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QbD Research & Development Lab. Pvt. Ltd.

Guality by Design

RELATED SUBSTANCE METHOD VALIDATION

Product Name: Ramithiazide Tablets

Label claim (mg): 10 mg And 25 mg

AR No: D2404181193

Batch No.: GP180301

Parameter: Accuracy For Ramipril Impurity D
LNB No./ Page No. 718/001

Analysis Date 19-Nov-18

Preparation of standard s s‘::;:fl:lt l::; Diluted (mL) Cﬂn;;g;lmn Purity (As is Basis)
25.23 25.0
2.0 100.0 2.02 99.64
2.0 20.0
Ramipril
Injection No. Retention Time Peak Area Retention Time Area of Bkt Standard
16.127 2099.722 16.053 2132.821
2 16.107 2079.038
3 16.100 2083.587
4 16.127 2104.412
5 16.133 2086.427
6 16.127 2090.498
Average 16.120 2090.614 16.111 2096.644
SD 0.0133 9.7393 0.0281 18.2629
%RSD 0.08 047 0.17 0.87
[ ~ System Suitability I
| “%RSD of Area 047 [ NMT50% |
Preparation of standard solution for Weight of . Concentration s ; ,
r Hydrochlorothiazide standard (mg) Diimed (i) (ppm) bl alrnead
25.45 250
25 100.0 2.55 99.24
2.0 20.0
Hydrochlorothiazide
Iniection No. Retention Time Peak Area Retention Time Area of Bkt Standard
5.147 4385.000 5.180 4405456
2 5.150 4397.046
3, 5.150 4397.991
4 5.150 4388.904
5 5.153 4387.979
6 3133 4367186
Average 5.151 4387.351 5.155 4389937
SD 0.0023 111549 00113 12.2687
%RSD 0.04 0.25 0.22 0.28
i Sysiem Suitabilit ]
| %RSD of Area 0.25 NMT 5.0% |
Standard Name Standard Standard purityi Standard wt (mg) | Dilution details [ Conc(ppm) | RRF |
ipril Impurity D 14.88 ] 25 mL | 595.20 | 122 |

Rami

Injection No.

As Such Sample
T

'ﬁ-(

Peak Area
1 23.930 38262.601
2 23.920 38302.940
3 23910 38341.274
Average 23.920 38302.272
Preparation of Accuracy level
Actual
Level (%) mL, diluted to Diluted (mL) Concentration
6 {ppm)
LOQ 0.6 20.0 17.55
S50 1o 20.0 29.25
100 20 20.0 58.49
150 3.0 20.0 87.74
Accuracy level (%) Sample Amount added(ppm) Area Corrected Area Amouz:l;":;wercd % Recovery | Mean % Recovery
Sample 1 56269.142 17966.870 21.10 1202
LOQ Sample 2 17.55 56204.114 17901842 21.00 119.7 120.0
Sample 3 56268.997 17966.725 21.10 1202
Sample 1 67111.806 28809.534 33.80 115.6
50 Sample 2 29.25 67149.189 28846.917 33.90 1159 1158
Sample 3 67186.512 28884.240 33.90 1159
Sample 1 94831.406 56529.134 66.30 113.4
100 Sample 2 58.49 94865.375 56563.103 66.40 113.5 113.6
Sample 3 95030.461 56728.189 66.60 1139
Sample 1 122365.078 84062.806 98.70 112.5
150 Sample 2 87.74 122440.906 84138.634 98.70 112.5 1126
Sample 3 122567.945 84265.673 98.90 1127
Done by: 56’;\1*2 Checked by: ( Q'LW_
Date: ‘J Date: sgovtE




QbD Research & Development Lab. Pvi. Lid.
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Quality by Design

RELATED SUBSTANCE METHOD VALIDATION

Product Name: Ramithiazide Tablets Analysis Date 19-Nov-18
Label claim (mg): 10 mg And 25 mg
AR No: D2404181193
Batch No.: GP180301
Parameter: Accuracy For Ramipril Impurity A
LNB No./ Page No. T18/091
Preparation o;(i:.:d;:d solution for "::‘;-.:E:t ::rfl Diluted (mL) Concen:'r'nuol Purity (As is Basis)
25.23 250
2.0 100.0 2.02 99.64
2.0 20.0
Ramipril
Injection No. Retention Time Peak Area Retention Time Area of Bkt Standard
1 16.127 2099.722 16.053 2132.821
2 16.107 2079.038
3 16.100 2083.587
4 16.127 2104.412
5 16.133 2086.427
6 16.127 2090.498
Average 16.120 2090.614 16.111 2096.644
SD 0.0133 9.7393 0,0281 18.2629
“RSD 0.08 047 0.17 0.87
[ System Suital ]
[ %RSD of Arca 047 [ NMTS5.0% |
P"""’l'{'::::c:;’;:m ‘:’::f:‘ "’1: Diluted (mL) C“"“'::"“" Purity (As is Basis)
2545 250
25 255 99.24
2.0 20.0
Hydrochlorothiazid,
Injection No. Retention Time Peak Area Retention Time Area of Bkt Standard
5.147 4385.000 5.18 4405.456
P 5.150 4397.046
3 5.150 4397.991
4 5.150 4388.904
5 5.153 4387.979
6 5.153 4367186
Average 5,151 4387.351 5.155 4389.937
SD 0.0023 11.154% 0.0113 12.2687
%RSD 0.04 0.25 0.22 0.28
[ S8 >m Suitability |
[ VoRSD of Area 025 [ NMTS0% |
[ Sample solution : | Fqw20mg | diluted to | 20.0 mL with Diluent |
I Standard Name [ Standard B. Nu. | Standard puri Standard wi (mg) | Dilution details | Conc(ppm) |  RRF |
Ramipril Impurity A |__sp-023-164 6.07 | 25 mL | 242.50 I [NER
Preparation of Accuracy level
Actual
Level (%) mL, diluted to Diluted (mL) Concentration
m|
LOQ 0.6 20.0 7.11
50 1.0 20.0 11.85
100 2.0 20.0 23.71
150 3.0 200 35.56
Mean %
Accuracy level (%) Sample Amount added(ppm) Arca Amount recovered (ppm)| % Recovery Recovers
Sample 1 6182 408 6.80 95.6
LOQ Sample 2 711 6172.445 6.80 956 95.6
__Sample 3 6178.683 6.80 95.6
Sample 1 10248.555 11.30 953
50 Sample 2 11.85 10218.073 11.30 953 95.3
Sample 3 10210.747 11.30 953
Sample 1 20487.535 2270 95.8
100 Sample 2 23.71 20471.264 22.60 953 95.6
Sample 3 20504.030 22.70 95.8
Sample 1 30939.252 3420 96.2
150 Sample 2 35.56 30962.018 3430 96.5 96.3
Sample 3 30950.782 34.20 96.2
Done by: 6{-‘ g Checked by: @
Date: b\‘r\ Date: nF dovd R
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uality by Design

QbD Research & Development Lab. Pvt. Ltd.

RELATED SUBSTANCE METHOD VALIDATION

Product Name:

Ramithiazide Tablets

Label claim (mg):

10 mg And 25 m,

Analysis Date 19-Nov-18

AR No: D2404181193
Batch No.: GP180301
Parameter: Accuracy For Ramipril Impurity E
LNB No./ Page No. 718/001
Preparation of standard solution for Weight of , Concentration . b :
L Ramipril standard (mg) Ditager (ml.) (ppm) Fimity. (A5 1 Haske)
25.23 25.0
2.0 100.0 2.02 99.64
2.0 20.0
Ramipril
Injection No. Retention Time Peak Area Retention Time Area of Bkt Standard
1 16.127 2099.722 .05 2132.821
2 16.107 2079.038
3 16.100 2083.587
4 16.127 2104412
k] 16.133 2086.427
6 16.127 2090.498
Average 16,120 2090.614 16.111 _2096.644
SD 0.0133 9.7393 0.0281 18
%RSD 0.08 047 0.17 0.87
|_ System Suitability ]
[ %RSD of Arca 047 [ NmTs0% |
Preparation of standard solution for Weight of ) Concentration PRERS S .
Hvdrochlorothiazide standard (mg) Diluted (mL) (ppm) Purity (As is Basis)
2545 25.0
25 100.0 255 99.24
2.0
Hyd
Injection No. Retention Time Peak Area Retention Time Area of Bkt Standard
5.147 4385.000 5.180 4405.456
2 5.150 4397.046
3 5.150 4397.991
4 3.150 4388.904
5 5.153 4387.979
[ 22133 4367186
Average 5.151 4387.351 5.155 _4389.937
SD 0.0023 11.1549 0.0113 12,2687
%RSD 0.04 0.25 0% 0.28
? System Suitability |
*%RSD of Area 025 [_NMTs0% |
Standard Name |_Standard B. No. | Standard purity(% Stand: mg) | Dilution details [ Conc(ppm) | RRF ]
Ramipril Impurity E | spoz7-084__| 9539 17 ] 25 mL | 206.80 2200 |
Injection No, yrn Such Sample __ Am
1 14.097 418.297
2 14.087 414.109
3 14.090 425468
Avera, 14.091 419.29
Preparation of Accuracy level
Actual
Level (%) mL, diluted to Diluted (mL) Concentration
(ppm) |
LOOQ 0.6 0.0 592
50 1.0 20.0 9.86
100 2.0 200 19.73
150 3.0 20.0 29.59
Accuracy level (%) Sample Amount added(ppm) Area Corrected Area Am"“’;:’ r::“cnvm:d % Recovery | Mean % Recovery
Sample 1 687.928 268.637 570 96.3
LoQ Sample 2 592 704,799 285.508 6.10 103.1 99.1
Sample 3 692.966 273.675 5.80 98.0
Sample | 903913 484.622 10.30 104.4
50 Sample 2 9.86 914.204 494913 10.50 106.5 105.4
Sample 3 908,864 489,573 10.40 105.4
Sample | 1447351 1028.060 21.80 110.5
100 Sample 2 19.73 1440.957 1021.666 21.70 110.0 1.7
Sample 3 1452.617 1033.326 22.00 111.5
Sample 1 1993.535 1574.244 33.50 113.2
L 150 | Sample 2 29.59 2015.388 1596.097 33.90 114.6 1139
Sample 3 2005915 1586.624 33.70 113.9
Done by: % A 14 Checked by: Q)c;t.l-/'—“
Date: '1&0\] Date: 2F mevAd ]

™




.8
m<7ozmmw

JUAWNOO(] PaudI§ A[[eo1uoIdag C1:C1 810T-AON-6] SWI] pajulld 7 Jo [ "ON a3ed ﬂf?cz -b\ ‘BU
CeG\8lPavod LN WY IQ0 PLOSU! ColI8\ PG -t oN WY ¥J3Y =k s

821102/27/090 WIN WIN d” Sy SIBIge L BPIZRIYNWEMMEN L9 DTdH POLSW Iy eu apl |, ivd | 0008 umounun | rus| ez |
821/102/27a9D WIN WIN d”SY SI8|qeL epIZEIYNLERN L9 DdH ™ POYieW yse, BU slpl |, vy | oo0g umouyun usem| Lz
821102/27/a90 WIN £6618170rZ0 d SY SIBIqB L SpIZBIYNILEYY 18IGE L SPIZBIUNWEY /5] 'U apl | zvy | oo0E umouun uonnjog puepue;s Buneoeig | 9z
8Z4+102/27/Q4D WIN £6618Lr0rZQ d”SY SIBIqe L BpIZEIYNILEYY 18IqB L SPIZEIUNLEY /9] 'U sipl L vy | oo0E umouyun uonnios yuelg | 57
821/102/27/Q90 WIN £6618L¥0rZQ d” S SIe|qe L epizelywEyy TjoIge L SPIZEIUNWEY /O] BU alp| ~+0d | oooe umouun €19/271 % 0S| ¥Z
821/102/27/a90 WIN £6618L70rZa d”SY SIe|qeL SpIZRINWERY 18Ige ] SpIZEINLEY /9] 'U apl ¢ 88 | 000 umouun Z18Ae1% 051 | €2
8Z1/100/27/Q90 WIN £6618L¥0rZa d” Sy SI8iqeL epizeIyIWERy TjaIqe L SPIZEIUNWEY /9] 'U epl |- .84 | 000E umousun L18A81% 051 | 22
8Z1/102/27/a90 WIN £6618L707ZQ d” S SI9lqEL epIZBIUNWERY 18Ige | epiZelNEY /9] 'U sipl b+ 98d | 000E umouun €807 % 00| 12
8ZL102/01A90 WIN £66181¥0r20 d” S SI9|qe L SpIZRIILERY 19|98 L SPIZEIUNWEY /9] eu e8Pl gEY | 000E umousun Z19A81% 00L| 02
8ZLr102/07/a90 WiN £6618L¥0¥Za d Sy sIelqe L epizelyiweyy Te|ge | SpizeIupweY /g 'U spl vaY | oooE umousun L 19727 % 00L | 61
8z1/102/07/a90 WiN €6618L707Z0 d”SY S19IqE L SpIZEILIWEYY 18|08 | SPIZEIYIWEY /D] 'U spl { e8d | 0008 umousun €lere1 % 05| 8L
8ZL102/01/aa0 VIN £6618L70¥Z0 d” Sy SI9IqRL SpIZRIYjIWER 8|08 L SPIZBIUIWEY /S ey spl 1 zaW | ooog uMOoLNUnN Z1eAe1 % 05| /L
8Z1102/01aa0 WiN €6618L¥0rZa d”SY sieiqe ] epizeljiery TIe|qe ) SPIZRIIWEY g 'U 8Pl |- i8d | 000E umouxun L12AST % 05| 9b
8Z1/102/971/0a0 VIN €66181707ZQ S SI9IqeL SpIZEIUIWERY 18I08 L SPIZBIUNWEY /9] 'U alp| ~8vd | 000 umousun €lere1 DO1| Sb
8Z1M102/971/aa0 VIN £66481¥0rZa S sielgel epizelywery Tje|qe L SpIZRIIWEY /O] BU opl |- ivd | 000E umouun Z1er1001| Pi
821M02/21a9D WIN £6618170rZ0 d”SY S19I9EL SpIZRINWER 18|q. | spIZBIiILEY /9 'BU epl 9wy | 0008 umouun L 12Ae7 DO €L
821109/07/a90 10E081dD £6618170rZ0 d” S SIelge] epizelylWERy Je|qe ] spizeiuywey /9] 'U alp| ,Svd | oooe umouun (yong sy) g uonnjog sidwes | zi
8Z1M102/07a30 10£084dD £66181F0r20 d” S SI9lqeL spiZelyiwERy 1eIqe L SpIZRILIWEY /9] 'U alp| vy | 000€ umounun (yong svy) z uonnjog ajdwes | ||
8Z1102/271/a50 LOE08 LD £66481¥0r2a d”S¥ sielge] epizelyiwery I8|qe L SPIZRILIWEY /O] B alp| evy | ooog umowsun (yons sy) | uonniog eidwes | oL
$21/100/071109D VIN £6618170r20 d”SY S18|qEL epIZEIUNWERY 18|0B | BPIZEIRIWEY /O 'y eipl [, vy | 000g umousun uonnjes suelg | 6
821102/07/A30D VIN £6618170rZQ d7SY SI9IgRL SpIZRIyIWER 18|qe L SpIZeIIWEY /g 'U 8Pl P Zvd | 0008 umouun g uonnjog piepuelg | g
82+102/27/Q90 VIN £66181¥0r2a d Sy sie|ge L spizeyIwey J8|geL SPIZEIIWEY /g 'u aip| ~Zvd | 0008 umowun S uonnjog piepuelg |/
821102/27/1Q90 ¥IN £6618170r20 d Sy siejqe) epizelyiweryTle|qe | Spizelyiwey /g 'BU 8l Y zwd | 000E UMOUSUN ¥ uonnjos piepueis | 9
821/102/011090 VIN £661810r20 d S SIS|geL apIZEIUNWER 18|qE ] SpIZeIWEY /g ey aipl vy | 0008 umousun € uonn|og piepuelg |
8ZL102/97/Q9D vIN £6618170VZ0 dTSysIe|ge L epizeIIERy 19|98 | SPIZBIGHIWEY /9] B el [ zwvd | 000 UMOUMUN Z uonn|og pIEpUBIS |
8Z110/07/a9D VIN £6618LF0VZA d~ Sy sI9|qe L SpiZRIyIWE TI8Iqe L SPIZBILIWEY /S 'eu sl Zwd | 0008 umoLsUN | uonnjog piepuelg | €
821/102/27/a90 YIN £6618170r2a d Sy sle|gel epizelylweRy j8|qeL SPIZEIIWEY  /9- BU apl |, e | 0008 umoLu) uonniog yueld |
821102/27/a90 WIN £6618170rEQ d S¥ S1e|ge L spIzEIUNWERY je|qe] pizelwey /9 e 8pl 2 L7y | 0008 umoLun uonnog yuelg | L
= ‘ON Ew ad adA) ‘ON
ON NWN102 ON"HOLvE ON ¥V |aAeT poyjay Buissaooug poylay Juswinisuj sl uonoalu] snjejg eIn _ awinjop uonoalu| awepN uonoaluj Tuy

basy §1-AON-61 L9-DTJH\SIOURISANS PAIR[Y\ID]QE | SPIZBIYIIIEY\DIBI)[BI}] OLIDUSDUOIEPI[EA. POYIaIN : ped 2duanbag

SC-vI:Cl 8I0T-11-61 uQ pajepdy) yse ‘bag 8E:EPF1 810T-11-61 : UQ pajear) ‘bag 8107 90 P JNEA Ble(

ABype[ "V [eremg : Ag paepd() jse -bag Aeypef 'y [eremsg  : Ag pajear) ‘bag V 81-AON-61 LO-D1dH 1 awey] dduanbag

L9-DTdH-LSNI-90 + (] yudwn.suy

LEpag Sq o4 pe T

ﬁH. 4
"ALT LAd 4V1 INAINdOTIAAA ANV HOUVISHY 490

douanbag/ | A~ S Moday aunnoy CTSY T L U0AAWOIU



RS\
'u @ JUALNDO(] PAUdIs A[[Ed1U0NI2]] S1:6T 810T-AON-61 2WI] pAULL] ¢ JO ¢ 'ON a8rq 8 f?@l ® BU
bas'y g I-AON-61" L9-D'TdH\SPoURISqNS P3JR[SY\ID[GR L SPIZBIYIWEY\DIEOY)[ES} OLISUSD\UOTEPI[EA PoyIRIN : yied uanbag
SSPI:ST 8I0T-T1-61 uQ payepdp ysey -bag 8EEHPT 810Z-11-61 : uQ parear) ‘bag 810T 9D S HNBA Bl
Arype[ 'y [eremg 1 Ag parepd() jsey *bag Aeype[ 'y [erems  : Ag pajear) ‘bag V 81-AON-61 L9-D1dH : dwe N dduanbag
£9-DTdH-LSNI-90 : (11 yudunsuy

‘ALT LA 9VT INIWJOTIATA ANV HOUVISTY 90

aouanbag/1 A~ Sq woday aunnoy CTCY T L uodawoL )



Instrument Method: HPLC-67_Ramithiazide Tablet_RS_Met
Last Update Operator: Gauri Rane

Name
Data Vault
Path

Comment
Description
Run time
Instrument
Created
Last Update

Chromeleon 7,

HPLC-67_Ramithiazide Tablet_RS_Met

QbD_2018

chrom:/iqbdser03/QbD_2018/Method Validation/Generic
Healthcare/Ramithiazide Tablet/Related Substances/HPLC-67_19-
Nov-18_A.seq/HPLC-67_Ramithiazide Tablet_RS_Met.instmeth

Ramithiazide Tablet

Ramithiazide Tablet instrument method created
30.000 [min]

QbD-INST-HPLC-67 on qbd-pc-19

14-Nov-18 16:46:53 +05:30 Gauri Rane
14-Nov-18 16:46:53 +05:30 Gauri Rane

Version 7.2.4.8525, Thermo Fisher Scientific Page 1 of 4
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Instrument Method: HPLC-67_Ramithiazide Tablet_RS_Met Script
Last Update Operator: Gauri Rane

Stage Time Command . Value Comment
min '
Instrument Setup
initial

DAD.3DFIELD.MinWavelength 190.0 [nm]
DAD.3DFIELD.MaxWavelength 400.0 [nm]
DAD.3DFIELD.BunchWidth 1 [nm]
DAD.ResponseTime 1.000 [s]
DAD.Data_Collection_Rate 5 [Hz]
ColumnOven.TempCtrl On
ColumnOven.Temperature.Nominal 25.0[°C]
ColumnOven.Temperature.LowerLimit 5.0[°C]
ColumnOven.Temperature. UpperLimit 80.0 [°C]
ColumnOven.EquilibrationTime 0.5 [min]
ColumnOven.ReadyTempDelta 1.0 [°C]
ColumnOven.Column_A ActiveColumn No
ColumnOven.Column_A.SystemPressure  "Pump"
ColumnOven.Column_B.ActiveColumn No
ColumnOven.Column_B.SystemPressure  "Pump"
Sampler.InjectWash Both
Sampler.WashSpeed 20.000 [pifs]
Sampler.WashVolume 75.000 [ul]
Sampler.SampleHeight 2.000 [mm]
Sampler.WasteSpeed 32.000 [pl/s]
Sampler.DispenseDelay 0.000 [s]
Sampler.DispSpeed 20.000 [ul/s]
Sampler.DrawSpeed 5.000 [ul/s]
Sampler.DrawDelay 3.000 [s]
Sampler.InjectMode Normal
Sampler.PumpDevice "Pump”
Sampler.SyncWithPump On
Sampler.LoopWashFactor 2.000
Sampler. TempCtrl On
Sampler. Temperature.Nominal 25.0[°C]
Sampler.ReadyTempDelta 1.5[°C]
Sampler. Temperature.LowerLimit 4.0 [°C]
Sampler. Temperature.UpperLimit 45.0 [°C]
PumpModule.Pump.%A.Equate "Mobile Phase A"
PumpModule.Pump.%B.Equate "Mobile Phase B"
PumpModule.Pump.%C.Equate "%C"
PumpModule.Pump.%D.Equate "%D"
PumpModule.Pump.Pressure.LowerLimit 0 [bar]
PumpModule.Pump.Pressure.UpperLimit 600 [bar]
PumpModule.Pump.MaximumFlowRampUp 6.000 [ml/min?]
PumpModule.Pump.MaximumFlowRampD 5.998 [ml/min?]
own

Chromeleon 7, Printed by Swaraj Jadhav

Version 7.2.4.8525, Thermo Fisher Scientific Page 2 of 4 19-11-18 14:55
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Instrument Method: HPLC-67_Ramithiazide Tablet_RS_Met
Last Update Operator: Gauri Rane

Inject Preparation

Inject

Start Run

Run

Chromeleon 7,

Version 7.2.4.8525, Thermo Fisher Scientific

B N
salh

0.000

0.000

0.000

0.000

7.000

9.000

25.000

DAD.UV_VIS_1.Wavelength
DAD.UV_VIS_1.Bandwidth
DAD.UV_VIS_1.RefWavelength
DAD.UV_VIS_1.RefBandwidth
DAD.3DFIELD.RefWavelength
DAD.3DFIELD.RefBandwidth

DAD.Autozero
Wait

Sampler.Inject

DAD.UV_VIS_1.AcqOn
DAD.3DFIELD.AcqOn
DAD.Temp_Lamphouse.AcqOn

ColumnOven.ColumnOven_Temp.AcqOn
PumpModule.Pump.Pump_Pressure.AcgOn

PumpModule.Pump.Flow.Nominal
PumpModule.Pump.%B.Value
PumpModule.Pump.%C Value
PumpModule.Pump.%D.Value
PumpModule.Pump.Curve

PumpModule.Pump.Flow.Nominal
PumpModule.Pump.%B.Value
PumpModule. Pump.%C .Value
FumpModule.Pump.%D . Value
PumpModule.Pump.Curve

PumpModule.Pump.Flow.Nominal
PumpModule.Pump.%B.Value
PumpModule.Pump.%C.Value
PumpModule.Pump.%D .Value
PumpModule.Pump.Curve

PumpModule. Pump.Flow.Nominal

PumpModule.Pump.%B.Value
PumpModule.Pump.%C.Value

Page 3 of 4

210.0 [nm]
4 [nm]

Off

1 [nm]
800.0 [nm]
1 [nm]

DAD.Ready And
ColumnOven.Re
ady And
Sampler.Ready
And
PumpModule.Pu
mp.Ready

Duration =
30.000 [min]

1.000 [ml/min]
30.0 [%]

0.0 [%]

0.0 [%]

5

1.000 [ml/min]
30.0 [%]

0.0 [%]

0.0 [%]

5

1.000 [ml/min]
50.0 [%]

0.0 [%]

0.0 [%)]

5

1.000 [ml/min]
50.0 [%)]
0.0 [%]

Script

Printed by Swaraj Jadhav
19-11-18 14:55
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Instrument Method: HPLC-67_Ramithiazide Tablet_ RS_Met
Last Update Operator: Gauri Rane

PumpModule.Pump.%D.Value 0.0 [%)]
PumpModule.Pump.Curve 5
30.000
PumpModule.Pump.Flow.Nominal 1.000 [ml/min]
PumpModule.Pump.%B.Value 30.0 [%]
PumpModule.Pump.%C.Value 0.0 [%]
PumpModule.Pump.%D.Value 0.0 [%]
PumpModule.Pump.Curve 5
Stop Run
30.000
DAD.UV_VIS_1.AcqOff
DAD.3DFIELD.AcqOff
DAD.Temp_Lamphouse.AcqOff
ColumnOven.ColumnOven_Temp.AcqOff
PumpModule.Pump.Pump_Pressure AcqOf
End
Chromeleon 7,
Version 7.2.4.8525, Thermo Fisher Scientific Page 4 of 4
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Chromeleon 7.

2.4.8525

HPLC-67_19-Nov-18_A/Sequence

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
Instrument ID : QbD-INST-HPLC-67
Sequence Name : HPLC-67_19-Nov-18_A Seq. Created By :  Swaraj A. Jadhav
Data Vault : QbD_2018 Seq. Created On : 19-11-2018 14:43:38
Sequence Path : Method Validation\Generic Healthcare\Ramithiazide Tablef\Related Substances\HPLC-67_19-Nov-18_A seq
Inj Injection Name Injection Volume | Vial Status Injection Time Instrument Method Processing Method Level
No. Type uL No.
1 iBlank Solution Unknown 30.00 RA1 Finished 19-11-2018 15:53:32 |67_Ramithiazide Tablet_RRamithiazide Tablets_RS_P
2 | Blank Solution Unknown 30.00 RA1 Finished 19-11-2018 16:24:50 [67_Ramithiazide Tablet_RRamithiazide Tablets_RS_P
3 | Standard Solution 1 Unknown 30.00 RA2 Finished 19-11-2018 16:56:07 167_Ramithiazide Tablet_RRamithiazide Tablets_RS_P
4 | Standard Solution 2 Unknown 30.00 RA2 Finished 18-11-2018 17:27:25 |67_Ramithiazide Tablet_RRamithiazide Tablets_RS_P|
5 | Standard Solution 3 Unknown 30.00 RA2 Finished 19-11-2018 17:58:37 |67_Ramithiazide Tablet_RRamithiazide Tablets_RS_P|
6 |Standard Solution 4 Unknown 30.00 RA2 Finished 19-11-2018 18:29:55 }67_Ramithiazide Tablet_RRamithiazide Tablets_RS_P
7 | Standard Solution 5 Unknown 30.00 RA2 Finished 19-11-2018 19:01:12 {67_Ramithiazide Tablet_RRamithiazide Tablets_RS_P
8 | Standard Solution 6 Unknown 30.00 RA2 Finished 19-11-2018 19:32:25 167_Ramithiazide Tablet_RRamithiazide Tablets_RS_P
9 |Blank Solution Unknown 30.00 RA1 Finished 19-11-2018 20:03:42 {67_Ramithiazide Tablet_RRamithiazide Tablets_RS_P
10 | Sample Solution 1 (As Such) Unknown 30.00 RA3 Finished 19-11-2018 20:34:55 |67_Ramithiazide Tablet_Ramithiazide Tablets_RS_PR
11 | Sample Solution 2 (As Such) Unknown 30.00 RA4 Finished 18-11-2018 21:06:08 |67_Ramithiazide Tablet_Ramithiazide Tablets_RS_PR
12 | Sample Solution 3 (As Such) Unknown 30.00 RAS Finished 19-11-2018 21:37:20 |67_Ramithiazide Tablet_Ramithiazide Tablets_RS_PR
13 |LOQ Level 1 Unknown 30.00 RA8 Finished 19-11-2018 22:08:33 (67_Ramithiazide Tablet_RRamithiazide Tablets_RS_P|
14 1LOQ Level 2 Unknown 30.00 RA7 Finished 19-11-2018 22:39:50 167_Ramithiazide Tablet_RRamithiazide Tablets_RS_P
15 {LOQ Level 3 Unknown 30.00 RA8 Finished 19-11-2018 23:11:07 |67_Ramithiazide Tablet_RRamithiazide Tablets_RS_P|
16 {50 % Level 1 Unknown 30.00 RB1 Finished 19-11-2018 23:42:19 |67_Ramithiazide Tablet_RRamithiazide Tablets_RS_P|
17 |50 % Level 2 Unknown 30.00 RB2 Finished 20-11-2018 00:13:36 |67_Ramithiazide Tablet_RRamithiazide Tablets_RS_Pi
18 {50 % Level 3 Unknown 30.00 RB3 Finished | 20-11-2018 00:44:53 {67_Ramithiazide Tablet_RRamithiazide Tablets_RS_P
19 1100 % Level 1 Unknown 30.00 RB4 Finished | 20-11-2018 01:16:10 }67_Ramithiazide Tablet_RRamithiazide Tablets_RS_P!
20 {100 % Level 2 Unknown 30.00 RB5 Finished 20-11-2018 01:47:22 |67_Ramithiazide Tablet_RRamithiazide Tablets_RS_P
21 {100 % Level 3 Unknown 30.00 RB6 Finished 20-11-2018 02:18:35 {67_Ramithiazide Tablet_RRamithiazide Tablets_RS_P|
22 {150 % Level 1 Unknown 30.00 RB7 Finished 20-11-2018 02:49:47 167_Ramithiazide Tablet_RRamithiazide Tablets_RS_P
23 {150 % Level 2 Unknown 30.00 RB8 Finished 20-11-2018 03:20:59 167_Ramithiazide Tablet_RRamithiazide Tablets_RS_P!
24 1150 % Level 3 Unknown 30.00 RC1 Finished 20-11-2018 03:52:11 [67_Ramithiazide Tablet_RRamithiazide Tablets_RS_P
25 {Blank Solution Unknown 30.00 RA1 Finished 20-11-2018 04:23:28 167_Ramithiazide Tablet_RRamithiazide Tablets_RS_P
26 | Bracketing Standard Solution Unknown 30.00 RAZ Finished | 20-11-2018 04:54:46 |67_Ramithiazide Tablet_RRamithiazide Tablets_RS_P
27 |Wash Unknown 30.00 RA1 Finished 20-11-2018 05:29:58 Yash method _HPLC 67_N&amithiazide Tablets_RS_P
28 {Shut Unknown 30.00 RA1 Finished 20-11-2018 06:35:14 put method _HPLC 67_NewRamithiazide Tablets_RS_P
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Chromeleon 7.2.4.8525

Seq. Last Updated By :
Seq. Last Updated On

Swaraj A. Jadhav
27-11-2018 19:06:12

AR_NO BATCH_NO COLUMN_NO
D2404181993 N/A QbD/LC/COL/128
D2404181993 N/A QbD/LC/COL/128
D2404181993 NIA QbD/LC/COL/128
D2404181993 N/A QbD/LC/COL/128
D2404181993 N/A QbD/LC/COL/M28
D2404181993 N/A QbD/LC/COL/128
D2404181993 N/A QbD/LC/COL/128
D2404181993 N/A QbD/LC/COL/M128
D2404181993 N/A QbD/LC/COL/128
D2404181993 GP180301 QbD/LC/COL/128
D2404181993 GP180301 QbD/LC/COLN28
D2404181993 GP180301 QbD/LC/COL/128
D2404181993 N/A QbD/LC/COL/28
D2404181993 N/A QbD/LC/COL/M28
D2404181993 N/A QbD/LC/COL/128
D2404181993 N/A QbD/LC/COLI128
D2404181993 N/A QbD/LC/COL/M28
D2404181993 N/A QbD/LC/COL/128
D2404181993 N/A QbD/LC/COL/128
D2404181993 N/A QbD/LC/COL/128
D2404181993 N/A QbD/LC/COL/28
D2404181993 N/A QbD/LC/COL/128
D2404181993 NIA QbD/LC/COL/128
D2404181993 N/A QbD/LC/COL/M28
D2404181993 N/A QbD/LC/COL/128
D2404181993 N/A QbD/LC/COL/M28

N/A N/A QbD/LC/COL/128
N/A N/A QbD/LC/COL/128

HPLC-67_19-Nov-18_A/Sequence

. Refer AR N0~ 02404181192 ingread of AR 0~ D2404181397

=

ng- N

Swaraj Jadhav
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Chromeleon 7.2.4.8525 HPLC-67_19-Nov-18_A/Processing Method

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Processing Method

Processing Method Name : Ramithiazide Tablets_RS_PR

Processing Method Path : Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-67_19-Nov-18_A seq

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

Processing Method Created On : 19-11-2018 14:54:36 Processing Mecthod Last Updated On:  27-11-2018 18:02:43
Detection Alogrithm Chromeleon 6 Version 4

Detection Parameter

Ret. Time Param. Name Param. Value Inj. Type Channel
min
0.000 Minimum Area 20.0000 [Signal*min] Any All Channels
0.000 Valley To Valley On Any All Channels
0.446 Inhibit Integration On Any All Channels
4.273 Inhibit Integration Off Any All Channels
4.500 Minimum Width 0.250 [min] Any All Channels
5.500 Minimum Width 0.000 [min] Any All Channels
7.500 Minimum Height 2000.000 [Signal] Any All Channels
9.558 Inhibit Integration On Any All Channels
Y207, Inhibit Integration Off Any All Channels
14.000 Minimum Height _ 0.000 [Signal] Any All Channels
14.000 Tailing Sensitivity Factor 1.200 Any All Channels
14.500 Tailing Sensitivity Factor Off Any All Channels
15.445 Minimum Area 2000.0000 [Signal*min] Any All Channels
22.500 Minimum Area 20.0000 [Signal*min] Any All Channels
Peak Table
No. Peak Name Ret. Time

1 Placebo 4617

2 Hydrochlorothiazide 5.140

3 Impurity E 14.063

4 Impurity A 14.640

5 Ramipril 15.900

6 Impurity D 23.887
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Chromeleon 7.2.4.8525 HPLC-67_19-Nov-18_A/Processing Method

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Processing Method
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Chromeleon 7.2.4.8525 HPLC-67_19-Nov-18_A/Sys_suit.(USP)

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
Product Name :- Ramithiazide Tablet Batch No. :- N/A
Sample Name :- Blank Solution AR. No. :- D2404181993
Sample Number :- 1 Instrument Method :- HPLC-67_Ramithiazide Tablet RS M
Sample Type :- Unknown Instrument Method Created By :- Gauri Rane
Injection Volume :- 30.00 uL. Instrument Method Created On ;- 14-11-2018 16:46:54
Vial Position :- RA1 Processing Method :- Ramithiazide Tablets_RS_PR
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhav
Instrument ID. :- QbD-INST-HPLC-67 Processing Method Last Updated On :- 27-11-2018 18:02:43
Injection Date & Time :- 19-11-2018 15:53:32 Experiment Name:- Accuracy
Analyst :- Swaraj Jadhav Wavelength:- 210. nm
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-67 19-Nov-18 A.seq
e Z HPLC-67_19-Nov-18 A Blank Solution #1 UV_VIS_1 WVL:210 nm
AT ]| HAU
1,50,000 4

=
< ]
=
o 1,00,000
b ]
3
S
8
2 ]

50,000 A

o W
1 min
-20'000 % ] T T T T T T T T T T T T T T T T T T T T T T T T 4 T 1
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]

Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min % (EP/USP) (USP) (USP)
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Chromeleon 7.2.4.8525 HPLC-67_19-Nov-18_A/Sys_suit.(USP)

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
Qoalty by L‘qii
Product Name :- Ramithiazide Tablet Batch No. :- N/A
Sample Name :- Blank Solution AR. No. :- D2404181993
Sample Number :- 2 Instrument Method :- HPLC-67_Ramithiazide Tablet_RS_M
Sample Type :- Unknown Instrument Method Created By :- Gauri Rane
Injection Volume :- 30.00 uL Instrument Method Created On :- 14-11-2018 16:46:54
Vial Position :- RA1 Processing Method :- Ramithiazide Tablets_RS_PR
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhav
Instrument ID. :- QbD-INST-HPLC-67 Processing Method Last Updated On :-27-11-2018 18:02:43
Injection Date & Time :- 19-11-2018 16:24:50 Experiment Name:- Accuracy
Analyst :- Swaraj Jadhav Wavelength:- 210. nm
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-67 19-Nov-18 A seq
200ibODL: 3 HPLC-67_19-Nov-18 A Blank Solution #2 UV_VIS_1 WVL:210 nm
i 1| BAU
1,50,000 -
=
3
9 1,00,000 4
b |
3
5]
8
2 |
50,000 -
04
] min
'2°v°°0'.....,....,....,....,,......,..
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min % (EP/USP) (USP) (USP)
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Chromeleon 7.2.4.8525 HPLC-67_19-Nov-18_A/Sys_suit.(USP)

O HD ‘ QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
Q.alty by Lesign
Product Name :- Ramithiazide Tablet Batch No. :- N/A
Sample Name :- Standard Solution 1 AR. No. :- D2404181993
Sample Number :- 3 Instrument Method :- HPLC-67 Ramithiazide Tablet RS M
Sample Type :- Unknown Instrument Method Created By :- Gauri Rane
Injection Volume :- 30.00 uL Instrument Method Created On :- 14-11-2018 16:46:54
Vial Position :- RA2 Processing Method :- Ramithiazide Tablets_RS_PR
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhay
Instrument ID. :- QbD-INST-HPLC-67 Processing Method Last Updated On :- 27-11-2018 18:02:43
Injection Date & Time :- 19-11-2018 16:56:07 Experiment Name:- Accuracy
Analyst :- Swaraj Jadhav Wavelength:- 210. nm
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-67_19-Nov-18 A.seq
o ] HPLC-67_19-Nov-18_A Standard Solution 1 #3 UV_VIS_1 WVL:210 nm
i AU
1,50,000 A
5
qé 0 0 .
8 1,00,00 - o
5 &
& &
S e
8 &
< ] & ~
50,000 - &« &
! 0 &
N &
1 o A
1 NG
I Al
] 1
o4 : [7AN
1 min
-20,000 -
Y T P T P e —
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min % (EP/USP) (USP) (USP)
1 Hydrochlorothiazid 5.147 4385.000 67.62 1,12 5141 FALSE n.a
2 Ramipril 16.127 2099.722 32.38 1.03 23801 FALSE 31.14
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Chromeleon 7.2.4.8525 HPLC-67_19-Nov-18_A/Sys_suit.(USP)

' QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
Q‘alr_.’ . i;v |
Product Name :- Ramithiazide Tablet Batch No. :- N/A
Sample Name :- Standard Solution 2 AR. No. :- D2404181993
Sample Number :- 4 Instrument Method :- HPLC-67_Ramithiazide Tablet RS M
Sample Type :- Unknown Instrument Method Created By :- Gauri Rane
Injection Volume :- 30.00 uLL Instrument Method Created On :- 14-11-2018 16:46:54
Vial Position :- RA2 Processing Method :- Ramithiazide Tablets_ RS_PR
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhav
Instrument ID. :- QbD-INST-HPLC-67 Processing Method Last Updated On :-27-11-2018 18:02:43
Injection Date & Time :- 19-11-2018 17:27:25 Experiment Name:- Accuracy
Analyst :- Swaraj Jadhav Wavelength:- 210. nm
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-67 19-Nov-18 A.seq
o 7 HPLC-67_19-Nov-18 A Standard Solution 2 #4 UV_VIS_1 WVL:210 nm
e |
1,50,000
=)
< |
=
g 1,00,000 4 &
& ] &
2s &
[=]
)
50,000 - & s
] & &
| K
L
|
0- YA t/\i
] min
'20’000 B T 5 ¥ T T T T Y T T T T T T T T T T T T T T T T T T T T )
0.0 5.0 10.0 156.0 20.0 25.0 30.0
Time [min]
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min % (EP/USP) (USP) (USP)
1 Hydrochlorothiazid 5.150 4397.046 67.90 12 5143 FALSE n.a.
2 Ramipril 16.107 2079.038 32.10 1.03 23660 FALSE 31.03
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Chromeleon 7.2.4.8525 HPLC-67_19-Nov-18_A/Sys_suit.(USP)

Q!DD QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
: (1) s;ia‘ |
Product Name :- Ramithiazide Tablet Batch No. :- N/A
Sample Name :- Standard Solution 3 AR. No. :- D2404181993
Sample Number :- 5 Instrument Method :- HPLC-67_Ramithiazide Tablet RS_M
Sample Type :- Unknown Instrument Method Created By :- Gauri Rane
Injection Volume :- 30.00 pL Instrument Method Created On :- 14-11-2018 16:46:54
Vial Position :- RA2 Processing Method :- Ramithiazide Tablets_ RS PR
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhav
Instrument ID. :- QbD-INST-HPLC-67 Processing Method Last Updated On :-27-11-2018 18:02:43
Injection Date & Time :- 19-11-2018 17:58:37 Experiment Name:- Accuracy
Analyst :- Swaraj Jadhav Wavelength:- 210. nm
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-67 19-Nov-18 A.seq
2 00.000 4 7 HPLC-67 1 9-Nov-18_A Standard Solution 3 #5 UV_VIS_1 WVL:210 nm
B T
1,50,000
=)
< J
= 00,000
1 I i -
g | rd
B o
2 \0“0
a &
- 1 ° &
50,000 - - &
i & Q?-é‘
o S
| S
A
il : |/\I
] min
-20‘000 i r T T T T T T T T T T 4 T T T T T T T T T T T T T T T T 1
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min Yo (EP/USP) (USP) (USP)
1 Hydrochlorothiazid 5.150 4397.991 67.85 13 5193 FALSE n.a.
2 Ramipril 16.100 2083.587 32.15 1.02 23747 FALSE 31.12
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Chromeleon 7.2.4.8525 HPLC-67_19-Nov-18_A/Sys_suit.(USP)

O hD QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
Qoalty by 5li_l-_!_'_i_
Product Name :- Ramithiazide Tablet Batch No. :- N/A
Sample Name :- Standard Solution 4 AR. No. :- D2404181993
Sample Number :- 6 Instrument Method :- HPLC-67_Ramithiazide Tablet RS M
Sample Type :- Unknown Instrument Method Created By :- Gauri Rane
Injection Volume :- 30.00 pL. Instrument Method Created On :- 14-11-2018 16:46:54
Vial Position :- RA2 Processing Method :- Ramithiazide Tablets_RS PR
Column No, :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhav
Instrument ID. ;- QbD-INST-HPLC-67 Processing Method Last Updated On :- 27-11-2018 18:02:43
Injection Date & Time ;- 19-11-2018 18:29:55 Experiment Name:- Accuracy
Analyst :- Swaraj Jadhav Wavelength:- 210. nm
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-67_19-Nov-18 A seq
olaiia i F HPLC-67_19-Nov-1 8 A Standard Solution 4 #6 UV_VIS_1 WVL:210 nm
i | 1T
1,50,000 -
i}
<
==
1,00,000 4
g ] .
g &
2 °
2 1 \°£'°
50,000 - & <
] & Q_,}é‘
-3 A
1 NG
] ‘/\ Y
4 |
ol : |/\I
1 min
-20'000 -‘ r ¥ b . & T L2 d v o T L3 ¥ L T v ¥ ¥ LY T L L3 ¥ b T L4 ¥ ¥
0.0 5.0 10.0 15.0 20.0 25.0 30.0
t Time [min]
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min % (EP/USP) (USP) (USP)
1 Hydrochlorothiazidg 5.150 4388.904 67.59 113 5193 FALSE n.a.
2 Ramipril 16.127 2104.412 3241 1.02 24116 FALSE 31.31
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Chromeleon 7.2.4.8525

HPLC-67_19-Nov-18_A/Sys_suit.(USP)

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Product Name :-
Sample Name :-

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

Vial Position :-

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

Analyst :-

Sequence Path :-

Ramithiazide Tablet
Standard Solution 5
7

Unknown

30.00 uL

RA2
QbD/LC/COL/128
QbD-INST-HPLC-67
19-11-2018 19:01:12

Swaraj Jadhav

Batch No. :-

AR. No. :-

Instrument Method :-

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

Processing Method Last Updated By :-

N/A

2404181993
HPLC-67_Ramithiazide Tablet RS M
Gauri Rane

14-11-2018 16:46:54

Ramithiazide Tablets_RS_PR

Swaraj A. Jadhav

Processing Method Last Updated On :- 27-11-2018 18:02:43

Experiment Name:-
Wavelength:-

Accuracy
210. nm

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-67 19-Nov-18 A.seq

S b 00 % HPLC-67 19-Nov-18 A Standard Solution 5 #7 UV_VIS_1 WVL:210 nm
i HAU
1,50,000 -
=
:(3 ]
Q 1,00,000 A @
< >
3 &
5 \o@
4 &
< 1 5° &
50,000 - & of
] ,\o? Q;éo
-3 ny
! R
\
i 1
0 T l/\j
1 min
-20,000 - r T T T T T 1
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min uAU*min Yo (EP/USP) (USP) (USP)
1 Hydrochlorothiazid 5.153 4387.979 67.77 1213 5203 FALSE n.a.
2 Ramipril 16.133 2086.427 32.23 1.02 23764 FALSE 31:17
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Chromeleon 7.2.4.8525

HPLC-67_19-Nov-18_A/Sys_suit.(USP)

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Product Name :-
Sample Name :-

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

Vial Position :-

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

Analyst :-

Sequence Path :-

Ramithiazide Tablet
Standard Solution 6
8

Unknown

30.00 uL

RA2
QbD/LC/COL/128
QbD-INST-HPLC-67
19-11-2018 19:32:25
Swaraj Jadhav

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

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

Processing Method :-

N/A

D2404181993
HPLC-67_Ramithiazide Tablet_RS_|
Gauri Rane

14-11-2018 16:46:54

Ramithiazide Tablets_RS_PR

Processing Method Last Updated By :- Swaraj A. Jadhav
Processing Method Last Updated On :-27-11-2018 18:02:43

Experiment Name:-

Wavelength:-

Accuracy
210. nm

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-67 _19-Nov-18 A seq

DR OT0 A 7 HPLC-67_19-Nov-18_A Standard Solution 6 #8 UV_VIS_1 WVL:210 nm
SR A
1,50,000 -
=)
< ]
=
o 1,00,000 - 3
g ] &
o
3 R
< 1 & &
50,000 3 &
& e
N <
o A
| NV
e
] 1
il : |/\I
] min
-20,000 4| - - —— . -
0.0 5.0 10.0 15.0 20.0 250 30.0
Time [min]
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min % (EP/USP) (USP) (USP)
1 Hydrochlorothiazid: 5153 4367.186 67.63 111 5234 FALSE n.a.
2 Ramipril 16.127 2090.498 32.37 1.01 24419 FALSE 31.46
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Chromeleon 7.2.4.8525 HPLC-67_19-Nov-18_A/Sys_suit.(USP)

])- QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
- al r.'!:-y ﬁgx
Product Name :- Ramithiazide Tablet Batch No. :- N/A
Sample Name :- Blank Solution AR. No. :- D2404181993
Sample Number :- 9 Instrument Method :- HPLC-67_Ramithiazide Tablet RS M
Sample Type :- Unknown Instrument Method Created By :- Gauri Rane
Injection Volume :- 30.00 uL Instrument Method Created On :- 14-11-2018 16:46:54
Vial Position :- RA1 Processing Method :- Ramithiazide Tablets RS PR
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhav
Instrument ID. :- QbD-INST-HPLC-67 Processing Method Last Updated On :-27-11-2018 18:02:43
Injection Date & Time :- 19-11-2018 20:03:42 Experiment Name:- Accuracy
Analyst :- Swaraj Jadhav Wavelength:- 210. nm
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-67 19-Nov-18 A.seq
oo 7 HPLC-67_19-Nov-18 A Blank Solution #9 UV_VIS_1 WVL:210 nm
SE pAU
1,50,000 A
=Y
< J
=
Q 1,00,000
= ]
Kol
5]
8
2 |
50,000 +
04
20000 ——
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min Y% (EP/USP) (USP) (USP)
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Chromeleon 7.2.4.8525

HPLC-67_19-Nov-18_A/Sys_suit.(USP)

Q.alty by Cesigs

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

Sample Solution 1 (As Such)

10

Unknown

30.00 uL

RA3
QbD/LC/COL/128
QbD-INST-HPLC-67
19-11-2018 20:34:55
Swaraj Jadhav

Batch No. :-
AR. No. :-

Instrument Method :-

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

Processing Method :-

Wavelength:-

GP180301

D2404181993
HPLC-67_Ramithiazide Tablet RS_M
Gauri Rane

14-11-2018 16:46:54

Ramithiazide Tablets_RS_PR1
Processing Method Last Updated By :- Swaraj A. Jadhav

Processing Method Last Updated On :-27-11-2018 18:56:59

Experiment Name:- Accuracy
210. nm
Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-67 19-Nov-18 A.seq

o 7 HPLC-67_19-Nov-18_A Sample Solution 1 (As Such) #10 UV_VIS_1 WVL:210 nm
" [ pau I &
4 &
& @
\9‘0 e
1 & \J,‘?
3
1.5e5 &
1 @
A
- \4
= )
2 Qo‘
5 ] «
o 1.0e5 - oF
0
5]
2 !
5.0e4 - n:\‘b
] &
&
§
&
N\ L
1 ]
0.0e0 - lAI : T T
1 min
-2.0e4 - r T T T T T 1
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
¥
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min HAU*min % (EP/USP) (USP) (USP)
1 Placebo 4.623 7464.256 0.44 0.97 3674 FALSE na.
2 Hydrochlorothiazid 5.167 855974.061 50.01 1.19 2621 FALSE 1.53
3 Impurity E 14.097 418.297 0.02 1.08 38662 FALSE 25.87
4 Ramipril 15.943 809454.454 47.29 1.39 14174 FALSE 4.49
3 Impurity D 23.930 38262.601 224 1.11 16522 FALSE 12.48

Swaraj Jadhav

Page No. 14 of 32 Printed Time 27-Nov-2018 19:06 Electronically signed document

Satish Dodtale



Chromeleon 7.2.4.8525

HPLC-67_19-Nov-18_A/Sys_suit.(USP)

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

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

Ramithiazide Tablet

Sample Solution 2 (As Such)
11

Unknown

30.00 pL

RA4

QbD/LC/COL/128
QbD-INST-HPLC-67
19-11-2018 21:06:08

Swaraj Jadhav

GP180301
D2404181993

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 :-27-11-2018 18:56:59
Accuracy

210. nm

Gauri Rane
14-11-2018 16:46:54

Experiment Name:-
Wavelength:-

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-67 19-Nov-18 A.seq

HPLC-67_Ramithiazide Tablet RS_M

Ramithiazide Tablets_ RS_PR1

7 HPLC-67_19-Nov-18 A

Sample Solution 2 (As Such) #11

UV_VIS_1 WVL:210 nm

2.0e5 =
pAU & 4\@
& F
o q’g\
] ‘o‘}‘ '\(y
1.5e5 | Q‘.aP
¢,f‘°’ Q
i i\'d
=) &
AN N
@ 1.0e5 A 59'1'
& N
Ke}
S
- ]
5.0e4 - 3‘:\@
] . =
&
N L
7 1
0.060 - S bl o o
1 min
-2.0e4
r T T T T T LA |
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
T
Peak Peak Ret. Time Area Area [ Asymmetry Plates Manipulated Resolution
No. Name min HAU*min % (EP/USP) (USP) (USP)
1 Placebo 4.623 7467.428 0.44 0.96 3673 FALSE n.a.
2 Hydrochlorothiazid 5.197 854044.172 49.99 1.04 2654 FALSE 1.62
3 Impurity E 14.087 414.109 0.02 1.15 36571 FALSE 2547
4 Ramipril 15.937 808138.192 47.30 1.38 14153 FALSE 4.46
5 Impurity D 23.920 38302.940 2.24 1.11 16582 FALSE 12.49
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Chromeleon 7.2.4.8525

HPLC-67_19-Nov-18_A/Sys_suit.(USP)

.alty by .:nJ

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

Sample Solution 3 (As Such)

12

Unknown

30.00 uL

RAS
QbD/LC/COL/128
QbD-INST-HPLC-67
19-11-2018 21:37:20

Swaraj Jadhav

Batch No. :-

AR. No. :-

Instrument Method :-

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

GP180301

02404181993
HPLC-67_Ramithiazide Tablet RS M
Gauri Rane

14-11-2018 16:46:54

Ramithiazide Tablets_ RS _PR1

Processing Method Last Updated By :- Swaraj A. Jadhav
Processing Method Last Updated On :- 27-11-2018 18:56:59

Experiment Name:-

Wavelength:-

Accuracy
210. nm

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-67_19-Nov-18_A.seq

2,065 - ) HPLC-67_19-Nov-18_A Sample Solution 3 (As Such) #12 UV_VIS_1 WVL:210 nm
pAU & \Q{\\
DY &
&° o
& 5°
J ‘oc: N3
1.5€5 - N &
4 <\ <
- S
= N
2 «*
9 1.0e5 q\“
@ L
o]
G
2 ]
5.0e4 4 \-:\(0
&
Q\éq
o
0.0e0 -+ ! T I T
] min
-2.0e4 -
T T T T T d T LR |
0.0 5.0 10.0 15.0 20.0 250 30.0
Time [min]
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min %o (EP/USP) (USP) (USP)
1 Placebo 4.627 7459.179 0.43 0.96 3685 FALSE n.a.
2 Hydrochlorothiazid, 5.170 861688.604 50.12 1.19 2621 FALSE 1:53
3 Impurity E 14.090 425 468 0.02 1.05 37311 FALSE 25.64
4 Ramipril 15.930 811216.727 47.19 1.38 14107 FALSE 4.44
5 Impurity D 23.910 38341274 223 1311 16367 FALSE 12.43
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Chromeleon 7.2.4.8525

HPLC-67_19-Nov-18_A/Sys_suit.(USP)

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

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

Ramithiazide Tablet
LOQ Level 1

13

Unknown

30.00 pL.

RA6
QbD/LC/COL/128
QbD-INST-HPLC-67

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 :- 27-11-2018 18:02:43

N/A

02404181993
HPLC-67_Ramithiazide Tablet_RS_M
Gauri Rane

14-11-2018 16:46:54

Ramithiazide Tablets_RS_PR

Injection Date & Time :- 19-11-2018 22:08:33 Experiment Name:- Accuracy
Analyst :- Swaraj Jadhav Wavelength:- 210. nm
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-67 19-Nov-18 A.seq
2 08 B HPLC-67_19-Nov-18_A LOQ Level 1#13 UV_VIS_1 WVL:210 nm
: J| HAU o &
& &
& ¥
(+)
] 033' 4,9 _@0
o 8
1.5€5 & «*
o &
e P '
v ]
= ]
=5
‘e 1.0e5
2 ]
8
2
L0
2 |
5.0e4
0.0e0 T
1 min
-2.0e4 J] T T T T T 1
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min Yo (EP/USP) (USP) (USP)
1 Placebo 4.637 8655.224 0.49 0.95 3699 FALSE n.a.
2 Hydrochlorothiazid 5.233 871885.020 49.41 0.96 2621 FALSE 1.67
3 Impurity E 14.077 687.928 0.04 1.01 41237 FALSE 25.78
4 Impurity A 14.643 6182.408 0.35 0.92 20488 FALSE 1.65
5 Ramipril 15.940 821001.745 46.52 1:37. 13747 FALSE 272
6 Impurity D 23.877 56269.142 3.19 114 16016 FALSE 12.22
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Chromeleon 7.2.4.8525

HPLC-67_19-Nov-18_A/Sys_suit.(USP)

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Product Name :-

Sample Name :-

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

Vial Position :-

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

Sequence Path :-

Ramithiazide Tablet
LOQ Level 2

14

Unknown

30.00 pL

RA7
QbD/LC/COL/128
QbD-INST-HPLC-67
19-11-2018 22:39:50

Swaraj Jadhav

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-67 19-Nov-18 A.seq

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 :-
Experiment Name:-

Wavelength:-

N/A

D2404181993
HPLC-67_Ramithiazide Tablet RS M
Gauri Rane

14-11-2018 16:46:54

Ramithiazide Tablets_RS_PR

Swaraj A. Jadhav

27-11-2018 18:02:43

Accuracy

210. nm

2 05 2 HPLC-67_19-Nov-18_A LOQ Level 2 #14 UV_VIS_1 WVL:210 nm
\ HAU &® &
& 5
@& »\q?
N 5V Q
1 &o‘:\‘o R34 &*{C\
18051 Ry «
a 3
b D
5 i
<
=%
o 1.0e5 -
Q
é ]
2 &
< ] )
5.0e4 A
] &[S
.\bs'\éQ
'/\Q
Al
: i
0.0e0 - Iorl T . T
] min
-2.0e4 - r T T T T d T 1
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min % (EP/USP) (USP) (USP)
1 Placebo 4.640 8550.788 0.48 0.94 3664 FALSE n.a.
2 Hydrochlorothiazid 5.197 879866.747 49.62 1:15 2548 FALSE 1.55
3 Impurity E 14.070 704.799 0.04 1.03 37747 FALSE 25.30 .
4 Impurity A 14.637 6172.445 0.35 0.93 20293 FALSE 1.62
5 Ramipril 15.927 821555.382 46.34 1.41 13562 FALSE 2.69
6 Impurity D 23.857 56204.114 3:17 1.11 15766 FALSE 12.13
Swaraj Jadhav Page No. 18 of 32 Printed Time 27-Nov-2018 19:06 Electronically signed document Satish Dodtale



Chromeleon 7.2.4.8525

HPLC-67_19-Nov-18_A/Sys_suit.(USP)

Q.alte by Cwiigs

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
LOQ Level 3

15

Unknown

30.00 pL

RAS
QbD/LC/COL/128
QbD-INST-HPLC-67
19-11-2018 23:11:07

Swaraj Jadhav

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-67 19-Nov-18 A.seq

Batch No. :- N/A

AR. No, :- D2404181993

Instrument Method :- HPLC-67_Ramithiazide Tablet RS M
Instrument Method Created By :- Gauri Rane

Instrument Method Created On :- 14-11-2018 16:46:54
Processing Method :- Ramithiazide Tablets_RS_PR
Processing Method Last Updated By :- Swaraj A. Jadhav
Processing Method Last Updated On :- 27-11-2018 18:02:43

Experiment Name:- Accuracy

Wavelength:-

210. nm

2.065 B HPLC-67_19-Nov-18_A LOQ Level 3 #15 UV_VIS 1 WVL:210 nm
i | o &
& *
& 2
oy o
& IEi Q
1 (o NP &
1.5€5 o &
&
] 2 A"
4 &
< ]
=
o 1.0e5 -
Q
E ]
S v
s
<C b x> QQ
5.0e4 - i
] &
0.0e0 A LI T
1 min
-2.0e4 - T T T T T T T 1
0.0 50 10.0 15.0 20.0 25.0 30.0
Time [min]
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min % (EP/USP) (USP) (USP)
1 Placebo 4.643 8547.013 0.48 0.94 3610 FALSE n.a.
2 Hydrochlorothiazidg 5.213 880913.699 49.66 1.08 2535 FALSE 1.58
3 Impurity E 14.063 692.966 0.04 1.01 39970 FALSE 2545
4 Impurity A 14.630 6178.683 0.35 0.93 20367 FALSE 1.64
5 Ramipril 15.923 821140.637 46.29 1.39 13479 FALSE 2.70
6 Impurity D 23.827 56268.997 3.17 1.12 15612 FALSE 12.05
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Chromeleon 7.2.4.8525

HPLC-67_19-Nov-18_A/Sys_suit.(USP)

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Product Name :-

Sample Name :-

Sample Number :-
Sample Type :-

Injection Volume :-

Vial Position :-

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

Analyst :-

Sequence Path :-

Ramithiazide Tablet

50 % Level 1

16

Unknown

30.00 pLL

RBI
QbD/LC/COL/128

QbD-INST-HPLC-

19-11-2018 23:42:

Swaraj Jadhav

Batch No. :-

AR. No. :-

Instrument Method :-

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

Processing Method Last Updated By :-

N/A
D2404181993

HPLC-67_Ramithiazide Tablet_RS._

Gauri Rane
14-11-2018 16:46:54

Ramithiazide Tablets RS PR

Swaraj A. Jadhav

67 Processing Method Last Updated On :- 27-11-2018 18:02:43

19 Experiment Name:-
Wavelength:-

Accuracy
210. nm

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-67 19-Nov-18 A.seq

2.065 7 HPLC-67 1 9-Nov-18 A 50 % Level 1 #16 UV_VIS 1 WVL:210 nm
} 7l >
HAU \ ’s.b\& é\Qi\ °
@5\\ g &
'0\0 o \<“Q
1 b4)‘:' N3 &
1.5e5 .,,‘8\ o
& I
@4
=
< ]
=
1.0e5 H
&
e \é‘& 6&&
2 f =
1 o o <
5.0e4 4 Ib I\b‘ \,‘\h‘\
| WD'{% ]
)
4 1
0.0e0 - L,ﬁ,-———/f,\“ - J L1 I ]
-2.0e4 o . ' . , ; . min |
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min % (EP/USP) (USP) (USP)
| Placebo 4.643 8§544.251 0.48 0.93 3557 FALSE n.a.
2 Hydrochlorothiazidg 5.173 884416.131 49.23 1.33 2484 FALSE 1.46
3 Impurity E 14.053 903.913 0.05 1.02 37239 FALSE 25.14
4 Impurity A 14.620 10248.555 0.57 0.93 20204 FALSE 1.61
5 Ramipril 15.920 825412.027 4594 1.34 13336 FALSE 2.70
6 Impurity D 23.803 67111.806 3.74 1.12 15495 FALSE 11.98
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Chromeleon 7.2.4.8525

HPLC-67_19-Nov-18_A/Sys_suit.(USP)

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Product Name :-
Sample Name :-

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

Vial Position :-

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

Analyst :-

Sequence Path :-

Ramithiazide Tablet
50 % Level 2

17

Unknown

30.00 uL

RB2
QbD/LC/COL/128
QbD-INST-HPLC-67
20-11-2018 00:13:36

Swaraj Jadhav

Batch No. :-

AR. No. :-

Instrument Method :-

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

Processing Method Last Updated By :- Swaraj A. Jadhav
Processing Method Last Updated On :-27-11-2018 18:02:43

N/A

D2404181993
HPLC-67_Ramithiazide Tablet RS M
Gauri Rane

14-11-2018 16:46:54

Ramithiazide Tablets RS_PR

Experiment Name:-

Wavelength:-

Accuracy
210. nm

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-67 19-Nov-18 A.seq

i % HPLC-67_19-Nov-18_A 50 % Level 2 #17 UV_VIS_1 WVL:210 nm
{| AU &60 ; \Q& &
o & &
Oto (Y Q\)‘
| o Gy &
1.5€5 - .;5‘00 i &
_ Py g
&4
=
< ]
=
1.0e5
8 ] N
8 oé“o o&
2 A +
1 3
5.0e4 L | B
! &
4 \<<Q
4
y & \
0.0e0 | , T
1 min
-2.0e4 - r T T T T T el
0.0 5.0 10.0 150 20.0 25.0 30.0
Time [min]
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min % (EP/USP) (USP) (USP),
1 Placebo 4.647 8515.168 0.48 0.93 3546 FALSE n.a.
2 Hydrochlorothiazid 5.200 880235.864 49.13 1.18 2486 FALSE 1.52
3 Impurity E 14.043 914.204 0.05 1.04 37634 FALSE 25.02
4 Impurity A 14.613 10218.073 0.57 0.94 19974 FALSE 1.62
5 Ramipril 15.910 824506.073 46.02 1.35 13146 FALSE 2.68
6 Impurity D 23.783 67149.189 3.75 1.12 15295 FALSE 11.89
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Chromeleon 7.2.4.8525

HPLC-67_19-Nov-18_A/Sys_suit.(USP)

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Product Name :-
Sample Name :-

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

Vial Position :-

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

Sequence Path :-

Ramithiazide Tablet
50 % Level 3

18

Unknown

30.00 pL

RB3
QbD/LC/COL/128
QbD-INST-HPLC-67
20-11-2018 00:44:53
Swaraj Jadhav

Batch No. :-

AR. No. :-

Instrument Method :-

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

N/A
D2404181993

HPLC-67_Ramithiazide Tablet RS M

Gauri Rane
14-11-2018 16:46:54
Ramithiazide Tablets_RS_PR

Processing Method Last Updated By :- Swaraj A. Jadhav
Processing Method Last Updated On :- 27-11-2018 18:02:43

Experiment Name:-

Wavelength:-

Accuracy
210. nm

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-67 19-Nov-18 A.seq

i B HPLC-67_19-Nov-18_A 50 % Level 3 #18 UV_VIS_ 1 WVL:210 nm
; J| vAU & &
6""'& 'bé\q -c\o
o~ <& é\
\0‘ Q'\Q &Q
] ‘05\ W Q;\\
1.5e5 4 QQ:P -;',‘-"‘\
4 & 1
an
=)
<C J
= Oe5
1.0e5
8 ] v
@ {\“3
£ &
] «F
i & e
5.0e4 N
&
1 R
~§
G
4 I
0.0e0 15 Lu L T
min
-2.0e4 r T T T T T T 1
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min % (EP/USP) (USP) (USP)
1 Placebo 4.643 8504.630 0.47 0.94 3522 FALSE n.a.
2 Hydrochlorothiazid 5.160 883313.469 4921 1.47 2440 FALSE 1.41
3 Impurity E 14.043 908.864 0.05 1.02 37793 FALSE 25.14
4 Impurity A 14.617 10210.747 0:57 0.93 20054 FALSE 1.63
5 Ramipril 15.910 824924 243 4596 1.36 13182 FALSE 2.67
6 Impurity D 23.767 67186.512 3.74 1.13 15160 FALSE 11.85
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Chromeleon 7.2.4.8525 HPLC-67_19-Nov-18_A/Sys_suit.(USP)

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
Product Name :- Ramithiazide Tablet Batch No. :- N/A
Sample Name :- 100 % Level | AR. No. :- D2404181993
Sample Number :- 19 Instrument Method :- HPLC-67_Ramithiazide Tablet RS M
Sample Type :- Unknown Instrument Method Created By :- Gauri Rane
Injection Volume :- 30.00 uL Instrument Method Created On :- 14-11-2018 16:46:54
Vial Position :- RB4 Processing Method :- Ramithiazide Tablets_RS_PR
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhav
Instrument ID. :- QbD-INST-HPLC-67 Processing Method Last Updated On :-27-11-2018 18:02:43
Injection Date & Time :- 20-11-2018 01:16:10 Experiment Name:- Accuracy
Analyst :- Swaraj Jadhav Wavelength:- 210. nm
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-67 19-Nov-18_A.seq
Blodmid F HPLC-67_19-Nov-18_A 100 % Level 1 #19 UV_VIS_1 WVL:210 nm
: S | <
]| AU '°¢b° 6\\6‘ {‘d
& 2 >
&8 & S
“.‘\0‘ %“n: B N
J o - A
1.5e5 - © i v
=
<
=
o 1.0e5 -
£ ]
8
2
=)
o |
5.0e4 4
0.0e0 ! T
] min
-2.0e4 - r T T T T T T T T T T T T T T T T T T T T T T T T T T T T 1
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min % (EP/USP) (USP) (USP)
1 Placebo 4.643 8359.611 0.45 0.93 3453 FALSE n.a.
2 Hydrochlorothiazid 5.277 888958.528 48.27 0.85 2546 FALSE 1.72
3 Impurity E 14.037 1447.351 0.08 1.03 37541 FALSE 24.74
4 Impurity A 14.610 20487.535 1.11 0.94 19843 FALSE 1563
5 Ramipril 15.903 827706.902 44.94 1.36 13143 FALSE 2.67
6 Impurity D 23.747 94831.406 5.15 1.3 15133 FALSE 11.82
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Chromeleon 7.2.4.8525

HPLC-67_19-Nov-18_A/Sys_suit.(USP)

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Product Name :-

Sample Name :-

Sample Number :-
Sample Type :-

Injection Volume :-

Vial Position :-

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

Sequence Path :-

Ramithiazide Tablet
100 % Level 2

20

Unknown

30.00 pL

RBS
QbD/LC/COL/128
QbD-INST-HPLC-67
20-11-2018 01:47:22

Swaraj Jadhav

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-67 _19-Nov-18 A.seq

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 :-27-11-2018 18:02:43

Experiment Name:-

Wavelength:-

N/A

D2404181993
HPLC-67_Ramithiazide Tablet RS M
Gauri Rane

14-11-2018 16:46:54

Ramithiazide Tablets RS PR

Accuracy
210. nm

i 3 HPLC-67 _19-Nov-18 A 100 % Level 2 #20 UV_VIS_1 WVL:210 nm
| AU G B¢ \q"‘\\ | oy
o'&\ Q"‘bé\ &
o o &
B o S
1 & P M
1.5e5 Q‘,\b 1
1 %
:\'Jl'b v
= S
< ] @20
=1 N
é 1.0e5 ': Nbl?,ﬁ
@© I
=] v0
14 2
2 o
< 1 dﬂ .\‘"
5.0e4 o &
N
o
- 1) L
0.0e0 L,__/———jjt B | T T
-2.0e4 J— - . it
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min Y (EP/USP) (USP) (USP)
1 Placebo 4.640 8256.984 045 0.93 3427 FALSE n.a.
2 Hydrochlorothiazid 5.283 894836.098 48.43 0.83 2539 FALSE 1:75
3 Impurity E 14.023 1440.957 0.08 1.06 37793 FALSE 24.69 .,
4 Impurity A 14.603 20471.264 1.11 0.94 19829 FALSE 1.65
5 Ramipril 15.903 827927.051 44.81 1.32 13126 FALSE 2.68
6 Impurity D 23.730 94865.375 5.13 1.13 15032 FALSE 11.77
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Chromeleon 7.2.4.8525 HPLC-67_19-Nov-18_A/Sys_suit.(USP)

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
Product Name :- Ramithiazide Tablet Batch No. :- N/A
Sample Name :- 100 % Level 3 AR. No. :- D2404181993
Sample Number :- 21 Instrument Method :- HPLC-67_Ramithiazide Tablet RS_M
Sample Type :- Unknown Instrument Method Created By :- Gauri Rane
Injection Volume :- 30.00 pL Instrument Method Created On :- 14-11-2018 16:46:54
Vial Position :- RB6 Processing Method :- Ramithiazide Tablets RS_PR
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhav
Instrument ID. :- QbD-INST-HPLC-67 Processing Method Last Updated On :-27-11-2018 18:02:43
Injection Date & Time :- 20-11-2018 02:18:35 Experiment Name:- Accuracy
Analyst :- Swaraj Jadhav Wavelength:- 210. nm
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablef\Related Substances\HPLC-67 19-Nov-18_A seq
Dl 3 HPLC-67_19-Nov-18 A 100 % Level 3 #21 UV_VIS_1 WVL:210 nm
i pAU o & ! Q
& o e
& < 8
N o ~
oSy @ N>
] ¢,ﬂ°° R ard
1.5e5 & 15
- )
o) v
5 1 \}({C\
‘g. 1 A \sr
@ 1.0e54 )
g © 1 \"‘(':
© o |
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2 o
3 5.004 ] o?"; 'Q"«'
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: l | L
0.0e0 - = ST ' I
] min
-2.0e4 - r T T T T T T T T T T T T T T T T T T T T T T T T T T T T T 1
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min Yo (EP/USP) (USP) (USP)
1 Placebo 4.643 8309.109 0.45 0.92 3427 FALSE n.a.
2 Hydrochlorothiazidd 5.143 888795375 48.22 1.62 2395 FALSE 1.36
3 Impurity E 14.017 1452.617 0.08 1.08 37066 FALSE 24.94
4 Impurity A 14.597 20504.030 1.11 0.94 19705 FALSE 1.64
5 Ramipril 15.890 8§28991.918 44.98 1.36 13017 FALSE 2.66
6 Impurity D 23.713 95030.461 5.16 1.14 15029 FALSE 11.76
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Chromeleon 7.2.4.8525 HPLC-67_19-Nov-18_A/Sys_suit.(USP)

| D QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
@alty by Cusigt |
Product Name :- Ramithiazide Tablet Batch No. :- N/A
Sample Name :- 150 % Level 1 AR. No. :- D2404181993
Sample Number :- 22 Instrument Method :- HPLC-67_Ramithiazide Tablet RS M
Sample Type :- Unknown Instrument Method Created By :- Gauri Rane
Injection Volume :- 30.00 pL Instrument Method Created On :- 14-11-2018 16:46:54
Vial Position :- RB7 Processing Method :- Ramithiazide Tablets RS PR
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A, Jadhav
Instrument ID. :- QbD-INST-HPLC-67 Processing Method Last Updated On :-27-11-2018 18:02:43
Injection Date & Time :- 20-11-2018 02:49:47 Experiment Name:- Accuracy
Analyst :- Swaraj Jadhav Wavelength:- 210. nm
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-67 19-Nov-18 A.seq
e % HPLC-67_19-Nov-18_A 150 % Level 1 #22 UV_VIS_1 WVL:210 nm
} Q& <
p LIAU ,b‘bb‘e {Q\Q‘ ‘{Q\
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o @ i
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0.0e0 - ! T
J min
-2.0e4 r T T ¥ L T T T v ¥ T H v T T T T T T T T ¥ T ¥ T T v v T . 1
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min Yo (EP/USP) (USP) (USP)
1 Placebo 4.643 8292282 0.44 0.92 3382 FALSE n.a.
2 Hydrochlorothiazid 5.160 888293.928 47.19 1.45 2395 FALSE 1.39
3 Impurity E 14.017 1993.535 0.11 1.06 36908 FALSE 24.82
4 Impurity A 14.597 30939.252 1.64 0.94 19638 FALSE 1.64
5 Ramipril 15.883 830514.378 44.12 1.40 12898 FALSE 2.64
6 Impurity D 23.703 122365.078 6.50 1.14 14879 FALSE 11.70
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Chromeleon 7.2.4.8525 HPLC-67_19-Nov-18_A/Sys_suit.(USP)

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
g1
Product Name :- Ramithiazide Tablet Batch No. :- N/A
Sample Name :- 150 % Level 2 AR. No. :- D2404181993
Sample Number :- 23 Instrument Method :- HPLC-67_Ramithiazide Tablet RS M
Sample Type :- Unknown Instrument Method Created By :- Gauri Rane
Injection Volume :- 30.00 uL Instrument Method Created On :- 14-11-2018 16:46:54
Vial Position :- RBS8 Processing Method :- Ramithiazide Tablets_RS_PR
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhav
Instrument ID. :- QbD-INST-HPLC-67 Processing Method Last Updated On :-27-11-2018 18:02:43
Injection Date & Time :- 20-11-2018 03:20:59 Experiment Name:- Accuracy
Analyst :- Swaraj Jadhav Wavelength:- 210. nm
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-67 _19-Nov-18_A.seq
5 7 HPLC-67_19-Nov-18_A 150 % Level 2 #23 UV_VIS_1 WVL:210 nm
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0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min % (EP/USP) (USP) (USP)
1 Placebo 4.643 8252.322 0.44 0.92 3375 FALSE n.a.
2 Hydrochlorothiazid 5.197 897178.559 47.36 1.19 2439 FALSE 1.49
3 Impurity E 14.017 2015.388 0.11 1.04 37143 FALSE 24,78
4 Impurity A 14.593 30962.018 1.63 0.95 19595 FALSE 1.63
5 Ramipril 15.893 833397.376 44.00 1.32 13065 FALSE 2.67
6 Impurity D 23.693 122440.906 6.46 1.14 14841 FALSE 11.69
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Chromeleon 7.2.4.8525

HPLC-67_19-Nov-18_A/Sys_suit.(USP)

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

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

Ramithiazide Tablet
150 % Level 3

24

Unknown

30.00 uL

RCI
QbD/LC/COL/128
QbD-INST-HPLC-67
20-11-2018 03:52:11

Swaraj Jadhav

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-67 19-Nov-18 A.seq

Batch No. :- N/A

AR. No. :- D2404181993

Instrument Method :- HPLC-67_Ramithiazide Tablet RS_M
Instrument Method Created By :- Gauri Rane

Instrument Method Created On :- 14-11-2018 16:46:54

Processing Method :- Ramithiazide Tablets_RS_PR

Processing Method Last Updated By :- Swaraj A. Jadhav
Processing Method Last Updated On :- 27-11-2018 18:02:43
Experiment Name:- Accuracy
Wavelength:- 210. nm

2 0654 7 HPLC-67_19-Nov-18_A 150 % Level 3 #24 UV_VIS_1 WVL:210 nm
: Iy
|| pAU ;,\ba & _{c‘o
Ry & &
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5.0e4 4
0.0e0 - L T
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-2.0e4 - r T T T T T T T T T T T T T T T T T 1
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min %o (EP/USP) (USP) (USP)
1 Placebo 4.643 8227.837 0.44 0.92 3344 FALSE n.a.
2 Hydrochlorothiazid 5.280 894673.930 47.35 0.85 2496 FALSE 1371
3 Impurity E 14.010 2005915 0.11 1.07 37622 FALSE 24.53
4 Impurity A 14.590 30950.782 1.64 0.94 19705 FALSE 1.65
5 Ramipril 15.887 §30932.551 43.98 1.32 13095 FALSE 2.67
6 Impurity D 23.690 122567.945 6.49 1.14 14953 FALSE 11.73
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Chromeleon 7.2.4.8525 HPLC-67_19-Nov-18_A/Sys_suit.(USP)

Q_ : | QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
@l b Dotigr |
Product Name :- Ramithiazide Tablet Batch No. :- N/A
Sample Name :- Blank Solution AR. No. :- D2404181993
Sample Number :- 25 Instrument Method :- HPLC-67_Ramithiazide Tablet RS M
Sample Type :- Unknown Instrument Method Created By :- Gauri Rane
Injection Volume :- 30.00 pL Instrument Method Created On :- 14-11-2018 16:46:54
Vial Position :- RAI Processing Method :- Ramithiazide Tablets_RS_PR
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhav
Instrument ID. :- QbD-INST-HPLC-67 Processing Method Last Updated On :-27-11-2018 18:02:43
Injection Date & Time :- 20-11-2018 04:23:28 Experiment Name:- Accuracy
Analyst :- Swaraj Jadhav Wavelength:- 210. nm
Sequence Path :- Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-67 19-Nov-18_A seq
S 0000 % HPLC-67_19-Nov-18_A Blank Solution #25 UV_VIS_1 WVL:210 nm
AL
1,50,000 4
=7
< J
.
» 1,00,000
o ]
8
2
Q
2 1
50,000
04
] min
2000
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
T
Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min pAU*min % (EP/USP) (USP) (USP)
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Chromeleon 7.2.4.8525

HPLC-67_19-Nov-18_A/Sys_suit.(USP)

Q.alty by Cwiign

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

26

Unknown

30.00 pL

RA2
QbD/LC/COL/128
QbD-INST-HPLC-67
20-11-2018 04:54:46

Swaraj Jadhav

Batch No. :- N/A

AR. No. :- D2404181993

Instrument Method :- HPLC-67 Ramithiazide Tablet RS_M
Instrument Method Created By :- Gauri Rane

Instrument Method Created On :- 14-11-2018 16:46:54

Processing Method :- Ramithiazide Tablets RS_PR

Processing Method Last Updated By :- Swaraj A. Jadhav
Processing Method Last Updated On :-27-11-2018 18:02:43
Experiment Name:- Accuracy

Wavelength:- 210. nm

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-67 19-Nov-18 A.seq

200.000 - 7 HPLC-67_19-Nov-18_A Bracketing Standard Solution #26 UV_VIS_1 WVL:210 nm
e | o
1,50,000 4
2 ]
=
' 1,00,000 4
[s] i e
5 &
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2 \°‘°
< 1 &
50,000 4 & G
] & Q_é‘\
o &
1 S
A
] |
o | |/\I
1 min
-20,000 ! - : ———— .
0.0 5.0 10.0 15.0 20.0 25.0 30.0
Time [min]
Peak Peak Ret. Time Area Area [ Asymmetry Plates Manipulated Resolution
No. Name min pAU*min Yo (EP/USP) (USP) (USP)
1 Hydrochlorothiazidg 5.180 4405.456 67.38 113 4590 FALSE n.a.
2 Ramipril 16.053 2132.821 32.62 1.05 21377 FALSE 29.19,
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Chromeleon 7.2.4.8525

HPLC-67_19-Nov-18_A/Sys_suit.(USP)

Analyst :-

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

Sequence Path :-

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.
Wash method created Batch No. :- N/A
Wash AR. No. :- N/A
27 Instrument Method :- Wash method _HPLC 67 New
Unknown Instrument Method Created By :- Satish R Dodtale
30.00 uL Instrument Method Created On :- 11-11-2017 19:41:38
RA1 Processing Method :- Ramithiazide Tablets_RS_PR
QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhav
QbD-INST-HPLC-67 Processing Method Last Updated On :-27-11-2018 18:02:43
20-11-2018 05:29:58 Experiment Name:- Accuracy
Swaraj Jadhav Wavelength:- 210. nm
Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-67 19-Nov-18 A.seq

Channel UV_VIS_1 is not available for injection #27 - Wash.

Peak

Peak

Ret. Time Area Area | Asymmetry Plates Manipulated Resolution

No.

Name

min n.a. % | (EP/USP) (USP) (USP)
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Chromeleon 7.2.4.8525 HPLC-67_19-Nov-18_A/Sys_suit.(USP)

QBD RESEARCH AND DEVELOPMENT LAB PVT. LTD.

Product Name :-

Shut method Batch No. :- N/A
Sample Name :- Shut AR. No. :- N/A
Sample Number :- 28 Instrument Method :- Shut method _HPLC 67_New-1
Sample Type :- Unknown Instrument Method Created By :- Santosh K Padmere
Injection Volume :- 30.00 L Instrument Method Created On :- 09-11-2017 20:07:07
Vial Position :- RA1 Processing Method :- Ramithiazide Tablets_ RS_PR
Column No. :- QbD/LC/COL/128 Processing Method Last Updated By :- Swaraj A. Jadhav

Instrument ID, :- QbD-INST-HPLC-67
Injection Date & Time :- 20-11-2018 06:35:14
Swaraj Jadhav

Processing Method Last Updated On :-27-11-2018 18:02:43
Experiment Name;:- Accuracy
Wavelength:- 210. nm

Method Validation\Generic Healthcare\Ramithiazide Tablet\Related Substances\HPLC-67 _19-Nov-18 A seq

Analyst :-

Sequence Path :-

Channel UV_VIS_1 is not available for injection #28 - Shut.

Peak Peak Ret. Time Area Area | Asymmetry Plates Manipulated Resolution
No. Name min n.a. Yo (EP/USP) (USP) (USP)'
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