ASSAY METHOD VALIDATION

Product name : [Ramithiazide Tablet [ 9-Jun-17
Strength | g o mipril and Hydrochloroth
:|GP170402
Accuracy of Ramipril
LNB No./Pg. No.:[419/038
Lable claim (mg) : |10
Name of standard | Standard purity(%e,
Ramipril | 998
Soge 2549 | mg of Std diluted to | 25 | mL with dil
Stdurd sstation: 20 | mi diluted 1o | 100 |t with diluent
Replicates RT of HCTZ Area of HCTZ RT of Ramipril Area of Ramipril
1 2176 7042617 4.026 9271.924
2 2176 7025947 1022 9284.789
3 2175 7029365 1022 9267.970
1 2176 7039472 1022 9256825
s 2176 7034.604 4019 9277329
[ 2177 T038.449 4.020 9256162
Bkt std 2178 7035057 4028 9366461
Average 2176 7035073 4023 283 066,
SD 0.00 583 0.00 3820
“%RSD 0.04 0.08 0.08 041
System suitability results of Ramipril
% RSD 041 NMT 2.0 %
Therotical plates of Ramipril 5629 NLT 2000
Tailing factor of Ramipril 110 NMT 2.0
Level Level (%) Standard wt in mg Diluted fo volume (mL) | Taken Solution From Diluted to volume Actual Concentration
1 50 12.88 250 10.3
2 50 1274 250 5.0 25 102
3 50 12.95 250 50 35 04
1 100 25.07 250 5.0 25 201
2 100 25.14 250 50 25 2001
3 100 2510 250 5.0 25 20,1
1 150 3758 250 50 5 301
2 150 37.56 250 50 25 30,0
3 150 3763 250 50 25 301
A“""::,'/:-;' L Sample Placeho weight (mg) Amount added(ppm) Area “"“"':‘;;:;"”"’" % Recovery Mean % Recovery % RSD
Sample | 46798 10.30 4774975 10.47 1016
50 Sample 2 465.83 10.19 4701.765 1031 1011 1015 031
Humglc 3 466,32 10.36 4807 576 10.54 1017
Snwlc 1 464.60 20.06 9199.755 20.17 100.6
100 Sample 2 465,01 2011 9192.101 2015 100.2 100.4 0.18
Sample 3 465.13 2008 9191.341 2015 100.3
Sample 1 464 49 30.06 13497348 29.59 98.4
150 Sample 2 466,10 3005 13552427 2971 989 985 036
Sample 3 464.27 3010 13483.137 29.56 98.2
;- i
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ASSAY METHOD VALIDATION

Product name ;| Ramithi Tablet Analysis Date:]  9-Jun-17__|
Ramipril and
Strength : |Hydrochlorothiazide
B. No. : | GP170402
Parameter :| Accuracy of Hydrochlorothiazide
L Lableclaim (mg):|12.5
[ Nameof | purity(%) |
HCTZ. | 99.9 ]
Standard solution: | 2323 [ mgorsudiuedo | 25 [
| 25 | ml diluted to 100/ |
Replicates RT of HCTZ Area of HCTZ RT of Ramipril Area of Ramipril
1 2176 7042617 4.026 9271.924
2 2176 7025.948 4.022 9284.789
3 2.175 7029.365 4.022 9267.970
4 2176 7039.472 4.022 9256.825
5 2.176 7034.604 4.019 9277.329
3 2.177 7038.449 4.020 9256.162
Bkt std 2.178 7035.057 4.028 9366.461
Average 2176 7035.073 4.023 9283.066
SD 0.00 5.83 0.00 3820
%RSD 0.04 0.08 0.08 0.41
System suitability results of Hydrochlorothiazide
% RSD 0.08 NMT 2.0 %
Therotical plates of HCTZ 3873 NLT 2000
Tailing factor of of HCTZ 129 NMT 2.0
Preparation of Accuracy level
Level Level (%) Standard weinmg | Diluted (0 volume (L) | ey S Lo D""“ﬁ:""“"“ e f;;’:;‘""“"'
] 50 15.86 250 5.0 25 12.7
2 50 15.88 250 50 25 127
3 S0 15.83 250 5.0 25 12.7
1 100 3161 250 5.0 25 253
2 100 3149 250 50 25 252
3 100 31.55 250 50 25 25.2
! 150 46.95 250 5.0 25 376
2 150 46,88 250 50 25 375
3 150 46.82 250 5.0 25 375
"“";’;::’ Bvel Sumple Placebo weight (mg) Amount added(ppm) Area ""‘"":’;g"‘" % Recovery Mean % Recovery % RSD
Sample | 467.98 1269 3507.590 12.57 99.0
50 Sample 2 465.83 12.70 3523.651 1262 99.4 99.4 031
“Sample 3 466,32 12.66 3522.441 1262 99.7
Sample | 464.60 25.29 7032.703 25.20 99.6
100 Sample 2 465.01 25.19 7014.152 2513 99.8 99.7 0.07
Sample 3 46513 25.24 7029.037 2518 998
Sample | 464.49 3756 10364.950 37.13 98.9
150 Sample 2 466.10 37.50 10418.452 37.33 995 99.3 0.36
Sample 3 464.27 37.46 10393.905 37.24 99.4
!
Done by: Checked by: 5
Date: Date: i ﬁw" ! 'r
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Instrument Method: Ramithiazide Assay- HPLC_ 04 Overview
Last Update Operator: Santosh Padmere

Name Ramithiazide Assay- HPLC_ 04
Data Vault QbD_2017
Path chrom://iqbdser03/QbD_2017/Method Validation/Generic Health

Care/Ramithiazide Tablets/Assay/09-Jun-17_HPLC
04.seg/Ramithiazide Assay- HPLC_ 04.instmeth

Comment Ramithiazide Assay

Description New instrument method created

Run time 10.000 [min]

Instrument QbD-INST-HPLC-04 on gbd-pc-15
Created 08-Jun-17 17:36 +05:30 Santosh Padmere

Last Update 08-Jun-17 17:36 +05:30 Santosh Padmere

: non
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Instrument Method: Ramithiazide Assay- HPLC_ 04 Script
Last Update Operator: Santosh Padmere

Stage Time  Command Value Comment

Instrument Setup
initial
Inject Preparation
0.000
Wait LCSystem.Read
y
Inject
0.000
LCSystem.ALS.Inject Blank=Inject
Start Run
0.000
LCSystem.ALS_Temperature.AcqOn
LCSystem.QuatPump_Dir_PistonA.AcqOn
LCSystem.QuatPump_Flow.AcqOn
LCSystem.QuatPump_Pressure.AcqOn
LCSystem.QuatPump_SolventRatioA.AcqO
n
LCSystem.QuatPump_SolventRatioB.AcqO
n
LCSystem.QuatPump_SolventRatioC.AcqO
n

LCSystem.QuatPump_SolventRatioD.AcqO
n

LCSystem. TCC_Left_Temperature.AcqOn
LCSystem. TCC_Right_Temperature.AcqOn

LCSystem.VWD_Board_Temperature.Acq
On

LCSystem.VWD_OpticalUnit_Temp.AcqOn

LCSystem.VWD_Reference_Intensity. AcqO
n
LCSystem.VWD_Sample_Intensity.AcqOn
LCSystem.VWD_UVLamp_AnodeVoltage.A
cqOn
LCSystem.VWD_Signal_A.AcqOn
Run Duration =
10.000 [min]
0.000
Stop Run
10.000
LCSystem.ALS_Temperature. AcqOff
LCSystem.QuatPump_Dir_PistonA.AcqOff
LCSystem.QuatPump_Flow.AcqOff
LCSystem.QuatPump_Pressure.AcqOff
LCSystem.QuatPump_SolventRatioA.AcqO
ff
LCSystem.QuatPump_SolventRatioB.AcqO
ff
LCSystem.QuatPump_SolventRatioC.AcqO

ff wde
; %4’1
w A J“)"
AR
©%""  Chromeleon 7, Printed by Pankaj Gurav
Version 7.2.4.8525, Thermo Fisher Scientific Page 2 of 7 09-06-17 19:39




Instrument Method: Ramithiazide Assay- HPLC_ 04
Last Update Operator: Santosh Padmere

LCSystem.QuatPump_SolventRatioD.AcqO
ff

LCSystem.TCC_Left_Temperature. AcqOff
LCSystem. TCC_Right_Temperature. AcqOff

LCSystem.VWD_Board_Temperature.Acq
Off

LCSystem.VWD_OpticalUnit_Temp.AcqOff

LCSystem.VWD_Reference_|Intensity.AcqO
ff
LCSystem.VWD_Sample_Intensity. AcqOff
LCSystem.VWD_UVLamp_AnodeVoltage A
cqOff

LCSystem.VWD_Signal_A.AcqOff

Script

End
: )
o
.3'3‘“"‘* %/i f\r?f
o Ov)—)

Chromeleon 7,
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Instrument Method: Ramithiazide Assay- HPLC_ 04 Agilent ICF Method
Last Update Operator: Santosh Padmere

Property R Value
Settings for module Quat. Pump (G1311C -
Pump: PUMP.OQ)
Flow 1.000 [mL/min]
Low Pressure Limit 0.00 [bar]
High Pressure Limit 400.00 [bar]
Maximum Flow Gradient 100.000 [mL/min?]
Primary Channel Automatic
Section Stroke (Strokeh)
Automatic Stroke Calculation Yes
Section Compress (CompressA)
Compressibility Mode Compressibility Value Set
Compressibility 100 [1l0e-6/bar]
Section Stop Time (StopTime)
Stoptime Mode Time set
Stoptime 10.00 [min]
Section Post Time (PostTime)
Posttime Mode Off
Solvent Composition (SolventComposition)
0
Channel A
Name 1 Mobile Phase
Used Yes
Percent 100.0 [%]
1
Channel B
Name 1
Used No
2
Channel C
Name 1
Used No
3
Channel D
Name 1
Used No
Timetable (Timetable)
Settings for module Sampler (G1329B -
Sampler: SAMPLER.O)
Section Auxiliary (Auxiliary)
Draw Speed 200 [pL/min]
Eject Speed 200 [pL/min]
Draw Position Offset 0.0 [mm]
Section Injection (Injection)
Injection Mode Injection with needle
wash
Injection Volume 10.00 [pL]
Section Needle Wash
(Injection NeedleWash)
Needle Wash Location Wash Vial
Wash Location Vial 100 &
6o T
= ~ Y Chromeleon 7. _ . Printed by Pankaj Gurav
oY Version 7.2.4.8525, Thermo Fisher Scientific Page 4 of 7 09-06-17 19:39
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Instrument Method: Ramithiazide Assay- HPLC_ 04

Last Update Operator: Santosh Padmere

Thermostat Control

Stoptime Mode

Posttime Mode

Column Comp.: COLCOMP.O0)

(LeftTemperatureControl)

Temperature

Temperature

Value

Temperature

On

Value
Stoptime Mode

Posttime Mode

Signal Peakwidth

Signal Polarity

Chromeleon 7,

Version 7.2.4.8525, Thermo Fisher Scientific

Section High throughput
Section Overlapped Injection
(HighThroughput OverlappedInjection)
Enable Overlapped Injection

Section Thermostat (Thermostat)
Not Ready Temperature Mode

Thermostat Temperature
Section Stop Time (StopTime)

Section Post Time (PostTime)

Section Timetable (Timetable)
Timetable (Timetable TimetableEntry)

Settings for module Column Comp.
Section Left Temperature Control
Temperature Control Mode

Section Enable Analysis Left

Section Right Temperature Control
(RightTemperatureControl)

Right temperature Control Mode
Secticn Enable Analysis Right

Section Stop Time (StopTime)
Section Post Time (PostTime)

Section Timetable (Timetable)
Timetable (Timetable TimetableEntry)

Analog Output Source Channel

Lamp on required for aquisition

(HighThroughput)

(G1316A -

(LeftTemperatureControl NotReadyLimit)
Enable Rnalysis Left Temperature On

Enable Analysis Left Temperature

(RightTemperatureControl_ NotReadyLimit)
Enable Analysis Right Temperature

Enable Analysis Right Temperature

Settings for module VWD (G1314F - VWD: VWD.O)

Page 5 of 7

Agilent ICF Method

No
Enable Analysis With Any

Temperature
Thermostat Control Set

Value
255 [*E]
As pump/No limit

Off

Temperature Set
25.00 [°C]

Yes

0.80 [°C]

Combined

Yes

0.80 [°C]

As pump/injector

Off

> 0.1 min (2 s resp.
time) (5 Hz)

1

Positive (+) {

Yes
b

%(\‘Y

Printed by Pankaj Gurav

09-06-17 19:39
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Instrument Method: Ramithiazide Assay- HPLC_ 04
Last Update Operator: Santosh Padmere

Acquire Signal without Reference
Acquire Reference only

Section Analog OQOutput (AnalogOutput)
Analog Zero Offset
Analog Attenuation

Section Signals (Signals)

Section Signal (Signals Signal)
Use Signal
Signal ID
Signal Wavelength
Section Autobalance (PrepareAutomation)
Autobalance Prerun
Autobalance Postrun
Section Scan Variables
Scan Range From
Scan Range To
Scan Range Step
Section Stoptime
Stoptime Mode
Section Posttime
Posttime Mode
Section Timetable (Timetable)
Timetable (Timetable TimetableEntry)

(ScanVariables)

(StopTime)

(PostTime)

No
No

5 [%]
1000 [mAU]

Yes
Signal A
210 [nm]

Yes
No

190 [nm]
400 [nm]
2 [nm]

As pump/injector

Off

Agilent ICF Method

o

r

Chromeleon 7,

\ersion 7.2.4.8525, Thermo Fisher Scientific

Page 6 of 7
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Instrument Method: Ramithiazide Assay- HPLC_ 04 Agilent ICF Pretreatment Method
Last Update Operator: Santosh Padmere

Value

Property
Settlngs for module Sampler (G1329B =
Pretreatment (PretreatmentInstructlon)

Mn( \ ’\' %ﬁw_\j

b

Chromeleon 7,
Version 7.2.4.8525, Thermo Fisher Scientific Page 7 of 7

Printed by Pankaj Gurav
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Instrument:QbD-INST-HPLC-04 Sequence:09-Jun-17_HPLC 04

Page 1 of 1

QbD =Re's'earch & Developement PvtLtd s

Injection Details

Blank solution

Run Time (min):

10.00

Injection Name:
Vial Number: Vial:1 Injection Volume: 10.00
Injection Type: Unknown Channel: VWD_Signal_A
Calibration Level: Wavelength: 210
Instrument Method: Ramithiazide Assay- HPLC_ 04 Bandwidth: n.a.
Processing Method: PR Method 1 Dilution Factor: 1.0000
Injection Date/Time: 09-Jun-17 21:08 Sample Weight:  1.0000
User Name: Pankaj Gurav Sample Weight:  1.0000
[Chromatogram
‘3,00.000 _a 09-Jun-17_ HPLC 04 #5 Blank solution VWD_Signal_A
{1 pAU
2,50,000 -
2,00,000
1,50,000 ]
11,00,000
50,000 ]
0]
1 min
_30'000 T e T T T T 1
000 2.00 4.00 6.00 8.00 10.00
Integration Results i
No. Peak Name Retention Time Area Plates (USP) | Asymmetry (EP) |Resolution (USP)[ Rel. Area
min JAU*min %

Total:

Default/Integration

B i

]
W W

Chromeleon (c) Dionex
Version 7.2.4.8525




Instrument:QbD-INST-HPLC-04 Sequence:09-Jun-17_HPLC 04

Page 1 of 1

'QbD Research & Developement Pvt.Ltd.

Injection Details . . g ; ;

Injection Name: Standard solution 1 Run Time (min):  10.00

Vial Number: Vial:2 Injection Volume: 10.00

Injection Type: Unknown Channel: VWD_Signal_A

Calibration Level: Wavelength: 210

Instrument Method: Ramithiazide Assay- HPLC_ 04 Bandwidth: n.a.

Processing Method: PR Method 1 Dilution Factor:  1.0000

Injection Date/Time: 09-Jun-17 21:20 Sample Weight:  1.0000

User Name: Pankaj Gurav Sample Weight: _1.0000
[Chromatogram |
!3,00‘000 7 09-Jun-17_ HPLC 04 #6 Standard solution 1 VWD_Signal_A
‘ 1 HAU

2,50,000 -
2,00,000 -

1,50,000 ]

1,00,000 -

] | 1 - Hydrochlorothiazide - 2.176
12 - Ramipril - 4.026
50,000 ]
0- = ' T
E min

-30,000 - T T ¥ T T T T T T T T T T ¥ T T v T T T T T T T T T T T 1
L 0.00 1.25 2.50 3.75 5.00 6.25 7.50 8.75 10.00|
Integration Results . b -

No. Peak Name Retention Time Area Plates (USP) | Asymmetry (EP) |Resolution (USP)| Rel Area

min pAU*min %

1 Hydrochlorothiazide 2.176 7042.617 3873 1.29 10.44 43.17

2 Ramipril 4.026 9271.924 5629 1.10 n.a. 56.83
Total:

Chromeleon (c) Dionex
Default/Integration Version 7.2.4.8525
A
.
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Instrument:QbD-INST-HPLC-04 Sequence:09-Jun-17_HPLC 04

Page 1 of 1

QbD Research & Developement Pvt.Ltd.

Injection Details i i :

Injection Name: Standard solution 2 Run Time (min):  10.00

Vial Number: Vial:2 Injection Volume: 10.00

Injection Type: Unknown Channel: VWD_Signal_A

Calibration Level: Wavelength: 210

Instrument Method: Ramithiazide Assay- HPLC_ 04 Bandwidth: n.a.

Processing Method: PR Method 1 Dilution Factor: ~ 1.0000

Injection Date/Time: 09-Jun-17 21:31 Sample Weight: _1.0000

User Name: Pankaj Gurav Sample Weight:  1.0000
[Chromatogram |
3.00.000 - 7 09-Jun-17_HPLC 04 #7 Standard solution 2 VWD_Signal_A

{ WAU

2,50,000 1

2,00,000 -

1,50,000 ]

1,00,000 1

| 1 1 - Hydrochlorothiazide - 2.176
1 2 - Ramipril - 4,022
50,000 -
o S : |
| min
-30,000 - r T T T T T T T T T T T T T T T b T T T 1
0.00 1.25 2.50 3.75 5.00 6.25 7.50 8.75 10.00

Integration Results E : o

No. Peak Name Retention Time Area Plates (USP) | Asymmetry (EP) |Resolution (USP)| Rel.Area

min pAU*min %

1 Hydrochlorothiazide 2.176 7025.947 3882 1.26 10.43 43.08

2 Ramipril 4.022 9284.789 5625 1.10 n.a. 56.92
Total:

Default/Integration

b

oY qan”

Chromeleon (c) Dionex
Version 7.2.4.8525
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Instrument:QbD-INST-HPLC-04 Sequence:09-Jun-17_HPLC 04 Page 1 of 1
QbD Research & Developement Pvt.Ltd.
Injection Details S
Injection Name: Standard solution 3 Run Time (min):  10.00
Vial Number: Vial:2 Injection Volume: 10.00
Injection Type: Unknown Channel: VWD_Signal_A
Calibration Level: Wavelength: 210
Instrument Method: Ramithiazide Assay- HPLC_ 04 Bandwidth: n.a.
Processing Method: PR Method 1 Dilution Factor: ~ 1.0000
Injection Date/Time: 09-Jun-17 21:43 Sample Weight:  1.0000
User Name: Pankaj Gurav Sample Weight:  1.0000
[Chromatogram ]
13‘00!000 2 09-Jun-17_ HPLC 04 #8 Standard solution 3 VWD_Signal_A
i 1 HAU
| 4
2,50,000 -
2,00,000 4
1,560,000 ]
1,00,000 -
| | 1 - Hydrochlorothiazide - 2.175
12 - Ramipril - 4.022
50,000 -
? 01 Uy : T
| J min
730'000 T T T T T T T T T T T T T T T T T T T T T T 1
| 0.00 1.25 2.50 3.75 5.00 6.25 7.50 8.75 10.00
Integration Results i i
No. Peak Name Retention Time Area Plates (USP) | Asymmetry (EP) [Resolution (USP)| Rel.Area
min pAU*min %
1 Hydrochlorothiazide 27015 7029.365 3888 1.26 10.44 43.13
2 Ramipril 4.022 9267.970 5640 1.09 n.a. 56.87
Total:
Chromeleon (c) Dionex
Default/Integration Version 7.2.4.8525
@V‘:‘, \r Sl O
r d‘)'
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Instrument:QbD-INST-HPLC-04 Sequence:09-Jun-17_ HPLC 04

Page 1 of 1

QbD Research & Developement Pvt.Ltd.
Injection Details Baseive e ia i aa i e .
Injection Name: Standard solution 4 Run Time (min):  10.00
Vial Number: Vial:2 Injection Volume: 10.00
Injection Type: Unknown Channel: VWD_Signal_A
Calibration Level: Wavelength: 210
Instrument Method: Ramithiazide Assay- HPLC_ 04 Bandwidth: n.a.
Processing Method: PR Method 1 Dilution Factor: ~ 1.0000
Injection Date/Time: 09-Jun-17 21:54 Sample Weight: 1.0000
User Name: Pankaj Gurav Sample Weight:  1.0000
[Chromatogram
B 1.( . N . - .
3.00,000 - 7 09-Jun-17_HPLC 04 #9 Standard solution 4 VWD_Signal_A
{ pAU
2,50,000 -
2,00,000
1,50,000
1,00,000 —-
| | 1 - Hydrochlorothiazide - 2.176
12 - Ramipril - 4.022
50,000 -
O: - |
‘ 4 min
| 730‘000 T T T v T v T T T T T T T 1
0.00 1.25 2.50 3.75 5.00 6.25 7.50 8.75 10.00
Integration Results - e
No. Peak Name Retention Time Area Plates (USP) | Asymmetry (EP) [Resolution (USP)| Rel. Area
min HAU*min %
1 Hydrochlorothiazide 2176 7039.472 3875 1424 10.42 43.20
2 Ramipril 4.022 9256.825 5622 1.10 n.a. 56.80
Total:
Chromeleon (c) Dionex
Default/Integration Version 7.2.4.8525
@. ot ’
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Instrument:QbD-INST-HPLC-04 Sequence:09-Jun-17_HPLC 04

Page 1 of 1

~ QbD Research & Developement Pvt.Ltd.

Injection Details ot L

Injection Name: Standard solution 5 Run Time (min):  10.00

Vial Number: Vial:2 Injection Volume: 10.00

Injection Type: Unknown Channel: VWD_Signal_A

Calibration Level: Wavelength: 210

Instrument Method: Ramithiazide Assay- HPLC_ 04 Bandwidth: n.a.

Processing Method: PR Method 1 Dilution Factor: ~ 1.0000

Injection Date/Time: 09-Jun-17 22:06 Sample Weight:  1.0000

User Name: Pankaj Gurav Sample Weight:  1.0000

[Chromatogram |
;3‘0(}.000 _ @ 09-Jun-17_ HPLC 04 #10 Standard solution 5 VWD_Signal_A

} {1 BAU

| |

2,50,000

‘ ]

| ]

12,00‘000 B

\ ]

| |

11,50,000 -

1,00,000 -

1 | 1 - Hydrochlorothiazide - 2.176
12 - Ramipril - 4.019
50,000 -
0 , ] | 1 [
] min
730’000 T ¥ T T T T T T T T T T T 1
0.00 1.25 2.50 3.75 5.00 6.25 7.50 8.75 10.00]
Integration Results : : .
No. Peak Name Retention Time Area Plates (USP) | Asymmetry (EP) |Resolution (USP)[ Rel.Area
min JAU*min %

1 Hydrochlorothiazide 2.176 7034.604 3891 1.25 10.42 43.13

2 Ramipril 4.019 9277.329 5624 1.11 n.a. 56.87

Total:

Chromeleon (c) Dionex

Default/Integration Version 7.2.4.8525
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Instrument:QbD-INST-HPLC-04 Sequence:09-Jun-17_HPLC 04 Page 10of 1

-QbD Research & Developement Pvt.Ltd.
Injection Details
Injection Name: Standard solution 6 Run Time (min):  10.00
Vial Number: Vial:2 Injection Volume: 10.00
Injection Type: Unknown Channel: VWD_Signal_A
Calibration Level: Wavelength: 210
Instrument Method: Ramithiazide Assay- HPLC_ 04 Bandwidth: n.a.
Processing Method: PR Method 1 Dilution Factor:  1.0000
Injection Date/Time: 09-Jun-17 22:17 Sample Weight:  1.0000
User Name: Pankaj Gurav Sample Weight:  1.0000
[Chromatogram
300,000 - 2 09-Jun-17_ HPLC 04 #11 Standard solution 6 VWD_Signal_A
{ HAU
2,50,000 "
2,00,000 |
| ]
|
11,50,000
1,00,000 -
| | 1 - Hydrochlorothiazide - 2.177
12 - Ramipril - 4.020
50,000 -
0 = : |
‘ 1 min
i 730‘000 T T T ¥ T T J 4 : T T = ' . x T ¥ v ¥ v T T " T T y T T : T " y T T 1
? 0.00 1.25 2.50 3.75 5.00 7.50 8.75 10.00
Integration Results _ . &
No. Peak Name Retention Time Area Plates (USP) | Asymmetry (EP) |Resolution (USP)| Rel.Area
min YAU*min %

1 Hydrochlorothiazide 2177 7038.449 3900 1.24 10.42 43.19
2 Ramipril 4.020 9256.162 5626 1.11 n.a. 56.81
Total:

Chromeleon (c) Dionex
Default/Integration Version 7.2.4.8525
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Instrument:QbD-INST-HPLC-04 Sequence:09-Jun-17_ HPLC 04

Page 1 of 1

QbD Research & Developement Pvt.Ltd.
Injection Details
Injection Name: Placebo solution Run Time (min):  10.00
Vial Number: Vial:3 Injection Volume: 10.00
Injection Type: Unknown Channel: VWD_Signal_A
Calibration Level: Wavelength: 210
Instrument Method: Ramithiazide Assay- HPLC_ 04 Bandwidth: n.a.
Processing Method: PR Method 1 Dilution Factor:  1.0000
Injection Date/Time: 09-Jun-17 22:29 Sample Weight:  1.0000
User Name: Pankaj Gurav Sample Weight:  1.0000
[Chromatogram J
3.00,000 - 2 09-Jun-17_HPLC 04 #12 Placebo solution VWD_Signal_A
{ HAU
12,650,000 -
12,00,000
| ]
11,50,000 -
1,00,000 -
]
| 50,000 -
0
1 min
-30,000 4 : : : : : —— — —
0.00 1.25 2.50 3.75 5.00 6.25 7.50 8.75 10.00
Integration Results : ; :
No. Peak Name Retention Time Area Plates (USP) | Asymmetry (EP) |Resolution (USP)| Rel.Area
min pAU*min %
Total:

Default/Integration
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Chromeleon (c) Dionex
Version 7.2.4.8525



Instrument:QbD-INST-HPLC-04 Sequence:08-Jun-17_HPLC 04

Page 1 of 1

~ QbD Research & Developement Pvt.Ltd.
Injection Details .
Injection Name: Accuracy 50% 1 Run Time (min):  10.00
Vial Number: Vial:4 Injection Volume: 10.00
Injection Type: Unknown Channel: VWD_Signal_A
Calibration Level: Wavelength: 210
Instrument Method: Ramithiazide Assay- HPLC_ 04 Bandwidth: n.a.
Processing Method: PR Method 1 Dilution Factor: ~ 1.0000
Injection Date/Time: 09-Jun-17 22:40 Sample Weight:  1.0000
User Name: Pankaj Gurav Sample Weight:  1.0000
[Chromatogram i
3.00,000 - 2 09-Jun-17_HPLC 04 #13 Accuracy 50% 1 VWD_Signal_A
{1 pAU
2,50,000 ]
2,00,000 ]
1,560,000 1
1,00,000 ]
50,000 - -
| 1 1 - Hydrochlorothiazide - 2]15? Ramipril - 4.026
0 AN ! :
i min
-30,0004 — . -y . . . T o,
- 000 1.25 2.50 3.75 5.00 6.25 7.50 8.75 10.00
Integration Results i
No. Peak Name Retention Time Area Plates (USP) | Asymmetry (EP) |Resolution (USP)| Rel.Area
min pAU*min %
1 Hydrochlorothiazide 2.176 3507.590 3895 1.27 10.42 42.35
2 Ramipril 4.026 4774.975 5581 1.07 n.a. 57.65
Total:

Default/Integration
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Chromeleon (c) Dionex

Version 7.2.4,8525
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Instrument:QbD-INST-HPLC-04 Sequence:09-Jun-17_HPLC 04

Page 10of 1

- QbD Research & Developement Pvt.Ltd.

Injection Details

Injection Name:

Accuracy 50% 2

Run Time (min):  10.00

Vial Number: Vial:5 Injection Volume: 10.00

Injection Type: Unknown Channel: VWD_Signal_A

Calibration Level: Wavelength: 210

Instrument Method: Ramithiazide Assay- HPLC_ 04 Bandwidth: n.a.

Processing Method: PR Method 1 Dilution Factor: ~ 1.0000

Injection Date/Time: 09-Jun-17 22:52 Sample Weight:  1.0000

User Name. Pankaj Gurav Sample Weight:  1.0000
[Chromatogram

3,00,000 - 2 09-Jun-17_HPLC 04 #14 Accuracy 50% 2 VWD_Signal_A

{ pAU

2,50,000 -

2,00,000 -

1,50,000 -

1,00,000 -

50,000 _ 1 1 - Hydrochlorothiazide - 2.|1276_i Ramipril - 4.029
0; I ——— N r ] —
1 min i
730’000 T T T T T T 1
0.00 2.00 4.00 6.00 8.00 10.00

Integration Results L

No. |Peak Name Retention Time Area Plates (USP) | Asymmetry (EP) |Resolution (USP)| Rel.Area

min JAU*min %

1 Hydrochlorothiazide 2.176 3523.651 3890 1.28 10.45 42.84

2 Ramipril 4.029 4701.765 5611 1.06 n.a. 57.16
Total:

Chromeleon (c) Dionex
Default/Integration Version 7.2.4.8525
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Instrument:QbD-INST-HPLC-04 Sequence:09-Jun-17_HPLC 04

Page 1 of 1

QbD Research & Developement Pvt.Ltd.

Injection Details e ThE

Injection Name: Accuracy 50% 3 Run Time (min):  10.00

Vial Number: Vial:6 Injection Volume: 10.00

Injection Type: Unknown Channel: VWD_Signal_A

Calibration Level: Wavelength: 210

Instrument Method: Ramithiazide Assay- HPLC_ 04 Bandwidth: n.a.

Processing Method: PR Method 1 Dilution Factor:  1.0000

Injection Date/Time: 09-Jun-17 23:03 Sample Weight: 1.0000

User Name: Pankaj Gurav Sample Weight: 1.0000
[Chromatogram l
3,00,000 - 7 09-Jun-17_ HPLC 04 #15 Accuracy 50% 3 VWD_Signal_A

{ pAU

12,50,000 -

|2,00,000 ]

1,50,000

1,00,000 -

000 ] 1 1- Hydrochlorothiazide - 2.175 Ramipril - 4.028
0; S N — 1 |
] min

; _30’000 T T T T T T T T T T v T T T 1
; 0.00 1.25 2.50 3.75 5.00 6.25 7.50 8.75 10.00
Integration Results

No. Peak Name Retention Time Area Plates (USP) | Asymmetry (EP) |Resolution (USP)| Rel.Area

min PAU*miIn %

1 Hydrochlorothiazide 2175 3522.441 3884 1.29 10.43 42.29

2 Ramipril 4.028 4807.576 5573 1.08 n.a. 57.71
Total:

Default/Integration
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Chromeleon (c) Dionex
Version 7.2.4.8525
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Instrument:QbD-INST-HPLC-04 Sequence:09-Jun-17_HPLC 04

Page 1 of 1

QbD Research & Developement Pvt.Ltd.
Injection Details ; ; :
Injection Name: Accuracy 100% 1 Run Time (min):  10.00
Vial Number: Vial:7 Injection Volume: 10.00
Injection Type: Unknown Channel: VWD_Signal_A
Calibration Level: Wavelength: 210
Instrument Method: Ramithiazide Assay- HPLC_ 04 Bandwidth: n.a.
Processing Method: PR Method 1 Dilution Factor:  1.0000
Injection Date/Time: 09-Jun-17 23:15 Sample Weight:  1.0000
User Name: Pankaj Gurav Sample Weight:  1.0000
[Chromatogram
300,000 - 7 09-Jun-17_ HPLC 04 #16 Accuracy 100% 1 VWD_Signal_A
{ HAU
2,50,000 ]
2,00,000 -
1,50,000 ]
1,00,000 ]
1 | 1 - Hydrochlorothiazide - 2.178
12 - Ramipril - 4.028
50,000 -
0; AN I !
] min
300004 . — : A — —
0.00 1.25 2.50 3.75 5.00 6.25 7.50 8.75 10.00
Integration Results Pl
No. Peak Name Retention Time Area Plates (USP) | Asymmetry (EP) |Resolution (USP)| Rel.Area
min pAU*min %
1 Hydrochlorothiazide 2.178 7032.703 3903 125 10.46 43.32
2 Ramipril 4.028 9199.755 5648 1.10 n.a. 56.68
Total:

Default/Integration

\

Chromeleon (c) Dionex
Version 7.2.4.8525
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Instrument:QbD-INST-HPLC-04 Sequence:09-Jun-17_HPLC 04

Page 1 of 1

QbD Research & Developement Pvt.Ltd.

Injection Details s e o

Injection Name: Accuracy 100% 2 Run Time (min):  10.00

Vial Number: Vial:8 Injection Volume: 10.00

Injection Type: Unknown Channel: VWD_Signal_A

Calibration Level: Wavelength: 210

Instrument Method: Ramithiazide Assay- HPLC_ 04 Bandwidth: n.a.

Processing Method: PR Method 1 Dilution Factor:  1.0000

Injection Date/Time: 09-Jun-17 23:26 Sample Weight:  1.0000

User Name: Pankaj Gurav Sample Weight:  1.0000
[Chromatogram

13.00,000 5 2 09-Jun-17_ HPLC 04 #17 Accuracy 100% 2 VWD_Signal_A
| 1 HAU

2,50,000 4

2,00,000 1

1,50,000 -

1,00,000 :

] | 1 - Hydrochlerothiazide - 2.176
12 - Ramipril - 4.029
50,000
o— N " ! l
] min
-30,000- _, : — : . ——— —— —
0.00 2.50 3.75 5.00 6.25 7.50 8.75 10.00

Integration Results S

No. Peak Name Retention Time Area Plates (USP) | Asymmetry (EP) [Resolution (USP)| Rel.Area

min pAU*min %

1 Hydrochlorothiazide 2176 7014.152 3903 1.29 10.48 43.28
2 Ramipril 4.029 9192.101 5647 1.10 n.a. 56.72
Total:

Default/Integration
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Chromeleon (c) Dionex
Version 7.2.4.8525
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Instrument:QbD-INST-HPLC-04 Sequence:09-Jun-17_HPLC 04

Page 1 of 1

QbD Research & Developement Pvt.Ltd.

Injection Details : _ : ;
Infection Name: Accuracy 100% 3 Run Time (min):  10.00
Vial Number: Vial:9 Injection Volume: 10.00
Injection Type: Unknown Channel: VWD_Signal_A
Calibration Level: Wavelength: 210
instrument Method: Ramithiazide Assay- HPLC_ 04 Bandwidth: n.a.
Processing Method: PR Method 1 Dilution Factor: ~ 1.0000
Injection Date/Time: 09-Jun-17 23:38 Sample Weight.  1.0000
User Name: Pankaj Gurav Sample Weight: 1.0000
[Chromatogram 4
3.00,000 ~ 7 09-Jun-17_HPLC 04 #18 Accuracy 100% 3 VWD_Signal_A

{ pAU
2,50,000 ]
2,00,000 -
1,50,000 ]
/1,00,000 "

] | 1 - Hydrochlorothiazide - 2.176
} 12 - Ramipril - 4.029
50,000

Q; [ AN : |
] min
300004 , , , . — - T - —
0.00 1.25 2.50 3.75 5.00 6.25 7.50 8.75 10.00
Integration Results : = e
No. |Peak Name Retention Time Area Plates (USP) | Asymmetry (EP) |Resolution (USP)| Rel.Area
min PAU*min %

1 Hydrochlorothiazide 2076 7029.037 3886 1.30 10.46 43.33
2 Ramipril 4.029 9191.341 5640 1.09 n.a. 56.67
Total:

Default/Integration
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Chromeleon (c) Dionex
Version 7.2.4.8525



Instrument:QbD-INST-HPLC-04 Sequence:09-Jun-17_HPLC 04

Page 10of 1

QbD Research & Developement Pvt.Ltd.

Injection Details i

Injection Name: Accuracy 150% 1 Run Time (min):  10.00

Vial Number: Vial:10 Injection Volume: 10.00

Injection Type: Unknown Channel: VWD_Signal_A

Calibration Level: Wavelength: 210

instrument Method: Ramithiazide Assay- HPLC_ 04 Bandwidth: n.a.

Processing Method: PR Method 1 Dilution Factor:  1.0000

Injection Date/Time: 09-Jun-17 23:49 Sample Weight. 1.0000

User Name: Pankaj Gurav Sample Weight. 1.0000
[Chromatogram J
;3‘00'000 2 09-Jun-17_ HPLC 04 #19 Accuracy 150% 1 VWD_Signal_A

{ pAU

2,50,000 -

2,00,000 ]

1,50,000

| 1 - Hydrochlorothiazide - 2.176
1,00,000 i 12 - Ramipril - 4.026
50,000 v

[ 0_- BN AN | : 1 r
! ] min
I -30‘000 T T T T T T 1
| 0.00 2.00 4.00 6.00 8.00 10.00
Integration Results i

No. Peak Name Retention Time Area Plates (USP) | Asymmetry (EP) |Resolution (USP)| Rel Area

min YAU*min %

1 Hydrochlorothiazide 2.176 10364.950 3910 1.28 10.47 43.44

2 Ramipril 4.026 13497.348 5660 15161 n.a. 56.56
Total:

Default/Integration
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Chromeleon (c) Dionex
Version 7.2.4.8525
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Instrument;QbD-INST-HPLC-04 Sequence:09-Jun-17_HPLC 04 Page 1 of 1
QbD Research & Developement Pvt.Ltd.

Injection Details 4 _

Injection Name: Accuracy 150% 2 Run Time (min):  10.00

Vial Number: Vial:11 Injection Volume: 10.00

Injection Type: Unknown Channel: VWD_Signal_A

Calibration Level: Wavelength: 210

Instrument Method: Ramithiazide Assay- HPLC_ 04 Bandwidth: n.a.

Processing Method: PR Method 1 Dilution Factor: ~ 1.0000

Injection Date/Time: 10-Jun-17 00:01 Sample Weight:  1.0000

User Name: Pankaj Gurav Sample Weight: 1.0000
[Chromatogram

13,00,000 - 7 09-Jun-17_ HPLC 04 #20 Accuracy 150% 2 VWD_Signal_A
i { MAU

| |

2,50,000 -

2,00,000 -

1,50,000 -

: | 1 - Hydrochlorothiazide - 2.178
1,00,000 - 2 - Ramipril - 4.028
50,000 ]
0_- 1 I |

‘ ] min

'30,000 = f - r T -+ T T T T T T ¥ " T T 1

0.00 1.25 2.50 3.75 5.00 6.25 7.50 8.75 10.00

Integration Results B

No. Peak Name Retention Time Area Plates (USP) | Asymmetry (EP) |Resolution (USP)| Rel Area

min JAU*min %

1 Hydrochlorothiazide 2.178 10418.452 3907 1.24 10.46 43.46

2 Ramipril 4.028 13552.427 5650 1.09 n.a. 56.54
Total:

Default/Integration

21

Chromeleon (c) Dionex
Version 7.2.4.8525



Instrument:QbD-INST-HPLC-04 Sequence:09-Jun-17_ HPLC 04 Page 1 of 1
QbD Research & Developement Pvt.Ltd.

Injection Details 4 e

Injection Name: Accuracy 150% 3 Run Time (min):  10.00

Vial Number: Vial:12 Injection Volume: 10.00

Injection Type: Unknown Channel: VWD_Signal_A

Calibration Level: Wavelength: 210

Instrument Method: Ramithiazide Assay- HPLC_ 04 Bandwidth: n.a.

Processing Method: PR Method 1 Dilution Factor: ~ 1.0000

Injection Date/Time: 10-Jun-17 00:12 Sample Weight:  1.0000

User Name: Pankaj Gurav Sample Weight: 1.0000

|Chromatogram |
‘3'00.000 % 09-Jun-17_HPLC 04 #21 Accuracy 150% 3 VWD_Signal_A

{1 pAU

|2,50,000 1

%2'00,000 ]

1,50,000 1

i 1 - Hydrochlorothiazide - 2.179
1,00,000 A 1 2 - Ramipril - 4.029
50,000 4
0_- e~ | ] |
] min

| -30,000 -, . ! . . . . . 7 1
L 0.00 2.00 4.00 6.00 8.00 10.00
Integration Results

No. Peak Name Retention Time Area Plates (USP) | Asymmetry (EP) |Resolution (USP)| Rel.Area

min pAU*min %

1 Hydrochlorothiazide 2179 10393.905 3916 1525 1047 43.53
2 Ramipril 4.029 13483.137 5664 kL n.a. 56.47
Total:

Default/Integration
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Chromeleon (c) Dionex
Version 7.2.4,8525
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Instrument:QbD-INST-HPLC-04 Sequence:09-Jun-17_HPLC 04 Page 1of 1

QbD Research & Developement Pvt.Ltd.
Injection Details ; “o
Injection Name: Bracketing standard solution Run Time (min):  10.00
Vial Number: Vial:2 Injection Volume: 10.00
Injection Type: Unknown Channel: VWD_Signal_A
Calibration Level: Wavelength: 210
Instrument Method: Ramithiazide Assay- HPLC_ 04 Bandwidth: n.a.
Processing Method.: PR Method 1 Dilution Factor: ~ 1.0000
Injection Date/Time: 10-Jun-17 00:24 Sample Weight:  1.0000
User Name: Pankaj Gurav Sample Weight:  1.0000
[Chromatogram
3.00,000 - 2 09-Jun-17_ HPLC 04 #22 Bracketing standard solution VWD_Signal_A
{1 pAU
2,50,000 -
12,00,000 ]
|1,50,000 ]
1,00,000 -
: 1 1 - Hydrochlorothiazide - 2.178
4 12 - Ramipril - 4.028
50,000 -
0 Sen : T
] min
-30,000 - r v ) T T T Y T T T T L T T+ v T T T T T T T T T ¥ T T T T v T T 1 T T 1
0.00 1.25 2.50 3.75 5.00 6.25 7.50 8.75 10.00
Integration Results - ¥ Lo
No. Peak Name Retention Time Area Plates (USP) | Asymmetry (EP) |Resolution (USP)| Rel.Area
min YAU*min %
1 Hydrochlorothiazide 2.178 7035.057 3912 1.26 10.47 42.89
2 Ramipril 4.028 9366.461 5654 1.11 n.a. 57.11
Total:

Chromeleon (c) Dionex
Default/Integration Version 7.2.4.8525
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