it bacomes red on the
Acidity or Akalinity of 001 M sedium hydroxide, if red, it becomes yellow on the | addition of 0.1 ml of 0,01 M sodium addition of 0.1 ml of 0.01 M sodium addition of 0.1 mi of 0.071 M sodium
addition of 0.15 mL of 0.01 M hydrochionc acid hydroxide. hydraxide hydroxige.
Gonductivity o s a1 b G, L Gontainers with 2 nominal volume of 10 1618 psem” 1638 s e 5552 pscm’
Oridicabie Substances The solution remains faintly gink The solution remains fasnty pirk The solution remains faindy pink The solution remains fainlly pink
Chiorides taximum 0.5 ppm =05 ppm =05 pprin =05 ppm
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente

Estudio de Estabilidad

« Amanta

Amanta Healthcare Limited, Kheda.

Accelerated Stability Study Data

PRODUCT NAME STERILISED WATER FOR INJECTIONS BP
BATCH NO, 27543065 BATCH SIZE 4400 Litre
MFG. DATE MAY-2013 PACK SIZE 10 mL
EXP.DATE APR-2017 CONDITIONS 40+ 2°C/ 75+ 6% RH
TYPE OF PLASTIC USED LDPE BB120 KEPT CN DATE 05/05/13
Page No. : 2 of 3
- 3 6
Test Limit Initial Months Months
Nirates Maximum 0.2 ppm <0.2 ppm =0.2 ppm <0.2 ppm
suroe To ok hows o cang @ aogasrc o 11| e o 10 e 1 oo [T s e ot 7| ot oo herge e
Ammmonium For containers with a nominal volume less than 50 ml: Maxifmg <0.6 ppm

0.6 ppm

<0.6 ppm

<0.6 ppm

Calcium and Magnesium

A pure blue eolour should be produced

A pure blue colour is produced

A pure blue colour is produced

A pure blue colour is produced

Maximum 4 mg (0.004 per cent) for containers with a nominal

Residue on Evagaration volume of 10 mL of less. 0.0003% 0.0003% 0.0006%
. oo | AVErage particles not mode than G000 per container equal o or
Particulate contamination: 59 23 05
- greater than 10 pm and not More than 600 per container equal fo
Sub-visible particles ar grealer than 25 ym 12 04 087
Sterility Should be sterle siarile sterile sterile
Bacterial Endotoxing Mol more than 0.25 W/mL =0 25 IimL <025 |UfmL =0,25 Il

Prepared By: figaitedd /%ar“TChecked By: Ayt Regepver  |Reviewed By(RA):Devswsks s+ |Reviewed By(QA): C_Yyooram Mo
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente
Estudio de Estabilidad

< Amanta

Amanta Healthcare Limited, Kheda.
Accelerated Stability Study Data

PRODUCT NAME STERILISED WATER FOR INJECTIONS BP

BATCH NO. 2T543065 BATCH SIZE 4400 Litre

MFG. DATE MAY-2013 PACK SIZE 10mL

EXP.DATE APR-2017 CONDITIONS 40+ 2°C/{ 75+ 5% RH

TYPE OF PLASTIC USED LDPE BB120 KEPT ON DATE 05/05/13

Page No.:30of 3
Test Limit Initial 3 6
' nita Months Months

Calcium No turbidity shouwld be produced MWa turbidity is produced Mo wrbedity is produced Mo turbidity is produced
Carben Dioxide The mixture remains clear The mixture remains clear The mixture remzins clear The mixture ramains clear
pH Between 50and 7.0 at 25°C +2°C 566 576 524
Heavy metals Not mare than 0.1 ppm <01 ppm 0.1 ppm <0.1 ppm
Conclusion; Product is stable up to & months when charged at Accelerated condition,
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente
Estudio de Estabilidad

« Amanta

Amanta Healthcare Limited, Kheda.

Accelerated Stability Study Data

PRODUCT NAME STERILISED WATER FOR INJECTIONS BP

BATCH NO. 27543066 BATCH SIZE 4400 Litre

MFG. DATE MAY-2013 PACK SIZE 10mL

EXP.DATE APR-2017 CONDITIONS 40+2°C/ 75+ 5% RH

TYPE OF PLASTIC USED LDPE BB120 KEPT ON DATE 05/0513

Page No.: 1 0of 3
Test Limit Initial 3 s
Months Months

Appearance A clear and colorless solution A clear and colorless solution A clear and coloness solution A clear and coloress solution
Extraciable Volume o s nan pominal volume and not more than 110% of the 102 mt 104 mL 10.2mL

Acidity or Alkalinity

if the soful:on 45 yellow, it becomes red on the addifion of 0.1 mL
of 0.01 M sodium hydroxide, if red, it becomes yellow on the
addition of 0.15 mL of 0.04 M hydrechioric acid

The solution is Yellow, i becomes red an the
addtion of 0.1 mi of 0.01 M sedium

hydroxide

The soiution is Yellow,it becomes red on the
addition of 0.1 mé of 0.01 M sodium
hydirouice.

The seiution & Yellow, it becomes red on the
addition of 0.1 ml of 0.01 M sodum
My,

Conductivity

Maximum 25 ps.cm’ for containers with a nominal voleme of 10
mb or less al 25 °C 1 °C

1657 ps.omr

1.761 psom”

5.508 pys.cm”!

Oodisable Substances

The solution remains faintly pink

The soliution femans f&intly pink

The sciufion remains faintly pink

The: solution remains faintly pink

Chiorides

Macomum ¢.5 ppm

=0.5 ppm

<05 ppm

<0.5 ppm
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente
Estudio de Estabilidad

S Amanta

Amanta Healthcare Limited, Kheda.

Accelerated Stability Study Data

PRODUCT NAME STERILISED WATER FOR INJECTIONS BP
BATCH NO, 27543066 BATCH SIZE 4400 Litre
MFG. DATE MAY-2013 PACK SIZE 10mL
EXP.DATE APR-2017 CONDITIONS 40+ 2°C/ 75+ 5% RH
TYPE OF PLASTIC USED LDPE BB120 KEPT ON DATE 05/05113
Page No.:2of 3
Test Limit Initial 3 8
Months Months
Nitrates Maximum 0.2 ppm <0.2 ppm 0.2 ppm <0.2 ppm
Sulfates The salution shows no change in appearance for al least 1 h. Lﬁf‘l’m? :'ws no change in appearance mm ;'hzfs lﬂl;gtﬂfue in mlsm :.lm o ehange in appearance
Ammenium For containers with a nominal volume less. than 50 mL- Maximum =06 ppm =06 ppm <0.6 ppm

0.6 pom

Calcium and Magnesium

A pure biue colour should be produced

A pure blue colour is produced

A pure plue coiour i$ produced

A pure blue colour is produced

Maximum 4 mg (0.004 per cent) for containers with a nominal

Residue an Evaporation valume of 10 mL or lgss. 0.0008% 0.0003% 0.0004%
. Ay artiche: 1 han 6000 containe! I
o o o o o « .
Stevility Should be sterile stenle sigriks sterile
Bacterial Endotoxins Mgt more than 0.25 ILmL <0.25 W'mL =025 WimL =025 |LimL
Prepared By: 2=/ A<t{Checked BY: A/ppid Ropoptt Reviewed By(RA); HF ¢H8H | Reviewed BY(QA): (£ oaram D ad
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente

Estudio de Estabilidad

< Amanta

Amanta Healthcare Limited, Kheda.

Accelerated Stability Study Data

PRODUCT NAME STERILISED WATER FOR INJECTIONS BP

BATCH NO. 27543066 BATCH SIZE 4400 Lltre

MFG. DATE MAY-2013 PACK SIZE 10mL

EXP.DATE APR-2017 CONDITIONS 40+ 2°CJ/ 75+ 5% RH

TYPE OF PLASTIC USED LDPE BB120 KEPT ON DATE 05/05113

Page No.: 3 of 3
Test Limit Initial 3 8
Months Months

Calcium heo turbidity should be produced Mo turbidity is praduced Mo terbldity is produced Ne turbidity i produced
Carbon Dioxide The mixtufe remains clear Tha rixture remains ciear The miure remains clear The mixiure remains clear
pH Between S0 and 7.0 at25°C+2+°C 608 5.74 508
Heavy metals Mot more than 0.1 ppm <011 ppm =0.1 ppm <01 pprm

Conclusion:  Praduct is stable up to § months when charged at Accelerated condition
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente
Estudio de Estabilidad

2. _Estudio de estabilidad a tiempo real

< Amanta

Amanta Healthcare Limited, Kheda.
Real Time Stability Study Data
PRODUCT NAME STERILISED WATER FOR INJECTIONS BP
BATCH NO. 27543064 BATCH SIZE 4400 Litre
MFG. DATE MAY-2013 PACK SIZE 10 mL
EXP.DATE APR-2017 CONDITIONS 25+ 2°C/ 60 + 5% RH
TYPE OF PLASTIC USED LDPE BB120 KEPT ON DATE 05/05/13
Page No. : 1 of 3
3 6 9 12 18 24
Test Limit Initial " 48
Months Months Months Months Months Months Months Months
A clear and colorle: A clear and colorle A cl and colorie: A clear and colorless | A cl d coloriess A ind A claar and colorless | A cls nd colorl

Appearance A clear nd cocriess souton S | e ] e e * solution coloriess soion | " aatetion | ssion O

Not less than nomind volume and not
Extractable Volume more than 110% of the nominal 104 mL 101 mL 10.2mL 10.2 mL 10.2mL 102 mL NA NA

volume

If the soiution is yellow, it becomes red | The solution Is|The soltion is|The solution is | The solution | The solution 5| The solution is|The  solution 18] The solution s

on the addition of 0.1 mL of 001 M| Yellow,it bacomas | Yellow,it Yellowit b Yellow,it becomes red | Yellow,it becomes | Yellow,! becomes | Yellowit  becomas | Yellowt  becomes
Acidity or Alkalinity sodum hydroxide. If red, # becomes | red on the addition of | red on the addition of | red an the additicn of | on the addition of 0 1 | red on the addition of | red on the addition | red on the addition of | red on the addition of

yellow on the addtion of 015 mL of |01 mi  of 001 M|[O1 mi of DO1 M|D1 ml of 001 M m of 0.0t Mscdum |01 m  of 001 M|ofO1ml of001M|0O1 m of 001 MO mi of 001 M

0.01 M hydrochioric aod sodium hydroxide sodium hydroxide. sodium hydroxide hydroxde. sodium hydroxide. sodum hydroxide sodium hydroxide sodium hydroxide

Maximum 25 ps.cm” for containers with
Cenductivity a nominal volume of 10 mL or less at 25 1.151 ys.cm 1644 psem” 2578 psem? 2096 pscm’ 2125 psem”’ 1.788 ps.cm* 2840 ps cm” 2671 ps.cm”!

*C:x1°C

The soluticn remains The soluticn The solution The solution remains The solution The solution Thi lut ™ lut
Oudisable Substances The-solution remains fatly pink fal:'lﬂy pink remains faintly pink remains 1av:tly pink g s"mr\tly pank ; ramams?:n:vy pink rema:ss;:lzl:y pink remmnessrz:‘n'f;(:um vefnamassfoamlll;npmk
Chiorides Maxamum 0.5 ppm <0.5 ppm <05 ppm <0.5 ppm «0.5 ppm <0.5 ppm <05 ppm <0.5 ppm <0.5 ppm
Prepared By: |2 A}\0AR/ #AT¢_|Checked By: et Reviewed B RA):wcnt.., sateda| Reviewe By(QA): Abhishwk frai’
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente
Estudio de Estabilidad

< Amanta

Amanta Healthcare Limited, Kheda.
Real Time Stability Study Data

PRODUCT NAME STERILISED WATER FOR INJECTIONS BP
BATCH NO. 27543064 BATCH SIZE 4400 Litre
MFG. DATE MAY-2013 PACK SIZE 10 mL
EXP.DATE APR-2017 CONDITIONS 25+ 2°C/ 60 + 5% RH
TYPE OF PLASTIC USED LDPE BB120 KEPT ON DATE 05/05/13
Page No.:2o0f 3
s s 3 6 9 12 18 24 36
Test Limit Initial 4
Months Months Months Months Months Months Months Months
Nirates Maximurn 0.2 ppm <02 ppm <0.2 ppm <02 ppm <02 ppm <02 ppm <0.2 ppm <0.2 ppm <02 ppm
- The solution shows The soldion shaws | The sclution shows The sojution shows The solution shows | The solution shows | The solution shows | The solution shows
Sufates The solution shows no change in no change in no change in no change in ne change n no change in no change n no change n no change in
o appearance for at least 1 h we for at ca for at appearance for at appearance for at appearance for at appearance for at appearance for at appearance for at
least 1 h least 1 h least 1 h least 1h lgast 1 h least 1 h least 1 h least 1h

Ammonium ;:5 f::,:a‘r‘ze,ﬁ wm)(:nmr?;;:‘lume <06 ppm <06 ppm <06 ppm <0.6 ppm <06 ppm <06 ppm <0.6 ppm <0.6 ppm
Calcium and Magnesium A pure blue colour should be produced Apur;’m::our s | A pu;;l:uegw is| A pur::)l::;c:w s A pur;rzlua colouris | A pur:&::;%lw is| A u:;f:fl;l:mow A pul:rl:du:(‘:bou Is| A pu:rblm colowr is

Maximum 4 mg (0004 per cent) for
Residue on Evaporation containers with a nominal volums of 10 0.0005% 0.0002% 0.0003% 0.CC05% 0.0005% D 0005% 0.0003% 0.0008%

mi or less,

Average particles not more than 6000
Particulate contamination per contaner equal to or greater than 10 23 NA NA NA 26 NA 324 00 7133
Suw-visble partices pm and not more than 600 per container 03 03 46.00 2933

equal to or greater than 25 ym
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente
Estudio de Estabilidad

< Amanta

Amanta Healthcare Limited, Kheda.
Real Time Stability Study Data
PRODUCT NAME STERILISED WATER FOR INJECTIONS BP
BATCH NO. 27543064 BATCH SIZE 4400 Litre
MFG. DATE MAY-2013 PACK SIZE 10 mL
EXP.DATE APR-2017 CONDITIONS 25+2°C/ 60 +5%RH
TYPE OF PLASTIC USED LDPE BB120 KEPT ON DATE 05/05/13
Page No.: 3 of 3
3 6 9 12 18 24 36 48

L Lk Etiat Months Months Months Months Months Months Months Months
Sterility Should be sterile sterile NA NA NA sterie NA sterile stenle
Bacterial Endotoxing Not more than 025 IU/mL «<0.25 Wiml NA NA NA <0.25 IUimL NA <025 IUimL <0.25 IWfmL
Coickum No turbidity should be produced Nop:x:z s No turbidity Is Nzlurbaduy is uop:::;‘::z is Nc:,tubodty is Nop{:dbcd-téli No 1m 8 No !um L]

m soed roducad roduced rogduce: oI pros

Carbon Dioxide The mbxhns resnains Glass The rrmx!l:.r:r remains | The mrx:;::' ramains | The mn?;ro:’remms The mm.;: remains | The mu::u; remains The mm;.ure The mi :n;ere remains | The me x::n remains
pH BetweenS0and 70at25°C+2°C 589 8.25 588 533 528 530 534 517
Heavy metals Nct more than 0.1 ppm <0.1 ppm <0 1 ppm <0.1 ppm «<0.1 ppm <0.1 ppm <0.1 ppm <0.1 ppm =0.1 ppm
conclusion: Product is stadlg up 10 36 months when sharged at Real time condition
Remark (1) NA = Not Applicable )

(2) Extractabie volume test is not preformed as Eliminated |n the revised stabllity Test Record Date 16/01/2015
Remark: Re generated Real Time Stability Study Data
Prepared By: [« AT\SAN/ 4FT& Checked By: /i s/ /fl-/)"””" Reviewed B ):eeoedy Suenody ReviewedﬂBjx(QA): Abhisiol frol
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente
Estudio de Estabilidad

« Amanta

Amanta Healthcare Limited, Kheda.

Real Time Stability Study Data

PRODUCT NAME STERILISED WATER FOR INJECTIONS BP
BATCH NO. 27543065 BATCH SIZE 4400 Litre
MFG. DATE MAY-2013 PACK SIZE 10 mL
EXP.DATE APR-2017 CONDITIONS 25+2°C/ 60 +5% RH
TYPE OF PLASTIC USED LDPE BB120 KEPT ON DATE 05/05/13
Page No. : 1 of 3
- 3 6 9 12 18 24 36 48
Test Limit Initial
Months Months Months Months Months Months Months Months
Appaarance A clear and A claar and A clear and A clear ana A clear and A clear and A clear and A clear and
A clear sad cokxigas soluion coloriess'soktion | colorfess solution | colorieswsoltion | colorless solution | eolorless sokdion solution |+ soluticn | coloriess sotuticn
Extractablo Volume F e o YOniON yetue A et 103mL 102mL 102mL 100mL 102mt 10.2mL NA NA
If the solution is yellow, it bacomes red | The solution is The solution is The sciution 1s The solution is The solution is The solution is The solution is The solution 18
on the addition of 0.1 mi of D01 M | Yallow,it bacomes red | Yeliow,it becomes Yellow,it becomes red | Yellow,it becomes Yellow, it becomes Yellow, it bacomes Yellow it becomes | Yellow it becomes
Aoty or Alkalinty sodium hydroxide, if red. it becomes | on the addition of 0.1 | rad on the addition on the additon of 0.1 | red on the addition red on the addition red on the addition of | red on the addition | red on the addition
yetiow on the addition of 015 mL of [mi of 001 M sodum |cfO.1ml of 0.01M |ml of 0.01 Msodium |ofO1ml of 001M [ofO1m of001M |01 ml of 001 M of01ml of OOTM |ofO1mi of D01 M
001 M hydrochloric acd hydroxide sodium hydroxide hydroxide. sodium hydroxidt sodium hydroxi sodium hydroxide. sodium hydroxide | sodium hydroxide
Maximum 25 ps.cm™ for containers wih
Conductivity a nominal volume of 10 mL of less at 25 1618 ps.cm™” 1756 psem’ 1.640 ps.em?’ 2.078 ps.om” 2536 psom’ 1973 uscm” 2457 ps.cm’ 2.4B2 ys.cm”
*‘Cx1°C
: g The solution The sciution Tha solution The sclution The solution The soiution The solution The sokdtion
Oudisable Substances Tha solution remains fantly pink remains faintly pink remains faintly pink remains faintly pink | remains faintly pink | remains faintly pink | remains faintly pink | remains faintly pink | remains faintly pink
Chiorides Maximum 0.5 ppm <0.5 ppm <05 ppm <0.5 ppm <05 ppm <0.5 ppm <0.5 ppm <05 ppm <05 pom
. " Knid
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente
Estudio de Estabilidad

<« Amanta

Amanta Healthcare Limited, Kheda.

Real Time Stability Study Data

Date aqosl2ele

PRODUCT NAME STERILISED WATER FOR INJECTIONS BP
BATCH NO. 27543065 BATCH SIZE 4400 Litre
MFG. DATE MAY-2013 PACK SIZE 10 mL
EXP.DATE APR-2017 CONDITIONS 25+2°C/ 60 + 5% RH
TYPE OF PLASTIC USED LDPE BB120 KEPT ON DATE 05/05/13
Page No. : 2 of 3
3 6 9 12 18 24 36 48
T Limit itial
- i e Months Months Months Months Months Months Months Months
Nivates Maximum 0.2 ppm «0.2 ppm <0.2 ppm <0.2 ppm <0.2 ppm <0.2 ppm <0.2 ppm <0.2 ppm <02 ppm
The solution shows | The sclution shows | The solution shows | The solution shows | The solution shows | The solution shows | The solution shows | The solution shows
The solution shows no change in no change in no change in no change in no change in ne change in no changa in no change in ne change n
Sulistes appearance for at least 1 hour e for at we for at £ for at 102 for at 1ca for at \oe for at app for at for at
least thour least 1 hour least 1 hour least 1 hour least 1 hour least 1 hour least 1 hour least 1 hour
e G Fh:c:::?ow;:nm a mmrglsv:l‘;'lnne <0.6 ppm <06 ppm <06 ppm <0.6 ppm <06 ppm <0 8 ppm <0.6 ppm <06 ppm
Caicium and Magnesium A pure bhse colour should bs producad A pu;uua colouris | A pu;rnluo colouris | A pur: blue colour is qul.sn blue colowr | A our:’l;l;‘e::our s| A puv:‘x;ldu:;zw w| A p:mc:!bu A w:'l‘i’lgsc?:mv s
Maamun 4 mg (0.004 per cant) for
Rasidue on Evaporation containers with a nominal volume of 10 0.0003% 0.0003% 0.0005% 0.0012% 0.0008% 0.0005% 0 0006% 0.0004%
mL or less
Average particles not more than 6000
Paticulate contamination. | P2r Sentainer equal o or greater than 59 33 37533
Svisbieputes |10 4m_and nol mare tan 600 per 2 a X WA 3 h %67 an
um
Sterility Should be sterile sterle NA NA NA Sterile NA sterile steriie
Prepared By: |<At\DALY PATéL | Checked By:  /ipcc/ K |Reviewed By(RA): Seecky sucvaclia| Reviewed By(QA): Ak ishls Ao vl
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente
Estudio de Estabilidad

< Amanta

Amanta Healthcare Limited, Kheda.
Real Time Stability Study Data

PRODUCT NAME STERILISED WATER FOR INJECTIONS BP

BATCH NO. 27543065 BATCH SIZE 4400 Litre

MFG. DATE MAY-2013 PACK SIZE 10 mL

EXP.DATE APR-2017 CONDITIONS 25+ 2°C/ 60 + 5% RH

TYPE OF PLASTIC USED LDPE BB120 KEPT ON DATE 05/05/13

Page No.: 30of 3
= - 3 6 9 12 18 24 36 48
T i ek Months Months Months Months Months Months Months Months
Bactenal Endotoxing Not more than 0.25 IU/mL <0,25 IWmL. NA NA NA «0.25 IU/ImL NA <0.25 IU/mL <0.25 IW/mL
Caldum No turbidity should be pr Nopx:;‘l:‘(z is Nc;ﬁ::z 5 Nc;:xoz;uuca;: s Nt;:::::d::-s Nop"zm; 15 Nop:z:;:el: is Nt;::;:;yd Is Nimgz is
Carbon Dioxide The e ieutohie clter Tha mlx(c\{o Thomxlgre The mm(u‘vez;r The m-x‘l;;n The mu:;!o remans Tha mm;ve The mnx:‘tj;e The mixture ramains
remains clear remains clear remains ¢ ramains claar ear remains clear remains clear clear
pH Between50and 7.0at25°C +2°C 585 6.21 565 529 526 523 537 525
Heavy metals Not more than 0.1 ppm <0.1 ppm <01 ppm <01 ppm <01 ppm <0t ppm <0.1 ppm <01 ppm <0.1 ppm
Conclusion:  Product is stable up to 36 months when charged at Real time condition
Ramark. (1) NA = Not Applicable
(2) Extractable volume test is not preformed as Eliminated In the revised stability Test Record Date 16/01/2015

Remark: Re generated Real Time Stability Study Data
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente
Estudio de Estabilidad

< Amanta

Amanta Healthcare Limited, Kheda.
Real Time Stability Study Data

PRODUCT NAME STERILISED WATER FOR INJECTIONS BP
BATCH NO. 27543066 BATCH SIZE 4400 Litre
MFG. DATE MAY-2013 PACK SIZE 10 mL
EXP.DATE APR-2017 CONDITIONS 25+2°C/ 60+ 5%RH
TYPE OF PLASTIC USED LDPE BB120 KEPT ON DATE 05/05/13
Page No.:1of 3
Test Limit Initial 3 6 9 12 18 24 36 48
Months Months Months Months Months Months Months Months

i A e s s soktan e SR O I T R T T T T e B

Not lees than nominal volume and not 10.2 mL 10.2mL 102 mL 102 mL 104 mL 102mL NA NA

Exractable Volume more than 110% of e nominal volume

The solution is
If the soiution is yeliow, it bacomes red | The solution is | The solution is Yellowit | The solution is|The solution s| The  soistion 15| The solution is|The soiution s/ Yellowit
on the addition of 0.1 mL of 0.01 M| Yellow,it becomes red | becomes red on the | Yellowit becomes | Yeliow,it becomes red | Yeliow.it bacomes red | Yeliow it becomes | Yellow,it becomes | becomes red on
additon of 01 mi of | red on the addition | on the addition of 0.1 | on the addition of 0.1 | red on the addition | red on the addtion | the addition of

Acidity or Alkalinity sodium hydroxide; if red, # becomes |on the addition of 0.1
yellow on the additon of 0.15 mL of {ml of 0.01 M sodium | 0.01 M sodium | of 0.1m! of 001 M | ml of 0.01 M sodium | ml of 0.01 M sodium [of 0.1 mi of D01 M | of 0.4 of Q.OTM|0.1ml cf001 M
0.01 M hydrochloric acid hydroxide, hydroxide sodium hydroxide. | hydroxice hydroxide. sodium hydroxide. | sedium hydroxide. | sodium
hydroxide
Maximum 25 ysem’ for comtainers
Conductivty with a nommal volume of 10 mi or less 1657 psem? 1.677 us.cm” 2.040 ps.om” 2089 yscm” 1.970 ys.cm* 1938 us.om” 2650 pus.em” 2.421 yscm’!
A25°C+1°C
The solution
The solution remains | The sokition remains The solution The soiuticn remains | The solution remains The solution The solution
Oridisable Substances The solution remains faintly pink faintly pink fantly pink remains faiedly pink faintly pink faintly pirk remains faintly pink | remains faintly pink mma:;:s ity
Criorides Maximum 0.5 ppm <0.5 ppm <05 ppm <0.5 ppm <0.5 ppm <0.5 ppm <0.5 ppm <0.5 ppm <05 ppm
g A . % N . ALL
Prepared By: (AN DAY LA € Checked By: /' INW Reviewed B ): 6wa!-| Surhadka| Reviewed By(QA): ibhiskide fmasl
. (e -
Sign. M Sign. o) fhﬂ L Sign. 0 Sign. A4
4 - 4
. < 3
Date 26[e5]2.1< |Date Date s eincloell Date 2p/s/2o/,

Format No. :CB2015/F11-00
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« Amanta

Amanta Healthcare Limited, Kheda.
Real Time Stability Study Data
PRODUCT NAME STERILISED WATER FOR INJECTIONS BP
BATCH NO. 27543066 BATCH SIZE 4400 Litre
MFG. DATE MAY-2013 PACK SIZE 10 mL
EXP.DATE APR-2017 CONDITIONS 25+2°C/ 60 + 5% RH
TYPE OF PLASTIC USED LDPE BB120 KEPT ON DATE 05/05/13
Page No.: 2 of 3
Test Limit Initial 3 6 9 12 18 24 36 48
- " Months Months Months Months Months Months Months Months
Ntrates Maximum 0.2 ppm <0.2 ppm <0.2 ppm <02 ppm <0.2 ppm <0.2ppm <0.2 ppm <0.2 ppm «<0.2 ppm
3. e The solution show® | The solution shows The sokition shows | The solution shows | The “solidon  shows | The solfution Shows | The solution shows | The solution [~
Sufates The solution shows no change in|no change in|no change infmo  change In|no change in| no change Infne change in|no change i | shows no change
appearance for o least 1 h appeararce for  at | appearance for at least | appearance for at e for at P for at | app 1ce for at | appearance for at | n appearance for
least 1 h 1h least 1h least 1 h least 1 h least 1 h least 1 n atleast 1 h
Ammonium r:; mmlm’;::":;"&ngpﬂum <06 ppm <0.6 ppm <0.6 ppm <0.6 ppm <0 6ppm <0.6 ppm <06 ppm <0.6 ppm
ue is re blue colour is lue colour ure colour is @ blus colour is ure blue colour us colour Apure biue
Cslcium and Magnesum A pure blue colour should be produced A w:gﬂuzw A p,?)‘d‘g,dw 2 p::ew?w.ducﬁc = the dl " Wpledxg A pls pr?:duceub % p::eprzldueodl :::::;Z
Maximum 4 mg (0.004 per cent) for
Rasidue on Evaporation :{";"I:;; with a nominal volume of 10 0.0005% 0.0002% 0.0004% 0.0007% 0.0007% 0.0007% 0.0003% 0.0006%
Average particles not more than 6000
iautate contamination pér containar equal to or greater than
mmme (B ImEEE “ o | e | om | ow | om | o
pm
Swerility Should be sterle sterle NA NA NA steiilo NA sterlle sterile
Prepared By: |<AM™AX {ATelChecked By: //?%/ fip7ov  |Reviewed B );swuzid suveddi| Reviewed By(QA): Abishele Arin,
Sign. )k Sign. e p Sign. Sign. /A
Date S7orTle Date o)) 20! Date - <\p<i2ole Date 26 lesT2e:J¢
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< Amanta

Amanta Healthcare Limited, Kheda.
Real Time Stability Study Data
PRODUCT NAME STERILISED WATER FOR INJECTIONS BP
BATCH NO. 27543066 BATCH SIZE 4400 Litre
MFG. DATE MAY-2013 PACK SIZE 10 mL
EXP.DATE APR-2017 CONDITIONS 25 +2°C/ 60 + 5% RH
TYPE OF PLASTIC USED LDPE BB120 KEPT ON DATE 05/05/13
Page No.: 3 of 3
2 5 3 6 9 12 18 24 36 48
s b g Months Months Months Months Months Months Months Months
Bacterial Endotoxins Not more than 0.25 IL/mL <0.25 IWiml NA NA NA <0.25 IWmL NA <025 IU/mL <0.25 IUimL
Calcium N No turbidity should be prockuced ~2 No turtedity is Nt::lu'bidﬂy is Ni:m s szggé s Nop:m is - N:mﬂz is N%:g:g [ Bag ng:; is
Carbon Dioxide The mribdine remains clear The min;er:rle"\ains The mm::rremans r:“m;::::::’ The mlx;:ar:rmmms The mx:l:.mmams r::\n;t'r\:;xga'r:r r::;{:.::;:r (;};::;x;ug
pH Between 50and 70at25°C £2°C 608 575 601 527 523 530 537 524
Heavy metals Not more than 0.1 ppm <0.1 ppm <0.1 ppm <0.1 pom <0.1 ppm <0.1 ppm <0.1 ppm <0.1 pom <0.1 ppm
Conclusion: Product is stabe up to 36 months when charged at Real time condition
Remark: (1) NA = Not Applicable
{2) Extractable volume test is not preformed as Eliminated in the revised stability Test Record Date 16/01/2015
Remark: Re generated Real Time Stabilty Study Data
Prepared By: {«AM\ AP/ F hecked By: #//r1/ Kin<tin  |Reviewed By(RA):Swedly Surhela Reviewe;l4 By(QA): Ahiskl Ara |
Sign. @/‘7"1 Sign. ois Sign. @ Sign. 9
Date Saziriorc |Date ok sl Date 5 Snsionic Date  Oc/us] e/t

Format No. :CB2015/F11-00
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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 2T543064, 27543065 y 27543066, se puede verificar que los lotes
estudiados no muestran deterioro fisico o quimico en el envase utilizado (Frasco ampolla de
plastico de polietileno de baja densidad (LDPE BB120)) y los parametros analizados se
mantuvieron dentro de los limites especificados, durante 36 meses en el estudio a tiempo real y
durante 6 meses en el estudio acelerado.

V. ESPECIFICACION PARA LA VIDA UTIL

Basado en los datos adquiridos de los estudios de estabilidad a tiempo real y acelerado, se
propone periodo de eficacia para el solvente Agua para inyectables, sellado, en su envase original
(Frasco ampolla de plastico de polietileno de baja densidad (LDPE BB120)) de 36 meses a partir de
su fecha de fabricacién almacenado a una temperatura ambiente no mayor a 25°C.
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ESTUDIO DE ESTABILIDAD DEL LIOFILIZADO
RECONSTITUIDO

PROTOCOLO
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Estudio de Estabilidad

L. PROTOCOLO

Se determind la estabilidad de IMAROZ liofilizado para solucién inyectable 40 mg fabricado
por Ciron Drugs & Pharmaceutical PVT LTD, una vez que es reconstituido con el solvente agua para
inyectables. A continuacion los lotes a analizar:

Numero de lote Fecha de manufactura Tamaiio de lote
5RD17 05/2015 10.000 viales
5RD18 05/2015 10.000 viales
5RD19 05/2015 10.000 viales

1. Condiciones

El estudio se realizé disolviendo las muestras en agua para inyectables bajo las siguientes

condiciones:

Cuarto con T° controlada Refrigeracion
Temperatura 30+2°C 5+3°C
Humedad Relativa 65% +5% No Definida
Solvente Agua para inyectables Estéril BP Agua para inyectables Estéril BP
Volumen de llenado 10 mL 10 mL
Concentracion de 40 mg /10 mL; 40 mg /10 mL;
Omeprazol en solucién 4 mg/mL 4 mg/mL

2. Tipo de envase

Cada combipack contiene:

I Vial con liofilizado:
Omeprazol Sédico Equivalente a 40 mg de Omeprazol
Tipo de envase: vial de vidrio USP tipo | con tapén de goma bromobutilo y sello de

aluminio tipo flip off.

Il Frasco ampolla con solvente:
Agua estéril para inyectables
Tipo de envase: Frasco ampolla de plastico polietileno de baja densidad (LDPE BB120).

3. Restricciones de almacenamiento

La solucidn reconstituida se debe almacenar en su envase original (vial de vidrio USP tipo | de 10

mL).
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4. Fecha de realizacién del estudio de estabilidad

El estudio se realizd el 09 de Septiembre del 2015.

5. Especificaciones v criterios de aceptacién

TEST ESPECIFICACIONES Criterios de aceptacion

Descripcion Polvo compacto color blanco, | Polvo compacto color blanco,
que al reconstituir con 10 mL de | que al reconstituir con 10 mL de
agua estéril para inyecciéon da | agua estéril para inyeccién da

una solucion clara e incolora. una solucioén clara e incolora.
pH Entre 10,0-12,0. Entre 10,0-12,0.
Solucion reconstituida
Valoracion. 90,0-110,0% 90,0-110,0%
Cada 10 mL de solucién 36,0 mg—44,0 mg/ Vial 36,0 mg—44,0 mg/ Vial
hay un equivalente a 40
mg de Omeprazol.
Esterilidad Debe ser estéril Debe ser estéril

6. Frecuencia de Muestreo

Cuarto con T° controlada Refrigeracion
(30 £2°C/ 65 £ 5 %HR) (5 £ 3°C)
Descripcion, pH y Valoracion 0, 12, 24, 36, 48, 60 horas 0, 12, 24, 36, 48, 60 horas
Esterilidad 0,1, 2,3,4,6 horas 0,1, 2,3,4,6 horas
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ESTUDIO DE ESTABILIDAD DEL LIOFILIZADO
RECONSTITUIDO

TABLAS DE RESULTADOS
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IL. TABLAS DE RESULTADOS

1. Estabilidad a T° controlada:
a. Descripcion, pH, Valoracion

CIRON DRUGS & PHARMACEUTICAL PVTLTD

RECONSTITUTED STABILITY STUDY DATA

Product Name + | Omeprazole For Injection
Dosage Form . | Reconstituted Powder for Injection with sterile water for injection | Strength : | 40 mg
B. No. :| SRDI17 Humidity +| 65+ 5%RH
DIM : | May 2015 1 i | Temperature |: 30°C+ 2°C !
D/E : | April 2017 Pack Size <1 10 ml USP type 1 flint tubular vial
Study started at 1 | 04.09.2015
Initial RESULTS AFTER
Test Specification Results 12h 24h 36h 48 h 60 h

04,09.2015 | 05.09.2015 05.09.2015 06.09.2015 06.09.2015 07.09.2015

White powder/ cake, after reconstitution with

Description | 10.0 ml of sterile water for injection gives clear [ Complies | Complies Complies Complies Complies Complies
colourless solution

pH 10.0 10 12.0 10.58 10.49 1043 10.36 1029 9.84
Not less than 90.0% and not more than 110.0 %

Assay of the stated amount of Omeprazole 104.04 % 10343 % 103.32 % 100.80 % 99.27 % 8254 %
(36.0 mg/vial to 44.0 mg/vial)

e
F(B“D" \ w‘uc\[ﬂa\

Analyzed By %ﬂow Checked By 1573015 Approved By
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CIRON DRUGS & PHARMACEUTICAL PVT LTD

RECONSTITUTED STABILITY STUDY DATA

Product Name + | Omeprazole For Injection
Dosage Form - | Reconstituted Powder for Injection with sterile water for injection | Strength :| 40 mg
B. No. : | SRDI8 Humidity + | 65+ 5% RH
DM ‘ : | May 2015 4 Temperature | : | 30°C £2°C \
D/E + | April 2017 Pack Size - 110 ml USP type I flint tubular vial
Study started at + | 04.09.2015
Initial RESULTS AFTER
Test Specification Results 12h 24h 36h 48h 60 h
04.09.2015 | 05.09.2015 05.09.2015 06.09.2015 06.09.2015 07.09.2015
White powder/ cake, after reconstitution with
Description | 10.0 ml of sterile water for injection gives clear | Complies | Complies Complies Complies Complies Complies
colourless solution
pH 10.010 12,0 10.62 10.51 10.43 1033 10.26 9.87
Not less than 90.0% and not more than 110.0 %
Assay of the stated amount of Omeprazole 104.83% | 103.65% 103.61 % 101.94 % 100.09 % 81.81 %
36.0.mg/vial to 44.0 mg/vial
Z
W s
asaiyzeany (D32 Checked By 1200t AL
A M S Tsiets o
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CIRON DRUGS & PHARMACEUTICAL PVT LTD

RECONSTITUTED STABILITY STUDY DATA

Product Name : | Omeprazole For Injection
Dosage Form : | Reconstituted Powder for Injection with sterile water for injection | Strength :| 40 mg
B. No. : | SRD19 Humidity +| 65+ 5% RH
D/M : | May 2015 ! Temperature | : | 30°C #2°C
D/E : | April 2017 Pack Size : | 10 ml USP type I flint tubular vial
Study started at : | 04.09.2015
Initial RESULTS AFTER
Test Specification Results 12 h 24 h 36 h 48 h 60 h
04.09.2015 | 05.09.2015 05.09.2015 06.09.2015 06.09.2015 07.09.2015
White powder/ cake, after reconstitution with
Description | 10.0 ml of sterile water for injection gives clear | Complies | Complies Complies Complies Complics Complies
colourless solution
pH 10.0t0 12.0 10.61 10.53 1045 10.31 10,18 9.77
Not less than 90.0% and not more than 110.0 %
Assay of the stated amount of Omeprazole 10491% | 103.83% 103.60 % 10033 % 96.34 % 81.60 %
36.0 mg/vial to 44.0 mg/vial
IISZ
\()“‘/\;o\*
@ s o B
Analyzed By A1 aq\e0V Checked By %ﬁ SN S Approved By
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b. Esterilidad
CIRON DRUGS & PHARMACEUTICAL PVT LTD

RECONSTITUTION STABILITY STUDY DATA

Product Name :| Omeprazole For Injection

Dosage Form : | Reconstitution Powder for Injection with sterile water for injection ( WFI ) Strength 1| 40 mg

D/M : | May 2015 Humidity 1| 65+ 5%RH

D/E : | April 2017 Temperature | :|30°C +2°C

Pack Size : | 10 ml USP type [ flint tubular vial

T Initial RESULTS AFTER
Test Specification Batch no Tested date Risslts [ T T hes 3hs b i

Sterility test Should be sterile SRDI17 19.09.2015 Sterile | Sterile | Sterile | Sterile | Sterile Sija(r)itle
Sterility test Should be sterile SRDIS8 20.09.2015 Sterile | Sterile | Sterile | Sterile | Sterile Sz;)itl .
Sterility test Should be sterile SRDI9 21.09.2015 Sterile | Sterile | Sterile | Sterile | Sterile Szx?itlc

i ~ v d
st %\“\'\Q\\ @ﬂ%@ 4

-~ \
ADV> \
Analyzed By \@\‘0\ Checked By Approved By
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2. Estabilidad en refrigeracién

a. Descripcidn, pH, Valoracion

CIRON DRUGS & PHARMACEUTICAL PVT LTD

RECONSTITUTED STABILITY STUDY DATA

Product Name : | Omeprazaole For Injection
Dosage Form - | Reconstituted Powder for Injection with sterile water for injection | Strength : | 40 mg
B. No. : | SRD17 Humidity ¢
D/M : | May 2015 Temperature | : | 5°C £ 3°C
D/E : | Apnl 2017 Pack Size +| 10 ml USP type | flint tubular vial
Study started at : | 04.09.2015
Initial RESULTS AFTER
Test Specification Results 12h 24 h 36h 48 h 60 h
04.09.2015 | 05.09.2015 05,09.2015 06.09.2015 06.09.2015 07.09.2015
White powder/ cake, after reconstitution with
Deseription | 10.0 ml of sterile water for injection gives ¢lear | Complies | Complies Complies Complies Complies Complies
colourless solution
pu 10.0 to 12.0 10.58 1057 10 47 10.41 10.32 9.92
Not less than 90.0% and not more than 110.0 %
Assay of the stated amount of Omeprazole 10404% | 10406% | 10357% 10239 % 100.84 % 82.56 %
36.0 mg/vial to 44.0 mg/vial
Joto—
e
02 o ‘
A B Checked
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CIRON DRUGS & PHARMACEUTICAL PVT LTD

RECONSTITUTED STABILITY STUDY DATA

57

Product Name : | Omeprazole For Injection
| Dosage Form < | Reconstituted Powder for Injection with sterile water for injection Strength : |40 mg
B. No. : | SRDI8 Humidity :
D/M : | May 2015 i Temperature | : | 5°C£3°C
D/E : | April 2017 Pack Size 10 ml USP type I flint tubular vial
Study started at : | 04.09.2015
Initial RESULTS AFTER
Test Specification Results 12h 24h 36h 48 h 60 h
04.09.2015 | 05.09.2015 05.09.2015 06.09.2015 06.09.2015 07.09.2015

White powder/ cake, after reconstitution with
Description | 10.0 ml of sterile water for injection gives clear | Complies | Complies Complies Complies Complies Complics

colourless solution
pH 10.0t0 12.0 10.62 10.57 10.53 10.45 1031 996

Not less than 90.0% and not more than 110.0 %
Asay of the stated amount of_' Omeprazole 104.83 % 103.80 % 103.82 % 102.51 % 100.84 % 82.05 %

36.0 mg/vial to 44.0 mg/vial

y"r’? S
d " jae)
oy el
Analyzed By @%\( Checked By FR.OV_ Approved By
o7 108 55l00[20!5
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CIRON DRUGS & PHARMACEUTICAL PVT LTD

RECONSTITUTED STABILITY STUDY DATA

Product Name : | Omeprazole For Injection
Dosage Form : | Reconstituted Powder for Injection with sterile water for injection Strength :|40mg
B. No. : | SRDI19 Humidity - -
D/M : | May 2015 i Temperature S15°C23°C
D/E : | April 2017 Pack Size : | 10 ml USP type I flint tubular vial
Study started at : | 04.09.2015
Initial RESULTS AFTER
Test Specification Results 12h 24h 36h 48 h 60 h

04.09.2015 | 05.09.2015 05.09.2015 06.09.2015 06.09.2015 07.09.2015

White powder/ cake, after reconstitution with

Description | 10.0 ml of sterile water for injection gives clear Complies | Complies Complies Complics Complies Complies
colourless solution

pH 10.0to0 12.0 10.61 10.57 10.48 1037 10.20 9.81
Not less than 90.0% and not more than 110.0 %

Amay of the stated amount of Omeprazole 104.91% | 103.87% 103.76 % 100.33 % 92.72 % 82.01 %
36.0 mg/vial to 44.0 mg/vial

Aot
\c}%

Analyzed By @J/\"’:v\ 5 Checked By (7 -, Approved By
el = 5/990/5
58

OPKO chiles.A



IMAROZ liofilizado para solucién inyectable 40 mg con solvente
Estudio de Estabilidad

b. Esterilidad
CIRON DRUGS & PHARMACEUTICAL PVT LTD

RECONSTITUTION STABILITY STUDY DATA

Product Name :| Omeprazole For Injection
Dosage Form : | Reconstitution Powder for Injection with sterile water for injection ( WFI ) Strength | :| 40 mg
D/M : | May 2015 Humidity | :| NA
e H April 2017 Tempera | .| 5004 30¢
ture
Pack Size : | 10 ml USP type I flint tubular vial
P Initial RESULTS AFTER
Test Specification Batch no Tested date Results | 1 hrs > brs e A hrs Sbrs
Sterility test Should be sterile SRDI17 19.09.2015 Sterile | Sterile | Sterile | Sterile | Sterile Si\:?itle
Sterility test Should be sterile SRDIS 20092015 | Sterile | Sterile | Sterile | Sterile | Sterile | hor
Sterility test Should be sterile SRDI19 21.09.2015 Sterile | Sterile | Sterile | Sterile | Sterile Si::‘)itlc

. w\"
Yalet % A\ n\'\h \ (/ %\‘0
Checked By (\ Approved By

Analyzed By \8\\° \'w\s
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III. DISCUSION

Se realizd un estudio de estabilidad en del producto IMAROZ liofilizado para soluciéon inyectable 40
mg de los lotes 5RD17, 5RD18 y 5RD19, evaluandose el tiempo en que el producto es capaz de
mantener caracteristicas aceptables, luego de ser reconstituido con 10 mL de solvente agua para
inyectables en su envase original (vial de vidrio USP tipo | de 10 mL con tapén de goma
bromobutilo y sello de aluminio tipo flip off), tanto a temperatura ambiente 30 + 2°Cy 75+5% H.R.,
como en refrigeracion, es decir, a temperatura entre 5 + 3°C.

De acuerdo a los resultados obtenidos, los resultados analiticos, fisicoquimicos y microbioldgicos
de todos los lotes en solucidn reconstituida se consideraron satisfactorios dentro de un margen de
hasta 4 horas para la solucidn tanto a temperatura ambiente como en refrigeracidon; luego de las
cuales el producto pierdes sus caracteristicas aceptadas.

IV. CONCLUSION

Una vez reconstituido IMAROZ liofilizado para solucién inyectable 40 mg en agua para inyectables
en su envase original (vial de vidrio USP tipo | de 10 mL con tapén de goma bromobutilo y sello de
aluminio tipo flip off), puede ser utilizado hasta 4 horas independiente de si se almacena a
temperatura ambiente bajo 30°C o si se refrigera; transcurrido este tiempo la solucién debe ser
desechada por completo.
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ESTUDIO DE ESTABILIDAD DEL LIOFILIZADO
RECONSTITUIDO DILUIDO

PROTOCOLO
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L. PROTOCOLO

Se determinara la compatibilidad fisico-quimica de IMAROZ liofilizado para solucién inyectable
40 mg fabricado por Ciron Drugs & Pharmaceutical PVT LTD, una vez que es reconstituido con el
solvente agua para inyectables, y diluido con los solventes recomendados: Solucién cloruro de
sodio 0,9% y Solucién de dextrosa 5%.

A continuacion los lotes a analizar:

Numero de lote Fecha de manufactura Tamaiio de lote
5RD17 05/2015 10.000 viales
5RD18 05/2015 10.000 viales
5RD19 05/2015 10.000 viales

1. Condiciones

El estudio se realizé disolviendo las muestras, ya reconstituidas con agua para inyectables, en
dos solventes diferentes bajo las siguientes condiciones ambientales:

SOLVENTE 1

Cuarto con T° controlada Refrigeracion
Temperatura 30+2°C 5+3°C
Humedad Relativa 65% +5% No Definida
Solvente Solucién de Cloruro de Sodio 0,9% Solucién de Cloruro de Sodio 0,9%
Volumen de llenado 100 mL 100 mL

SOLVENTE 2

Cuarto con T° controlada Refrigeracion
Temperatura 30+2°C 5+3°C
Humedad Relativa 65% +5% No Definida
Solvente Solucién de Dextrosa 5% Solucidén de Dextrosa 5%
Volumen de llenado 100 mL 100 mL

NOTA: Las diluciones son preparadas inmediatamente después de reconstituir el producto.
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2. Volumen de llenado

A continuacidn se presenta un esquema del contenido de cada muestra analizada en el estudio:

Solvente Dosis de Volumen total Contenedor
Omeprazol
Agua para inyectables 40 mg 10 mL: Vial de vidrio USP tipo |
(WFI) 10mL WFI con tapon de goma

bromobutilo y sello de
aluminio tipo flip off

Solucién de Cloruro 40 mg 110 mL: Contenedor plastico
de Sodio 0,9% 10 mL WFI+ 100 mL S 0,9%

(50,9%)

Soluciéon de Dextrosa 40 mg 110 mL: Contenedor plastico
5% (G 5%) 10 mL WFI + 100 mL G 5%

3. Tipo de envase

Cada combipack contiene:
I Vial con liofilizado:
Omeprazol Sédico Equivalente a 40 mg de Omeprazol
Tipo de envase: Vial de vidrio USP tipo | con tapdon de goma bromobutilo y sello de
aluminio tipo flip off.
Il Frasco ampolla con solvente:
Agua estéril para inyectables
Tipo de envase: Frasco ampolla de plastico polietileno de baja densidad (LDPE BB120).
4. Restricciones de almacenamiento
El liofilizado se encuentra reconstituido en su envase original: vial de vidrio USP tipo | de 10 mL. La
dilucion de las muestras se realiza por separado en un contenedor plastico.

5. Fecha de realizacién del estudio de estabilidad

El estudio se realizd el 09 de Septiembre del 2015.
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6. Especificaciones y criterios de aceptacién

TEST ESPECIFICACIONES Criterios de aceptacion

Descripcion La solucion debe ser clara e | La solucidn debe ser clara e
incolora. incolora.

pH Entre 10,0-12,0. Entre 10,0-12,0.

Solucidn reconstituida

Valoracion. 90,0-110,0% 90,0-110,0%
36,0 mg — 44,0 mg por vial

Esterilidad Debe ser estéril Debe ser estéril

7. Frecuencia de Muestreo

Cuarto con T° controlada Refrigeracion
(30 £2°C/ 655 %HR) (5 £ 3°C)
Descripcion, pH y Valoracion 0, 12, 24, 36, 48, 60 horas 0, 12, 24, 36, 48, 60 horas
Esterilidad 0,1, 2,3,4,6 horas 0,1, 2,3,4,6 horas
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ESTUDIO DE ESTABILIDAD DEL LIOFILIZADO
RECONSTITUIDO DILUIDO

TABLAS DE RESULTADOS
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Estudio de Estabilidad

TABLA DE RESULTADOS

1. Dilucién en suero fisiolégico: Estabilidad a T® controlada
a. Descripcién, phy Valoracién

CIRON DRUGS & PHARMACEUTICAL PVT LTD

DILUTED STABILITY STUDY DATA

Product Name :| Omeprazole For Injection =
Dosage Form L :| Diluted Powder for Injection with 0.9% Sodium Chloride Solution | Strength i | 40mg
B. No. :| SRD17 Humidity :| 65 £+5%RH
/M :| May 2015 Temperature | : 30°C £2°C = P
D/E :| Apnl 2017 Pack Size ¢ | 10 ml USP type I flint tubular vial
Study started at | : | 04.09.2015 gl s
Initial g RESULTS AFTER
Test Specification Results 12h 24h 36h 48h 60 h
04.09.2015 | 05.09.2015 | 05.09.2015 06.09.2015 06.09.2015 07.09.2015
Description | A clear, colourless Solution Complies | Complies Complies Complies Complies Complies
pH 10.0t0 12.0 10.60 10.51 1047 1040 10.31 9.81
Not less than 90.0% and not more than 110.0
Ay % of the stated amount of Omeprazole 10790% | 103.70% | 10176 % 101.69 % 100.31 % 82.68 %
36.0 mg/wial to 44.0 mg/vial
Ya¥>-
ot
)\ ¢ \(2 el
Analyzed By @6%0‘ Approved By
A ,2‘09
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CIRON DRUGS & PHARMACEUTICAL PYTLTD

DILUTED STABILITY STUDY DATA

Product Name :| Omeprazole For Injection
Dosage Form :| Diluted Powder for Injection with 0.9% Sodium Chloride Solution | Strength :| 40 mg
B. No. :| SRD18 4 + | Humidity :| 65 £5% RH ‘
D/M : | May 2015 Temperature | : | 30°C £2°C
D/E : | April 2017 Pack Size = | 10 m! USP type I flint tubular vial
Study started at | : | 04.09.2015
Initial RESULTS AFTER
Test Specification Results 12h 24h 36h 48 h 60 h
04.09.2015 | 05.09.2015 | 05.09.2015 | 06.09.2015 06.09.2015 07.09.2015
Description | A clear, colourless Solution Complies | Complies | Complies Complies Complics Complies
pH 10010 12.0 10.57 10.52 10.44 10.40 10.36 9.80
Not less than 90.0% and not more than 110.0
Assay % of the stated amount of Omeprazole 107.36% | 10475% | 103.55% 101.68 % 99.46 % 82.63 %
36.0 mg'vial to 44.0 mg/ vial
™
I~
L \L%W"’\
Analyzed By @fl//\ “ Checked By L, Approved By =
,4{09“” 29109120t %
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CIRON DRUGS & PHARMACEUTICAL PVT LTD

DILUTED STABILITY STUDY DATA

Product Name :| Omeprazole For Injection
Dosage Form .| Diluted Powder for Injection with 9% Sodium Chloride Solution | Strength i:|40mg
B. No. :| SRD19 Humidity :| 65+5%RH
D/M : | May 2015 Temperature | : | 30°C £2°C
D/E : | April 2017 Pack Size = | 10 ml USP type [ flint tubular vial
Study started at | : | 04.09.2015
Initial RESULTS AFTER
Test Specification Results 12h 24h 36h 48 h ~ 60h
04.09.2015 | 05.09.2015 | 05.09.2015 | 06.09.2015 06.09.2015 07.09.2015
Description | A clear, colourless Solution Complics | Complies | Complics Complies Complies Complies
pH 10010 12.0 10.64 10.56 10.41 10.33 1027 9.79
Not less than 90.0% and not more than 110.0
Ay % of the stated amount of Omeprazole 10607% | 10397% | 10149% | 101.32% | 10062% 83.24 %
36.0 mg'vial to 44.0 mg/wial

W\
%s
N&¥ e

Lo
Analyzed By /s Checked By 2/, "1~ Approved By
;«ﬁsﬁb s
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b. Esterilidad
CIRON DRUGS & PHARMACEUTICAL PVT LTD

DILUTION STABILITY STUDY DATA

Product Name :| Omeprazole For Injection
Dosage Form : | Dilution for Injection with0.9% Sodium Chloride Solution Strength : | 40 mg
D/M : | May 2015 Humidity : | 65+5%RH
D/E :| April 2017 Temperature | : | 30°C£2°C
Pack Size : | 10 ml USP type I flint tubular vial
g vt e Initial RESULTS AFTER

Test Specification Batch no Tested date Reslis | Thes o Shoa Shes s
Sterility test Should be sterile SRD17 15.11.2015 Sterile | Sterile | Sterile | Sterile | Sterile Szglle
Sterility test Should be sterile SRDIS8 15.11.2015 Sterile | Sterile | Sterile | Sterile | Sterile S::?itlc
Sterility test Should be sterile SRDI9 15.11.2015 Sterile | Sterile | Sterile | Sterile | Sterile S:::itle

Checked By  }\"

Analyzed By 0\\\\’\.‘3\< . Approved By
2>
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2. Dilucién en suero fisiolégico: Estabilidad en refrigeracién
a. Descripcién, phy Valoracion

CIRON DRUGS & PHARMACEUTICAL PVT LTD

DILUTED STABILITY STUDY DATA

Product Name :| Omeprazole For Injection
Dosage Form : | Diluted Powder for Injection with 0.9% Sodium Chloride Solution | Strength :| 40 mg 4
B. No. :| SRD17 Humidity $
D/M : | May 2015 Temperature | : 5°C £3°C
D/E : | Apnl 2017 Pack Size +| 10 ml USP type I flint tubular vial
Study started at | : | 04.09.2015
Initial RESULTS AFTER
Test Specification Results 12h 1 24h 36h | 48h 60 h
04.09.2015 | 05.09.2015 | 05.09.2015 | 06.09.2015 06.09.2015 07.09.2015
Description | A clear, colourless Solution Complies | Complies Complies Complies Complies Complies
pH 10010 12.0 10.60 10.54 1049 10.43 10.33 9.85
Not less than 90.0% and not more than 110.0
Assay % of the stated amount of Omeprazole 10790% | 103.76% | 101.86% | 101.76% | 10041% 83.13 %
36.0 mg/wial to 44 0 mg/vial
y}du".f/
( 4 | S
Analyzed By W\ ( Checked By BT Approved By
Pt Salagl201s
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CIRON DRUGS & PHARMACEUTICAL PVT LTD

DILUTED STABILITY STUDY DATA

Product Name :| Omeprazole For Injection
Dosage Form Diluted Powder for Injection with 0.9% Sodium Chloride Solution | Strength :140mg \
B. No. :| SRDI8 Humidity -
D/M ;| May 2015 Temperature | : 5°C £3°C
D/E : | April 2017 Pack Size :| 10 ml USP type I flint tubular vial
Study started at | : | 04.09.2015
Initial RESULTS AFTER i
Test Specification Results 12h 24h 36h Sh-1 8h
04.09.2015 | 05.09.2015 | 05.09.2015 | 06.092015 | 06.09.2015 | 07.09.2015
Description | A clear, colourless Solution Complies | Complies | Complies Complies Complies Complies
pH 10.0 1o 12.0 1057 | 1055 1047 10.43 10.38 9.87
Not less than 90.0% and not more than 110.0
Atsay % of the stated amount of Omeprazole 10736% | 10485% | 10360% | 101.94% 99.53 % 82.88 %
36.0 mg/vial to 44.0 mg/vial

Checked By (2.
Saloa |30l
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CIRON DRUGS & PHARMACEUTICAL PVT LTD

DILUTED STABILITY STUDY DATA

72

Product Name :| Omeprazole For Injection
Dosage Form , | : | Diluted Powder for Injection with 0.9% Sodium Chloride Solution | Strength :| 40 mg
B. No. :| SRD19 Humidity s | cemmeeee
D/M : | May 2015 Temperature |:| 5°C23°C
D/E : | April 2017 Pack Size +| 10 ml USP type I flint tubular vial
Study started at | : | 04.09.2015
Initial RESULTS AFTER |
Test Specification Results 12h 24h “36h 48h 60 h
04.00.2015 | 05.09.2015 | 05.09.2015 | 06.09.2015 | 06.09.2015 | 07.09.2015
Description | A clear, colourless Solution Complies | Complics | Complics Complies Complies Complies
pH 100 to 12.0 10.64 10.58 1041 10.36 1031 9.82
Not less than 90.0% and not more than 110.0
Assay % of the stated amount of Omeprazole 10607% | 10463% | 10255% | 101.80% 101.14 % $3.49 %
36.0 mg/vial to 44.0 mg/vial
s
s
Analyzed By L Checked By (77,71 2 '_“\’ oleal
ppro
el =5t S
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente
Estudio de Estabilidad

b. Esterilidad
CIRON DRUGS & PHARMACEUTICAL PVT LTD

RECONSTITUTION STABILITY STUDY DATA

Product Name :| Omeprazole For Injection
Dosage Form : | Dilution for Injection with0.9% Sodium Chloride Solution Strength | :| 40 mg
D/M : | May 2015 Humidity | :| NA
L £ April 2017 Tempera | .| soc 4 30¢
ture
Pack Size :| 10 ml USP type [ flint tubular vial
. . Initial RESULTS AFTER
Test Specification Batch no Tested date Resuloy [ Ths o 3 hre A hes 6 brs
Sterility test Should be sterile SRDI17 15112015 | Sterile | Sterile | Sterile | Sterile | Sterile | o on
Sterility test Should be sterile SRD18 15.11.2015 Sterile | Sterile | Sterile | Sterile | Sterile Sz;)ille
Sterility test Should be sterile SRD19 15.11.2015 Sterile | Sterile | Sterile | Sterile | Sterile gi\cl:fitle

, el

w "4 \ /
Analyzed By ARN> Cheeked By (¥ (N Approved By
y: A ’&\\\\\53\ pI

A
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente

Estudio de Estabilidad

3. Dilucién en suero glucosado: Estabilidad a T® controlada

a. Descripcién, phy Valoracion

CIRON DRUGS & PHARMACUTICAL PVTLTD

DILUTED STABILITY STUDY DATA

Product Name : | Omeprazole For Injection : —
Dosage - | Diluted Powder for Injection with 5% Dextrose Solution Strength : 440 mg
B. No. = : SDIR‘I‘;W e Humidity :165+5%RH
. o L ?gofxltvzs.;:t 1 flint tubular vial 3
Expiry Date : | April 2017 Pack Size : ype
Study staried at : | 4.09.2015 &1
Initial RESULTS AFTER
Specification Results 12h 24h 36h 48 h 60 h
S 04.09.2015 | 05.09.2015 | 05.09.2015 06.09.2015 06.09.2015 07.09.2015
Description | A clear, colourless Solution Complies | Complies | Complies Complics Complies Complies
pH 10.0 to 12.0 10.48 10.27 10.21 10.09 7 991 9.71
Not less than 90.0% and not more than 110.0
Amsy % of the stated amount of Omeprazole 101.56% | 9838% | 97.20% 92.01 % £9.45 % 74.17 %
36.0 mg/vial to 44.0 mg/vial
oV
/ oV
Analyzed By | aovl e ok pwmg’:\oq :
Checked By 2L A
€ errile B5loalw0ls
peals 3
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CIRON DRUGS & PHARMACUTICAL PVTLTD

DILUTED STABILITY STUDY DATA

Product Name : | Omeprazole For Injection
Dosage Form 3 | Diluted Powder for Injection with 5% Dextrose Solution | Strength 1| 40mg \
B. No. : | SRDI8 Humidity 1| 65+5%RH
Mfg Date : [ May 2015 Temperature | :| 30°C £2°C
Expiry Date : | April 2017 Pack Size :| 10 ml USP type I flint tubular vial
Study started at : | 04.09.2015
Initial RESULTS AFTER
Test Specification Results 12h 24h 36h 48 h 60 h
04.09.2015 | 05.09.2015 | 05.09.2015 | 06.09.2015 06.09.2015 07.09.2015
Description | A clear, colourless Solution Complies | Complies | Complics Complies Complies Complies
ol 10.010 12.0 10.42 10.30 1021 10.11 9.95 9.70
Not less than 90.0% and not more than 110.0 '
Assay % of the stated amount of Omeprazole 10145 % 98.74 % 95.76 % 92.04 % 89.36 % 73.71%
36.0 mg/vial to 44.0 mg/vial
o
\$
Analyzed y 6 Checked By 25! \W=
By @A ) By 2 Approved By
103" “STeai0ls
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CIRON DRUGS & PHARMACUTICAL PVT LTD

DILUTED STABILITY STUDY DATA

Product Name : | Omeprazole For Injection
| Dosage Form - [ Diluted Powder for Injection with 5% Dextrose Solution | Strength :|40mg )
B. No. : | 5RD19 Humidity .| 65 +5% RH
Mfg Date : | May 2015 Temperature | :| 30°C £2°C
Expiry Date : | April 2017 Pack Size < | 10 ml USP type I flint tubular vial
Study started at : | 04.09.2015 I &
Initial RESULTS AFTER
Test Specification Results 12h 24h 36h 48 h ~ 60h
04.09.2015 | 05092015 | 05.092015 | 06.09.2015 | 06.09.2015 07.09.2015
Description | A clear, colourless Solution Complies Complies | Complies Complies Complics Complics
pH 10010 12.0 10.45 1031 10.20 10.10 9.92 9.67
Not 12ss than 90.0% and not more than 110.0
Assay % of the stated amount of Omeprazole 10146% | 9821% | 9594% 9227% 80.32 % 6487 %
36.0 mg/vial to 44.0 mg/vial
Cyﬂk’/"g =3
1 o\>
\ e \uq |2
Analyzed By @,)W (}O\( Checked By e Approved By 3
2T B cts
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b. Esterilidad
CIRON DRUGS & PHARMACEUTICAL PVT LTD

DILUTION STABILITY STUDY DATA
Product Name : | Omeprazole For Injection
Dosage Form : | Dilution for Injection with 5% Dextrose Solution Strength s | 40 mg
D/M : | May 2015 Humidity : | 65+ 5% RH
D/E : | April 2017 Temperature | ;| 30°C+2°C
Pack Size : | 10 ml USP type I flint tubular vial
: . Initial RESULTS AFTER
Test Specification Batch no Tested date Hesults!| Thes s i b ia
Sterility test Should be sterile SRD17 14.11.2015 Sterile | Sterile | Sterile | Sterile | Sterile Sri?itle
Sterility test Should be sterile 5RDI18 14.11.2015 Sterile | Sterile | Sterile | Sterile | Sterile Sz‘r)itle
Sterility test Should be sterile SRDI9 14.11.2015 Sterile | Sterile | Sterile | Sterile | Sterile Ss:?itlc
\ - 46
. \0 AC Mo )5
ik YW/ AR Q@@ °
\,\p\,\v A 4&\\ 7\
Analyzed By \\\\,w\{ Checked By Approved By
25y
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4. Dilucién en suero glucosado: Estabilidad en refrigeracién
a. Descripcién, phy Valoracion

CIRON DRUGS & PHARMACUTICAL PVT LTD

DILUTED STABILITY STUDY DATA

. % "T
Product Name : | Omeprazole For Injection :
| Dosage Form . Diluted Powder for Injection with 5% Dextrose Solution | Strength 1| 40mg
B. No. : | SRD17 '}I'l:::“m T
l:x'yh? :;au : :hp:ynzgolls‘r Pack Size +| 10 ml USP type I flint tubular vial
Study started at : | 04.09.2015 '
Initial RESULTS AFTER
ecification Results 12h 24h 36h 48 h 60 h
i i 04.09.2015 | 05.09.2015 | 05.09.2015 | 06.09.2015 06.09.2015 07.09.2015
Description A clear, colourless Solution Complies | Complies | Complies Complies Complies Complies-ﬂ
pH 10.01t0 12.0 10.48 10.35 10.29 10.17 10.07 9.74
Not less than 90.0% and not more than 110.0
Amay % of the stated amount of Omeprazole 101.56 % 100.38 % 98.53 % 95.52 % 91.31 % 8337 %
36.0 mg/vial to 44.0 mg/vial
(4\/‘4
=% a0\
e \CRE
Analyzed By \b/ Checked By 210k Approved By
o@oﬁ —s510a120!5
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CIRON DRUGS & PHARMACUTICAL PVT LTD

DILUTED STABILITY STUDY DATA

Product Name : | Omeprazole For Injection
 Dosage Form : | Diluted Powder for Injection with 5% Dextrose Solution | Strength :| 40 mg ]
B. No. : | SRD18 .
_Mfg Date : | May 2015 Temperature :| S°C+3°C
Date = | Apnil 2017 Pack Size : | 10 ml USP type I flint tubular vial
Study started at : | 04.09.2015
¥y Initial RESULTS AFTER
Test Specification Results 12h 24h 36h 48 h 60 h =
04.00.2015 | 05.09.2015 | 05.09.2015 | 06.09.2015 06.09.2015 07.09.2015
Description | A clear, colourless Solution Complics | Complies | Complies Complies Complies Complies
pH 10.0to 12.0 10.42 10.39 1031 10.22 10.14 9.77
Not less than 90.0% and not more than 110.0
Assay % of the stated amount of Omeprazole 101.45% | 101.06% | 99.15% 96.62 % 93.09 % 82.65 %
36.0 mg/vial to 44.0 mg/vial
ot
~ z
b ' o
Analyzed By \ 99\ ( Checked By Fﬁu‘a' Approved By
< Z5Tage!S
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CIRON DRUGS & PHARMACUTICAL PVT LTD

DILUTED STABILITY STUDY DATA

Product Name : | Omeprazole For Injection
Dosage Form : | Diluted Powder for Injection with 5% Dextrose Solution | Strength | | :[ 40mg [}
B. No. : | SRD19 Humidity : !
Mfg Date : | May 2015 Temperature 1] 5°C£3°C
Expiry Date : | Apnl 2017 Pack Size :| 10 ml USP type I flint tbular vial
Study started at : | 04.09.2015
2NN, e = =
Test Specification Results 12h 24h 36h 48 h 60 h
04.09.2015 | 05.09.2015 | 05.09.2015 | 06.09.2015 06.09.2015 07.09.2015
Description | A clear, colourless Solution Complies | Complies Complies Complies Complies Complics
pH 10.0t0 120 1045 10.37 10.25 10.18 10.10 9.71
Not less than 90.0% and not more than 110.0 ’
Assay % of the stated amount of Omeprazole 10146 % | 10L.09% | 99.04% 96.34 % 92.40 % 8257 %
36.0 mg/vial to 44.0 mg/vial
f\
I g
Wk ¢ flen
Analyzed By %p‘ Checked By ol 1f Approved By
2 oalaglo=
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b. Esterilidad
CIRON DRUGS & PHARMACEUTICAL PVT LTD

RECONSTITUTION STABILITY STUDY DATA

Product Name :| Omeprazole For Injection
Dosage Form : | Dilution for Injection with 5% Dextrose Solution Strength | :| 40 mg
D/M :| May 2015 Humidity | :| NA

WE | April 2017 Tempera | .| 5oc 4+ 30¢

ture
Pack Size : | 10 ml USP type [ flint tubular vial
: . Initial RESULTS AFTER
Test Specification Batch no Tested date Results | 1 hrs e 3 brs e e

Sterility test Should be sterile SRDI7 14.11.2015 Sterile | Sterile | Sterile | Sterile | Sterile Sz::itle

Sterility test Should be sterile SRD18 14.11.2015 Sterile | Sterile | Sterile | Sterile | Sterile Sz:')itlc

Sterility test Should be sterile SRDI19 14.11.2015 Sterile | Sterile | Sterile | Sterile | Sterile S{::ille

A "
@\9’;\\“0«\ 9 12
k N
Analyzed By "50\“\“\ Checked By 0 Approved By
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IMAROZ liofilizado para solucién inyectable 40 mg con solvente
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III. DISCUSION

Se realizé un estudio de estabilidad del producto IMAROZ liofilizado para solucién inyectable 40
mg de los lotes 5RD17, 5RD18 y 5RD19, evaluandose la compatibilidad fisicoquimica y
microbioldgica del producto al disolver la solucién antes reconstituida, tanto en 100 mL de
solucién de cloruro de sodio 0,9%, como en 100 mL de solucién de dextrosa 5%. Ambas diluciones
en estudio se prepararon inmediatamente después de reconstituir el producto y su andlisis se
efectué en un contenedor plastico, evaluandose su estabilidad tanto a temperatura ambiente
entre 30 £ 2°Cy 651+5% H.R., como en refrigeracion, es decir, a temperatura entre 5 + 3°C.

De acuerdo a los resultados obtenidos, se consideraron satisfactorios los parametros
fisicoquimicos y microbioldgicos tanto de las muestras diluidas en cloruro de sodio 0,9%, como en
solucién de dextrosa 5%, dentro de un margen de hasta 4 horas para las diluciones tanto a
temperatura ambiente como en refrigeracion; tiempo luego del que el producto pierde sus
caracteristicas aceptadas.

IV. CONCLUSION

El producto IMAROZ liofilizado para solucidon inyectable 40 mg con solvente es compatible tanto
con solucién de cloruro de sodio 0,9% como con solucion de dextrosa 5%, por lo que puede ser
diluida con ambos solventes de forma segura.

Las diluciones del producto preparadas inmediatamente después de ser reconstituido, pueden ser
utilizadas hasta 4 horas después de su elaboracion tanto si se almacena a temperatura ambiente
(inferior a 30 °C) como en refrigeracion; transcurrido este tiempo la solucion debe ser desechada
por completo.
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