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‘QbD Research & Development Lab. Pyi. Lid

RELATED SUBSTANCE VALIDATION

Ramithizzide Tablel

10 mg S me
D2404181193
GP180301
Precision (As Such)
703/102
Name RRF
Ramipril Impurity A L1S
Ramipril Impurity D 121
Ramipril Impurity E 22,
Weirht of Diluted (mL) < Purity (As is Basis)
Preparation of standard 25,46 250
salution for Ramipril 10 04 99.64
1.0
Iniection No. Rete ime. i
153 16.066
181 16,109
222
156
164
6115
Aversge 6,167 16,147 1320.658
SD 0.0)64 0.0493 79,0858
“eRSD 023 2031 341
System Suitabilig
YeRSD of Area | 166 [ NMTS0%
Preparation of standard  [—"¥Sizhtal < Purity (As is Basis)
solution for L
15 2.56 99.24
X
Iniestion N Retention Time Peak Area Eetention Time a0
1 166 4450832 3.106 4386357
2 477 4451909 5129 4407743
3 202 4419678
] 176 4533536
s 164 4342 866
3 133 4308777
Average 5170 4446.766 5151 4434337
SD 0218 52311 20311 523567
TaRSD 042 L24 .0 LIE
Sample solution - I Eq 1o 20 me diluted ta I 200 [mL with Diluent
Aversge wi. {m I 19384
Sample Details Sample wi. (mg) Impurity name RT RRT Area Yelmpurity Heparted impurity Total % lmpurity
Unbknown Impuit 4,095 0.26 340,361 003 BOL
Unknown Impuit; 7.868 0.50 152,133 001 BOL.
Unknown Impuit 10,688 067 283,689 0.03 BOL
¥ ..
Sample 1 39184 Unknawn Impuity 17.702 112 380.212 0.03 BOL S0t
Unknown Impuity 15438 L17 387.764 0.03 BOL
Ramipril Impurity E 14142 0.39 486362 0.95 095
Ramipril Inpusity D 23.902 151 38458478 413 413
Ramipil 15.855 100 T57913.192 . :
Unknown Impuity 4 026 301.293 BOL
Unknown 7.933 0.50 134,163 BQL
Unknown Lmpuity 10784 0.6% 245,781 BOL
Saile g LN Unkm-nlmmflv 17.704 L1 427536 BOL il
Unknown lmpuity 18498 L.16 163,010 BOL
Ramipril Impurity I 14.151 0.89 309.777 0.99
Ramipril Imparity D 23,904 150 38374395 4
Ramipril 15,898 100 775574996 - F
Unknawn Impuity 4012 0.26 313.836 0.03 BQL
Unknown lmpuity 7945 0.50 185.921 0.02 BQL
10.832 068 197.271 0.02 BQL
5 411.05%
" p— 17.705 L 0.04 BOL .
18.505 L6 506962 0.04 BQL
14.152 0.39 493.107 097 097
n912 150 38530.249. 413 415
15899 100 THO709.924 5 :
4106 0.26 308719 0.03 B
7.942 0.50 167,503 001 BQL
Unknown kmpuity 10.802 0.68 132758 0.02 BQL
Sample 4 0154 'llnhm)nvu::y 17.702 L1l 407329 0.04 BQL 507
Unknown Ingpuity 18,496 116 434028 004 BOL
Ramipril Impurity E. 14.149 0.89 488875 0.95 0.95
Ramipeil Impurity D) 23.909 151 38302984 412 412
Ramipeil 15892 1.00 T7T016.420 - N
Unknown linpuity 4,108 0.26 276705 0.02 BOL
Unikssowas Tnspuity 7.894 0.50 164.511 0.01 BQL
| Unknown laspuity 10.741 068 230072 0.02 BOL
Sumple $ o Unknown Impuity 17.701 12 405,091 0.04 BQL i
Unknown Lugaity 18494 117 437034 0.04 BOL
Ramipril Inpurity E 14.148 0.89 501841 0.98 098
Ramipeil Impurity D 23894 151 38239.816 L1l 41
Ramipril 15,368 100 TH802.453 B !
Unlnown lnpuity 101 0.26 203.116 0.02 BOL
Unknown lmpuity 7.847 0.50 156.283 001 BoL
Unknown Impuity 10.701 0.63 235.643 0.02 BOL
Sunple § sl Unknown Impuity 17707 112 0577 004 BOL 518
Unknown Impuity 15,494 117 392450 0.03 BQL
Ramipril Impurity E 14147 039 93014 0.96 096
Ramipeil Inpurity D 23,838 151 38484104 414 414
Ramipril 15,847 1.00 T19142.027 -
Sample Ramipril Impurity K | Ramipril lmpurity D | % Total Impurities
1 095 41 508
2 412 511
3 415 12
4 412 307
5 411 509
I3 418 AT
era 413 s10
S0 20100 998200
024 030
NMT 10 %

i e @L“

L] L2omovdg




QbbD QbD Research & Development Lab. Py Lidl.

RELATED SUBSTANCE VALIDATION

Anal
[ Weiht ol | Diluied (1) > T Purity (As Is Basks) ]
Preparation of standard | 3%, | 250
selution for Ramipril | 20 | 1000 24 964
I 10 | 0.0
Iniection N
16 066 2401788
16109 el
3
I3
Average 16147 2320658
SD. o 79,0855
HRSD a3l A4l
SARSD of Aren NMT S0% ]
Preparation of standard I‘ Weieht of st I Purity (As is Basia)
salution for 5 256 24
I
Iniection N
1 5.106 4386357
2 5129 4307743
1
F
3
]
Averaze 5157
S0 wil SIS
HRSD ) T
[ ]
I HSD of Aren NMTS0% |
r—————" Taich No. T [ Diwtedmis ] |
urity A | SP023-164 | 2.50 [ 100 250.00 |
[ Sample sohwtion | I dibisdia | 200 [inL. with Diluent i |
ewt
Sample Details Sample wt. (mg) Impuriy name RT RRT Ares Slmpurity Reported impurity Total % lnspurity
Unknown bmguuty 026 305 586 003 BOL.
k 050 163570 o1 BQL
Uknown Is 067 277314 002 BQL
Unknown lmpusty 112 w7102 004 BQL
39140 Unknosn lmpai 117 394535 vy BOL 1
Ramipril Impunty £ 089 338 308 0 66 -
Ramigril Impurity A 092 13588 160 141 141
Ramipeil Inpurity D 151 11699 615 405 <
Ramipril 100 769283 339 - E
Unknown lpuity 036 249.442 003 BGL
Urdnown. 049 152576 a0 BQL
[l 067 253437 0.02 BQL
Unknown kmpuity 112 402330 004 BQL
Sanple 2 113 Unknown I 7 450353 004 BOL 140
Ri | kmpurity E 08 326 549 064 -
Ramipril Impunty A 092 140 1.40
Ramipril lnpusiy D 151 406
Ramupnl 100 = -
Unlwr, lnpty 026 om BGL
Unknown [mpuity 7806 049 139.538 0.0 BQL
Undenown Impuity 10 566 067 258 169 om BQL
‘Unknown apusty 11.726 L1z 410304 0.04 BOL
Sample 3 39138 Linknown Imputy 13512 117 06756 004 BgL 140
R il iy B 14146 039 17647 062 -
A 14,606 092 13847.524 140 L4
Ramipril lpority D 23906 151 37568301 404 &
Ramipri] 15306 100 P6E500.896 - -
Unknowa, Inpai 4082 026 264163 002 BQL
Unknarwn Impeaty 7815 049 138533 001 BQL
Unknown Impuity 10575 067 165 32 BQL
Unknown lmpuity 1778 112 404330 BQL
Sample 4 391.06 Unknown [mpuity 18518 117 463,851 BQL 14
Ramipril lmpunity E 14148 089 322235 -
A 14615 052 13918926 La1
Ramipril Impurity 2915 151 3712025 -
Ramipil 15815 100 767659 465 - -
4112 026 322459 003 BOL
Unknarwn Impuity 7959 050 162 639 0.01 BL
Unknown Impui 10865 068 167 724 o001 BQL
Uniknown lmpuity 1779 L 421310 004 BOL
Sample 5 39146 Unknown lmpuity 18532 Lis 636,25 006 BQL 142
Ramipeil impusity E 14168 0.9 403,886 om 2
Ramupril Iapurity A 14732 09 13979825 142 [
D 39719 1.50 38654 979 415 -
Ramipal 15952 100 789105 383 5 s
036 645399 006 BQL
Uniknwon bmpulty 050 13590 ) BQL
Uk lmputy 06 1278 001 BQL
Unkarwn & 17300 L anins 004 BoL
Sample 6 9133 Unlenown Iimput 18.506 116 486 654 004 BOL 140
Ramipril lpurty 14153 o 40141 07 5
Ramipril lmpurily A 14706 0w 13793 643 140 1.40
23,906 150 37751 950 A06 -
Ramipril 15920 100 Ta9i1 907 E 1
Sample Ramipril Impurity A %4 Total Impurities
I Lal 14
2 Lan L0
3 140 L0
4 14 141
142 142
5 130 Ld)
Average Lal 1AL
sn LX) 0.0100
SeRsD 021
Limit NAIT 1S % ( é E
Done b: Checked by:
Dute Date: Bomovs
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Instrument Method: HPLC-05_Ramithiazide Tablet_RS_Met Overview
Last Update Operator: Gauri Rane

Name HPLC-05_Ramithiazide Tablet_RS_Met

Data Vault XVault

Path chrom:/iqbd-pc-16/XVault/QbD-INST-HPLC-05/1198/HPLC-05_27-
Nov-18_A1.seq/HPLC-05_Ramithiazide Tablet_RS_Met.instmeth

Comment Ramithiazide Tablet

Description Ramithiazide Tablet instrument method created

Run time 30.000 [min]

Instrument QbD-INST-HPLC-05 on qbd-pc-16

Created 26-Nov-18 15:21:29 +05:30 Gauri Rane

Last Update 26-Nov-18 15:21:29 +05:30 Gauri Rane

0] ¥y
5 Nga!
AN
Sl
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Instrument Method: HPLC-05_Ramithiazide Tablet_RS_Met
Last Update Operator: Gauri Rane

Script

Stage

Time
min

Command Value

Comment

Instrument Setup

Inject Preparation

Inject

Start Run

Run

Stop Run

Chromeleon 7,

initial

0.000

0.000

0.000

0.000

30.000

Wait LCSystem.Read
y

LCSystem.ALS.Inject Blank=Inject

LCSystem.ALS_Temperature.AcqOn
LCSystem.DAD_Board_Temperature.AcqO
n
LCSystem.DAD_OpticalUnit_Temp.AcqOn
LCSystem.DAD_UVLamp_AnodeVoltage A
cqOn
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.DAD_Signal_A.AcqOn
LCSystem.DAD_Spectra.AcqOn

Duration =
30.000 [min]

LCSystem . ALS_Temperature. AcqOff
LCSystem.DAD_Board_Temperature.AcqO
ff
LCSystem.DAD_OpticalUnit_Temp.AcqOff
LCSystem.DAD_UVLamp_AnodeVoltage. A
cqOff
LCSystem.QuatPump_Dir_PistonA.AcqOff
LCSystem.QuatPump_Flow.AcqOff
LCSystem.QuatPump_Pressure. AcqOff
fI.fCSy:stem.OuatPum p_SolventRatioA.AcqO
LCSystem.QuatPump_SolventRatioB.AcqO
ff

N\

O e

Printed by Gauri Rane

Version 7.2.4.8525, Thermo Fisher Scientific Page 2 of 8
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Instrument Method: HPLC-05_Ramithiazide Tablet_RS_Met Script
Last Update Operator: Gauri Rane

LCSystem.QuatPump_SolventRatioC.AcqO
ff

LCSystem.QuatPump_SolventRatioD.AcqO
ff

LCSystem. TCC_Left_Temperature. AcqOff
LCSystem. TCC_Right_Temperature. AcqOff

LCSystem.DAD_Signal_A.AcqOff
LCSystem.DAD_Spectra.AcqOff
End

L
Chromeleon 7, Printed by Gauri Rane
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Instrument Method: HPLC-05_Ramithiazide Tablet_RS_Met
Last Update Operator: Gauri Rane

Agilent ICF Method

Property

Value

Settings for module Quat. Pump (G1311C -
Pump: PUMP.O0)
Flow
Low Pressure Limit
High Pressure Limit
Maximum Flow Gradient
Primary Channel
Section Stroke (Strokeh)
Automatic Stroke Calculation
Section Compress (CompressA)
Compressibility Mode

Compressibility

Section Stop Time (StopTime)
Stoptime Mode
Stoptime

Section Post Time (PostTime)
Posttime Mode

Channel
Name 1
Used

Percent

Channel
Name 1
Used

Percent

Channel
Name 1
Used

Channel

Name 1

Used
Timetable (Timetable)

0

Time

A

B

©

D

Flow

Pressure

Time
A
B
C

Chromeleon 7,
Version 7.2.4.8525, Thermo Fisher Scientific

@HOV""?

97

Solvent Composition (SolventComposition)

Page 4 of 8

1.000 [mL/min]
0.00 [bar]

400.00 [bar]
100.000 [mL/min?]
Automatic

Yes
Compressibility Value Set
100 [lO0e-6/bar]

Time set
30.00 [min]

Off

A

Mobile Phase A
Yes

70.0 [%]

B

Mobile Phase B
Yes

30.0 [%]

@
No
D

No

7.00 [min]
70.0 [%]
30.0 [%]
0.0 [%
0.0 {%]

1.000 [mL/min]

400.00 [bar]

m
%
a
o
]

9.00 [min]
50.0 [%]
50.0 [%]
0.0 [%]

oy

Printed by Gauri Rane
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Instrument Method: HPLC-05_Ramittiazide Tablet_RS_Met
Last Update Operator: Gauri Rane

D
Flow
Pressure

Time

A

B

©

D

Flow
Pressure

Time
A
B
&
D
Flow
Pressure
Settings for module Sampler (G1329B -
Sampler: SAMPLER. 0)
Section Auxiliary
Draw Speed
Eject Speed
Draw Position Offset
Section Injection (Injection)
Injection Mode

(Auxiliary)

Injection Volume

Section Needle Wash
(Injection NeedleWash)
Needle Wash Location
Wash Location
Section High throughput (HighThroughput)

Section Overlapped Injection
(HighThroughput OverlappedInjection)
Enable Overlapped Injection
Section Thermostat (Thermostat)
Not Ready Temperature Mode

Thermostat Contrecl

Thermostat Temperature
Section Stop Time (StopTime)
Stoptime Mode
Section Post Time
Posttime Mode

Section Timetable (Timetable)
Timetable (Timetable TimetableEntry)

(PostTime)

Settings for module Column Comp. (G131e6A -

Column Comp.: COLCOMP.O0)
Section Left Temperature Control
(LeftTemperatureControl)

Chromeleon 7,

Version 7.2.4.8525, Thermo Fisher Scientific Page 5 of 8

Agilent ICF Method

0.0 [%]

1.000 [mL/min]
400.00 [bar]
25.00 [min]
50.0 [%]

500 .1%]

0.0 [%]

0.0 [%]

1.000 [mL/min]
400.00 [bar]
30.00 [min]
70.0 [%]

30.0 [%]

0.0 [%]

0.0 [%]

1.000 [mL/min]
400.00 [bar]

200 [pL/min]
200 [pL/min]
0.0 [mm]

Injection with needle
wash

30.00 [uL]

Wash Vvial
Vial 100

No

Enable Analysis With Any
Temperature

Thermostat Control Set
Value

25 e

As pump/No limit

Qff

™~

A%
IR
g

Printed by Gauri Rane
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Instrument Method: HPLC-05_Ramithiazide Tablet_RS_Met
Last Update Operator: Gauri Rane

Temperature Control Mode

Section Enable Analysis Left
Temperature
(LeftTemperatureControl NotReadyLimit)

Enable Analysis Left Temperature On

Enable Analysis Left Temperature
Value

Section Right Temperature Control
(RightTemperatureControl)
Right temperature Control Mode

Section Enable Analysis Right
Temperature
(RightTemperatureControlmNotReadyLimit)

Enable Analysis Right Temperature
On

Enable Analysis Right Temperature
Value
Section Stop Time (StopTime)
Stoptime Mode
Section Post Time (PostTime)
Posttime Mode
Section Timetable (Timetable)
Timetable (Timetable_TimetableEntry)

Settings for module DAD (G4212B - DAD: DAD.O)
Peakwidth

UV Lamp Required
Section Analeog Output 1 (AnalogOutputl)
Analog 1 Zero Offset
Analog 1 Attenuation
Section Signals (Signals)
Signal table (Signals Signal)
0
Use Sig.
Signal
Wavelength
Bandwidth
Use Ref.

Use Sic
Signal

Use Sig.
Signal

Use Sig.
Signal

Use Sig.
Signal

Use Sig.

Chromeleon 7,
Version 7.2.4.8525, Thermo Fisher Scientific

q,‘dovf\g
=

Page 6 of 8

Not Controlled

Yes

0.80 [°C]

Combined

Yes

0.80 [°C]

As pump/injector

Off

> 0.1 min (2 s response

time) (2.5 Hz)
Yes

5 [%]

1000 [mAU]
Yes

Signal A
210.0 [nm]
4.0 [nm]
No

No

Signal B
No

Signal C
No

Signal D
No

Signal E
No

Agilent ICF Method

%w/\g

Printed by Gauri Rane
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Instrument Method: HPLC-05_Ramithiazide Tablet_RS_Met
Last Update Operator: Gauri Rane

Signal
6

Use Sig

Signal

Use Sig.
Signal
Section Prepare Mode (PrepareMode)
Margin for negative Absorbance
Section Autobalance (PrepareAutomation)
Autobalance Prerun
Autobalance Postrun
Section Spectrum (SpectraAcquisition)
Spectrum Range WL from
Spectrum Range WL to
Spectrum Step
Spectrum Store
Section Stoptime (StopTime)
Stoptime Mode
Section Posttime (PostTime)
Posttime Mode
Section Timetable (Timetable)
Timetable (Timetable TimetableEntry)

Signal F
No

Signal G
No

Signal H
100 [mAU]
Yes

No

190.0 [nm]
400.0 [nm]
2.0 [nm]
All

As pump/injector

Off

Agilent ICF Method
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Instrument Method: HPLC-05_Ramithiazide Tablet_RS_Met Agilent ICF Pretreatment Method
Last Update Operator: Gauri Rane

Ereperiy
Settings for module Sampler (G1329B -

Pretreatment (PretreatmentInstruction)

Value

3
B2
2
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Chromeleon 7.2.4.8525

HPLC-05_27-Nov-18_A1/Sequenc:

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Tnstrument 1D :
Sequence Name :
Data Vault :
Sequence Path :

QbD-INST-HPLC-05
HPLC-05_27-Nov-18_Al
QbD_2018

Seq. Created By :

Gauri Rane
Seq. Created On: 26-11-2018 15:27:17

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-05_27-Nov-18_Al.seq

Inj

No.

Injection Name

Injection Time

Instrument Method

Processing Method

Level

-

Blank Solution

27-11-2018 16:07:44

H05_Ramithiazide Tablet_R

Ramithiazide_RS_PR

Blank Solution

27-11-2018 16:39:41

105_Ramithiazide Tablet_R

Ramithiazide_RS_PR

Placebo Solution

27-11-2018 17:32:56

05_Ramithiazide Tablet_R

Ramithiazide_RS_PR1

Standard Solution 1

27-11-2018 18:04:54

05_Ramithiazide Tablet_R

Ramithiazide_RS_PR2

Standard Solution 2

27-11-2018 18:36:58

105_Ramithiazide Tablet_R

Ramithiazide_RS_PR2

Standard Solution 3

27-11-2018 19:08:56

05_Ramithiazide Tablet_R

Ramithiazide_RS_PR2

Standard Solution 4

27-11-2018 19:40:53

105_Ramithiazide Tablet_R

Ramithiazide_RS_PR2

Standard Solution 5

27-11-2018 20:12:51

05_Ramithiazide Tablet_R

Ramithiazide_RS_PR2

Oim|Njo|llslw|N

Standard Solution 6

27-11-2018 20:44:48

05_Ramithiazide Tablet_R

Ramithiazide_RS_PR2

=
o

Sample Solution 1

27-11-2018 21:16:42

05_Ramithiazide Tablet_R

Ramithiazide_RS_PR3

-
-

Sample Solution 2

27-11-2018 21:48:37

05_Ramithiazide Tablet_R

Ramithiazide_RS_PR3

12

Sample Solution 3

27-11-2018 22:20:35

105_Ramithiazide Tablet_R

Ramithiazide_RS_PR3

Sample Solution 4

27-11-2018 22:52:28

05_Ramithiazide Tablet_R

Ramithiazide_RS_PR3

Sample Solution 5

27-11-2018 23:24:21

:05_Ramithiazide Tablet_R

Ramithiazide_RS_PR3

Sample Solution 6

27-11-2018 23:56:15

05_Ramithiazide Tablet_R

Ramithiazide_RS_PR3

Blank Solution

28-11-2018 00:28:09

105_Ramithiazide Tablet_R

Ramithiazide_RS_PR

Bracketing Standard Solution

28-11-2018 01:00:05

05_Ramithiazide Tablet_R

Ramithiazide_RS_PR2

Spiked Sample Solution 1

28-11-2018 01:32:03

05_Ramithiazide Tablet_R

Ramithiazide_RS_PR3

Spiked Sample Solution 2

28-11-2018 02:04:02

05_Ramithiazide Tablet_R

Ramithiazide_RS_PR3

Spiked Sample Solution 3

28-11-2018 02:35:57

05_Ramithiazide Tablet_R

Ramithiazide_RS_PR3

Spiked Sample Solution 4

28-11-2018 03:07:52

105_Ramithiazide Tablet_R

Ramithiazide_RS_PR3

Spiked Sample Solution 5

28-11-2018 03:39:48

05_Ramithiazide Tablet_R

Ramithiazide_RS_PR3

Spiked Sample Solution 6

28-11-2018 04:11:43

:05_Ramithiazide Tablet_R

Ramithiazide_RS_PR3

Blank Solution

28-11-2018 04:43:39

05_Ramithiazide Tablet_R

Ramithiazide_RS_PR

Bracketing Standard Solution

28-11-2018 05:15:39

105_Ramithiazide Tablet_R

Ramithiazide_RS_PR2

Shut

Injection Volume | Vial Status
Type L No.
Unknown 30.00 | Vial:1 Finished
Unknown 30.00 Vial:1 Finished
Unknown 30.00 | Vial3 Finished
Unknown 30.00 | Vial2 Finished
Unknown 30.00 | Vial:2 Finished
Unknown 30.00 Vial:2 Finished
Unknown 30.00 | Vial:2 Finished
Unknown 30.00 Vial:2 Finished
Unknown 30.00 | Vial:2 Finished
Unknown 30.00 | Vial4 Finished
Unknown 30.00 | Vial:5 Finished
Unknown 30.00 Vial:6 Finished
Unknown 30.00 | Vial:7 Finished
Unknown 30.00 | Vial8 Finished
Unknown 30.00 | Vial9 Finished
Unknown 30.00 | Vial:1 Finished
Unknown 30.00 | Vial:2 Finished
Unknown 30.00 | Vial:10 | Finished
Unknown 30.00 | Vial11 Finished
Unknown 30.00 | Vial:12 | Finished
Unknown 30.00 | Vial:13 | Finished
Unknown 3000 | Vial:14 | Finished
Unknown 30.00 | Vial:15 | Finished
Unknown 30.00 | Viald Finished
Unknown 30.00 | Vial:2 Finished
Unknown 30.00 | Vial1 Finished

28-11-2018 05:46:53

shut method _HPLC 05 ne:

Ramithiazide_RS_PR

Gauri Rane

Page No. 1 of 29 Printed Time 30-Nov-2018 17:07
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Chromeleon 7.2.4.8525

Gauri Rane

Seq. Last Updated By : Gauri Rane
Seq. Last Updated On 30-11-2018 17:05:57
AR_NO BATCH_NO COLUMN_NO
02404181193 N/A QbD/LC/COL/128
D2404181193 N/A QbD/LC/COL/28
D2404181193 N/A QbD/LC/COL/128
D2404181193 N/A QbD/LC/COLM28
D2404181193 N/A QbD/LCICOL/128
D2404181193 N/A QbD/LC/COL/28
D2404181193 NIA QbD/LC/COL/28
D2404181193 N/A QbD/LC/COL/128
D2404181193 N/A QbD/LC/COL/M28
D2404181193 GP180301 QbD/LC/COL/128
D2404181193 GP180301 QbD/LC/COL/28
D2404181193 GP180301 QbD/LC/COL/128
D2404181193 GP180301 QbD/LCICOL/28
D2404181193 GP180301 QbD/LC/COL/A28
D2404181193 GP180301 QbD/LC/COL/128
D2404181193 N/A QbD/LC/COL/28
D2404181193 N/A QbD/LC/COL/28
D2404181193 GP180301 QbD/LC/COL/M28
D2404181193 GP180301 QbD/LC/COL/128
D2404181193 GP180301 QbD/LC/COL/28
D2404181193 GP180301 QbD/LC/COL/28
D2404181193 GP180301 QbD/LCICOL/A28
D2404181193 GP180301 QbD/LC/COL/128
D2404181193 N/A QbD/LC/COL/28
D2404181193 N/A QbD/LC/COL/28
D2404181193 N/A QbD/LCICOL/28

Page No. 2 of 29 Printed Time 30-Nov-2018 17:07
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Chromeleon 7.2.4.8525 HPLC-05_27-Nov-18_A1/Processing Method

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Processing Method

Processing Method Name : Ramithiazide RS PR

Processing Method Path : Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-05_27-Nov-18_Al seq

Gauri Rane Processing Method Last Updated By :  Gauri Rane
Processing Method Created On : 26-11-2018 15:33:18 Processing Method Last Updated On:  27-11-2018 11:11:44

Processing Method Created By :

Detection Alogrithm Chromeleon 6 Version 1
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 Minimum Height 2000.000 [Signal] Any All Channels
0.000 Minimum Width 1.000 [min] Any All Channels

Peak Table

[ No. [ Peak Name ] Ret. Time l

Gauri Rane Page No. 3 of 29 Printed Time 30-Nov-2018 17:07Electronically Signed Document Gauri Rane



Chromeleon 7.2.4.8525

HPLC-05_27-Nov-18_A1/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 Tablet
Blank Solution

1

Unknown

30.00 pL

Vial:1
QbD/LC/COL/128
QbD-INST-HPLC-05
27-11-2018 16:07:44

Gauri Rane

Batch No. :- N/A

AR. No. :- D2404181193

Instrument Method :- HPLC-05_Ramithiazide Tablet RS M
Instrument Method Created By :- Gauri Rane

Instrument Method Created On :- 26-11-2018 15:21:29

Processing Method :- Ramithiazide RS PR

Processing Method Last Updated By :- Gauri Rane
Processing Method Last Updated On :-27-11-2018 11:11:44
Experiment Name:- Intermediate precision

Wavelength:- n.a.

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-05 27-Nov-18 Al.seq

S Hbio0G.: 7 HPLC-05_27-Nov-18_Al Blank Solution #1 DAD_Signal_A
i 1 wAU
2,50,000
2,00,000
1,50,000 4
1,00,000 4
50,000 4
04
-40,000 4 __min
r T T J T T T T T T T T T T T T T Tovew
0.0 5.0 10.0 15.0 20.0 25.0 30.0
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min nAU*min A (EP/USP) (USP) (USP)
Gauri Rane Page No. 4 0f 29 Printed Time 30-Nov-2018 17:07 Electronically signed document Satish Dodtale



Chromeleon 7.2.4.8525 HPLC-05_27-Nov-18_A1/Sys_suit.(USP)

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
Product Name :- Ramithiazide Tablet Batch No. :- N/A
Sample Name :- Blank Solution AR. No. :- D2404181193
Sample Number :- 2 Instrument Method :- HPLC-05_Ramithiazide Tablet_ RS_M
Sample Type :- Unknown Instrument Method Created By :- Gauri Rane
Injection Volume :- 30.00 pL Instrument Method Created On :- 26-11-2018 15:21:29
Vial Position :- Vial:1 Processing Method :- Ramithiazide_RS_PR
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Gauri Rane
Instrument ID. :- QbD-INST-HPLC-05 Processing Method Last Updated On :-27-11-2018 11:11:44
Injection Date & Time :- 27-11-2018 16:39:41 Experiment Name:- Intermediate precision
Analyst :- Gauri Rane Wavelength:- n.a.
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-05 27-Nov-18 Al.seq
= E X : : ;
3,00,000 - 2 HPLC-05_27-Nov-18_Al Blank Solution #2 DAD_Signal_A
1 HAU
2,50,000
2.00,000
1,50,000 -
1,00,000
50,000 -
0]
] min
SOl e L Sl i g Tl B e L G T T ey
0.0 5.0 10.0 15.0 20.0 25.0 30.0
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min % (EP/USP) (USP) (USP)’

Gauri Rane Page No. 5 of 29 Printed Time 30-Nov-2018 17:07 Electronically signed document Satish Dodtale



Chromeleon 7.2.4.8525

HPLC-05_27-Nov-18_

Al/Sys_suit.(USP

D

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 :-

Ramithiazide Tablet
Placebo Solution

3

Unknown

30.00 pL

Vial:3
QbD/LC/COL/128
QbD-INST-HPLC-05
27-11-2018 17:32:56

Gauri Rane

Batch No. :-
AR. No. :-

Instrument Method :-

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

Processing Method :-
Processing Method Last Updated By :- Gauri Rane
Processing Method Last Updated On :- 30-11-2018 17:05:57

Experiment Name:-

Wavelength:-

N/A
D2404181193

HPLC-05_Ramithiazide Tablet_RS_M

Gauri Rane
26-11-2018 15:21:29
Ramithiazide_RS_PR1

Intermediate precision

n.a.

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-05 27-Nov-18 Al.seq

7 HPLC-05_27-Nov-18_Al

Placebo Solution #3

DAD_Signal A

3,00,000 -
1 HAU
2,50,000
2,00,000
1,50,000 -
. o
o
4 @
1,00,000 - s
o
~
: ~
50,000 T
min
0.0 5.0 10.0 15.0 20.0 25.0 30.0
T
Peak Peak Ret. Time Area Area [ Asymmetry Plates Manipulated Resolution
No. Name min pAU*min Y% (EP/USP) (USP) (USP)
1 Placebo 4.721 17166.152 100.00 0.71 1996 FALSE n.a.
Gauri Rane Page No. 6 0f 29 Printed Time 30-Nov-2018 17:07 Electronically signed document Satish Dodtale



Chromeleon 7.2.4.8525

HPLC-05_27-Nov-18_A1/Sys_suit.(USP

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Product Name :- Ramithiazide Tablet Batch No. :- N/A
Sample Name :- Standard Solution 1 AR. No, :- D2404181193
Sample Number :- 4 Instrument Method :- HPLC-05_Ramithiazide Tablet_ RS_M
Sample Type :- Unknown Instrument Method Created By :- Gauri Rane
Injection Volume :- 30.00 pL Instrument Method Created On :- 26-11-2018 15:21:29
Vial Position :- Vial:2 Processing Method :- Ramithiazide_RS_PR2
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Gauri Rane
Instrument ID. :- QbD-INST-HPLC-05 Processing Method Last Updated On :- 28-11-2018 09:59:24
Injection Date & Time :- 27-11-2018 18:04:54 Experiment Name:- Intermediate precision
Analyst :- Gauri Rane Wavelength:- n.a.
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-05 27-Nov-18 Al .5eq
3.00 000 - 7] HPLC-05_27-Nov-18_Al Standard Solution 1 #4 DAD_Signal_A
i 1 AU
2,50,000
2,00,000
] ®
1,50,000 3
1 3
£
s
: s
1,00,000 s
1 o
T &
] z 3
50,000 ] § E
B If o«
1 =4
04 ©
1 T
1 min
-40,000 : ‘ — ,
0.0 5.0 10.0 15.0 20.0 25.0 30.0
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pPAU*min % (EP/USP) (USP) (USP)
1 Hydrochlorothiazid 5.166 4480.832 64.51 147 8425 FALSE n.a.
2 Ramipril 16.153 2465.087 35.49 0.95 35853 FALSE 38.80
Gauri Rane Page No. 7 of 29 Printed Time 30-Nov-2018 17:07 Electronically signed document Satish Dodtale



Chromeleon 7.2.4.8525

HPLC-05_27-Nov-18_A1/Sys_suit.(USP

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Product Name :- Ramithiazide Tablet
Sample Name :- Standard Solution 2
Sample Number :- 5

Sample Type :- Unknown

Injection Volume :- 30.00 pL.

Vial Position :- Vial:2

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

QbD-INST-HPLC-05
27-11-2018 18:36:58

Gauri Rane

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

Sequence Path :-

Batch No. :- N/A

AR. No. :- D2404181193

Instrument Method :- HPLC-05_Ramithiazide Tablet RS_M
Instrument Method Created By :- Gauri Rane

Instrument Method Created On :- 26-11-2018 15:21:29
Processing Method :- Ramithiazide_RS_PR2
Processing Method Last Updated By :- Gauri Rane
Processing Method Last Updated On :- 28-11-2018 09:59:24
Experiment Name:- Intermediate precision

Wavelength:- n.a.

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-05 27-Nov-18 Al .seq

200,000 - 2 HPLC-05_27-Nov-18_Al Standard Solution 2 #5 DAD_Signal A
S
2,50,000
2,00,000
] 2
1,50,000 N
i k]
1 £
] g
J o
1,00,000 4 =
1 [
] 3 i
] S 5
50,000 - ~ E
i ¥ =
1 2
4 T
1 1A S
1 T min
-40,000 —— — ; —
0.0 5.0 10.0 15.0 20.0 25.0 30.0
T
Peak Peak Ret, Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min %o (EP/USP) (USP) (USP)
1 Hydrochlorothiazidg 5177 4451.909 66.65 1.19 8357 FALSE n.a.
2 Ramipril 16.191 2227.525 33.35 0.95 35971 FALSE 38.78
Gauri Rane Page No. 8 of 29 Printed Time 30-Nov-2018 17:07 Electronically signed document Satish Dodtale



Chromeleon 7.2.4.8525

HPLC-05_27-Nov-18

_Al1/Sys_suit.(USP

|

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

G DI
Q.alte by Cwiigs |
Product Name :- Ramithiazide Tablet Batch No. :- N/A
Standard Solution 3 AR. No. :- D2404181193

Sample Name :-

Sample Number :-
Sample Type :-

Injection Volume :-

Vial Position :-

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

Analyst :-

Sequence Path :-

6

Unknown

30.00 puL

Vial:2
QbD/LC/COL/128
QbD-INST-HPLC-05
27-11-2018 19:08:56

Gauri Rane

Instrument Method :-

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

HPLC-05_Ramithiazide Tablet_RS_N

Gauri Rane
26-11-2018 15:21:29

Ramithiazide_RS_PR2

Processing Method Last Updated By :- Gauri Rane
Processing Method Last Updated On :- 28-11-2018 09:59:24

Experiment Name:-

Wavelength:-

Intermediate precision

n.a.

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HIPLC-05 27-Nov-18 Al.seq

SR B HPLC-05_27-Nov-18_Al Standard Solution 3 #6 DAD_Signal_A
S 1 pAU
2,50,000 4
2,00,000 4
] 2
1,50,000 - N
] =
E=
1 o
] ]
1,00,000 - =
1 [=]
] =
E > =
4 T 2
50,000 - o E
_ g &
] i’ o
o~
. o
04 o
Y g
-40,000 Jl T T g T T T T ¥ T T T T T T T T T L
0.0 50 10.0 15.0 20.0 25.0 30.0
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min MAU*min % (EP/USP) (USP) (USP)
1 Hydrochlorothiazidg 5.202 4419.675 65.74 1.18 8414 FALSE n.a.
2 Ramipril 16.222 2303.521 34.26 0.92 36676 FALSE 38.96

Gauri Rane

Page No. 9 of 29 Printed Time 30-Nov-2018 17:07 Electronically signed document
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Chromeleon

Al

7.2.4.8525

HPLC-05_27-Nov-18_A1/Sys_suit.(USP

Q@ualty by Ceiigs |

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 Tablet
Standard Solution 4
7

Unknown

30.00 uL

Vial:2
QbD/LC/COL/128
QbD-INST-HPLC-05
27-11-2018 19:40:53

Gauri Rane

Batch No. :- N/A

AR. No. :- D2404181193

Instrument Method :- HPLC-05_Ramithiazide Tablet RS M
Instrument Method Created By :- Gauri Rane

Instrument Method Created On :- 26-11-2018 15:21:29

Processing Method :- Ramithiazide RS PR2

Processing Method Last Updated By :- Gauri Rane
Processing Method Last Updated On :- 28-11-2018 09:59:24
Experiment Name:- Intermediate precision

Wavelength:- n.a.

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-05 27-Nov-18 Al.seq

A 60600 < 7 HPLC-05_27-Nov-18_Al Standard Solution 4 #7 DAD Signal A
1 HAU
2,50,000
2,00,000 ]
1 ]
1,50,000 4 "
] =
E-]
e
o
1,00,000 5
1 [=]
T -
T &
50,000 e 5
7 2
§ 2
04 0
i i P
-40,ooojl . g ¥ .'. — -mr—-
0.0 5.0 10.0 15.0 20.0 25.0 30.0
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min % (EP/USP) (USP) (USP)
I Hydrochlorothiazidg 5.176 4535.536 66.86 1.20 8288 FALSE n.a.
2 Ramipril 16.156 2248.426 33.14 0.93 37318 FALSE 39.08
Gauri Rane Page No. 10 of 29 Printed Time 30-Nov-2018 17:07 Electronically signed document Satish Dodtale



Chromeleon 7.2.4.8525

HPLC-05_27-Nov-18_A1/Sys_suit.(USP

Q911 by Coiigy

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 Tablet
Standard Solution 5
8

Unknown

30.00 pL

Vial:2
QbD/LC/COL/128
QbD-INST-HPLC-05
27-11-2018 20:12:51

Gauri Rane

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

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

Processing Method :-
Processing Method Last Updated By :- Gauri Rane
Processing Method Last Updated On :- 28-11-2018 09:59:24

Experiment Name:-

Wavelength:-

N/A
D2404181193

HPLC-05_Ramithiazide Tablet RS_M

Gauri Rane
26-11-2018 15:21:29

Ramithiazide RS_PR2

Intermediate precision

n.a

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-05 27-Nov-18 Al.seq

-1 . .
3.00.000 - 2 HPLC-05_27-Nov-18_Al Standard Solution 5 #8 DAD_Signal_A
1 HAU
2,50,000
2,00,000 4
] @
1,50,000 b
=
1 £
1 o
1 s
1,00,000 - =
1 o
] 5 -
] T =
50,000 7 § &E"
] ? <
o
0 \LA’_\ u“—’
1 1
1 LA :
] T min
~40,000 - r T T T T T T 1
0.0 5.0 10.0 15.0 20.0 25.0 30.0
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min HAU*min Yo (EP/USP) (USP) (USP)
1 Hydrochlorothiazid 5.164 4382.866 65.81 1.19 8480 FALSE n.a.
2 Ramipril 16.164 2276.692 34.19 0.96 37436 FALSE 39.39
Gauri Rane Page No. 11 of 29 Printed Time 30-Nov-2018 17:07 Electronically signed document Satish Dodtale



Chromeleon 7.2.4.8525

HPLC-05_27-Nov-18_A1/Sys_suit.(USP

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

&
Qualie by I:l;i_;:
Product Name :- Ramithiazide Tablet Batch No. :- N/A
Sample Name :- Standard Solution 6 AR. No. :- D2404181193
Sample Number :- 9 Instrument Method :- HPLC-05_Ramithiazide Tablet_RS_M
Sample Type :- Unknown Instrument Method Created By :- Gauri Rane
Injection Volume :- 30.00 pL Instrument Method Created On :- 26-11-2018 15:21:29
Vial Position :- Vial:2 Processing Method :- Ramithiazide RS_PR2
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Gauri Rane
Instrument ID. :- QbD-INST-HPLC-05 Processing Method Last Updated On :- 28-11-2018 09:59:24
Injection Date & Time :- 27-11-2018 20:44:48 Experiment Name:- Intermediate precision
Analyst :- Gauri Rane Wavelength:- n.a.

Sequence Path :-

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-05 27-Nov-18 Al.seq

o o B HPLC-05_27-Nov-18_Al Standard Solution 6 #9 DAD_Signal_A
i
2,50,000 ]
2,00,000
4 L]
1,50,000 b
1 =
]
4 o
] 5
1,00,000 =
4 Qo
4
=] -
> =
x =3
50,000 - w =
o « ]
1 - o
] ‘? w
0] @
J T min
-40,000
e — s B T e — — —
0.0 5.0 10.0 15.0 20.0 25.0 30.0
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min Yo (EP/USP) (USP) (USP)
1 Hydrochlorothiazidg 5.135 4409.777 65.62 1.18 8483 FALSE n.a.
2 Ramipril 16.115 2310.580 34.38 0.94 38390 FALSE 39.78
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Chromeleon 7.2.4.8525 HPLC-05_27-Nov-18_A1/Sys_suit.(USP

O hD QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
Qoalty by Deiign
Product Name :- Ramithiazide Tablet Batch No. :- GP180301
Sample Name :- Sample Solution 1 AR. No. :- D2404181193
Sample Number :- 10 Instrument Method :- HPLC-05_Ramithiazide Tablet_ RS M
Sample Type :- Unknown Instrument Method Created By :- Gauri Rane
Injection Volume :- 30.00 puL Instrument Method Created On :- 26-11-2018 15:21:29
Vial Position :- Vial:4 Processing Method :- Ramithiazide_RS_PR3
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhav
Instrument ID. :- QbD-INST-HPLC-05 Processing Method Last Updated On :- 28-11-2018 15:09:53
Injection Date & Time :- 27-11-2018 21:16:42 Experiment Name:- Intermediate precision
Analyst :- Gauri Rane Wavelength:- n.a.
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-05 27-Nov-18 Al.seq
5,066 - B2 HPLC-05_27-Nov-18 Al Sample Solution 1 #10 DAD_Signal A
~{wAu 5
: N
2.5e5 ] o
1 o
2
1 <
2.0e5 & .
J = g
- - 2
1.5e5 i E
1 o~
] o &
] 2 P
1.0e5 g 1
] i
] : g ; z £ ¢
5.0e4 =Y 2 2 5 ]
] > = — g— = £
w =3 =5 = 5 5
] S b3 -3 g N o
-~ o
0.0€0 1 hi b ; :I_, L = :1:_
] ! | T T . )
_4.0e4j] it i RIESERNeAh SRR e A I. i A A B TR _rmn_‘
0.0 5.0 10.0 15.0 20.0 25.0 30.0
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pPAU*min Yo (EP/USP) (USP) (USP)
1 Unknown 4.095 340.361 0.02 1.23 4215 FALSE n.a.
2 Placebo 4.575 7963.207 0.51 0.92 5638 FALSE 1.94
3 Hydrochlorothiazid 5.115 753436.632 48.30 133 3399 FALSE 1.82
4 Unknown 7.868 152.133 0.01 1.27 13597 FALSE 8.87
o Unknown 10.688 285.659 0.02 1.04 12523 FALSE 8.65
6 Impurity E 14.142 486.562 0.03 1.25 85294 FALSE 12.00
7 Ramipril 15.855 757913.192 48.59 1.82 19502 FALSE 5.29
8 Unknown 17.702 380.212 0.02 1.04 64399 FALSE 5.04
9 Unknown 18.488 387.764 0.02 1.11 58244 FALSE 2.69
10 Impurity D 23.902 38458.478 2.47 1.02 42001 FALSE 14.01
Satish Dodtale
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Chromeleon 7.2.4.8525

HPLC-05_27-Nov-18_Al/Sys_suit.(USP

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
Qalty by l;n:iw [
Product Name :- Ramithiazide Tablet Batch No. :- GP180301
Sample Name :- Sample Solution 2 AR. No. :- D2404181193
Sample Number :- 11 Instrument Method :- HPLC-05_Ramithiazide Tablet RS_M
Sample Type :- Unknown Instrument Method Created By :- Gauri Rane
Injection Volume :- 30.00 pL Instrument Method Created On :- 26-11-2018 15:21:29
Vial Position :- Vial:5 Processing Method :- Ramithiazide RS_PR3
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhav
Instrument ID. :- QbD-INST-HPLC-05 Processing Method Last Updated On :- 28-11-2018 15:09:53
Injection Date & Time :- 27-11-2018 21:48:37 Experiment Name:- Intermediate precision
Analyst :- Gauri Rane Wavelength:- n.a.
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-05_27-Nov-18_Al.seq
3.0e5 ] HPLC-05_27-Nov-18 Al Sample Solution 2 #11 DAD_Signal_A
T wau E
2.5e5 E b
5 R
] 3 B
2.0e5 1 > 5
>
5 £
] & 2
1.5e5 ¥ E
] 3
] ] o
1.0e5 § o
] : E i
5.0e4 - cY = c ] 2 e
4 =) = i g- x 5
= = = = 55
1 - o < =
0.0e0 T, & [ e ?;” E
N =) i K <
T ! L T
J s sian L —min_
~4.0e4 r T T T T T T T T ¥ T T v I T i ¥ ¥ ol
0.0 5.0 10.0 15.0 20.0 25.0 30.0
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min Y% (EP/USP) (USP) (USP)
1 Unknown 4.111 301.293 0.02 1.05 5785 FALSE n.a.
2 Placebo 4.598 7836.227 0.49 0.88 5631 FALSE 2.11
3 Hydrochlorothiazid S:111 775160.864 48.48 1.66 3406 FALSE 192,
4 Unknown 7.938 134.163 0.01 1.13 15627 FALSE 9.36
5 Unknown 10.784 245.781 0.02 1.06 15993 FALSE 9.57
6 Impurity E 14.151 509.777 0.03 1.51 83732 FALSE 12.55
7 Ramipril 15.898 775574.996 48.50 1.73 19470 FALSE 5.36
8 Unknown 17.704 427.536 0.03 1.02 60718 FALSE 4.86
9 Unknown 18.498 463.010 0.03 0.85 52521 FALSE 2.60
10 Impurity D 23.904 38374.395 2.40 1.03 41589 FALSE 13.66
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Chromeleon 7.2.4.8525

HPLC-05_27-Nov-18_

Al/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. :-

Analyst :-
Sequence Path :-

Ramithiazide Tablet
Sample Solution 3

12

Unknown

30.00 pL

Vial:6
QbD/LC/COL/128
QbD-INST-HPLC-05

Injection Date & Time :- 27-11-2018 22:20:35

Gauri Rane

GP180301
D2404181193

Batch No. :-

AR. No. :-

Instrument Method :-

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

Gauri Rane
26-11-2018 15:21:29
Processing Method :- Ramithiazide RS PR3
Processing Method Last Updated By :- Swaraj A. Jadhav
Processing Method Last Updated On :- 28-11-2018 15:09:53
Experiment Name:- Intermediate precision

Wavelength:- n.a.

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-05_27-Nov-18 Al .seq

HPLC-05_Ramithiazide Tablet RS M

7 HPLC-05_27-Nov-18_Al

Sample Solution 3 #12

DAD_Signal A

3.0e5+
1 HAU E E
2.5e5 5 N
d o 4
5 o
4 2 o
2.0e5 4 B a
; z
4 il Fl
4 . [=9
1.5e5 4 [ E
] =
L]
] 2 g
1.0e5 _§ i
55 w
ea g 3 z $ s
5.0e4 - iy 2 2 5 8 §
4 ko] = = E’ x
1 o o 3 - 5 5
] = w o B w
0.0e0 4 hi b g ¥ k8
1 ! ; L LT | :
-4.0e4 ] RS y
0.0 5.0 10.0 15.0 R TR 30.0
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min %o (EP/USP) (USP) (USP)
I Unknown 4.112 313.886 0.02 1.09 5436 FALSE na
2 Placebo 4.599 8003.698 0.50 0.88 5615 FALSE 2.08
3 Hydrochlorothiazid 5.145 781488.809 48.51 1.33 3444 FALSE 1.83
4 Unknown 7.945 185.921 0.01 1.53 15081 FALSE 9.19
S Unknown 10.832 197.271 0.01 0.91 16944 FALSE 9.76
6 Impurity E 14.152 498.107 0.03 1.31 82754 FALSE 12.54
7 Ramipril 15.899 780709.924 48.46 1.76 19319 FALSE 5.34
8 Unknown 17.705 411.055 0.03 1.00 59392 FALSE 4.83
9 Unknown 18.505 506.962 0.03 0.87 51671 FALSE 2.60
10 Impurity D 23912 38580.249 2.39 1.04 41532 FALSE 13.60 "
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Chromeleon 7.2.4.8525

HPLC-05_27-Nov-18_A1/Sys_suit.(USP

-alty by Dasign

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

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

Ramithiazide Tablet
Sample Solution 4

13

Unknown

30.00 pL

Vial:7
QbD/LC/COL/128
QbD-INST-HPLC-05

Injection Date & Time :- 27-11-2018 22:52:28

GP180301
D2404181193

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 :- 28-11-2018 15:09:53
Intermediate precision

Gauri Rane
26-11-2018 15:21:29

Experiment Name:-

HPLC-05_Ramithiazide Tablet RS M

Ramithiazide_RS_PR3

Analyst :- Gauri Rane Wavelength:- n.a.
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-05_27-Nov-18 Al seq
3.065 ] HPLC-05_27-Nov-18_Al Sample Solution 4 #13 DAD_Signal A
" wau E
2.5e5 3
] S
5
] P
2.0e5 3 a
N T
4 N 3
] 5 g
1.5e5 =
] 3
a
] £ g
1.0e5 H
] g = K
c
5.0e4 ] = _E _E g E E
w =1 =] = =] g
- o~ o @«
] = < o bt S 8
0.0¢0 z = S ¥ & 3
] hid A T T
J 1 | .
-4.0e4
r T T T u T T T T T T T T —
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min Yo (EP/USP) (USP) (USP)
I Unknown 4.116 308.719 0.02 1.05 5769 FALSE na. '
2 Placebo 4,602 7899.080 0.49 0.89 5616 FALSE 2.11
3 Hydrochlorothiazid. S.122 783526.687 48.70 1.58 3420 FALSE 1.74
4 Unknown 7.942 167.903 0.01 1.16 13890 FALSE 9.10
5 Unknown 10.802 182.758 0.01 1.10 19519 FALSE 9.88
6 Impurity E 14.149 488.875 0.03 1.28 83707 FALSE 13.26
7 Ramipril 15.882 777016.420 48.30 1.79 19519 FALSE 5.33
8 Unknown 17.702 407.329 0.03 1.02 61417 FALSE 4.92
9 Unknown 18.496 434.028 0.03 0.84 55770 FALSE 2.65
10 Impurity D 23.909 38302.984 2.38 1.03 41675 FALSE 13.85

Grauri Rane
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Chromeleon 7.2.4.8525

HPLC-05_27-Nov-18_A1/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 :-

Ramithiazide Tablet

Sample Solution 5
14

Unknown

30.00 uL

Vial:8
QbD/LC/COL/128

QbD-INST-HPLC-05
Injection Date & Time :- 27-11-2018 23:24:21

Gauri Rane

Batch No. :-

AR. No. :-

Instrument Method :-

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

GP180301
2404181193

HPLC-05_Ramithiazide Tablet RS_N

Gauri Rane
26-11-2018 15:21:29

Ramithiazide_RS_PR3

Processing Method Last Updated By :- Swaraj A. Jadhav

Experiment Name:-

Wavelength:-

Processing Method Last Updated On :- 28-11-2018 15:09:53

Intermediate precision

n.a.

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-05_27-Nov-18 Al seq

i “g' HPLC-05_27-Nov-18_Al Sample Solution 5 #14 DAD_Signal A
i T S E
b N
o
2.5e5 7 E o
& b
4 E o
2.0e5 > o
ko S
J < =1
: ; 2
1.5e5 =
: 3
e [] ‘?;
£a
1 q
1.0e5 ] g
] .
C = e e
5.0e4 £Y g £ a £ E
4 =
= 5 5 E 5 5
] = 3 5 2 T ¥
0.0e0 1 i & 5 = L RS
] T ; 117
1 IR T —min—
-4.0e4 -
! ! T ) Y y T T T AT |
0.0 5.0 10.0 15.0 20.0 25.0 30.0
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min %o (EP/USP) (USP) (USP)
1 Unknown 4.108 276.705 0.02 1.08 5387 FALSE n.a.
2 Placebo 4.581 8071.352 0.50 0.91 5646 FALSE 2.02
3 Hydrochlorothiazid 5.148 781183.406 48.69 1.15 3473 FALSE 1.91
4 Unknown 7.894 164.511 0.01 1.22 12090 FALSE 8.63
5 Unknown 10.741 230.072 0.01 0.99 15766 FALSE 9.05
6 Impurity E 14.148 501.841 0.03 1.21 82209 FALSE 12.63
il Ramipril 15.868 774802.853 48.30 1.82 19630 FALSE 5.29
8 Unknown 17.701 405.091 0.03 1.02 60496 FALSE 4.95
9 Unknown 18.494 437.034 0.03 0.86 §F27 FALSE 2.66
10 Impurity D 23.894 38239.816 2.38 1.04 41700 FALSE 13.92
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Chromeleon 7.2.4,.8525

HPLC-05_27-Nov-18_A1/Sys_suit.(USF

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Instrument ID. :-
Injection Date & Time :- 27-11-2018 23:56:15
Analyst :-

Sequence Path :-

QbD-INST-HPLC-05

Gauri Rane

Product Name :- Ramithiazide Tablet Batch No. :- GP180301

Sample Name :- Sample Solution 6 AR. No. :- D2404181193

Sample Number :- 15 Instrument Method :- HPLC-05_Ramithiazide Tablet_ RS_M
Sample Type :- Unknown Instrument Method Created By :- Gauri Rane

Injection Volume :- 30.00 pL Instrument Method Created On :- 26-11-2018 15:21:29

Vial Position :- Vial:9 Processing Method :- Ramithiazide RS PR3

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

Processing Method Last Updated On :- 28-11-2018 15:09:53
Experiment Name:- Intermediate precision

Wavelength:- n.a.

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-05_27-Nov-18 Al.seq

L g HPLC-05_27-Nov-18_Al Sample Solution 6 #15 DAD_Signal A
’ 1 HAU E
] ks
2.5e5 4 -
' 3
1 2
2.0e5 2
2 H
] 3 £
1.5e5 i -
r Ll
o pe
] S a
1.0e5 - 8
1 o
c w
3~ c
_ 23 5 3 £ gE
5.0e4 - =i E £ a £ £
] - 5 5 £ 55
=] ~ -~ ~
] = o . 3 S 3
0.0e0 bl 2 S ¥ B
i T : L T ]
] T 1 T T
~4.0e4 - r T T T T T ¥ T 1
0.0 5.0 10.0 15.0 20.0 25.0 30.0
T
Peak Peak Ret, Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min Y% (EP/USP) (USP) (USP)
1 Unknown 4.101 203.116 0.01 1.06 6233 FALSE na.
2 Placebo 4.581 8217.762 0.51 0.90 5687 FALSE 2.13
3 Hydrochlorothiazid 5.108 786398.137 48.72 1.41 3463 FALSE 1.78
4 Unknown 7.887 156.283 0.01 1.23 13884 FALSE 9.04
5 Unknown 10.701 235.643 0.01 1.03 14680 FALSE 9.06 -
6 Impurity E 14,147 493.014 0.03 1.22 84225 FALSE 12:57
7 Ramipril 15.847 779142.027 48.27 1.78 19831 FALSE 5.27
8 Unknown 17.707 406.773 0.03 0.99 60921 FALSE 5.05
9 Unknown 18.494 392.450 0.02 1.09 58445 FALSE 2.65
10 Impurity D 23.888 38484.104 2.38 1.03 41965 FALSE 13.96

Gauri Rane
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Chromeleon 7.2.4.8525

HPLC-05_27-Nov-18_A1/Sys_suit.(USF

obp

Q.alty by Caiign

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 Tablet
Blank Solution

16

Unknown

30.00 uL

Vial:1
QbD/LC/COL/128
QbD-INST-HPLC-05
28-11-2018 00:28:09

Gauri Rane

Batch No. :- N/A

AR. No. :- D2404181193

Instrument Method :- HPLC-05_Ramithiazide Tablet_ RS M
Instrument Method Created By :- Gauri Rane

Instrument Method Created On :- 26-11-2018 15:21:29

Processing Method :- Ramithiazide_RS_PR

Processing Method Last Updated By :- Gauri Rane
Processing Method Last Updated On :-27-11-2018 11:11:44
Experiment Name:- Intermediate precision

Wavelength:- n.a.

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-05 27-Nov-18 Al.seq

B 7 HPLC-05_27-Nov-18 Al Blank Solution #16 DAD_Signal A
A 1 WAU
2,50,000
2,00,000 4
1,50,000 -
1,00,000 ]
50,000
04
] min
-40,000 : ; , — — —
0.0 5.0 10.0 15.0 20.0 25.0 30.0
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min PAU*min %o (EP/USP) (USP) (USP)
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Chromeleon 7.2.4.8525

HPLC-05_27-Nov-18_Al /Sys_suit.(US

QbD|

Qoalte 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 Tablet Batch No. :- N/A

Bracketing Standard Solution AR. No. :- D2404181193

17 Instrument Method :- HPLC-05_Ramithiazide Tablet RS_M
Unknown Instrument Method Created By :- Gauri Rane

30.00 uL. Instrument Method Created On :- 26-11-2018 15:21:29

Vial:2 Processing Method :- Ramithiazide RS_PR2
QbD/LC/COL/128 Processing Method Last Updated By :- Gauri Rane

QbD-INST-HPLC-05 Processing Method Last Updated On :- 28-11-2018 09:59:24

28-11-2018 01:00:

Gauri Rane

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-05 27-Nov-18 Al.seq

05 Experiment Name:-
Wavelength:-

Intermediate precision

n.a.

7 HPLC-05_27-Nov-18 Al

Bracketing Standard Solution #17

DAD_Signal_A

3,00,000 -
1 AU
2,50,000 4
2,00,000 ]
a
2
1,50,000 - !
] £
] 2
] o
1,00,000 S
4 E e
F 5
E
50,000 s &
¥ 2
<
w0
0 T
1 min
—40’000 JI T T T J T T T T T T T T T T T T T A
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min LAU*min % (EP/USP) (USP) (USP)
1 Hydrochlorothiazidq 5.106 4386.357 64.62 1.20 8376 FALSE n.a.
2 Ramipril 16.066 2401.788 35.38 0.98 38726 FALSE 39.87
|
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Chromeleon 7.2.4.8525

HPLC-05_27-Nov-18_A1/Sys_suit.(USP

Qtli

Q.alty by Casign

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 :- 28-11-2018 01:32:03
Analyst :-
Sequence Path :-

Ramithiazide Tablet

Spiked Sample Solution 1

18

Unknown

30.00 plL

Vial: 10
QbD/LC/COL/128
QbD-INST-HPLC-05

Gauri Rane

Batch No. :-
AR. No. :-

Instrument Method :-

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

GP180301
D2404181193

HPLC-05_Ramithiazide Tablet RS_M

Gauri Rane
26-11-2018 15:21:29

Ramithiazide RS_PR3

Processing Method Last Updated By :- Swaraj A. Jadhay
Processing Method Last Updated On :- 28-11-2018 15:09:53

Experiment Name:-
Wavelength:-

Intermediate precision

n.a.

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-05 27-Nov-18_Al.seq

3,005 - g HPLC-05_27-Nov-18_Al Spiked Sample Solution 1 #18 DAD_Signal A
g o] B
Jion : E
2 505 5
] = N
5 5
2.0e5 : [ 2
2 =
F == Q.
] 5 o E
1.5e5 -. ‘? g
o 5 -
) g g g
1.0e5 L
] o S
] £7 g E 2 e g
5.0e4 ] S ;:‘ £ £ ;é ;':‘
% P @ 2 N o
] = @ o - - @
0.0e0 D v & 5 S
i 1 T ) k_ T T
] I T I T R
] min
-4.0e4 - T T T T T 1
0.0 5.0 10.0 15.0 20.0 25.0 30.0
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min Y% (EP/USP) (USP) (USP)
1 Unknown 4.086 305.586 0.02 1.20 3961 FALSE n.a.
2 Placebo 4.559 8333.580 0.51 0.93 5806 FALSE 1.90 °
3 Hydrochlorothiazid 5.112 787272.547 48.65 1.17 3512 FALSE 1.89
4 Unknown 7.839 163.970 0.01 1.35 12070 FALSE 8.65
S Unknown 10.606 277314 0.02 1.12 12019 FALSE 8.23
6 Impurity E 14.146 338.305 0.02 1.00 109817 FALSE 12.69
7 Impurity A 14.626 13885.160 0.86 0.82 33964 FALSE 1.97
8 Ramipril 15.826 769283.339 47.53 1.82 20274 FALSE 3.15
9 Unknown 17.712 407.102 0.03 1.01 62275 FALSE 5.18
10 Unknown 18.499 394.555 0.02 1.12 56023 FALSE 2.64 .
11 Impurity D 23.892 37699.615 2.33 1.03 41909 FALSE 13.84

Gauri Rane
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Chromeleon 7.2.4.8525

HPLC-05_27-Nov-18_A1/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. :-

Analyst :-
Sequence Path :-

Ramithiazide Tablet
Spiked Sample Solution 2

19
Unknown
30.00 uL
Vial:11

QbD/LC/COL/128

QbD-INST-HPLC-05
Injection Date & Time :- 28-11-2018 02:04:02

Gauri Rane

Batch No. :- GP180301

AR. No. :- D2404181193
Instrument Method :-

Instrument Method Created By :- Gauri Rane
Instrument Method Created On :- 26-11-2018 15:21:29
Processing Method :- Ramithiazide RS_PR3

Processing Method Last Updated By :- Swaraj A. Jadhav
Processing Method Last Updated On :- 28-11-2018 15:09:53
Experiment Name:- Intermediate precision

Wavelength:- n.a.

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-05_27-Nov-18_Al.seq

HPLC-05_Ramithiazide Tablet RS M

3065 B HPLC-05_27-Nov-18_Al Spiked Sample Solution 2 #19 DAD_Signal A
: 1 HAU E
255
] 3
o o
2.0e5 = z
Kt =1
3 £
1.5¢5 ] B 2 -
] 5 3
_ £ E j
1.0e5 - k] w
] 5 < g 22 € g
o E E = ; g g
1 Y g £ 2 £ £
5.0e4 1 £ - 5 E 5 E
=+ 0 =
~ ) © <t "ﬂ_’ =
o o w - ~ W
hil = =] e . w
0.060 ] 2 . L L :
T | R | T
J min
-4 064 I T T d v v T e T = v T 1
0.0 5.0 10.0 15.0 20.0 25.0 30.0
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min % (EP/USP) (USP) (USP)
1 Unknown 4.074 289.442 0.02 1.16 3851 FALSE n.a.
2 Placebo 4.541 8015.366 0.49 0.96 5605 FALSE 1.85
3 Hydrochlorothiazidq 5.054 793022.653 48.89 1.51 3412 FALSE 1.74
4 Unknown 7.808 152.576 0.01 1.24 13848 FALSE 9.00
5 Unknown 10.568 253.437 0.02 1.15 13432 FALSE 8.76
6 Impurity E 14.141 326.549 0.02 1.03 111022 FALSE 13.37
7 Impurity A 14.608 13809.477 0.85 0.83 33896 FALSE 1.92
8 Ramipril 15.808 767628.372 47.32 1.82 20457 FALSE 3.16
9 Unknown 17.714 402.539 0.02 1.01 62068 FALSE 5.25
10 Unknown 18.501 450.353 0.03 1.30 53222 FALSE 2.60
11 Impurity D 23.888 37713.929 2:33 1.03 41966 FALSE 13.69
Gauri Rane Page No. 22 0f 29 Printed Time 30-Nov-2018 17:07 Electronically signed document Satish Dodtale



Chromeleon 7.2.4.8525

HPLC-05_27-Nov-18_A1/Sys_suit.(USF

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

D
Q-alty by Ceiigy
Product Name :- Ramithiazide Tablet Batch No. :- GP180301
Spiked Sample Solution 3 AR. No. :- D2404181193

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

20

Unknown

30.00 pL

Vial:12
QbD/LC/COL/128
QbD-INST-HPLC-05

Injection Date & Time :- 28-11-2018 02:35:57

Analyst :-
Sequence Path :-

Gauri Rane

Instrument Method :-

Instrument Method Created By :-
Instrument Method Created On :- 26-11-2018 15:21:29
Processing Method :- Ramithiazide RS_PR3
Processing Method Last Updated By :- Swaraj A. Jadhav
Processing Method Last Updated On :- 28-11-2018 15:09:53
Intermediate precision

Gauri Rane

Experiment Name:-
Wavelength:- n.a.

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-05 27-Nov-18 Al .5€q

HPLC-05_Ramithiazide Tablet RS M

B HPLC-05_27-Nov-18_Al Spiked Sample Solution 3 #20 DAD_Signal A
3.0e5 ~
1 BAU S
] o
2.5e5 4 o o
4 o -4
= R
] I P [=}
2.0e5 b > ?
o a
] o E
E lﬂ- ‘( -_—
1.5e5 - 2 g
‘=- H
_ : i
1.0e5 = 4
| o w3
=\ o c 3 c e
1 = c > o £ £
5.0e4 5 = c E =L
p =] = b 2 5
2 w -4 < ©0 o~
] 3 2 = - N B
0.0e0 T o T T .
4 || T
j min
-4.0e4
r T T T T b g ¥ ¥ T BT |
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Peak Peak Ret, Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min Yo (EP/USP) (USP) (USP)
1 Unknown 4.079 262.011 0.02 1.14 4217 FALSE n.a.
2 Placebo 4546 8310.005 0.51 0.97 5652 FALSE 1.89
3 Hydrochlorothiazid 5.099 797402.645 49.00 1.16 3457 FALSE 1.88
4 Unknown 7.806 139.538 0.01 1.21 14720 FALSE 8.96
5 Unknown 10.566 258.169 0.02 1.13 13318 FALSE 8.85
6 Impurity E 14.146 317.647 0.02 1.00 115424 FALSE 13.44
7 Impurity A 14.606 13847.524 0.85 0.83 33943 FALSE 1.90 .
8 Ramipril 15.806 768500.896 47.22 1.78 20468 FALSE 3.16
9 Unknown 17.726 410.204 0.03 1.04 57480 FALSE 5.21
10 Unknown 18.512 406.756 0.02 1.20 57654 FALSE 2.60
11 Impurity D 23.906 37568.801 2.31 1.02 42325 FALSE 13.95
Gauri Rane Page No. 23 of 29 Printed Time 30-Nov-2018 17:07 Electronically signed document Satish Dodtale



Chromeleon 7.2.4.8525

HPLC-05_27-Nov-18_A1/Sys_suit (USI

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
Product Name :- Ramithiazide Tablet Batch No. :- GP180301
Sample Name :- Spiked Sample Solution 4 AR. No. :- D2404181193
Sample Number :- 21 Instrument Method :- HPLC-05_Ramithiazide Tablet RS M
Sample Type :- Unknown Instrument Method Created By :- Gauri Rane
Injection Volume :- 30.00 uL Instrument Method Created On :- 26-11-2018 15:21:29
Vial Position :- Vial:13 Processing Method :- Ramithiazide RS PR3
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhav
Instrument ID, :- QbD-INST-HPLC-05 Processing Method Last Updated On :- 28-11-2018 15:09:53
Injection Date & Time :- 28-11-2018 03:07:52 Experiment Name:- Intermediate precision
Analyst :- Gauri Rane Wavelength:- n.a.
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-05 27-Nov-18 Al.seq
s B HPLC-05_27-Nov-18_Al Spiked Sample Solution 4 #21 DAD_Signal A
| wAu S
255
po
2 o o
2.0eb H > ‘E
1 3
[~
] E
] < w
1.5e5 7 .g‘ b
} H 2 F
4 o _
1.0e5 - o e
1 E s c ?.-“D' E E
! 33 5 3 £ g 3
4 x ¥ c x =] £ £
5.0e4 s = 5 E 5 s
o
. £ = 5 1 N3
i ¥ 2 = ¥ N oW
0.0e0 T H T T
T T T
v min
-4 . e -
L 0.0 5.0 10.0 15.0 20.0 25.0 30.0
T T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min nAU*min Yo (EP/USP) (USP) (USP)
1 Unknown 4.082 264.163 0.02 1.21 4094 FALSE n.a.
2 Placebo 4.555 8394.536 0.52 0.95 5758 FALSE 1.91
3 Hydrochlorothiazidd 5.082 794197.278 48.91 L35 3488 FALSE 1.80
4 Unknown 7.815 138.533 0.01 1.36 14314 FALSE 9.03
5 Unknown 10.575 265322 0.02 1.09 12742 FALSE 8.68
6 Impurity E 14.148 322235 0.02 1.02 113401 FALSE 13.17°
7 Impurity A 14.615 13918.926 0.86 0.82 33701 FALSE 1.92
8 Ramipril 15.815 767659.465 47.28 1.78 20739 FALSE 3.17
9 Unknown 17.728 404.330 0.02 1.03 60263 FALSE 5.26
10 Unknown 18.515 463.851 0.03 1.66 51870 FALSE 2.56
11 Impurity D 23915 37720.256 2.32 1.04 42048 FALSE 13.64
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Chromeleon 7.2.4.8525

HPLC-05_27-Nov-18_A1/Sys_suit.(USF

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

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

Sequence Path :-

QbD-INST-HPLC-05
28-11-2018 03:39:48
Gauri Rane

2.alts by Ceiign
Product Name :- Ramithiazide Tablet Batch No. :- GP180301

Sample Name :- Spiked Sample Solution 5 AR. No, :- D2404181193

Sample Number :- 22 Instrument Method :- HPLC-05_Ramithiazide Tablet RS_M
Sample Type :- Unknown Instrument Method Created By :- Gauri Rane

Injection Volume :- 30.00 pL Instrument Method Created On :- 26-11-2018 15:21:29

Vial Position :- Vial: 14 Processing Method :- Ramithiazide_ RS PR3

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

Processing Method Last Updated On :- 28-11-2018 15:09:53

Experiment Name:-

Wavelength:-
Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-05 27-Nov-18 Al .seq

n.a.

Intermediate precision

3.0e54 "

 HPLC-05_27-Nov-18 Al

Spiked Sample Solution 5 #22

DAD_Signal A

1 HAU o
1 N
1 ©
2.5e5 S
4 O
(3]
] B a
] 2 z
2.0e5 b 2 &
3 £
4 o < &
1.5e5 Z &
o 2 &
] ] £
1.0e5 - £ w S
| c ~ E £
3 £ H £3 i F
£s g £ 2 £ £
5.0e4 - Y £ £ E £ =
] S =2 = 2 o o
] = 3 2 = = R
] 5, = = - ~ w
0.0e0 i ' L i,
1 T
j min
-4.0e4
r T T T T T 1
0.0 5.0 10.0 15.0 20.0 25.0 30.0
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min uAU*min Yo (EP/USP) (USP) (USP)
1 Unknown 4.112 322.459 0.02 1.08 5467 FALSE n.a.
2 Placebo 4.605 7975.993 0.48 0.86 5675 FALSE 2.11
3 Hydrochlorothiazid. 5.179 799247.447 48.41 1.09 3566 FALSE 1.94
4 Unknown 7.959 162.639 0.01 1.18 12149 FALSE 8.75
5 Unknown 10.865 167.724 0.01 0.86 19973 FALSE 9.75
6 Impurity E 14.165 403.886 0.02 1.05 92897 FALSE 13.38
7 Impurity A 14.732 13979.825 0.85 0.80 35042 FALSE 2.26
8 Ramipril 15.952 789105.388 47.79 1.77 19478 FALSE 3.16
9 Unknown 17.719 427310 0.03 1.02 59926 FALSE 4.73
10 Unknown 18.532 636.125 0.04 1.05 41120 FALSE 248
11 Impurity D 23.979 38654.979 2.34 1.02 40296 FALSE 12.92
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Chromeleon 7.2.4.8525

HPLC-05_27-Nov-18_A1/Sys_suit.(USI

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 :-

Ramithiazide Tablet
Spiked Sample Solution 6

23

Unknown

30.00 pL

Vial:15
QbD/LC/COL/128

QbD-INST-HPLC-
Injection Date & Time :- 28-11-2018 04:11:43

Gauri Rane

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 :- 28-11-2018 15:09:53

05
Experiment Name:-

Wavelength:-

GP180301
D2404181193

HPLC-05_Ramithiazide Tablet RS M

Gauri Rane
26-11-2018 15:21:29

Ramithiazide RS_PR3

Swaraj A. Jadhav

Intermediate precision

n.a.

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-05 27-Nov-18 Al .seq

7 HPLC-05_27-Nov- 18_Al Spiked Sample Solution 6 #23 DAD_Signal A
3.0e54
1 pAU £ E
] s
2.5e5 ] g =
] e 3 o
2.0e5 4 > Fy
] 5
(=%
1 E
1.5e5 4 = 3
4 ] =3
5 et
: g g i
1'065_. § § w S
oo c o e s
] £, £ 3 g 2 3
c = o 5T 2 &
] Dl g £ = £ £
Pt g7 £ 5 - 55
¥ o g e g 8
1 5 P 3 N %
0.0e0 - T : IJ k T L
] U | T T T T
] min
-4.0e4 - T T T T T T LT
0.0 5.0 10.0 15.0 20.0 25.0 30.0
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min % (EP/USP) (UsP) (usp)
1 Unknown 4.106 645,299 0.04 1.07 n.a. FALSE n.a.
2 Placebo 4.613 7819.784 0.47 0.88 5902 FALSE n.a.
3 Hydrochlorothiazid 5.180 822188.654 49.15 1.30 3519 FALSE 1.92
4 Unknown 8.013 135.890 0.01 1.05 14904 FALSE 9.26
5 Unknown 10.926 112,735 0.01 0.76 25739 FALSE 10.89
6 Impurity E 14.153 401.431 0.02 0.99 97446 FALSE 14.22
7 Impurity A 14.706 13793.643 0.82 0.80 35404 FALSE 224
8 Ramipril 15.920 789181.907 47.17 1.82 19466 FALSE 316
9 Unknown 17.700 423.115 0.03 1.02 60343 FALSE 4.78
10 Unknown 18.506 486.654 0.03 0.83 49854 FALSE 2.60
11 Impurity D 23.906 37751.950 2.26 1.03 41729 FALSE 13.51
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Chromeleon 7.2.4.8525

HPLC-05_27-Nov-18_A1/Sys_suit.(USF

O bD QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
@-alte by Ceiign
Product Name :- Ramithiazide Tablet Batch No. :- N/A
Sample Name :- Blank Solution AR. No. :- D2404181193
Sample Number :- 24 Instrument Method :- HPLC-05_Ramithiazide Tablet_RS_M
Sample Type :- Unknown Instrument Method Created By :- Gauri Rane
Injection Volume :- 30.00 plL Instrument Method Created On :- 26-11-2018 15:21:29
Vial Position :- Vial:1 Processing Method :- Ramithiazide RS_PR
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Gauri Rane
Instrument ID. :- QbD-INST-HPLC-05 Processing Method Last Updated On :-27-11-2018 11:11:44

Analyst :-

Sequence Path :-

Injection Date & Time :- 28-11-2018 04:43:39

Gauri Rane

Experiment Name:- Intermediate precision

Wavelength:- n.a.

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-05_27-Nov-18_Al.seq

[} . .
3,00,000 - & HPLC-05_27-Nov-18_Al Blank Solution #24 DAD_Signal A
1 HAU
2,50,000 4
2,00,000
1,50,000 -
1,00,000 4
50,000
0l
-40,000 1, : , — mm.
0.0 5.0 10.0 15.0 20.0 25.0 30.0
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min % (EP/USP) (USP) (USP)
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Chromeleon 7.2.4.8525

HPLC-05_27-Nov-18_A1/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 Tablet

Bracketing Standard Solution

25

Unknown

30.00 uL

Vial:2
QbD/LC/COL/128
QbD-INST-HPLC-05
28-11-2018 05:15:39

Gauri Rane

Batch No, :-
AR. No. :-

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

Processing Method :-
Processing Method Last Updated By :- Gauri Rane

Experiment Name:-

Wavelength:-

N/A
D2404181193

HPLC-05_Ramithiazide Tablet RS_M

Gauri Rane
26-11-2018 15:21:29

Ramithiazide RS_PR2

Processing Method Last Updated On :- 28-11-2018 09:59:24

Intermediate precision

n.a.

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-05_27-Nov-18 Al seq

2 0000 7 HPLC-05_27-Nov-18 Al Bracketing Standard Solution #25 DAD_Signal_A
b 1 HAU
2,50,000 4
2,00,000 4
3
b=
1,50,000 E
4 =
°
S
=
1,00,000 - 8 =
] 2 a2
T E
@ &
50,000 - = o
] 3 =
A -
| ]
0 I LA I
j min
-40,000
r T T T T T .
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min % (EP/USP) (USP) (USP)
1 Hydrochlorothiazid 5.129 4407.743 65.40 1.18 8774 FALSE n.a.
2 Ramipril 16.109 2331.641 34.60 0.94 38059 FALSE 39.98
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Chromeleon 7.2.4.8525 HPLC-05_27-Nov-1 8_Al/Sys_suit.(U

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
Product Name ;- Batch No, :- N/A
Sample Name :- Shut AR. No. :- D2404181193
Sample Number ;- 26 Instrument Method :- Shut method _HPLC 05 new
Sample Type :- Unknown Instrument Method Created By :- Santosh K Padmere
Injection Volume :- 30.00 puL. Instrument Method Created On :- 25-04-2017 16:43:57
Vial Position :- Vial:1 Processing Method :- Ramithiazide_RS_PR
Column No. ;- QbD/LC/COL/128 Processing Method Last Updated By :- Gauri Rane
Instrument ID. ;- QbD-INST-HPLC-05 Processing Method Last Updated On :- 27-11-2018 11 1:44
Injection Date & Time :- 28-11-2018 05:46:53 Experiment Name:- Intermediate precision
Analyst :- Gauri Rane Wavelength:- n.a.
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-05 27-Nov-18 Al.seq ‘J

Channel DAD_SignaI_A is not available for injection #26 - Shut.

Peak Peak Ret. Time Area Area Asymmetry Plates Manipulated lResolutian
‘No. Name min n.a. % (EP/USP) (USP) [ (usp) |
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