Qs Qs 3 A
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318M15N 6 Mesna 100 mg/ mL, 4 mL injection

Qs Q' ~ .
muﬂnmﬁmmmqumqﬁmu - 5 ﬂ.ﬂ- 2552

1.8 Mesna 100 mg/ mL, 4 mL injection

2. ansannian ly
2.1 pluuy
2.2 dwdsznay  Usznaudiu@aen Mesna 100 mg/mL lugsazaoUSunas 4 mL 1u 1 vial
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3. AmENLIAMINANA

3.1 Finish product specification ‘"

= - . < , p . .
1. ﬂimmmﬂ’lmﬂm m’mmumum:qh Finished product specification

2. Identification mmmumuﬁizq‘lu Finished product specification

3. Particulate matter @li’md'mmuﬁ‘izq'lu Finished product specification
- 2u19 > 10 pm LiLfin 6,000/container

- 9319 > 25 pm liliu 600/container

. Sterility m’mﬁhumuﬁszqh Finished product specification

. Bacterial endotoxins @mwhumuﬁi:qlu Finished product specification

pH

. | " -
m‘i’aim'mvrlumnql'lu Finished product specification

. Volume in container

ATIVNIN

. Impurity / Related substance

. = . e
mnmumuqu‘lu Finished product specification
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3.2 Drug substance specification : Mesna (Sodium 2-sulfanylethanesulfonate) @&

1. USnmdaednaty

96.0 - 102.0% of the L.A. of Sodium 2-

sulfanylethanesulfonate (dried basis)

96.0 - 102.0% of the L.A. of Sodium 2-

sulfanylethanesulfonate (dried substance)

2. |dentification a5 aTwn
3. Appearance of solution | @979HIU a7 m
4. pH 45-6.0 45-6.0

5. Related substances

- 2-(Carbamimidoylsuifanyl)ethanesulfonic acid
: NMT 0.3%

- 2-{[(Guanidino)(imino)methyl])sulfanyljethane

sulfonic acid : NMT 0.3%

- 2-(4,6-Diamino1,3,5-triazin-2-yl)sulfanylethane
sulfonic acid : NMT 0.3%

- Mesna related compound A : NMT 0.2%

- Mesna related compound B : NMT 3.0%

- Individual unspecified impurities : NMT 0.1%

- Total unspecified impurities : NMT 0.3%

- Impurities C : NMT 0.2%

- Impurities D : NMT 3.0%

- Impurities A, B, E : for each impurity , NMT 0.3%

- Any other impurity : for each impurity , NMT 0.1%
~ Sum of other impurities : NMT 0.3%

6. Chloride NMT 250 ppm NMT 250 ppm
7. Sulfate NMT 300 ppm NMT 300 ppm
8. Disosium edentate NMT 0.1% NMT 500 ppm
9. Heavy metals NMT 10 ppm NMT 10 ppm
10. Loss on drying NMT 1.0% NMT 1.0%
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12 'lummamummﬂum 8.1/8.1 Va3 TEuaTIN wiaamuszdueatanmugug tmMwua IR A T
muwuumwuu {finished product specification) LLa”uan’muﬂﬂmmwmarmn@u (drug substance
specification) nsmmmvmwnmﬂazmuﬂmun‘”tmwumu wdsuuuanaIIwMwaemsvauily (2.5)
UINTBY finished product specification WR/%T8 Drug substance specification Iﬂﬂmau,ﬁ"lmnamuﬂs:mﬁ
drzmanmdiinnsafing uazliiin 2 9 s Sudsenedsznienansidnnsaiing
2. 19AFITUTBININTIZIMMTHANYN

2.1 nsdifieuialutsanalng HuAadadilanmiusasmasumIiasmumanInae iUz S msnaln
nsHEAL PIC/S {Pharmaceutical Inspection Co-operation Scheme) Taeminuau PIC/S participating authorities
wia flenmsiisasmnaspumsninmmananinaeiuazismifialunsningsesdiniuamensins
DIMTURZELT NITNTNAIBVIURY dermuadulasfausaandatussriafioutunaninueiuas3ininialy
nsnAne PIC/S lunuiaenfilauesie atudgaainseumsanseulasiinanisiusesfioiulseme
Umeanmdidnnsafing
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Yrzmeanmaidnniaiing wiaagaseadn ududnsd
3. tanmsqmmwmmmﬁmuaﬂm (Fuwainmnang)

3.1 HaNIATIN AT UMINKE AT U enduFaguveaiia (Certification of analysis of Finished product)
1um§'uﬁdatﬂum"'aaeh\1

32 wamsmw‘imﬂ:ﬁqmmwi’mqﬁu'uaam"”m’m‘i’m"ry (Certification of analysis of Drug substance) Al%
lumwammsq'uﬁa'atﬂuﬁ"zaamﬂ%maas{mﬁmmua:@’wﬁmquau

33 Lanms‘vﬁav«ﬁ'ﬂgmﬁuﬁ'umwﬁ'ww"ufs:wiwjumswawaai’mqﬁumaw’:‘:mﬁwﬁ%y (Drug substance)
98 3.2 ﬁ’u;‘ummﬁmawﬁmn"m‘ﬁmﬁn%gﬂ (Finished product) %8 3.1
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579M3f 7 Methotrexate 2.5 mg tablet
amadssmeadminguasgsiii - § (A, 2562

1. 8o Methotrexate 2.5 mg tablet

2. ansansianialy

2.1 iluuy Wueude dwsusudsenu

22 &mdsznay  Usznaudandagn Methotrexate 2.5 mg lu 1 1iia

2.3 MruLUIN msq’luumagﬁtﬁﬂuwavi %38 blister pack LLa:ussgﬁ'm‘ﬁﬂaﬁuum

2.4 2870 - s:q%auw FUUTENBUA NN PUITAINUT TUnEe fu§umq kR wmaion
30 uazAfmsAusnenen vl'faziﬂofﬁ'ﬂwuuuussgﬁm‘rf
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3. AnFTAMIINARA

3.1 Finish product specification™?

1. Snudsdeng 90.0 - 110.0% of the L.A. of 95.0 - 105.0% of the L.A. of
Methotrexate Methotrexate

2. Identification AT ATV

3. Dissolution uaaIn1sasanelitoundn 75%(Q) waasmsazaelidasnin 70%(Q)
of the L.A. of Methotrexate luiaa of the L.A. of Methotrexate 1ut281
45 w1 45 w1

4, Disintegration time - Maximum time 30 w19l

5. Uniformity of dosage ATITHU ATIHN

units

6. Related substances - By liquid chromatography

- impurity C : NMT 3%

- impurity B : NMT 0.3%

- impurity E : NMT 0.3%

- The area of any other secondary
peak : NMT 0.2%

- The sum of the areas of any other

secondary peaks : NMT 1%

o Sr s
(89%)......... LTI e L derruamenssums
(WWEmasY dszvoinm)

a (QL——’* 4 N
(a9%8) ATIUMT -

(GEV) N e nITUMS

(WWENIUIRT Na9Teq) (WHETIUUANE N FUYR)
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3.2 Drug substanée specification : Methotrexate"?

1. PSunudandragy

98.0 — 102.0% of Methotrexate

(Calculated on the anhydrous basis)

97.0 - 102.0% of Methotrexate

(Calculated on the anhydrous basis)

2. Identification AN #7H0
3. Water NMT 12.0% NMT 13.0%
4. Residue on ignition NMT 0.1% -

5. chromatographic purity /

Related compound

- MTX related compound B : NMT 0.3%

- MTX related compound C : NMT 0.5%

- MTX related compound E free acid : NMT 0.3%

- MTX dimethylamide and MTX related compound |
:NMT 0.2%

- MTX dimethylamide and MTX related compound
H : NMT 0.2%

- Any unspecified impurity : NMT 0.1%

By liquid chromatography

- Impurity C : NMT 0.5%

- Impurities B,E : for each impurity, NMT 0.3%
- Impurities H,I : for each impurity, NMT 0.2%
- Unspecified impurities : For each impurity,
NMT 0.05%

- Sum of impurities other than B,C and E

: NMT 0.5%

6. Enantiomeric purity

NMT 3.0%

- Impurity F : NMT 3.0%

7. Heavy metals

NMT 20 ppm

NMT 50 ppm

8. Sulfated ash

NMT 0.1%
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mumu‘n“mﬂu (finished product specification) W&z 'uan'muﬂﬂmmwwaqmn@u (drug substance
specification) nmmansm’nann'stﬂauul,tﬂmLm"lmwnwm mmamuuLanmsmtmmwmnmwamﬂm (8.5)
UIN3aU finished product specification Laz/%38 Drug substance specification Tﬂwmm“lmnamuﬂszmﬁ
dezmenadidnnsafing uazliiiu 2 9 o Sudszmadsemenandidnnseiing

2. 18N TUTDINIATF RN THAALN

21 nsdifgndalulsanalng ArdndasdiannsisannaspumnGaemunaninosiuss s msfialn
MIKAaL PIC/S (Pharmaceutical Inspection Co-operation Scheme) Tauvsiananu PIC/S participating authorities
738 flanasiusannasunnaasaanann oA S n1sAal kN IR AE LB N TRA TN TINT
2INITURSEN NTENIWRITITUFY %oﬁwumfﬂﬂuﬁmmaaﬂﬂa”aaua:ﬁ’mLﬁuuﬁ'wﬁ'nan‘ﬂua:"a'ﬁ‘msﬁﬁlu
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2.2 nsdimiinensingrondisysane HHRADINL NI TILTB A TTIMAINA AN INAMAIIN T s
%mmé'ﬂ.umsnﬁ@lm GMP PIC/S (Pharmaceutical Inspection Co-operation Science) Tagmiasau PIC/S
participating authorities #38 GMP clearance ausgamaTaumIaTiarey lagdnamsitasfaiusemea
tzmenmdidnniefind nIsayaaandn udrudnad
3. tanm‘sqmmmlaam'ﬁtauaﬂm (Funamnang)

3.1 HAMIATIINATER UK ATt ) endFvg1iva9HAn (Certification of analysis of Finished product)
luﬂwi;uﬁdotﬂuﬁ"sazi1a

3.2 NaMIATI TR IAnAuYaIRandIRYy (Certification of analysis of Drug substance) il¢
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78 3.2 n"usq'umswﬁmaawﬁmn”m‘ﬁmﬁm%agﬂ (Finished product) 98 3.1
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S19aT1d ﬂﬂqmﬁnvmzmwwuuu%manmsmsﬁhé% NYEAMYEN
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i’lﬂmsﬁ 8  Paclitaxel 300 mg/50 mL injection

amadsemadoniaguasigsiit = § |, 7567

1.888n  Paclitaxel 300 mg/50 mL injection

2. ansasnianaly

2.1 guny Wumsazaednannde dwivdatmaaaidond

22 saudsznay  Usznaudanaaen Paclitaxel 300 mg 14 50 mL

2.3 MIULUTN nﬁq‘lumﬂuﬁaﬂﬁﬂmm%a Type 1" Lm:ussqn"mwfﬁaoﬁ'uuaa

2.4 931N - s:q‘ij‘am UL ITNa VIt ENYUITAINUTI TUNER fuéumq wafinda wanadou
@suen LLa:"JEmstﬁu%’nmmvl's”aszﬂquumsﬁ;ﬁm‘ﬁ
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3. amANIGNINa®a

3.1 Finish product specificationm

1. ﬂ?mmmﬁwmy 90.0 - 110.0% of the L.A. of Paclitaxel

2. ldentification AT

3. Bacterial endotoxins NMT 0.67 USP Endotoxin U/mg of paclitaxel
4. pH 30-70

5. Limit of degradation products - Baccatin H} : NMT 0.8%

- Ethyl ester side chain : NMT 0.4%

- 10-Deacethylpaclitaxel : NMT 0.8%

- 10-Deacetyl-7-epipaclitaxel : NMT 0.5%

- 7T-Epipaclitaxel : NMT 0.6%

- Any other paclitaxel degradation product : NMT 0.1%
- Total paclitaxel degradation product : NMT 2.0%

6. Sterility ATIHU

7. Particulate matter AT
- ayMAWI@ > 10 pm likfiu 6,000 symn
- BuMATWIA > 25 pm Lilfiu 600 aumn

8. Volume in container ATWIN

(CRET:) DA oA Uszmuamenssums
- (WWRMATYgn Uszvionw) /,
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3.2 Drug substance specification : Paclitaxel o

1. ﬂsmmmmﬁmty 97.0 - 102.0% of Paclitaxel (caiculated on the anhydrous, solvent-free basis)
2. Identification AU
3. Specific rotation 49° to -55.0° (calculated on the anhydrous, solvent-free basis)

4. Microbial enumeration test & Tests for | - Total aerobic microbial count : NMT 100 cfu per gram
specified microorganisms - 'laiwm%a Staphylococcus aureus, Pseudomonas aeruginosa, Salmonella

species URs Escherichia coli

5. Bacterial endotoxins NMT 0.4 USP Endotoxin U/mg of paclitaxel

6. Water NMT 4.0%

7. Residue on ignition NMT 0.2%

8. Heavy metals NMT 0.002%

9. Related compounds A. n3di Paclitaxel isolated from natural sources or produced by fementation

- Baccatin Ill : NMT 0.2%

- 10-Deacetylpaclitaxel : NMT 0.5%

- 7-Xylosylpaclitaxet : NMT 0.2%

- 10-Deacetyl-7-epipaclitaxel (paclitaxel related compound B) : NMT 0.5%
- 7-Epicephalomannine : NMT 0.3%

- 7-Epipaclitaxel : NMT 0.5%

- Any other single impurity : NMT 0.1%

- Total impurities : NMT 2.0%

B. Paclitaxel produced by a semisynthetic process.
- 10-Deacetylbaccatin Ill : NMT 0.1%

- Baccatin lil : NMT 0.2%

- Photodegradant : NMT 0.1%

- 10-Deacetylpaclitaxel : NMT 0.5%

- 2-Debenzoylpaclitaxel-2-pentenoate : NMT 0.7%

- 7-Epipaclitaxel : NMT 0.4%

- 10,13-Bissidechainpaclitaxel : NMT 0.5%

- 7-Acetylpaclitaxel : NMT 0.6%

- 13-Tes-baccatin Il : NMT 0.1%

- 7-Tes-paclitaxel : NMT 0.3%

- Any other single impurity : NMT 0.1%

- Total impurities : NMT 2.0%

C. Paclitaxel produced by a plant cell fermentation process
- Propyl analog : NMT 0.2%

- Cephalomannine (Paclitaxel related compound A) : NMT 0.5%
- sec-Butyl analog : NMT 0.2%

— (wwamasyan dssnonw)
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3.2 Drug substance specification : Paclitaxel (Gia)

- n-Butyl analdg NMT 0.1%
- Benzyl analog : NMT 0.4%
- Baccatin VI : NMT 0.2%

- Pentyl analog : NMT0.2%
- 7-Epipaclitaxel : NMT 0.4%

- Any other single impurity : NMT 0.1%
- Total impurities : NMT 2.0%

9. Related compounds (¢10)
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578115 9 Temozolomide 100 mg capsule

awlszmadivinguasizsit - 5 A, 2567

1. %am Temozolomide 100 mg capsule

2. amantiana i

2.1 3uuyy Wusndaundegs snsviudszmu

22 dwdszney  dsrnaudaadann Temozolomide 100 mg 1% 1 (e

23 mouzussy U luunsendeadin wSowesen (sachet) 1 iadawas

2.4 98 - mfﬁ'am FudRNauAENEAYUATANNUT TUnEe fuﬁvumq \UTiRE R uazay
nudoudnsuen ¥ B NTARUIULIT AT

- UIWMTLUTIYEN aeokaed amq%‘amﬁa%‘amamsﬁ'l UL TNAULAS YW IRA LSS

VBILT LaVTINAR 1"u§umq oaan

3. aANUANMIINATA

3.1 Finish product specification'”

1. Yy m'mmumu'?is:q'lu Finished product specification
2. Identification ﬁi’ﬁlﬁ'\u@l’]&lﬁlitl‘l‘l% Finished product specification
3. Dissolution m‘mmumuﬁ'sxq‘m Finished product specification
4. Uniformity of dosage units Glﬂ'sni’mmuﬁim.‘lm Finished product specification
5. Impurity / Related substance m'mmumuﬁ's:qlu Finished product specification

3.2 Drug substance specification : Temozolomide

1. YInmdamnsay 98.0 - 102.0% of Temozolomide calculated on the as-is basis

2. Identification ATIVN

3. Residue on ignition NMT 0.1%

4. Heavy metals NMT 30 ppm

5. Organic impurities - 2-Azahypoxanthine : NMT 0.2%

- Temozolomide related compound A : NMT 0.5%

- Temozolomide acid : NMT 0.1%

- Dacabazine related compound A (free base) : NMT 0.1%
- Cyanotemozolomide (if present) : NMT 0.15%

- Any unspecified impurity : NMT 0.10%

- Total impurities : NMT 0.8%

6. Water determination NMT 0.4%
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|
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i’lﬂﬂ'ﬁﬁ 10  Tranexamic acid 50 mg/mL, 5 mL injection
aulsznadIninguaysIi =5 N.A, 262

1. %sn Tranexamic acid 50 mg/mL, 5 mL injection

2. ansangianaly

21 puluuy Wusmzansdnannids dmiuda

22 dmdwnay Usznaudle Tranexamic acid 50 mg/mL Y3anas 5 mL 1w 1 vial

23 muweusny unglumsuzutTeenda

24 a8 - :q%am FUUTENIUANEAQUAZAINLTY TUNER i’uﬁvua'lq \nfinAa uazsy
nudondrsuen Ltazﬁﬁnnﬂﬁu?nmm"l‘i’af.m’ﬁ'mwnuuss?ﬁ'm‘rf
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3. andaniamanaia

3.1 Finish product specification'™

1. Pnmdaendagy

95.0 - 105.0% of the L.A. of Tranexamic acid

2. Identification anahu
3. pH 6.5-8.0
4, Bacterial endotoxins NMT 35 IU per mL
5. Sterility test ATIU
6. Volume in container / Extractable volume AU

7. Related substances

By liquid chromatography

- Impurity A : NMT 1%

- Impurity B : NMT 0.5%

- Impurity C : NMT 0.1%

- Impurity D :NMT 0.1%

- Any other secondary peak : NMT 0.1%

8. Particulate matter AN
- 33MATWIA > 10 pm Lsiifin 6,000 auMA
- 8uMAIWA > 25 um ‘lilfiu 600 aymn
A [ d/)(}) hao
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3.2 Drug substance specification o

1. WSnmdnednty 99.0% - 101.0% of the L.A. of Tranexamic acid (dried substance)
2. Identification ATV

3. pH 7.0-8.0

4. Related substance - Impurity A : NMT 0.1%

- impurity B : NMT 0.2%
- Unspecified impurities : NMT 0.10%
- Sum of unspecified impurities : NMT 0.2%

5. Halides expressed as chlorides NMT 140 ppm
6. Heavy metals NMT 10 ppm
7. Loss on drying NMT 0.5%
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