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Fut 52 (CP)
A FEE(°C) 44.0 420 46.0 °C
B SR (mL/min) 1.200 1,100 1.300
C HEEF AR B9%B 7.0 5.0 9.0
D BEE AL RETAI%B 85.0 83.0 7.0
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A. RERE

Robustness Parameters X
Acquistion B Design  Pr ing and Criteria

Criteria Exact w  Experiment Design Type:  Full Factorial ~

Levels: 1 Resolution:

v |
Leve: Exements ]
Factors: 415 Freparations/Experiment 1{2}

Factor Levels: LZﬁh Centter Point | Injections/Preparation: 1 %}
Center Point Preparations: 3}; Injections: 19
Injections Used: [ <] [0 Alow Both Muttiple Preparations and Muitiple Injections
Repeatabilty Reference: P
)?I Factor Label | Factor Name Lower Value (-1) | Upper Value (+1) | Nominal Vaiue (C
1|a ColumnTemp_degC | 42.0 46.0 440
E' B FlowRate2 1.100 1300 1.200
3|e PercB_GriStart 50 9.0 70
4|D PercB_GriEnd 83.0 870 85.0
< >

ok [ Caed |[ Hep |

B. KRl

Robustness Parameters X

Acquistion Experiment Design  Processing and Acceptance Criteria

Experiment Design Table:
‘];' ColumnTemp_degC FlowRate2 PercB_GriStart PercB_GrtEnd
1| 420 1.100 50 830
T 420 1.100 50 87.0
"3 |20 [ 1.100 2.0 83.0
i | a0 [ 1100 30 87.0
T 420 1.300 50 83.0
6 |20 1.300 50 §7.0
7 | 420 1300 30 830
T 420 1.300 9.0 87.0
B 1.100 50 830
10 | 450 1.100 |50 8.0
1—1 450 1.100 9.0 7 83.0
T 460 1.100 9.0 87.0
13 | 450 [1300 50 83.0
T 46.0 1.300 50 87.0
T1s | 450 1.300 9.0 8.0
16 | 450 [ 1300 9.0 §7.0
@) Standard Expetiment Plan: O () 1 Bxperiment Plan:

o= [ ]
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BITEIMARFIERN®IE S EHEMpower SSGIFBEEIE, Empower SSGRIRIESLINIZIT B eI mAT
%, BFESETHHERFY] (B3) . AR ZeREREAN. BEAULENKRENNET . BNEiTd
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B @& =3 % ..fH % B2 | ApplpTablePreferences  [Robustness ]
Wethod Set /
Sample Preparation Function b(;n:;m m:rrm Robustness c“":;?"’ ;:;3 m g“’é";
Equilbrate Robust_StudyS_CP
2 | Blank | Inject Samples ' Robust_Study5_CP r
3 | APls wi/1OugimL RS _CP1 | Freparation 1 Center Paint inject Samples Robust_StudyS_CP 2 440 1200 7.0 850
| ¢ | aPsmstougm_cr2 | Preparatonz | Center Pomt hectSamples | Robusi_StudyS_CP 2 140 " 1200 | 70 850
5 | aes 100ugmL _ces Prewmtm?u | ConterPoint | miect Samples | Robust StudyS.CP | W | 440 4200 | 70| aso
I e e
7 | APl wiOugRS _1 Preparation 1 ‘ Exp 1 et | Robust_Studys_1 ¥ 420 1100 50 830
8 | APl w/0ugRS 2 Preparation 1 Experiment 2 hectSampes | Robust_StudyS_2 v 420 1100 50 870
: e nrons [
10 | AP wiiOug RS _3  Preparation 1 lExperi'neruS | mject Samples Robust_Study$_3 2 420 1.100 9.0 830
11 | APswitougrs & Preparation 1 \ Experiment 4 njectSamples | Robust_StudyS_4 F | 120 [ a0 | se | e
B EEEREEEE
13 | APs w/10ugRS _5 ‘ Preparation 1 | ExperimentS | inject Samples | Robust_Study5_S 2 20 1.300 50 830
14 | APk witougRS 8 | Preparation 1 [ Experiment & hject Samples | Robust_Study5_6 F o 420 1300 50 870
' R -~
16 | AP w/10ugRS _7 Preparation 1 Experiment 7 hjectSamples | Robusl_Study5_7 2 20 130 2.0 230
17 | APs wil0ugRS _8 Preparation 1 Experiment8 | Inject Samples Robust_Study$_8 ¥ 20 1300 20 87,0
- R oo
19 | APk witOugRS _9 | Preparation 1 Experiment® | Inject Samples | Robusi_Siudy5_9 ¥ &0 1100 50 830
| 20 | aPmwiiougRs 10 Preparation 1 Experiment10 | npctSamples | RobustStuys10 | R 460 e s0 o
- R - o
22 | APswiiOugRS 11 | Preparation 1 cperiment 11 | Inject Samples Robust_Study$_11 v 460 1.100 9.0 830
23 | APswHOUGRS 12 | Preparation 1 Exporiment12 | hjectSamples | Robust Study5_12 3 %0 1100 | so | @70
- I - s
25 | AP wHOugRS _13 ‘ Preparation 1 Experiment13 | nject Samples Robust_StudyS_13 ¥ 50 1300 50 830
26 | APswiOUGRS 14 Preparation 1 Experiment14 | njectSamples | Robust_Study5_14 v %0 | 1300 50 870
- R < oo
28 | APl wiiOugRS _15 Preparation 1 Experiment 15| nject Samples | Robust_Study5_15 =4 460 1.300 30 830
29 | AP wiOugRS_16 | Preparation 1 Experiment 15 | Inject Samples Robust_Study5_16 3 50 1300 9.0 8.0
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Summary_USP Rs_Components

.= Sample Set ID: 1108 Result Set ID: 1816
““ Processed Channel Descr.: 2998 PDA 260.0 nm (2998 (210-400inm)

USP Resolution Summarized by Name

Channel: 2998

SampleName Maleate | PHE-Imp A | PHE-Imp B | NAPH NAPHImp D HNAPH-Imp A | NAPH-Imp B | NAPH-Imp C
1 APls wiilug RS _1 6.2 2.1 Jj4| 27 T 23 16.0 1.8
2 |APls wi1Qug RS _2 6.2 2.0 34| 28 T 23 15.6 18
3 |APIs wilOug RS _3 73 1.7 34 3.0 T3 23 16.6 19
4 APls wi1lug RS _4 T2 1.6 j4| 28 T2 2.4 16.0 18
2 APIs w1lug RS _5 o4 3.0 3.4 3.1 7.4 2.0 16.9 20
6 | APls w1Oug RS _6 5.4 28 34 3.0 73 2.0 16.4 20
T | APls wf1Oug RS _7 6.8 23 34 33 TS 2.1 174 2.1
8 APls w1QugRS_8 6.7 22 1.4 3.2 7.4 2.1 17.0 2.0
9 |APls w10ug RS _9 39 38 4.0 1.4 71 22 15.5 2.1
10 | APls w10ug RS _10 3.9 3.7 4.0 1.2 7.0 2.2 151 27
11| APls w1Oug RS _11 5.0 3.2 4.1 16 7.2 22 16.0 22
12 | APls w10ug RS _12 5.0 32 4.1 1.4 71 23 157 22
13 | APls w1Oug RS _13 3.0 4.7 4.0 1.8 T3 19 16.5 2.4
14 | APls w1Qug RS _14 31 45 4.0 16 2 1.9 16.0 23
15 | APls wiQug RS _15 4.6 38 4.1 T8 T4 20 16.9 24
16 | APls w1O0ug RS _16 4.5 38 4.1 1.8 3 2.0 16.5 2.4

E4.Empower M HRVA DT EHRE, BRTREMSLLPREZEHUSPABE, F—MERNEDEE, 418
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A. F=FR IR BT IE LR

} Component Experiment Factor A | Factor B | Factor C | Factor D | Data Faults | Assessed Field Aﬂe;:ﬁ: L
1 | NAPH Experiment 1 420 1.100 50 83.0 r USP Resolution 2.7
2 | NAPH Experiment 2 420 1.100 5.0 87.0 r USP Resolution 26
3 | NAPH Experiment 3 42.0 1.100 8.0 g3.0 r USP Resolution 3.0
4 | NAPH Experiment 4 420 1.100 9.0 87.0 r USP Resolution 28
5 | NAPH Experiment 5 420 1.300 5.0 83.0 r USP Resolution 3.1
6 | NAPH Experiment 6 420 1.300 5.0 87.0 r USP Resolution 30
7 | NAPH Experiment 7 42.0 1.300 9.0 83.0 r USP Resolution 33
8 | NAPH Experiment & 420 1.300 8.0 87.0 r USP Resolution A2
9 | NAPH Experiment 9 46.0 1.100 5.0 83.0 v USP Resolution 14
10 | NAPH Experiment 10 = 46.0 1.100 5.0 87.0 v USP Resolution 1.2
11 | NAPH Experiment 11 = 46.0 1.100 9.0 83.0 r USP Resolution 16
12 | NAPH Experiment 12 = 46.0 1.100 9.0 87.0 v USP Resolution 1.4
13 | NAPH Experiment13 = 46.0 1.300 5.0 83.0 r USP Resolution 1.8
14 | NAPH Experiment 14 | 46.0 1.300 5.0 87.0 r USP Resolution 16
15 | NAPH Experiment 15 46.0 1.300 9.0 83.0 r USP Resolution 19
16 | NAPH Experiment 16 = 46.0 1.300 9.0 87.0 r USP Resolution 1.8
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Robustness Effects Plot_Report
StudyMName: Robustness_Study5

e Study 1D 1276

%g Project Name: MVM_Robustness Naph Phen
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1. U.S. FDA.Analytical Procedures and Methods Validation for Drugs and Biologics Guidance for
Industry.U.S. Department of Health and Human Services, Food and Drug Administration, July 2015.

2.1CH Q14.Analytical Procedure Development, International Conference on Harmonization, 31 March
2022.
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https://www.waters.com/nextgen/cn/zh/library/application-notes/2023/efficient-method-development-for-the-analysis-of-naphazoline-hydrochloride-pheniramine-maleate-and-associated-related-substances-using-a-systematic-screening-protocol.html
https://www.waters.com/nextgen/cn/zh/library/application-notes/2018/efficiency-of-method-validation-for-metoclopramide-hci-with-empower.html
https://www.waters.com/waters/support.htm?lid=1849888&lcid=1849889&type=DWNL.
https://www.waters.com/waters/support.htm?lid=1849888&lcid=1849889&type=DWNL.
https://www.waters.com/waters/support.htm?lid=1849888&lcid=1849889&type=DWNL.
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https://www.waters.com/1000245
https://www.waters.com/1000241
https://www.waters.com/1000238
https://www.waters.com/nextgen/cn/zh/about-waters/careers.html
https://www.waters.com/webassets/cms/library/docs/hazardous_chemicals_license.pdf
https://www.waters.com/134982469
https://www.waters.com/#
https://www.waters.com/#
https://wap.scjgj.sh.gov.cn/businessCheck/verifKey.do?showType=extShow&serial=9031000020200228152634000005597226-SAIC_SHOW_310000-20140123145114966013&signData=MEQCIE8rXJWygB4HVffdbWKhJLsithVUKPaD9kE/PSYC3ojVAiA8l4C7gyUCEjCDDeVBKCLsg27sASmWGvtqG2t/nHKGtQ==
https://wap.scjgj.sh.gov.cn/businessCheck/verifKey.do?showType=extShow&serial=9031000020200228152634000005597226-SAIC_SHOW_310000-20140123145114966013&signData=MEQCIE8rXJWygB4HVffdbWKhJLsithVUKPaD9kE/PSYC3ojVAiA8l4C7gyUCEjCDDeVBKCLsg27sASmWGvtqG2t/nHKGtQ==
https://wap.scjgj.sh.gov.cn/businessCheck/verifKey.do?showType=extShow&serial=9031000020200228152634000005597226-SAIC_SHOW_310000-20140123145114966013&signData=MEQCIE8rXJWygB4HVffdbWKhJLsithVUKPaD9kE/PSYC3ojVAiA8l4C7gyUCEjCDDeVBKCLsg27sASmWGvtqG2t/nHKGtQ==
https://wap.scjgj.sh.gov.cn/businessCheck/verifKey.do?showType=extShow&serial=9031000020200228152634000005597226-SAIC_SHOW_310000-20140123145114966013&signData=MEQCIE8rXJWygB4HVffdbWKhJLsithVUKPaD9kE/PSYC3ojVAiA8l4C7gyUCEjCDDeVBKCLsg27sASmWGvtqG2t/nHKGtQ==
http://www.beian.gov.cn/portal/registerSystemInfo?recordcode=31011502007476

