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g Po ger for Injection

-

1. Foun Cyclophosphamide 500 mg powder for Injection
2. AuANUAIY

2.1 3Uuuy
2.2 duusen
2.3 NYULUT
2.4 aa1n
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Tu 1 Vial Usznausiwamen Cyclophosphamide 500 mg
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3. ﬂmﬁNUﬂVHGWIﬂUﬂ

wamsmamLﬂiwuwﬂmmwmﬁlﬂmm finished product specification Waz drug substance
specification #igaBsanunduiuatiuifieriu deldamsidoudedinnunuznssmseviiuas
o1 neEnTNEsIIaEY Tainduiniuiliddseniuatuiiisurinuielminiunesundusihy
Tasih$umils auuszmansenssansnsagy Fos seydnaen wa. 2561 astuil 6 funas w.e.2561

(asUsznalussfianpunsIun 12 quanius 2562)

3.1 Finished product specification: Cyclophosphamide for injection USP

¥ . . .
U8 Test items Specifications
1 | Identification - Meet the requirement
2 | Assay - 90.0-105.0% of the labeled amount of
anhydrous Cyclophosphamide
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4o Test items Specifications
3 | Organic Impurities
- Cyclophosphamide related compound D | - Not more than 0.15%
- Cyclophosphamide retated compound C | - Not more than 0.15%
- Cyclophosphamide related compound B | - Not more than 0.15%
- Cyclophosphamide related compound A | - Not more than 0.15%
- Any unspecified impurity - Not more than 0.11%
4 | Uniformity of dosage units* - Meet the requirement
5 | pH - 3.0-9.0
6 | Water - 4.6-7.0%
7 | Bacterial endotoxins - Not more than 0.0625 endotoxin unit/mg of
Cyclophosphamide
8 | Sterility - Meet the requirement
9 | Constituted solution - Meet the requirement
10 | Particulate matter - Size 2 10 km not more than 6,000 /container

Size 2 25 [lm not more than 600 /container

3.2 Drug substance specification : Cyclophosphamide USP

U Test items Specifications
Identification - Meet the requirement
2 | Assay - 97.0-103.0 % of the labeled amount of
Cyclophosphamide (on the anhydruos basis)
3 | Propanolamine - Not more than 0.025%
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Ua Test items Specifications
4 | Degradation products _
- Cyclophosphamide related compound D | - Not more than 0.06%
- Cyclophosphamide related compound C | - Not more than 0.06%
- Cyclophosphamide related compound B | - Not more than 0.06%
- Cyclophosphamide related compound A | - Not more than 0.06%
- Any unspecified impurity - Not more than 0.06%
5 | Chlorides - Not more than 0.033%
6 | Phosphate - Not more than 0.01%
7 | Bacterial endotoxins - Not more than 0.0625 USP endotoxin unit/mg
of Cyclophosphamide
8 | Sterility - Meet the requirement
9 | pH - 39-7.1
10 | Water - 5.7-6.8%
3.3 Finished product specification: Cyclophosphamide for injection BP
) Test items Specifications
1 | Identification | - Meet the requirement
2 | Assay - 925-107.5% of the labeled amount of
anhydrous Cyclophosphamide
3 | Uniformity of dosage units - Meet the requirement
4 | pH - 4.0-6.0
5 | Bacterial endotoxins - Meet the requirement
6 | Sterility - Meet the requirement
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49 Test items Specifications
Clarity of solution - Meet the requirement
8 | Particulate matter - Meet the requirement
3.4 Drug substance specification : Cyclophosphamide BP
¥o Test items Specifications
1 | Identification - Meet the requirement
2 | Assay - 98.0-102.0 % of the labeled amount of
Cyclophosphamide (anhydruos substance)
3 | Appearance of solution - Meet the requirement
4 | pH - 4.0-6.0
5 | Related substances
Any impurity - Not more than 1.0%
6 | Chlorides - Not more than 330 ppm
7 | Phosphates - Not more than 100 ppm
8 | Water - 6.0-7.0%
9 | pH - 3971
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1. ¥981 Gemcitabine 1.4 Gm for Injection
2. gauantangly

2.1 3Uuuy Hursendausiaanide

2.2 dudszney  Uszneumesiie Gemcitabine hydrochloride Viamﬂaﬁu Gemcitabine
1.4 Gm ‘

23 AWUPUSTY]  UTILUAIBUBUSTREndaUAanide

2.4 287N - syyiosn danlsznoumedidyuazaiuuse Sundn Yuduony 1aiindn
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mamsmaﬁmwﬁﬂmmwLfJuIUmaJ finished product specification ag drug substance
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(mﬂizmﬂlmwﬁwmLUﬂwﬁuﬁ 12 nuANWUS 2562)
3.1 Finished product specification: Gemcitabine for injection USP

48 Test items Specifications
1 | Identification - Meet the requirement
2 | Assay - 95.0-105.0 % of the labeled amount of
gemcitabine
3 | Uniformity of dosage units* - Meet the requirement
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UD Test items Specifications
4 | Particulate matter - Size 2 10 Um not more than 6,000 /container
- Size 2 25 m not more than 600 /container
5 | pH . - 2733
6 | Organic impurities
- Cytosine - Not more than 0.1%
- Gemcitabine alpha-anomer - Not more than 0.1%
- Any individual unspecified impurity - Not more than 0.2%
- Total impurities - Not more than 0.3%
7 | Clarity of solution - Not more than 10 NTU
8 | Bacterial endotoxins - Not more than 0.05 USP Endotoxin Unit per mg
of gemcitabine
9 | Sterility - Meet the requirement

3.2 Drug substance specification : Gemcitab

ine Hydrochloride USP

9o Test items Specifications
1 | Identification - Meet the requirement
2 | Assay - 97.5-101.5 % of gemcitabine hydrochloride
3 | Residue on ignition - Not more than 0.1%
4 | Organic impurities
- Cytosine - Not more than 0.1%
- Gemcitabine alpha-anomer - Not more than 0.1%
- Any individual unspecified impurity | - Not more than 0.1%
- Total impurities - Not more than 0.2%
5 | Specific rotation - Between +43" and +50° (at 20
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7o Test items Specifications
pH - 2.0-3.0
7 | Bacterial endotoxins - Not more than 0.05 USP Endotoxin Unit/mg of
gemcitabine

3.3 Finished product specification: Gemcitabine for injection (In house)

k) Test items

Specifications

Identification

- Complied with finished product specification

Assay

- 95.0-105.0 % of the labeled amount of gemcitabine

Complied with finished product specification

1
2
3 | Uniformity of dosage units* -
a4

Particulate matter

- Size 2 10 [km not more than 6,000 /container
- Size 2 25 lm not more than 600 /container

pH

- 27133

Organic impurities

- Complied with finished product specification’

Clarity of solution

- Complied with finished product specification

Bacterial endotoxins

- Not more than 0.05 Endotoxin Unit/mg of gemcitabine

O |00 |~ |Oy T

Sterility

- Complied with finished product specification

3.4 Drug substance specification : Gemcitabine Hydrochloride BP

) Test items , Specifications
1 | Identification - Meet the requirement
2 | Assay - 98.0-102.0% of gemcitabine hydrochloride
3 | pH - 2.0-3.0
4 | Specific optical rotation - Between +43" and +50°
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U8 Test items Specifications

5 | Related substances
- Impurity A - Not more than 0.15%

(4-aminopyrimidin-2(1H)-one) or (cytosine)
- Impurity C - Not more than 0.2%
(1—(2—deoxy—2,2—diﬂuoro—B—D—erythro— |
pentofuranosyl) pyrimidin-2,4(1H,3H)-dione
(2-deoxy-2,2-diflucrouridine) or (B-uridine)

- Unspecified impurities - Not more than 0.1%
- Total impurities - Not more than 0.4%
6 | Sulfated ash - Maximum 0.1%
7 | Bacterial endotoxins - Less than 0.05 IU/mg of gemcitabine
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Parenteral nutrition

(Amino acid SOt{iig -

1. ¥ Parenteral nutrition (Amino acid solution + Lipid emulsion + Glucose solution) 1,500 ml

2. ausuAnalY
2.1 juuuu

2.2 dyulsynou

2.3 MYUBUIIY
2.4 aa1n

Juarsarareendaunannidelasasazanensnezilunaznglaaiduasazanela
Lifdviefndessou dwiudiatuduluiufidefufunasiidnuasadou
Tu 1 99 Y3ums 1,500 ml Useneunig 3 du fail

- Amino acid solution 5.5% with electrolytes Usu®5 600 ml

- Lipid emulsion 10% Y311m5 300 ml

- Glucose solution 20% U3ums 600 ml
usslunruzussendaUsaanide
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3. anauUAntawmaliavas Finished product

namsnniaszinunmduluany finished product specification @sldaansideusie
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98 Test items Specifications

1 | Identification - Complied with finished product specification

2 | Assay 2.1 Amino acid solution 5.5% with electrolytes
- pH 5.5-6.5
- U3u1es Sodium ~ 50-56 mEg/\
- U3u1ad Potassium 38-42 mEg/l
- Uu1 Magnesium 10.5-11.6 mEg/L
- USua Acetate 68-91 mEg/|
- U3u1e4 Phosphate 33-37 mEg/L
- Alanine 10.3-125 ¢/l
- Arginine 57-1.0 o/
- Glycine 51-6.2 g/
- Histidine 24-29 g\
- Isoleucine 3.0-3.6 </l
- Leucine 3644 g/l
- Lysine HCl 3.6-4.4 g/l
- Methionine 2.0-24 g/l
- Phenylalanine 2.8-3.4 ¢/l
- Proline 3441 ¢/l
- Serine 25-3.0 ¢/l
- Threonine 2.1-25 ¢/l
- Tryptophan 09-1.1 g/l
- Tyrosine 0.20-0.24 ¢/L
- Valine 2.9-35 ¢/l
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U9 Test items

Specifications

Assay

2.2 Lipid emulsion 10%

pH

Lipids

Free fatty acids
Essential fatty acids

6.0-8.0
98-114 g/l
0-3 mEg/t
18.5-21.5%

2.3 Glucose 20% with calcium

USu1ed Dextrose

190-210 g/t

pH (5% Glucose solution) 3.5-5.5
5-Hydroxymethylfurfural (5-HMF) 13iifiu 0.25
U3unad Calcium 9.5-10.5 mEg/l

Particulate matter

Complied with finished product specification

Sterility test

Complied with finished product specification

3
4
5

Bacterial endotoxins

Complied with finished product specification

6

Volume

Not less than 1,500 ml
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!

-release capsule

1. Foen Phenytoin Sodium 100 mg prolonged-release capsule
2. aruantavaly
2.1 3uiuv Wuguaugaviiniuuseniu
2.2 dudsvneu  lu 1 uadgausznauiiesien Phenytoin Sodium 100 mg lnens
Uamﬂa‘aaaﬂugﬂuuuaamwé@u Sustained-release Capsule
23 upUIsy  eweeusIiunvuslnain Joafuuasnarilasiuniuu
2.4 aa1n Ssyylionn dhuuszneuienddiny Amuss Turdn FuAueny anitian
vitmdraauaziamzdousiuelidaauusnguuussgiui
NILYIUTTTIUUES unsiusTgEagatiosdassyydion duuszneusiem
d1Aty AT iuéumquamamﬁmﬁm
3. guaNUAMamAlinres Finished product
Namimsaﬁﬁmezﬁ@mmm"ﬂﬂﬂmu finished product specification Falgaanifousie
ATNUANENTINAITEIMITLALY NTENTNAEITUEY

4

? Test items Specifications

1 | Identification test - Complied with finished product specification

2 | Assay - 95.0-105.0% of the labeled amount of Phenytoin Sodium
3 | Dissolution Test - Not more than 20-40% (Q) in 30 min

- Not more than 40-80% (Q) in 60 min
- Not less than 75% (Q) in 120 min

4 | Uniformity of dosage units | - Complied with finished product specification

5 | Related compounds - Complied with finished product specification
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4.3.

4.4.

4.5.

4.2.2 nsdgrdidnanndisusema guannoesliona1IiuTeuInTgIunITHaRg IRy
WA NI LaTITN1TNalUNITRARE PIC/S (Pharmaceutical Inspection Co-
operation Scheme) lagwiagau PIC/S participating authorities adud1aan1y
sounnsrdeulneiinanissusetieiulszmalseninsiadidnnseiind uieony
AROATW LaLANIa wIsillanans Certificate of pharmaceutical product
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43.1 HamInsIninssiaunnkdndueisdsagUresindn (Certification of analysis
of finished product) lug{uiidadusagng

4.3.2 NaN1IRTINIATIBRRUNNIRGRUVBIEEAY (Certification of analysis of drug
substance) Mdlunsnane1uiidausedisiwediinguasfnda ingi
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(drug substance) 48 4.3.2 fugunisnanuandadngiednsagy (finished product)
10 4.3.1

4.3.4 wansAnw long term stability
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areu 318N1587 U FIAFONLIY
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® | Cyclophosphamide &oo mg powder o, oo Vial bbc.xc UIN/Vial

for Injection (&.lo)

Gemcitabine e.& gm for Injection (&.®) ®,boo Vial b, oem.oo U/ Vial

Parenteral nutrition (Amino acid v,&oo Bag cxc.co UY/Bag
solution + Lipid emulsion + Glucose

solution) e,&oo Ml (€.@)

@ | Phenytoin sodium @oo mg prolonged- | @mo,0oo Capsule | e.am@ U/Capsule

release capsule (€.®)
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