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QbD Research & Development Lab. Pyvt. Ltd.

RELATED SUBSTANCE VALIDATION

Ramipril Impurity A
Ramipril Impurity D
Ramipril Impurity E
Weirht of standard (me) C {oom) Purity (As is Basis)
Preparation of standard
solution for Ramipril 20 202 99.64
20
Inisstion Ne, un Time Retention Time Area of Bkt Standard
257 17.220 2864456
253
260
248
6
Average 17247 646,452
1] 0.0138 221673
TaRSD 008 0I8
[ ]
[ YaRSD of Ares I _NMT50% 1
Brns s sfalaadiiy Weisht of standard (me} Dilsted (mL) I3 Purity (As is Basis)
2834 158
epesshind 15 1000 153 99.24
T 20.0
Inicction No. Retention Time Retention Time.
5,741 3732 4425379
2 5.74.
3 . T4
1 i)
3 T4,
& .74,
Average 43 5741 4411770
SD L0016 00043 B.6092
YRSD 003 0.07 020
[ System Suitabili ]
| <4RSD of Ares 015 [ NMT 5.0%
[ Sample solution: | Eq1o20 me I diluted to 1 200 Trul with Diluent
[ Average wt. (mg): 195.34 ]
Sample Details Sample wi. (mg) Impurity name RT RRT Aren “elmpurity Reported impurity Total % Impurity
Unlnown Lmpuity 4693 027 176422 001 BQL
Unknown Impuity 8740 031 206.120 001 BQL
Unknown Lmpuity 12.162 072 67,964 008 BOL
Sample Solstion s Unknown Lmpuity 19.227 L3 828470 0.06 BQL e
Unknown lmpuity 20087 118 24,004 0.04 BQL
Ramipril ngurity E 15.208 080 519.261 0.81 0.81
Ramipril Impurity D 26.033 153 48004.230 4.13 4.13
Ramipril 16,983 100 686172771 5 -
Sample j Ramipril Impurity E | Ramipril Impurity D Total % lmpurities
Samole (Precision) [ 0.53 [ 447 532
1 413 a4
% Difference
Samol | Ramioni lmourite E_ [ Ramioril Imourity D % Impurities
Samule (Precision) I . | - 3
ion (Des (low gats) | 0.04 [ 033 L3
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QbD Research & Development Lab. Pvt. Ltd.

RELATED SUBSTANCE YALIDATION

Frmithindide Tabicts
19 mug And 25 mg
GPI8030L
Incrrase Flow Rate (1.1 mL/min
718021
[ |
] |
Ramipei Ipurity
< Purity {As is Basis)
Preparation of standard 2821
solution fer Ramipril 24 102 99,64
20
Inicction N Rste "
1 s13 15525 269,591
2 SiE
3 517
4 517
5 515
6 328
Average 19 2283.54)
D 0056 FTXITH
SeRSD 004 L73
System Suitabillly |
SARSD of Area 135 I NMI 5.0% ]
Preparation of standard | —— Weikht I L |- I Purity (As i Basi) |
sl ey I 2504 [ |
I 25 [ | 283 9924
[ 2.0 [ 1
Iniectien N, Arsaof
1 3536.357 A7 1596931
2 3603715
3 3556818
4 3884371
s 600,371
o 1895 084
Average 3596339 4116 3896424
3D 60346 0,032 55133
SRSD 017 207 [N H
]
SRS of Area | .17 | NMT S.0% ]
I Eat020me [ diluted iy I 200 Trol with Ditwert ]
Average wi. (mg): I 19584
Sample Details Sample wi. (ma) Iimpurity name RT RRT Ares Slmpurity Reperted impurity Total % lmpurity
Unknown Impuity 3812 035 107.583 001 BQL
Unknown Impuity 7 047 167.223 o BGL
Unknown Impuity 3645 0.6 460 o0 BOL
Sacnple Solution 0212 Uninown mpuity 17030 533 704 005 BOL so1
Unknown Impuity 17.798 116 384 599 003 BOL.
Rarsipeil lmpurity B nm 090 #s1 084 04
Rampril Inmpurivy I 751 148 19026096 an 417
Ramipril 15,330 1o 67894751 B .
Sample Ramipril Impurity Ramipril lmpurity D Talal % Impurities
Sample (Precisicn) 081 447 532
Solutian (inc flow rate) 034 417 s01
4 Difference
Samole | Ramiocl lmourity E__| D Total % lmpurities
Sumgle (Precision) | - | - e
‘Sumgle Solution (ins flow maie) | 0ol [ 0,10 03
Done by: _‘J [) Checked by:
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Instrument Method: HPLC-42_Ramithiazide Tablet_RS_Dec FR_Met Overview
Last Update Operator: Mahesh Nikam

Name HPLC-42 Ramithiazide Tablet_RS_Dec FR_Met
Data Vault XVault
Path chrom://qbd-pc-03/XVault/QbD-INST-HPLC-42/1310/HPLC-42_24-

Nov-18_A.seq/HPLC-42_Ramithiazide Tablet_RS_Dec
FR_Met.instmeth

Comment Ramithiazide Tablets

Description Ramithiazide Tablets-Related Substance
Run time 30.000 [min]

Instrument QbD-INST-HPLC-42 on gbd-pc-03
Created 21-Nov-18 15:24:45 +05:30 Mahesh Nikam

Last Update 24-Nov-18 13:25:54 +05:30 Mahesh Nikam

Chromeleon 7, Printed by Swaraj Jadhav
Version 7.2.4.8525, Thermo Fisher Scientific Page 1 of 3 24-11-18 13:37
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Instrument Method: HPLC-42_Ramithiazide Tablet_RS_Dec FR_Met

Last Update Operator: Mahesh Nikam

Script

Chromeleon 7,

Pump.Flow

Version 7.2.4.8525, Thermo Fisher Scientific

B
WM‘

Page 2 of 3

Stage Time  Command Value Comment
min
Instrument Setup
initial
Pump.%A.Equate "Mobile Phase A"
Pump.%B.Equate "Mobile Phase B"
Pump.%C.Equate "o"
Pump.%D.Equate 0"
Pump.Pressure.LowerLimit 0 [bar]
Pump.Pressure.UpperLimit 378 [bar]
Sampler.Temperature.Nominal 25[°C]
Sampler.WashMode Both
Sampler.WashVolume 200 [u]
Sampler.WashDuration 5]s]
Sampler.SyringeSpeed 15.0 [plIfs]
Sampler.NeedleStroke 52 [mm]
ColumnOven.TempCirl On
ColumnOven.Temperature.Nominal 25[°C]
ColumnOven.Temperature.UpperLimit 60 [°C]
UV.CellTemp.Nominal Low
UV.Response 0.50 [s]
UV.UV_VIS_1.Wavelength 210 [nm]
UV.Mode Single
Inject Preparation
0.000
UV.Autozero
Inject
0.000
Sampler.inject
Start Run
0.000
UV.UV_VIS_1.AcqOn
Run Duration =
30.000 [min]
0.000
Pump.Flow 0.900 [ml/min]
Pump.%B.Value 30.0 [%]
Pump.%C . Value 0.0 [%]
Pump.%D.Value 0.0 [%]
7.000
Pump.Flow 0.900 [ml/min]
Pump.%B.Value 30.0 [%]
Pump.%C.Value 0.0 [%]
Pump.%D.Value 0.0 [%]
9.000
Pump.Flow 0.900 [ml/min]
Pump.%B.Value 50.0 [%]
Pump.%C . Value 0.0 [%]
Pump.%D.Value 0.0 [%]
25.000

0.900 [ml/min]

Printed by Swaraj Jadhav

24-11-18 13:37
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Instrument Method: HPLC-42_Ramithiazide Tablet_RS_Dec FR_Met

Last Update Operator: Mahesh Nikam

Pump.%B.Value 50.0 [%]
Pump.%C.Value 0.0 [%]
Pump.%D.Value 0.0 [%]
30.000
Pump.Flow 0.900 [ml/min]
Pump.%B.Value 30.0 [%)]
Pump.%C . Value 0.0 [%]
Pump.%D.Value 0.0 [%)]
Stop Run
30.000
UV.UV_VIS_1.AcqOff
End

Script

Chromeleon 7,

Version 7.2.4.8525, Thermo Fisher Scientific Page 3 of 3
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Printed by Swaraj Jadhav

24-11-18 13:37
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Instrument Method: HPLC-42_Ramithiazide Tablet_RS_Inc FR_Met Overview
Last Update Operator: Mahesh Nikam

Name HPLC-42_Ramithiazide Tablet_RS_Inc FR_Met
Data Vault XVault
Path chrom:/igbd-pc-03/XVault/QbD-INST-HPLC-42/1310/HPLC-42_24-

Nov-18_A.seq/HPLC-42_Ramithiazide Tablet_RS_Inc
FR_Met.instmeth

Comment Ramithiazide Tablets

Description Ramithiazide Tablets-Related Substance
Run time 30.000 [min]

Instrument QbD-INST-HPLC-42 on gbd-pc-03
Created 21-Nov-18 15:24:45 +05:30 Mahesh Nikam

Last Update 24-Nov-18 13:24:47 +05:30 Mahesh Nikam

Chromeleon 7, Printed by Swaraj Jadhav
Version 7.2.4.8525, Thermo Fisher Scientific Page 1 0of 3 24-11-18 13:36

ARG M
At '{,,Z}ms



Instrument Method: HPLC-42_Ramithiazide Tablet_RS_Inc FR_Met

Last Update Operator: Mahesh Nikam

Script

Chromeleon 7,

Version 7.2.4.8525, Thermo Fisher Scientific

By %
a-i"wﬂ

Page 2 of 3

Stage Time  Command Value Comment
min
Instrument Setup
initial
Pump.%A.Equate "Mobile Phase A"
Pump.%B.Equate "Mobile Phase B"
Pump.%C.Equate "o
Pump.%D.Equate "Q"
Pump.Pressure.LowerLimit 0 [bar]
Pump.Pressure.UpperLimit 378 [bar]
Sampler.Temperature.Nominal 25[°C]
Sampler.WashMode Both
Sampler.WashVolume 200 [ul]
Sampler.WashDuration 5s]
Sampler.SyringeSpeed 15.0 [ul/s]
Sampler.NeedleStroke 52 [mm]
ColumnOven.TempCtrl On
ColumnOven.Temperature.Nominal 25[°C]
ColumnOven.Temperature.UpperLimit 60 [°C]
UV.CellTemp.Nominal Low
UV.Response 0.50 [s]
UV.UV_VIS_1.Wavelength 210 [nm]
UV.Mode Single
Inject Preparation
0.000
UV Autozero
Inject
0.000
Sampler.Inject
Start Run
0.000
UV.UV_VIS_1.AcqOn
Run Duration =
30.000 [min]
0.000
Pump.Flow 1.100 [ml/min]
Pump.%B.Value 30.0 [%]
Pump.%C.Value 0.0 [%]
Pump.%D.Value 0.0 [%]
7.000
Pump.Flow 1.100 [ml/min]
Pump.%B.Value 30.0 [%]
Pump.%C.Value 0.0 [%]
Pump.%D.Value 0.0 [%]
9.000
Pump.Flow 1.100 [ml/min]
Pump.%B.Value 50.0 [%]
Pump.%C.Value 0.0 [%]
Pump.%D.Value 0.0 [%]
25.000
Pump.Flow 1.100 [ml/min]

Printed by Swaraj Jadhav

24-11-18 13:36
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Instrument Method: HPLC-42_Ramithiazide Tablet_RS_Inc FR_Met

Last Update Operator: Mahesh Nikam

Stop Run

End

30.000

30.000

Pump.%B.Value
Pump.%C Value
Pump.%D.Value

Pump.Flow

Pump.%B.Value
Pump.%C.Value
Pump.%D Value

UV.UV_VIS_1.AcqOff

50.0 [%)]
0.0 [%]
0.0 [%]

1.100 [ml/min]
30.0 [%)]

0.0 [%]

0.0 [%]

Script

Chromeleon 7,

Version 7.2.4.8525, Thermo Fisher Scientific
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Chromeleon 7.2.4.8525

HPLC-42_24-Nov-18_A/Sys_suit.(USP)

-alty by Cesige |

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Product Name :-
Sample Name :-

Sample Number :-

Sample Type :-

Injection Volume :-

Vial Position :-
Column No. :-
Instrument ID. :-

Injection Date & Time :-

Analyst :-
Sequence Path :-

Ramithiazide Tablets

Blank Solution

1

Unknown

30.00 pL.

11
QbD/LC/COL/128

QbD-INST-HPLC-

24-11-2018 14:04:

Swaraj Jadhav

42
20

Batch No. :- N/A

AR. No. :- D2404181993
Instrument Method :-

Instrument Method Created By :-
Instrument Method Created On :-
Processing Method :-

Processing Method Last Updated By :- Swaraj A. Jadhav
Processing Method Last Updated On :-26-11-2018 14:10:56

Mahesh M Nikam
24-11-2018 13:24:48

Experiment Name:-

Wavelength:- 210 nm

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-42 24-Nov-18 A seq

HPLC-42 Ramithiazide Tablet RS Ir

Ramithiazide Tablets_ RS PR2

Robustness Inc Flow Rate (1.1 ml/min

Swaraj Jadhav

Page No. 2 of 32 Printed Time 26-Nov-2018 14:13 Electronically signed document

- .
1,560,000 - 2 HPLC-42 24-Nov-18 A Blank Solution #1 UV_VIS 1
1| iHAU
1,25,000 -
1,00,000
=
< 4
3 J
= 75,000
8 ]
®
£ ]
2 50,000
2 ]
25,000
0‘: MM
] min
-15,000 ! — : ————— —
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min A U*min % (EP/USP) (USP) (USP)

Satish Dodtale



Chromeleon 7.2.4.8525

HPLC-42_24-Nov-18_A/Sys_suit.(USP)

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Product Name :-
Sample Name :-
Sample Number :-
Sample Type :-
Injection Volume :-
Vial Position :-
Column No. :-
Instrument ID. :-

Injection Date & Time :-

Analyst :-
Sequence Path :-

Ramithiazide Tablets
Blank Solution

2

Unknown

30.00 pL

11
QbD/LC/COL/128
QbD-INST-HPLC-42
24-11-2018 14:35:30

Swaraj Jadhav

Batch No. :- N/A

AR. No. :- 2404181993

Instrument Method :- HPLC-42_Ramithiazide Tablet RS_I
Instrument Method Created By :- Mahesh M Nikam

Instrument Method Created On :- 24-11-2018 13:24:48

Processing Method :- Ramithiazide Tablets RS PR2
Processing Method Last Updated By :- Swaraj A. Jadhav

Processing Method Last Updated On :- 26-11-2018 14:10:56

Robustness Inc Flow Rate (1.1 ml/mi
210 nm

Experiment Name:-

Wavelength:-

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-42 24-Nov-18 A seq

= B ETR .
1,50.000 - 7 HPLC-42_24-Nov-18 A Blank Solution #2 UV_VIS_ 1
1| iWAU
1,25,000
1,00,000
D
<€ pr
=t ]
S 75,000
3 ]
‘e" ]
2 50,000
e ]
25,000
o] o /\\
1 min
-15,000 J : .
r T T T T T T T T T T T T T T T 1
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min IAU*min % (EP/USP) (USP) (USP)

Swaraj Jadhav
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Chromeleon 7.2.4.8525 HPLC-42_24-Nov-18_A/Processing Method

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

2l by O

Processing Method

Processing Method Name : Ramithiazide Tablets RS PR

Processing Method Path : Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-42_24-Nov-18_A seq

Processing Method Created By : Swaraj A. Jadhav Processing Method Last Updated By :  Swaraj A. Jadhav

Processing Method Created On : 24-11-2018 13:34:29 Processing Method Last Updated On:  26-11-2018 09:47:03
Detection Alogrithm Chromeleon 6 Version 3

Detection Parameter

Ret. Time Param. Name Param. Value Inj. Type Channel
min
0.000 Minimum Area 50.0000 [Signal*min] Any All Channels
0.000 Valley To Valley ) On Any All Channels
0.000 Minimum Width 0.800 [min] Any All Channels
0.000 Minimum Height 500.000 [Signal] Any All Channels
3.697 Minimum Width 0.000 [min] Any All Channels
5.000 Minimum Width 0.250 [min] Any All Channels
5.500 Minimum Width 0.000 [min] Any All Channels
11.188 Minimum Height 17000.000 [Signal] Any All Channels
13.500 Minimum Height 500.000 [Signal] Any All Channels
14.712 Minimum Height 2000.000 [Signal] Any All Channels
26.000 Maximum Width 0.200 [min] Any All Channels
Peak Table
No. Peak Name Ret. Time

1 Unknown 3.800

2 Placebo 4.238

3 Hydrochlorothiazide 4715

4 Unknown 7.183

5 Unknown 9.645

6 Placebo 11.197

7 Impurity E 13.792

8 Ramipril 15.517

9 Unknown 17.080

10 Unknown 17.795

11 Impurity D 22,753

Swaraj Jadhav Page No. 4 of 32 Printed Time 26-Nov-2018 14:13Electronically Signed Document Swaraj Jadhav



Chromeleon 7.2.4.8525 HPLC-42_24-Nov-18_A/Processing Method

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Processing Method
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Chromeleon 7.2.4.8525

HPLC-42_24-Nov-18_A/Sys_suit.(USP)

Qroalty by Desigy |

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Product Name :-
Sample Name :-

Sample Number :-
Sample Type :-
Injection Volume :-

Vial Position :-

Column No. :-
Instrument ID. :-
Injection Date & Time :-

Analyst :-

Sequence Path :-

Ramithiazide Tablets
Standard Solution 1
3

Unknown

30.00 pL

1.2
QbD/LC/COL/128
QbD-INST-HPLC-42
24-11-2018 15:06:38

Swaraj Jadhav

Batch No. :-

AR. No. :-

Instrument Method :-

Instrument Method Created By :-
Instrument Method Created On :-
Processing Method :-

Processing Method Last Updated By :- Swaraj A. Jadhav
Processing Method Last Updated On :- 26-11-2018 09:47:03

Experiment Name:-

Wavelength:-

N/A
D2404181993
HPLC-42_Ramithiazide Tablet RS_Ij
Mahesh M Nikam
24-11-2018 13:24:48
Ramithiazide Tablets_ RS_PR

Robustness Inc Flow Rate (1.1 ml/min
210 nm

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-42 24-Nov-18 A seq

1.50,000 - 7 HPLC-42_24-Nov-18_A Standard Solution 1 #3 UV_VIS_1
1| HAU
1,25,000 4
1,00,000
o ]
< 3
2 ]
= 75,000 &
o 1 @
S &
© )
£ 1 e
2 50,000 ] e}"é\ &
< FS) @Q
] i o
] o W
25,000 | o7
1 ]
e .A, -
15,000 J L : min
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min A U*min Yo (EP/USP) (USP) (USP)
1 Hydrochlorothiazid 4.717 3586.857 61.36 1.14 6336 FALSE n.a.
2 Ramipril 15.513 2259.037 38.64 0.94 47570 FALSE 41.40
Swaraj Jadhav Page No. 6 of 32 Printed Time 26-Nov-2018 14:13 Electronically signed document Satish Dodtale



Chromeleon 7.2.4.8525 HPLC-42_24-Nov-18_A/Sys_suit.(USP)

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
Product Name :- Ramithiazide Tablets Batch No. :- N/A
Sample Name :- Standard Solution 2 AR. No. :- D2404181993
Sample Number :- 4 Instrument Method :- HPLC-42_Ramithiazide Tablet RS I
Sample Type :- Unknown Instrument Method Created By :- Mahesh M Nikam
Injection Volume :- 30.00 uLL Instrument Method Created On :- 24-11-2018 13:24:48
Vial Position :- 1.2 Processing Method :- Ramithiazide Tablets_ RS_PR
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhav
Instrument ID, :- QbD-INST-HPLC-42 Processing Method Last Updated On :- 26-11-2018 09:47:03
Injection Date & Time :- 24-11-2018 15:37:47 Experiment Name:- Robustness Inc Flow Rate (1.1 ml/min
Analyst :- Swaraj Jadhav Wavelength:- 210 nm
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-42 24-Nov-18 A.seq
1.50.000 - % HPLC-42 24-Nov- 18 A Standard Solution 2 #4 UV_VIS 1
S wau
1,25,000 4
1,00,000
)
3 : .
o 75,000 4 &
B 1203 &
& &
= ] &8
2 50,000 & &
< ] 3 &
o &
] we >
")
25,000 - [ &
1 1
| I R E M, IA | ‘I"Ar\
] min
-1 5'000 J r T T T T T T T T T T T T T T T T T T T T T T T T T T T 1
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min WAU*min % (EP/USP) (USP) (USP)
1 Hydrochlorothiazid 4.717 3604.715 61.46 1.15 6314 FALSE n.a.
2 Ramipril 15518 2260.725 38.54 0.94 47216 FALSE 41.30

Swaraj Jadhay Page No. 7 of 32 Printed Time 26-Nov-2018 14:13 Electronically signed document Satish Dodtale



Chromeleon 7.2.4.8525 HPLC-42_24-Nov-18_A/Sys_suit.(USP)

O hD QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
2calre by Dosign |
Product Name :- Ramithiazide Tablets Batch No. :- N/A
Sample Name :- Standard Solution 3 AR. No. :- D2404181993
Sample Number :- ) Instrument Method :- HPLC-42_Ramithiazide Tablet_RS_Ii
Sample Type :- Unknown Instrument Method Created By :- Mahesh M Nikam
Injection Volume :- 30.00 pL Instrument Method Created On :- 24-11-2018 13:24:48
Vial Position :- 152 Processing Method :- Ramithiazide Tablets RS_PR
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhav
Instrument ID, :- QbD-INST-HPLC-42 Processing Method Last Updated On :- 26-11-2018 09:47:03
Injection Date & Time :- 24-11-2018 16:08:56 Experiment Name:- Robustness Inc Flow Rate (1.1 ml/min
Analyst :- Swaraj Jadhav Wavelength:- 210 nm
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HHPLC-42 24-Nov-18 A.seq
- 1
1,50,000 - z HPLC-42_24-Nov-18 A Standard Solution 3 #5 UV_VIS 1
1] AU
1,25,000 -
1,00,000
= ]
< 4
= ] @
g 75,000—_ 6‘}6
= &
] o~
2 i ‘}0‘
8 50,000 & &
<< 1 & é‘Q
] " ,\Q—’b
25,000 i o
4 A i
E min
—15’000 i r o ¥ T T T T v T T X T T T T T T ¥ T T T T b T v T T : 1
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
T
Peak Peak Ret. Time Area Area [ Asymmetry Plates Manipulated Resolution
No. Name min ipAU*min % (EP/USP) (USP) (USP)
1 Hydrochlorothiazid 4.715 3596.818 61.47 1:15 6269 FALSE na. -
2 Ramipril 15.517 2254.840 38.53 0.94 46874 FALSE 41.16
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Chromeleon 7.2.4.8525 HPLC-42_24-Nov-18_A/Sys_suit.(USP)

O hD QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
@-alke by Ceiign :
Product Name :- Ramithiazide Tablets Batch No. :- N/A
Sample Name :- Standard Solution 4 AR. No. :- D2404181993
Sample Number :- 6 Instrument Method :- HPLC-42_Ramithiazide Tablet RS Iif
Sample Type :- Unknown Instrument Method Created By :- Mahesh M Nikam
Injection Volume :- 30.00 pL Instrument Method Created On :- 24-11-2018 13:24:48
Vial Position :- 152 Processing Method :- Ramithiazide Tablets_RS_PR
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhav
Instrument ID. :- QbD-INST-HPLC-42 Processing Method Last Updated On :- 26-11-2018 09:47:03
Injection Date & Time :- 24-11-2018 16:40:08 Experiment Name:- Robustness Inc Flow Rate (1.1 ml/mir
Analyst :- Swaraj Jadhav Wavelength:- 210 nm
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-42 24-Nov-18 A.seq
s s 7 HPLC-42_24-Nov-18_A Standard Solution 4 #6 UV VIS 1
© | wau
1,25,000
1,00,000 4
=}
‘{1‘ A ]
5 75,000 &
e &
c &
© ‘0
2 ] &°
2 50,000 ] & 5
< 1 ) (gs?
AV ‘\Q&
4 B q;\r
25,000 I &
] A ;
o AN J‘A!\
] min
71 5’000 5 r v ol L X T i3 ¥ N v T o * ¥ v T v x ¥ ¥ T v T Ld v T ¥ v - ¥ 1
0.0 50 10.0 15.0 20.0 25.0 30.0
Time [min]
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min MAU*min Yo (EP/USP) (USP) (USP)
1 Hydrochlorothiazid 4.722 3594271 60.40 1.15 6320 FALSE n.a.
2 Ramipril 15.527 2350.586 39.60 0.92 46466 FALSE 41.11

Swaraj Jadhav Page No. 9 of 32 Printed Time 26-Nov-2018 14:13 Electronically signed document Satish Dodtale



Chromeleon 7.2.4.8525

HPLC-42_24-Nov-18_A/Sys_suit.(USP

[@udty by Daitin

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Ramithiazide Tablets
Standard Solution 5

Product Name :-
Sample Name :-

Sample Number :- 7

Sample Type :- Unknown
Injection Volume :- 30.00 pL

Vial Position :- 1:2

Column No. :- QbD/LC/COL/128

Instrument ID. :- QbD-INST-HPLC-42
Injection Date & Time :- 24-11-2018 17:11:14

Analyst :- Swaraj Jadhav

Sequence Path :-

Batch No. :- N/A

AR. No. :- D2404181993
Instrument Method :-

Instrument Method Created By :-
Instrument Method Created On :-
Processing Method :-

Processing Method Last Updated By :- Swaraj A. Jadhav
Processing Method Last Updated On :- 26-11-2018 09:47:03

Mahesh M Nikam
24-11-2018 13:24:48

Experiment Name:-

Wavelength:- 210 nm

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-42 24-Nov-18 A.seq

HPLC-42_Ramithiazide Tablet RS _Id

Ramithiazide Tablets_RS_PR

Robustness Inc Flow Rate (1.1 ml/min

R % HPLC-42_24-Nov-18 A Standard Solution 5 #7 UV_VIS_1
T | wau
1,25,000
1,00,000
=
q: E
=< .
o 75,000 ¢
8 i &
© G
£ i ‘&0‘
2 50,000 o« N
< ] ) ((\\Q
] N> &
4 k‘:‘ W
25,000 4 A- n"%@
0 ; *L'[\—‘
] min
= 5‘000 r T T T T T T T T T T T T T T T T T T T T |
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min AU*min Yo (EP/USP) (USP) {USP)
1 Hydrochlorothiazid 4713 3600.321 60.72 1.14 6138 FALSE n.a.
2 Ramipril 15:515 2328.998 39.28 0.93 45785 FALSE 40.71

Swaraj Jadhav
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Chromeleon 7.2.4.8525 HPLC-42_24-Nov-18_A/Sys_suit.(USP

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
Product Name :- Ramithiazide Tablets Batch No. :- N/A
Sample Name :- Standard Solution 6 AR. No. :- D2404181993
Sample Number :- 8 Instrument Method :- HPLC-42_Ramithiazide Tablet RS Iy
Sample Type :- Unknown Instrument Method Created By :- Mahesh M Nikam
Injection Volume :- 30.00 uL Instrument Method Created On :- 24-11-2018 13:24:48
Vial Position :- 12 Processing Method :- Ramithiazide Tablets_RS_PR
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A, Jadhav
Instrument ID. :- QbD-INST-HPLC-42 Processing Method Last Updated On :-26-11-2018 09:47:03
Injection Date & Time :- 24-11-2018 17:42:23 Experiment Name:- Robustness Inc Flow Rate (1.1 ml/min
Analyst :- Swaraj Jadhav Wavelength:- 210 nm
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-42 24-Nov-18 A.seq
1 50000 7 HPLC-42 24-Nov-18 A Standard Solution 6 #8 UV_VIS_ 1
S| AU
1,25,000
1,00,000 4
B
< 4
a J
‘g‘ 75,000 A . &b"
5 oo
@ ] &
2 ] )
2 50,000 &0‘}\ &
< ] & 6‘\@
1 R &
i o 20
25,000 4 | o8
] A N
% | .
min
-1 5'000 J r T T T T T T T T T T T T T T T T T T T T T T T T T T T T T 1
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
T
Peak Peak Ret. Time Area Area [ Asymmetry Plates Manipulated Resolution
No. Name min mAU*min % (EP/USP) (USP) (USP)
1 Hydrochlorothiazid 4.713 3595.054 61.09 1.14 6090 FALSE n.a.
2 Ramipril 15.525 2290.007 3891 0.94 45611 FALSE 40.62

Swaraj Jadhav Page No. 11 of 32 Printed Time 26-Nov-2018 14:13 Electronically signed document Satish Dodtale



Chromeleon 7.2.4.8525

HPLC-42_24-Nov-18_A/Sys_suit.(USF

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Product Name :-
Sample Name :-
Sample Number :-
Sample Type :-
Injection Volume :-
Vial Position :-
Column No. :-
Instrument ID. :-
Injection Date & Time :-
Analyst :-
Sequence Path :-

Ramithiazide Tablets
Blank Solution

9

Unknown

30.00 pL

I 1
QbD/LC/COL/128
QbD-INST-HPLC-42
24-11-2018 18:13:31

Swaraj Jadhav

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-42 24-Nov-18_A.seq

Batch No. :- N/A

AR. No. :- D2404181993

Instrument Method :- HPLC-42_Ramithiazide Tablet_RS_Ij
Instrument Method Created By :- Mahesh M Nikam

Instrument Method Created On :- 24-11-2018 13:24:48

Processing Method :- Ramithiazide Tablets RS PR2

Processing Method Last Updated By :- Swaraj A. Jadhav

Processing Method Last Updated On :- 26-11-2018 14:10:56

Experiment Name:- Robustness Inc Flow Rate (1.1 ml/min|
Wavelength:- 210 nm

1.50.000 -2 HPLC-42_24-Nov-18_A Blank Solution #9 UV_VIS |

T wau

1,25,000 4

1,00,000 -
=3
3 )
o 75,000
] ]
&
£ ]
2 50,000
<

25,000 4
0] —
-15,000 2 min
r T T T v T T T T T T T T v T T T ¥ T T L |
0.0 50 10.0 15.0 20.0 25.0 30.0
Time [min]
T

Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min MAU*min % (EP/USP) (USP) (USP)

Swaraj Jadhav

Page No. 12 of 32 Printed Time 26-Nov-2018 14:13 Electronically signed document Satish Dodtale




Chromeleon 7.2.4.8525 HPLC-42_24-Nov-18_A/Sys_suit.(USP

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Ql) |

Qalty by Deiigy

Product Name :-
Sample Name :-

Instrument ID. :-
Injection Date & Time :-
Analyst :-

Sequence Path :-

Ramithiazide Tablets
Sample Solution

QbD-INST-HPLC-42
24-11-2018 18:44:40
Swaraj Jadhav

Batch No. :-
AR. No. :-

GP180301
D2404181993

Sample Number :- 10 Instrument Method :- HPLC-42_Ramithiazide Tablet RS_Ii
Sample Type :- Unknown Instrument Method Created By :- Mahesh M Nikam

Injection Volume :- 30.00 pL Instrument Method Created On :- 24-11-2018 13:24:48

Vial Position :- 13 Processing Method :- Ramithiazide Tablets_RS_PR
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhav

Processing Method Last Updated On :- 26-11-2018 09:47:03
Experiment Name:-

Wavelength:- 210 nm

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-42 24-Nov-18 Aseq

Robustness Inc Flow Rate (1.1 ml/min

st s B HPLC-42_24-Nov-18 A Sample Solution #10 UV_VIS 1
g >
1| ivAU \@&" @Q{‘ ‘\c\O
& & &
1.3e5 - & < o
1 & R A
S v
FS)
1.0e5 5 __rﬁ,
=y
q: E
3 ]
E 7.584-:
%
£
2 5.004 -
< P
S &
] NS & «°
2.5e4 - % OS¢
J *\9 S H
K% & 3
] @ M‘ﬂ i k
0.0e0 ' T ey
min
-1.5e4 j r T T T T T A
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min ImAU*min % (EP/USP) (USP) (USP)
1 Unknown 3812 107.583 0.01 0.95 6093 FALSE n.a.
2 Placebo 4238 6095.262 0.45 1.00 3894 FALSE 1.83
3 Hydrochlorothiazid 4.725 746906.982 54.84 1.17 3128 FALSE 1.60
4 Unknown 7.183 167.223 0.01 0.88 8688 FALSE 7.61
5 Unknown 9.645 416.074 0.03 1.48 7739 FALSE 6.59
6 Impurity E 13.792 435.111 0.03 1.01 97486 FALSE 13.48
7 Ramipril 15.330 567894.761 41.70 1.78 20511 FALSE 5.09
8 Unknown 17.080 533.704 0.04 1.00 59657 FALSE 4.94
9 Unknown 17.795 394.599 0.03 1.07 58943 FALSE 2.50
10 Impurity D 22.753 39026.096 2.87 1.03 38820 FALSE 13.13
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Chromeleon 7.2.4.8525 HPLC-42_24-Nov-18_A/Sys_suit.(USP)

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
@.al'te by Deiign
Product Name :- Ramithiazide Tablets Batch No. :- N/A
Sample Name :- Blank Solution AR. No. :- D2404181993
Sample Number :- 11 Instrument Method :- HPLC-42_Ramithiazide Tablet_RS_Ii
Sample Type :- Unknown Instrument Method Created By :- Mahesh M Nikam
Injection Volume :- 30.00 uL Instrument Method Created On :- 24-11-2018 13:24:48
Vial Position :- ) | Processing Method :- Ramithiazide Tablets_RS_PR2
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhav
Instrument ID. :- QbD-INST-HPLC-42 Processing Method Last Updated On :- 26-11-2018 14:10:56
Injection Date & Time :- 24-11-2018 19:15:50 Experiment Name:- Robustness Inc Flow Rate (1.1 ml/mir
Analyst :- Swaraj Jadhav Wavelength:- 210 nm
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-42 24-Nov-18 A.seq
- .
1,560,000 - 2 HPLC-42_24-Nov-18 A Blank Solution #11 UV_VIS_1
1| HAU
1,25,000
1,00,000
=
<
=1 ]
2 75,000
3 ]
g ]
2 50,000
<
25,000
04—
] min
-1 5'000 i T ¥ T T T T T T T T T T T T T T T T T T T T T T T T T T T 1
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min A U*min Y% (EP/USP) (USP) (USP)
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Chromeleon 7.2.4.8525 HPLC-42_24-Nov-18_A/Sys_suit.(USP)

Q: : QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
T
Product Name :- Ramithiazide Tablets Batch No. :- N/A
Sample Name :- Bracketing Standard Solution AR. No. :- D2404181993
Sample Number :- 12 Instrument Method :- HPLC-42_Ramithiazide Tablet_RS_li
Sample Type :- Unknown Instrument Method Created By :- Mahesh M Nikam
Injection Volume :- 30.00 pL Instrument Method Created On :- 24-11-2018 13:24:48
Vial Position :- 1.2 Processing Method :- Ramithiazide Tablets_RS_PR
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhav
Instrument ID. :- QbD-INST-HPLC-42 Processing Method Last Updated On :- 26-11-2018 09:47:03
Injection Date & Time :- 24-11-2018 19:47:00 Experiment Name:- Robustness Inc Flow Rate (1.1 ml/min
Analyst :- Swaraj Jadhav Wavelength:- 210 nm
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-42 24-Nov-18 A seq
1.50.000 - 3 HPLC-42_24-Nov-18 A Bracketing Standard Solution #12 UV_VIS_1
R | VY
1,25,000
1,00,000
= ]
< 4
2 : o
g 75,000 . \‘a‘}b
c &
© ] O
£ ©
- >
2 50,0001 N >
<< & &Q
_ N &
A
< ho J""
25,000 - I 3
| A N
0- WEEY i, ‘LAI\
] min
=15,000 - f L T T T g T T T T T T L T T T ¥ T ¥ T J T ‘ T ¥ ¥ 1
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min WMAU*min % (EP/USP) (USP) (USP).
1 Hydrochlorothiazid 4718 3596.931 61.31 1.13 6117 FALSE n.a.
2 Ramipril 15.525 2269.591 38.69 0.94 45027 FALSE 40.48
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Chromeleon 7.2.4.8525 HPLC-42_24-Nov-18_A/Processing Method

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Processing Method
Ramithiazide Tablets RS PR1
Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-42_24-Nov-18_A seq
Processing Method Last Updated By :  Swaraj A. Jadhav
Processing Method Last Updated On:  26-11-2018 10:16:50

Processing Method Name :
Processing Method Path :
Processing Method Created By : Swaraj A. Jadhav

Processing Method Created On : 24-11-2018 13:34:29

Detection Alogrithm Chromeleon 6 Version 3

Detection Parameter

Swaraj Jadhav

Ret. Time Param. Name Param. Value Inj. Type Channel
min
0.000 Minimum Area 50.0000 [Signal*min] Any All Channels
0.000 Valley To Valley On Any All Channels
0.000 Minimum Width 0.800 [min] Any All Channels
4.397 Minimum Width 0.000 [min] Any All Channels
5.000 Minimum Width 0.250 [min] Any All Channels
5.500 Minimum Width 0.000 [min] Any All Channels
12.500 Minimum Height 10000.000 [Signal] Any All Channels
14.000 Valley To Valley Off Any All Channels
14.200 Minimum Height 0.000 [Signal Any All Channels
14.712 Minimum Height 1100.000 [Signal Any All Channels
15.648 Valley To Valley On Any All Channels
27.000 Maximum Width 0.000 [min] Any All Channels
Peak Table
No. Peak Name Ret. Time

1 Unknown 4.643

2 Placebo 5.148

3 Hydrochlorothiazide 5.740

4 Unknown 8.740

5 Unknown 12.162

6 Impurity E 15.208

7 Ramipril 17.257

8 Unknown 19.227

9 Unknown 20.057

10 Impurity D 26.033
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Chromeleon 7.2.4.8525 HPLC-42_24-Nov-18_A/Processing Method

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Processing Method
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Chromeleon 7.2.4.8525

HPLC-42_24-Nov-18_A/Sys_suit.(USP)

obol

231k by Cedige

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Product Name :-
Sample Name :-
Sample Number :-
Sample Type :-
Injection Volume :-
Vial Position :-
Column No. :-
Instrument ID, :-

Injection Date & Time :-

Analyst :-
Sequence Path :-

Ramithiazide Tablets
Blank Solution

13

Unknown

30.00 pL

11
QbD/LC/COL/128
QbD-INST-HPLC-42
24-11-2018 20:18:10
Swaraj Jadhav

Batch No. :-
AR. No. :-
Instrument Method :-

Instrument Method Created By :-
Instrument Method Created On :-

Processing Method :-

N/A
D2404181993

HPLC-42 Ramithiazide Tablet RS [J

Mahesh M Nikam
24-11-2018 13:25:54

Ramithiazide Tablets_RS_PR1

Processing Method Last Updated By :- Swaraj A. Jadhav
Processing Method Last Updated On :- 26-11-2018 10:16:50

Experiment Name:-

Wavelength:-

Robustness Dec Flow Rate (0.9 ml/mi

210 nm

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-42_24-Nov-18 A seq

1.50,000 - 7 HPLC-42 24-Nov-18 A Blank Solution #13 Uv_VIS 1
1| wAU
1,25,000 4
1,00,000 4
=
g :
= 75,000 -
] ]
5
£ 1
3 50,000
2 ]
25,000 4
0 IS
-15,000 ! . ' b
0.0 5.0 10.0 15.0 20.0 25I.0 301.0
Time [min]
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min IMAU*min %o (EP/USP) (USP) (USP)

Swaraj Jadhav
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Chromeleon 7.2.4.8525 HPLC-42_24-Nov-18_A/Sys_suit.(USP)

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
.aft by Ceiigy
Product Name :- Ramithiazide Tablets Batch No. :- N/A
Sample Name :- Blank Solution AR. No. :- D2404181993
Sample Number :- 14 Instrument Method :- HPLC-42_Ramithiazide Tablet_RS_I3
Sample Type :- Unknown Instrument Method Created By :- Mahesh M Nikam
Injection Volume :- 30.00 pL Instrument Method Created On :- 24-11-2018 13:25:54
Vial Position :- 1.1 Processing Method :- Ramithiazide Tablets_RS_PR1
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhav
Instrument ID. :- QbD-INST-HPLC-42 Processing Method Last Updated On :-26-11-2018 10:16:50
Injection Date & Time :- 24-11-2018 20:49:20 Experiment Name:- Robustness Dec Flow Rate (0.9 ml/mi
Analyst :- Swaraj Jadhav Wavelength:- 210 nm
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-42 24-Nov-18 A seq
?ﬂ 5 E i .
1,560,000 - 7 HPLC-42_24-Nov-18_A Blank Solution #14 UV_VIS_1
1| AU
1,25,000 S
1,00,000 4
=}
<
=%
% 75,000
8 ]
@
£ ]
2 50,000
2 ]
25,000
04 v
] min
=1 5'000 “r T T T T T T T T T T T T T T T T T T T T T T T T T T T T T 1
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min WAU*min % (EP/USP) (USP) (USP)
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Chromeleon 7.2.4.8525

HPLC-42 24-Nov-18_A/Sys_suit,(USP)

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Instrument ID. :-

QbD-INST-HPLC-

Ramithiazide Tablets Batch No. :-

42 Processing Method Last Updated On :- 26-11-2018 10:16:50

N/A
D2404181993

HPLC-42_Ramithiazide Tablet_RS_DJ

Mahesh M Nikam
24-11-2018 13:25:54

Ramithiazide Tablets_RS_PR1

Product Name :-

Sample Name :- Blank Solution AR. No. :-

Sample Number :- 15 Instrument Method :-

Sample Type :- Unknown Instrument Method Created By :-

Injection Volume :- 30.00 pL Instrument Method Created On :-

Vial Position :- 1541 Processing Method :-

Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhav

Injection Date & Time :- 24-11-2018 21:20:30 Experiment Name:- Robustness Dec Flow Rate (0.9 ml/mi
Analyst :- Swaraj Jadhav Wavelength:- 210 nm
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-42 24-Nov-18 A seq
1.50,000 - 3 HPLC-42_24-Nov-18_A Blank Solution #15 UV_VIS_ 1
1| IWAU
1,25,000
1,00,000
5
< :
a ]
& 75,000
8 |
E ]
2 50,000
= ]
25,000 4
o
j- min
5000 e — —— — e ——— T ]
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min (pAU*min Yo (EP/USP) (USP) (USP)

Swaraj Jadhav
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Chromeleon 7.2.4,8525 HPLC-42_24-Nov-18_A/Sys_suit.(USP

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Ramithiazide Tablets
Standard Solution 1

Product Name :-
Sample Name :-

Instrument ID. :- QbD-INST-HPLC-42
Injection Date & Time :- 24-11-2018 21:51:39

Analyst :- Swaraj Jadhav

Sequence Path :-

Batch No. :- N/A
AR. No. ;- D2404181993

Sample Number :- 16 Instrument Method :- HPLC-42_Ramithiazide Tablet_RS_I
Sample Type :- Unknown Instrument Method Created By :- Mahesh M Nikam

Injection Volume :- 30.00 puL Instrument Method Created On :- 24-11-2018 13:25:54

Vial Position :- 152, Processing Method :- Ramithiazide Tablets_RS_PRI
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhav

Processing Method Last Updated On :-26-11-2018 10:16:50
Experiment Name:-

Wavelength:- 210 nm

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-42 24-Nov-18 A.seq

Robustness Dec Flow Rate (0.9 ml/mi

1.50.600 < % HPLC-42_24-Nov-18 A Standard Solution 1 #16 UV_VIS 1
| AU
1,25,000
1,00,000 4
& ]
<
E* ]
% 75,0004 o
&
5 &
£ 1 «
o] 1 >
2 50,000 7 c’@‘" \Q&
< & &
] » -
] P o
25,000 - | AV
] l'\
: A #
0 ST U
] min
-15,000 - r T T T T T T T T T T T T T T 1
0.0 50 10.0 15.0 20.0 25.0 30.0
Time [min]
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min HAU*min %o (EP/USP) (USP) (USP)
1 Hydrochlorothiazid 5.740 4404.299 60.66 1.16 5960 FALSE n.a.
2 Ramipril 17.257 2856.396 39.34 0.92 41776 FALSE 36.27

Swaraj Jadhav
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Chromeleon 7.2.4.8525 HPLC-42_24-Nov-18_ A/Sys_suit.(USP)

i)B ’ QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
Q.alty by L‘|1
Product Name :- Ramithiazide Tablets Batch No. :- N/A
Sample Name :- Standard Solution 2 AR. No. :- D2404181993
Sample Number :- 17 Instrument Method :- HPLC-42_Ramithiazide Tablet_RS_[J
Sample Type :- Unknown Instrument Method Created By :- Mahesh M Nikam
Injection Volume :- 30.00 L Instrument Method Created On :- 24-11-2018 13:25:54
Vial Position :- 1:2 Processing Method :- Ramithiazide Tablets_ RS PRI
Column No, :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhav
Instrument ID. :- QbD-INST-HPLC-42 Processing Method Last Updated On :- 26-11-2018 10:16:50
Injection Date & Time :- 24-11-2018 22:22:48 Experiment Name:- Robustness Dec Flow Rate (0.9 ml/mi
Analyst :- Swaraj Jadhav Wavelength:- 210 nm
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-42 24-Nov-18 A.seq
PRI 7 HPLC-42_24-Nov-18_A Standard Solution 2 #17 UV_VIS_1
RS | 7T
1,25,000 -
1,00,000 -
=
< 4
3 ]
s 75,000 4 &
8 ] &
c &
i o
2 ] o
8 50,000 &o""’ S
< ] < &
’\9 <
25,000 4 ,\?‘?
4 A I'\
] i
0-_' —— T I
] min
A0
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min AU*min % (EP/USP) (USP) (USP)
1 Hydrochlorothiazid 5.742 4405.378 60.85 L7 5948 FALSE n.a.
2 Ramipril 17.258 2834.906 39.15 0.92 41590 FALSE 36.20
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Chromeleon 7.2.4.8525

HPLC-42_24-Nov-18_A/Sys_suit.(USP)

.-.

Q.alte by Ceiigy

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Product Name :-
Sample Name :-
Sample Number :-
Sample Type :-
Injection Volume :-
Vial Position :-
Column No. :-
Instrument ID. :-

Injection Date & Time :-

Analyst :-
Sequence Path :-

Ramithiazide Tablets
Standard Solution 3
18

Unknown

30.00 pL

1.2
QbD/LC/COL/128
QbD-INST-HPLC-42
24-11-2018 22:53:56

Swaraj Jadhav

Batch No. :- N/A

AR. No. :- D2404181993
Instrument Method :-

Instrument Method Created By :-
Instrument Method Created On :-
Processing Method :-

Processing Method Last Updated By :- Swaraj A. Jadhav
Processing Method Last Updated On :- 26-11-2018 10:16:50

Mahesh M Nikam
24-11-2018 13:25:54

Experiment Name:-

Wavelength:- 210 nm

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-42 24-Nov-18 A.seq

HPLC-42_Ramithiazide Tablet RS [

Ramithiazide Tablets_RS_PR1

Robustness Dec Flow Rate (0.9 ml/mi

4 50,000 > 7 HPLC-42_24-Nov-18_A Standard Solution 3 #18 UV_VIS_1
T | mAu
1,25,000
1,00,000
=
x 4
= i
g 75000 W
2 50,000 & N
< FS) &8
] *
] G;,\b' &
25,000 4 | A¥
] /\ N
1 ] Z &
0 1 T T
-15,000 4 min
r T T T T T T T T T T T T T 1
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
T
Peak Peak Ret. Time Area Area [ Asymmetry Plates Manipulated Resolution
No. Name min 'nAU*min % (EP/USP) (USP) (USP)
1 Hydrochlorothiazidg 5.745 4401.963 60.55 1.16 5949 FALSE n.a.
2 Ramipril 17.260 2868.118 39.45 0.92 41240 FALSE 36.10

Swaraj Jadhav
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Chromeleon 7.2.4.8525

HPLC-42_24-Nov-18_A/Sys_suit.(USP'

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Product Name :-

Sample Name :-

Sample Number :-
Sample Type :-

Injection Volume :-

Vial Position :-

Column No. :-
Instrument ID, :-
Injection Date & Time :-

Analyst :-

Sequence Path :-

Ramithiazide Tablets
Standard Solution 4

19
Unknown
30.00 pL.
L2

QbD/LC/COL/128
QbD-INST-HPLC-42
24-11-2018 23:25:04

Swaraj Jadhav

Batch No. :-

AR. No. :-

Instrument Method :-

Instrument Method Created By :-
Instrument Method Created On :-
Processing Method :-

Processing Method Last Updated By :- Swaraj A. Jadhav

N/A
D2404181993

Processing Method Last Updated On :- 26-11-2018 10:16:50
Robustness Dec Flow Rate (0.9 ml/mi

Experiment Name:-

Wavelength:- 210 nm

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-42 24-Nov-18 A.seq

HPLC-42_Ramithiazide Tablet RS T3
Mahesh M Nikam

24-11-2018 13:25:54

Ramithiazide Tablets_RS_PRI1

1 50.000 18 HPLC-42 24-Nov-18 A Standard Solution 4 #19 UV_VIS_I
R | Y
1,25,000 4
1,00,000
=
q: 4
= 4
= ] @
@ 75,000 _@1}6
5 &
£ «
o 1 SO
2 50,000 &o" &
< 3) S
\i &
1 L &
d q;.\ h‘b
25,000 - | AY
' A I"
0-_ ————— 1 T T
] min
-15,000 -} - - - - —
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min A U*min %o (EP/USP) (USP) (USP)
1 Hydrochlorothiazid 5.743 4414.646 60.65 1.16 5891 FALSE n.a.
2 Ramipril 17.248 2864.030 39.35 0.92 41147 FALSE 35.98
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Chromeleon 7.2.4.8525

HPLC-42_24-Nov-18_A/Sys_suit.(USP)

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Analyst :-

Product Name :-
Sample Name :-

Instrument ID. :-
Injection Date & Time :- 24-11-2018 23:56:15

Sequence Path :-

Ramithiazide Tablets
Standard Solution 5

Sample Number :- 20

Sample Type :- Unknown
Injection Volume :- 30.00 pL.

Vial Position :- L2

Column No. :- QbD/LC/COL/128

QbD-INST-HPLC-42

Swaraj Jadhav

Batch No. :-
AR. No. :-
Instrument Method :-

Instrument Method Created By :-
Instrument Method Created On :-

Processing Method :-

Processing Method Last Updated By :- Swaraj A. Jadhav
Processing Method Last Updated On :- 26-11-2018 10:16:50

Experiment Name:-

‘Wavelength:-

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-42 24-Nov-18_A.seq

N/A
D2404181993
HPLC-42_Ramithiazide Tablet_RS_[J
Mahesh M Nikam

24-11-2018 13:25:54
Ramithiazide Tablets_RS_PR1

Robustness Dec Flow Rate (0.9 ml/mi
210 nm

T 3 HPLC-42_24-Nov-18 A Standard Solution 5 #20 UV_VIS_ 1
o 1| ivAU
1,25,000
1,00,000 4
= 1
<C
== 4
= 75000 J
8 - &
g &
5] 1 o
2 50,000 & 2
2 ] .;b N
& &
] AW o
25,000 i P
\ .8
0: [ 1 T I
] min
-1 5’000 “r T T T T T T T T T T T 1
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min IMAU*min %o (EP/USP) (USP) (USP)
1 Hydrochlorothiazid 5.743 4419.398 61.11 1.16 5952 FALSE n.a.
2 Ramipril 17.243 2812913 38.89 0.92 41128 FALSE 36.06

Swaraj Jadhav

Page No. 25 of 32 Printed Time 26-Nov-2018 14:13 Electronically signed document

Satish Dodtale



Chromeleon 7.2.4.8525

HPLC-42_24-Nov-18_A/Sys_suit.(USP)

al

Q.al™y by Ceiige |

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Product Name :-
Sample Name :-

Sample Number :-
Sample Type :-
Injection Volume :-

Vial Position :-

Column No. :-
Instrument ID, :-
Injection Date & Time :-

Analyst :-

Sequence Path :-

Ramithiazide Tablets
Standard Solution 6

21

Unknown

30.00 pL.

12
QbD/LC/COL/128

QbD-INST-HPLC-42
25-11-2018 00:27:22

Swaraj Jadhav

Batch No. :-

AR. No. :-

Instrument Method :-

Instrument Method Created By :-
Instrument Method Created On :-
Processing Method :-

Processing Method Last Updated By :-
Processing Method Last Updated On :- 26-11-2018 10:16:50

Experiment Name:-

Wavelength:-

N/A

D2404181993

HPLC-42 Ramithiazide Tablet RS [J
Mahesh M Nikam

24-11-2018 13:25:54

Ramithiazide Tablets RS_PRI
Swaraj A. Jadhav

Robustness Dec Flow Rate (0.9 ml/mi
210 nm

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-42_24-Nov-18 A seq

. % HPLC-42 24-Nov-18 A Standard Solution 6 #21 UV_VIS_1
S [
1,25,000 -
1,00,000 -
D
< 4
=1 ]
5 75,000 @
8 - &
= X
© o\'
2 ] o
2 50,000 t,‘.-f*' 'S
<< & é\Q
'\';‘b bf?q?
25,000 i AV
] IA o
0-: s T T
-15'000:r T T T T T 'mln 1
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min AU*min %o (EP/USP) (USP) (USP)
1 Hydrochlorothiazidd 5.743 4411.327 60.97 1.16 5918 FALSE n.a.
2 Ramipril 17.245 2824.345 39.03 0.92 40818 FALSE 35.94-

Swaraj Jadhav
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Chromeleon 7.2.4.8525 HPLC-42_24-Nov-18_A/Sys_suit.(USP)

L QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
Q.-alty by Cwig |
Product Name :- Ramithiazide Tablets Batch No. :- N/A
Sample Name :- Blank Solution AR. No. :- D2404181993
Sample Number :- 22 Instrument Method :- HPLC-42_Ramithiazide Tablet_RS_[]
Sample Type :- Unknown Instrument Method Created By :- Mahesh M Nikam
Injection Volume :- 30.00 pL. Instrument Method Created On :- 24-11-2018 13:25:54
Vial Position :- 1_1 Processing Method :- Ramithiazide Tablets RS PR1
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhav
Instrument ID. :- QbD-INST-HPLC-42 Processing Method Last Updated On :- 26-11-2018 10:16:50
Injection Date & Time :- 25-11-2018 00:58:32 Experiment Name:- Robustness Dec Flow Rate (0.9 ml/mi
Analyst :- Swaraj Jadhav Wavelength:- 210 nm
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-42_24-Nov-18 A seq

1.50,000 - B HPLC-42_24-Nov-18 A Blank Solution #22 UV_VIS_1

1| AU

1,25,000 4

1,00,000 1
=3
< ]
=Y ]
E 75,000
&
8 )}
2 50,000 ]
2 ]

25,000 -

(V| e
] min
-1 5'000 . r T v bl T T T J v T T T T T T T T 4 T T T T T v T T T ¥ Y Y 1
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]

Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min ImAU*min % (EP/USP) (USP) (USP).
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Chromeleon 7.2.4.8525

HPLC-42_24-Nov-18_A/Sys_suit.(USP)

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Product Name :-
Sample Name :-
Sample Number :-
Sample Type :-
Injection Volume :-
Vial Position :-
Column No. :-
Instrument ID., :-

Analyst :-

Sequence Path :-

Injection Date & Time :-

Ramithiazide Tablets
Sample Solution

23

Unknown

30.00 pL

113
QbD/LC/COL/128
QbD-INST-HPLC-42
25-11-2018 01:29:40
Swaraj Jadhav

Batch No. :-
AR. No. :-

Instrument Method :-

Instrument Method Created By :-
Instrument Method Created On :-

Processing Method :-
Processing Method Last Updated By :- Swaraj A. Jadhav
Processing Method Last Updated On :- 26-11-2018 10:16:50

Experiment Name:-

Wavelength:-

GP180301
D2404181993

HPLC-42_Ramithiazide Tablet RS _[J

Mahesh M Nikam
24-11-2018 13:25:54

Ramithiazide Tablets RS PRI

Robustness Dec Flow Rate (0.9 ml/mi

210 nm

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-42 24-Nov-18 A seq

o 7 HPLC-42 24-Nov-18 A Sample Solution #23 UV_VIS_1
’ 1l Al 2 D <
1| iRAU \'obb (‘.‘\é\ {s\
i S < &
1.3e5 - & & o
1 & K% 3
& o’
] FS)
1.0e5 4 s
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E‘ 7.584-:
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2 5.0e4
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254 k
O,DeO: T 1 g T
] min
-1.5e4 - r T T T T T 1
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min IWAU*min Yo (EP/USP) (USP) (USP)
1 Unknown 4.643 176.422 0.01 0.77 3155 FALSE n.a.
2 Placebo 5.148 7300.957 0.44 0.89 3911 FALSE 1.72
3 Hydrochlorothiazidd 5.735 926461.808 55.44 1.23 3026 FALSE 1.57
4 Unknown 8.740 206.120 0.01 0.89 8593 FALSE 7.57
D Unknown 12.162 767.964 0.05 0.94 13528 FALSE 8.60
6 Impurity E 15.208 519.261 0.03 1.32 88340 FALSE 9.78
b Ramipril 16.983 686172.771 41.06 1.84 17464 FALSE 494 -
8 Unknown 19.227 828.870 0.05 1.55 51162 FALSE 5.25
9 Unknown 20.057 524.004 0.03 1.01 52523 FALSE 241
10 Impurity D 26.033 48004.230 2.87 1.04 37553 FALSE 13.47
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Chromeleon 7.2.4.8525 HPLC-42_24-Nov-18_A/Sys_suit.(USP)

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
D alty . l!-a:i1
Product Name :- Ramithiazide Tablets Batch No. :- N/A
Sample Name :- Blank Solution AR. No. :- D2404181993
Sample Number :- 24 Instrument Method :- HPLC-42_Ramithiazide Tablet RS [}
Sample Type :- Unknown Instrument Method Created By :- Mahesh M Nikam
Injection Volume :- 30.00 pL Instrument Method Created On :- 24-11-2018 13:25:54
Vial Position :- Ll Processing Method :- Ramithiazide Tablets_ RS_PRI
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhav
Instrument ID. :- QbD-INST-HPLC-42 Processing Method Last Updated On :-26-11-2018 10:16:50
Injection Date & Time :- 25-11-2018 02:00:50 Experiment Name:- Robustness Dec Flow Rate (0.9 ml/mi
Analyst :- Swaraj Jadhav Wavelength:- 210 nm
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-42 24-Nov-18_A.seq
!! i 5 ¥ -
1.50,000 - 2 HPLC-42 24-Nov-18_A Blank Solution #24 UV_VIS_ 1
1| inAU
1,25,000
1,00,000 4
= ]
< 4
= 4
E‘ 75.000—_
&
€ ]
2 50,000 -
2 ]
25,000
0 F—————
] min
'1510"0'....=.....,.......,,.........]
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min WAU*min Yo (EP/USP) (USP) (USP)
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Chromeleon 7.2.4.8525 HPLC-42_24-Nov-18_A/Sys_suit.(USP

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
Product Name :- Ramithiazide Tablets Batch No. :- N/A
Sample Name :- Bracketing Standard Solution AR. No. :- D2404181993
Sample Number :- 25 Instrument Method :- HPLC-42_Ramithiazide Tablet_RS_IJ
Sample Type :- Unknown Instrument Method Created By :- Mahesh M Nikam
Injection Volume :- 30.00 pL. Instrument Method Created On :- 24-11-2018 13:25:54
Vial Position :- 1.2 Processing Method :- Ramithiazide Tablets RS_PR1
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhav
Instrument ID. :- QbD-INST-HPLC-42 Processing Method Last Updated On :- 26-11-2018 10:16:50
Injection Date & Time :- 25-11-2018 02:31:57 Experiment Name:- Robustness Dec Flow Rate (0.9 ml/mi
Analyst :- Swaraj Jadhav Wavelength:- 210 nm
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HHPLC-42_24-Nov-18 A seq
1.50.000 ~ % HPLC-42_24-Nov-18_A Bracketing Standard Solution #25 UV_VIS_ 1
C | mAv
1,25,000 4
1,00,000
2
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E’ 75,000 7 6}&
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] min
-15,000 - r T T T T T T T T T T T T T T T T T T T T T T T T T T T T T 1
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min (pAU*min % (EP/USP) (USP) (USP)
1 Hydrochlorothiazid 5.732 4425379 60.71 1.16 5890 FALSE n.a.
2 Ramipril 17.220 2864.456 39.29 0.92 40303 FALSE 35.80
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Chromeleon 7.2.4.8525

HPLC-42_24-Nov-18_A/Sys_suit.(USP’

Ql '{__;;"

Q.alte by Ceiign

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Analyst :-

Product Name :-
Sample Name :-
Sample Number :-
Sample Type :-
Injection Volume :-
Vial Position :-
Column No. :-
Instrument ID. :-
Injection Date & Time :-

Sequence Path :-

metod created

Wash

26

Unknown

30.00 pLL

1151
QbD/LC/COL/128
QbD-INST-HPLC-42
25-11-2018 03:02:45

Swaraj Jadhav

Batch No. :- N/A

AR. No. :- D2404181993

Instrument Method :- Wash method _HPLC 42
Instrument Method Created By :- Ravi R Birajdar

Instrument Method Created On :- 29-04-2017 12:40:44
Processing Method :- Ramithiazide Tablets_RS_PRI

Processing Method Last Updated By :- Swaraj A. Jadhav
Processing Method Last Updated On :- 26-11-2018 10:16:50
Experiment Name:- N/A

Wavelength:- 210 nm

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-42_24-Nov-18 A seq

Channel UV_VIS_1 is not available for injection #26 - Wash.

Peak

Peak

Area

Asymmetry Plates Manipulated Resolution

No.

Name

Ret. Time Area
min n.a.

%

(EP/USP) (USP) (USP)
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Chromeleon 7.2.4.8525

HPLC-42_24-Nov-18_A/Sys_suit.(USP)

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
Product Name :- metod created Batch No. :- N/A
Sample Name :- Shut AR. No. :- D2404181993
Sample Number :- 27 Instrument Method :- Shut method HPLC 42
Sample Type :- Unknown Instrument Method Created By :- Ravi R Birajdar
Injection Volume :- 30.00 pL Instrument Method Created On :- 16-03-2017 12:39:53
Vial Position :- 1 |58 | Processing Method :- Ramithiazide Tablets RS_PR1
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhav
Instrument ID. :- QbD-INST-HPLC-42 Processing Method Last Updated On :-26-11-2018 10:16:50
Injection Date & Time :- 25-11-2018 04:03:20 Experiment Name:- N/A
Analyst :- Swaraj Jadhav Wavelength:- 210 nm
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-42_24-Nov-18 A seq
Channel UV_VIS_1 is not available for injection #27 - Shut.
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name i

Swaraj Jadhav

min n.a. % (EP/USP) (USP) (USP)
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