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bevacizumab 100 mg/4 mL concentrate for solution for infusion, 4 mL vial
1. ¥o81 bevacizumab 100 me/4 mL concentrate for solution for infusion, 4 mL vial

2. AruauTAAlY

21 gUuuu Juasavareunannide dwmiudadmasaidan

22 dwlszneu  Usznaumaesien bevacizumab 100 mg luansavateuSunns 4 ml

23 amurussy  ussqluneurdmiuussgendsedautiunmeinide

24 @aan - szydesn dulszneumendifguazauuse Jundn Yudueny Lauiindn
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3. AuANUANImALA
3.1 Finished product specification:

79 Test Items Specifications

1 | Identification Complied with finished product specification
2 | Assay 80 - 125% relative potency

3 | Protein concentration | 22.5 - 27.5 mg/ml

4 | Purity - CEX-HPLC acidic peaks: < 25.0%

- CEX-HPLC main peak: > 65.0%

- CEX-HPLC basic peaks: < 15.0%

- SE-HPLC HMW: < 3.0%

- Reduced CE-SDS HC+LC: > 97.0%

5 | Bacterial endotoxins NMT 0.16 EU/mg
6 | Sterility Complied
7 | pH 59-6.5
8 | Osmolality 250 - 300 mOsm/kg
9 | Particulate matter >10 pm: NMT 6,000 particles/container
>25 pm: NMT 600  particles/container
10 | Volume in container Complied with finished product specification

CEX-HPLC = cation exchange high performance liquid chromatography; HC = heavy chain; HMW = high
molecular weight; LC = light chain; rCE-SDS = reduced capillary electrophoresis sodium dodecyl sulfate; SE-
HPLC = size exclusion high performance liquid chromatography.
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3.2 Drug substance specification:

U9 Test Items Specifications
1 | Identification Complied with drug substance specification
2 | Assay 80 - 125% relative potency
3 | Protein concentration | 22.5 - 27.5 mg/ml
4 | Purity High molecular weight: < 3.0%
5 | Bacterial endotoxins NMT 0.16 EU/mg
6 | pH 59-6.5
7 | Osmolality 250 - 300 mOsm/kg
NUBLR

1. Drug substance specification 915 nluiiAswiuagHan drug substance iBluiiAT ey drug
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bevacizumab 100 mg/4 mL concentrate for solution for infusion, 4 mL vial
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oxaliplatin 200 mg/40 mL concentrate for solution for infusion, 40 mL vial

1. Fown oxaliplatin 200 mg/40 mL concentrate for solution for infusion, 40 mL vial

2. quanEnaly

21 juuuu Wugnhunannde Taliid dwmiude

22 dwlsgnou  Usgneumenien oxaliplatin 5 mg/ml.
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3. aduUANIumaila

3.1 Finished product specifications: Oxaliplatin injection (USP 41)

70 Test Items Specifications
1 | Identification Meet the requirements

2 | Assay 90.0% - 110.0% of the labeled amount

3 | Impurities
- Limit of oxalic acid Not more than 0.6%
- (SP-4-2)-Diaqual(1R,2R) - cyclohexane-1,2- Not more than 0.65%
Diamine-N,N’JPlatinum
- Diaguodiaminocyclohexaneplatinum dimer Not more than 0.50%
- Any individual unspecified impurity Not more than 0.2%
-Total Impurities (excluding Not more than 2.45%

Diaguodiaminocyclohexaneplatinum dimer)

4 | Bacterial endotoxin Not more than 1.0 USP Endotoxin Unit/mg of
Oxaliplatin

5 | Sterility Meet the requirements

6 | pH 4.0-7.0

7 | Particulate matter
- UNIATUIN210 pm Not more than 6,000 per container
- BUYNIAYUIN225 pm Not more than 600 per container
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3.2 Drug substance specifications: Oxaliplatin USP 41

4o Test Items Specifications

1 | Identification Meet the requirements

2 | Assay 98.0 - 102.0% of the labeled amount of

Oxaliplatin on dried basis

3 | Limit of silver Not more than 5 ppm.

4 | Content of Platinum 48.1-50.1% of the oxaliplatin on dried basis

5 | Organic impurities
Procedure 1: oxalic acid Not more than 0.1%
Procedure 2:
- oxaliplatin related compound C Not more than 0.1%
-(SP-4-2)-Diaqual(1R,2R) - cyclohexane-1,2- | Not more than 0.1%
Diamine-N,N’]Platinum
- Diaquodiaminocyclohexaneplatinum dimer | Not more than 0.1%
- Any individual unspecified impurity Not more than 0.10%
- Total impurities (Procedure 1+2) Not more than 0.30%
Procedure 3:
- Limit of Oxaliplatin related compound D Not more than 0.1%
Acidity Meet the requirements

7 | Bacterial endotoxin Not more than 1.0 USP Endotoxin Unit/mg of

Oxaliplatin

8 | Loss on drying Not more than 0.5%

9 | Microbial test
- Total aerobic microbial count - Not more than 20 cfu/g
- Total combined molds and yeast count - Not more than 5 cfu/g

10 | Optical rotation measured at 20° Between +74.5° and +78.0°
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Topotecan 4 mg powder for solution for injection, 4 mg vial

1.3081 Topotecan 4 mg powder for solution for injection, 4 mg vial

2.qrusuiAvaly
2.1 JUuwy gmavoriouressns Usmnitedmiudndmasaidend
2.2 dusznau Tu 1 vmUsznaumesien Topotecan hydrochloride (#iguvin Topotecan 4 mg
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3.1 Finished product specification: (shelf-life)

98 | Shelf-life specification Acceptance criteria
1 | Identification Complied with finished specifications

2 | Assay 95.0 - 105.0% of the labeled amount

3 | Moisture content NMT 3.0%w/w

4 | Uniformity of dosage units* | Complied with finished specifications

5 | Reconstitution time NMT 2 mins

6 | Particulate matter Complied with finished specifications

7 | pH 25-35

8 | Bacterial endotoxins NMT 10 EU/vial

9 | Sterility Complied with finished specifications

10 | Residual 1-propanol by GC | NMT 0.5% w/w topotecan content

11 | Degradation products - 9-hydroxymethyl-10-hydroxycamtothecin (SKF-S-107564): NMT 1.5%

- 5-hydroxytopotecan (SB 211307-A): Release: NMT 0.6%
Shelf life: NMT 1.0%

- Any other degradant: NMT 0.2%

- Total degradation products: NMT 3.0%

12 | N-desmethyl-topotecan (SB- | - NMT 0.7% (release)
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3.2 Drug substance specification: Topotecan hydrochloride

4o Shelf-life specification Acceptance criteria

1 | Identification Complied with drug substance specifications

2 | Assay 89.0 - 94.0% of the labeled amount (anhydrous solvent free basis)

3 | Optical rotation +91.0° to +101.10°

4 | Residue on ignition NMT 0.1%

5 | Water 10 - 15%

6 | Heavy metals NMT 20 ppm

7 | Chloride 95.0 - 105.0% of theory value of 7.74 (7.35-8.13)

8 | Impurities Complied with drug substance specifications

9. | Residual solvents - 1-propanol: NMT 0.5%
- Methylene chloride: NMT 0.03%
- Methanol: NMT 1.0%
- Acetone: NMT 1.0%
- Total other solvents: NMT .01%
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