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3. AILANUANMINATLA

3.1 Finish product specificationm

1. Content of protein mwmumu'ﬁlszlﬂu Finished product specification
2. Potency2 (by bioassay) mi’;ﬁlﬁhum’mﬁizq‘lu Finished product specification
3. Identification mmmum’mﬁ‘i:qlu Finished product specification
4. Particulate matter ATIVHU

- Ua = 10 pm L7 6,000/container

- U@ = 25 ym WiLAu 600/container
5. Sterility AT
6. Bacterial endotoxins m’mﬁ’mmu‘ﬁli:ﬂu Finished product specification
7. pH mmmumuﬁsquu Finished product specification
8. Volume in container ATIN
9. Purity miﬁlﬂhums\lﬁ;i:qlu Finished product specification
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578n15N 2 Calcium folinate 300 mg injecti&n
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muﬂs:mﬁﬁ'\mi’ﬂquaﬂﬁmﬁ

1.%asn  Calcium folinate 300 mg injection

2. amansianaly
2.4 3uuy Dussasanolneanide dmivda
2.2 daulszney Usznaudas Calcium folinate 10 mg/mL (300 mg) 1w 1 Vial
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3. AMANTOMIINALA

3.1 Finish product specification'™”

Test ltem BP 2016 o b
1. S mandagy 90.0 - 110.0% of the stated amount 90.0 - 120.0% of the L.A of Leucovorin
2. Identification AT ATIVU
3.pH 6.5-8.5 6.5-85
4. Related substances - Formylifolic acid : NMT 1% -

- The area of any other secondary peak : NMT 1%
- The sum of the areas of any secondary peaks,

excluding formylfolic acid : NMT 2.5%

5. Bacterial endotoxins AU NMT 1.95 USP EU/mg of Leucovorin calcium
6. Sterility ATIHIU a5
7. Particulate matter ATIVEU ATV

- DUMATUIA 2 10 pm
11w 6,000 ayma
- DYNIATUA > 25 pm

laifin 600 auna

8. Volume in container / ATV ATIWU

Extractable volume
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3.2 Drug substance specification : Calcium folinate (Leucovorin Calcium) one

1. USunmuaaendndmy - 97.0 - 102.0% of the L.A of Calcium folinate

]

95.0 - 105.0% of the L.A of Leucovorin Calcium
(anhydrous substance) (anhydrous basis)
- 7.54 - 8.14% of the L.A of Caicium

(anhydrous substance)

2. Identification ATITU ATIIU

3. Appearance of solution Clear -
4. pH 6.8-8.0 . -
5. Specific optical rotation +14.4° to +18.0° (anhydrous substance) -

6. Acetone, ethanol and methanol Head-space gas chromatograpy -
- acetone : NMT 0.5%
- ethanol : NMT 3.0%
- methanol : NMT 0.5%

7. Related substances - Impurity D : NMT 1% -
- Impurities A,B,C,E,F,G : for each impurity,
NMT 1%
- Sum of impurities other than D : NMT 2.5%
8. Chlorides NMT 0.5% -
9. Heavy metals NMT 50 ppm NMT 50 ppm
10. Platinum NMT 20 ppm -
11. Water NMT 17.0% NMT 17.0%
12. Bacterial endotoxins NMT 0.5 IU/mg -
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i’]im’ﬁ‘?; 3  Capecitabine 500 mg tablet

muﬂszn’nﬁﬁ'wi’mqnai’mmﬁ 71 WH 7563,

1. o Capecitabine 500 mg tablet

2. amantanaly
2.1 3uuuy WDugidanfsufau (Film-coated tablet) #BsUTUUTENIU
2.2 dwmdznay  Uszneudiu@aen Capecitabine 500 mg 1u 1 1iia
2.3 mauzussy  usnaluwnsagiiifisuwand w3e blister pack Jaadin
2.4 281N . szq%am FUUTZNaUAILNENYUAZAINLTI TUHES i’uﬁvumq wafinda wanadow
@ uasitmsifiusnene Hathstanuunussarimed
- ULAIEN atmﬁauﬁaos:q%amﬁa%‘amamsﬁw FIULTNBLUAZTWIAANUIIVIEN

wuinde SuduonyliTaan

3. amaNLGMINARA

3.1 Finish product specification o

anduifinwnaia ,k o
1. Pnmdrendagy 93.0 - 105.0% of the labeled amount of Capecitabine
2. ldentification AT
3. Dissolution uaasmzazanelaistoani 80%(Q) of the L.A. of Capecitabine 1w 30 wif
4. Uniformity of dosage units ATIVHIN
5. Related substances - Capecitabine related compound A : NMT 1.0%

- Capecitabine related compound B : NMT 1.0%
- Capecitabine related compound C : NMT 0.5%
- Individual unspecified degradation product : NMT 0.1%

3.2 Drug substance specification : Capecitabine(”

AumTGIInaTa o e
1. Bumerendngy 98.0 - 102.0% of Capecitabine (calculated on the anhydrous and sol\’/é’nt-free basis)
2. Identification AU
3. Residue on ignition NMT 0.1%
4. Heavy metals NMT 20 ppm
5.0Optical rotation +96.0° to +100.0°
6. Water NMT 0.3%
(m%a)oitﬁ”%w"‘/ ............. YT uaAmeNIINNIT
(wsmasygn Ussnonm)
4 f 4 @
LGRE ) N NYTUNIT (GRE ) T NTINMT
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3.2 Drug substance specification : Capecitabine'”

AnFNTANImaTA UsP 41

7. Related compounds - Capecitabine related compound A : NMT 0.3%

- Capecitabine related compound B : NMT 0.3%

- 2',3"Di-O-acetyl-5 ’-deoxy-5-ﬂuorocytidine :NMT 0.1%

-5 '-Deoxy-5-ﬂuoro-N4-(2-methyI-1 -butyloxy-carbonyf)cytidine+5 “Deoxy-5-fiuoro-N4-
(3-methyl-1-butyloxycarbonyl)cytidine - NMT 0.5%

- -[5-Deoxy-3-O-(5-deoxy-B-D-ribofuranosyl)— B-D-ribofuranosyl}-5-fluoro-2-oxo-1 2-
dihydropyrimidin-4-yl]—carbamic acid pentyl ester : NMT 0.3%

- [1-[5-Deoxy-2-O-(5-deoxy-B-D-ribofuranosyl)~ B-D-ribofuranosyl]-5-ﬂuoro-2-oxo-1,2 -
dihydropyrimidin-4-yi]-carbamic acid pentyl ester : NMT 0.2%

- Capecitabine related compound C : NMT 0.3%

- [1-[5-Deoxy-3-O-(5~deoxy-0.—D-ribofuranosyl)— B-D-ribofuranosyl]-5-ﬂuoro-2-oxo-1,2 -
dihydropyrimidin-4-yl}-carbamic acid pentyl ester : NMT 0.3%

- 2',3"Di-O-acetyl-5 '-deoxy-5-ﬂuoro-N4-(pentyloxycarbonyl)cytidine NMT 0.1%

- Individual unspecified impurity : NMT 0.1%

- Total impurities : NMT 1.5%

‘HN’IPJWWI 1. ﬂﬁtﬁﬁ%ﬂ‘i’l:m EJW,LﬁNﬂ’]SL‘Ju (waive) N9 TI98007 Lﬂﬂ»ﬁi’]ﬂﬂ?ﬂﬂ 1%nuuamtanmmanmumnm’m‘lmuauummﬂ
2. Drug substance specification wmsmmnlml,ﬂﬂmmaowwaﬂ drug substance ma‘lmmﬁm drug substance 784
NNE\WIEJ’]K’]LS?JSLI a.uulmuwm ‘NﬂJﬂ’]i@li’lﬁ)’JLﬂT‘lwﬂﬂSUYlﬂﬂ’Jﬁﬂﬂnﬂ'ﬂuﬂ

v ooa

3. Naﬂ'ﬁmﬁmtﬂﬁ"ﬁﬂmmm‘l Wuwldeny Finished product specification waz Drug substance specification ﬁmaaa
ﬁ]']ﬂLﬂﬁ’Hﬁ’]iUﬂUULﬂU?ﬂu Gm'lmﬂmmnuﬁamunmuﬂmwﬂssumsmmma.m n?mummsmm ﬂim
ﬂmawummomauﬂmaammmﬂmu ma\mmuamm‘lwmamwkowmmsz:mﬂ 7% a’maoma’ﬁmsuwnmmj
ﬂ'J’WlI‘NWEI’T]J"IRU‘i“ﬂ’WI ma E]’Na\‘iLﬂﬁ’ﬁ@hi‘h(ﬂ’l&lﬂi»ﬂ"hﬂﬂ?“ﬂ?’)dﬁ’?ﬁ’l‘imq‘ﬂ 1384 ﬁtlgﬁ’li’lﬂ’l Lﬂus'fu ‘lﬁ{‘f{%ﬁ’ﬂ
G}RFJWW\)'Hadﬂmuﬂii&m’liﬂ‘itﬂ?ﬂﬁﬂ’mﬂ

Bauladu g
Nlﬂ%a?’lﬂ’madﬂ%ﬁ’lt%’m’lﬂﬂ’lmaﬂﬁ’]i Wiawaomﬂ&la'zsaiiﬁaatanmifﬂﬂé'ﬁé"lwm Tuazidan
6’1\3%
1. Lanmsn'ﬁvléf%‘uaumm‘ifumLﬂzjmﬁﬁwmﬂiaﬁimmUluﬂmnﬁ'lm UBTFIUAY (declare) WHEINE®
1.1 '1umﬂmmwuw~mﬂummm (Ne.2 a3 ne.d4 LLEI'JLL@mim)
1.1.1 Tunsdifiduen fndaludssnelng wueds np.2
1.1.2 ’lunsmmﬂummw*nwammmmsa ‘mnum ne.3
11.3 ‘lumnmLﬂummmmnmmswmﬂ ‘MJ’]UEN ne .4
12 'lummamummwm Ne1/e.1 ?JENU’W]LN%E]T]W] wsawﬁumaﬂﬂmm amsmuawﬂmmwmawamnmm
mmmummﬂu (ﬁnlshed product  specification) LLa'“mam%uﬂﬂmmwmaa’mn@u (drug substance
specnflcatlon) nsm‘nag{s %'ﬂx‘]ﬂ'ﬁl,l]ﬂEJ%LL?JENLLHWL‘HLWNMN i\:mmuumanmsmtmmwmzxms'uaLm"'lm (8. 5)
WIN3BY finished product specification waz/n5a Drug substance specification Tﬂwaun‘”lmnamuﬁ?mﬂ
ﬂszmmwmﬁlﬁnmaﬁnﬁ LLa”vLNmu 21 33 mﬂswmﬁﬁswmmwmaLanmauna

(@9%0)............ O(/”'”'/ ....... o YsmuanenTIums
— (WNSIIATYYY Useriinm)
Ll 2y
(89%a)....... (’SQL” ........... ATTNNT (89%8)......on ) g .......................... nItung
(WaIuIan nassas) (WEMIUUAng NIFTYR)

wii2lnunisiis yeiiB28/2563



2. tanms%’maammg'mmw'ﬁmm
21 mydifienadalulsanalng ;jwﬁe]@i”aaﬁLanmﬁusaommgmmswammmwﬁ’nmmﬂua:’sﬁmsﬁﬁlu
MINFaE PIC/S (Pharmaceutical inspection Co-operation Scheme) Iﬂﬂ%ﬁ’wmu PIC/S participating authorities
ED) ﬁLanms%’maammgmmwﬁmmmamé:“nmmwfua:?%‘msﬁsﬂumswﬁmuwaaﬁnﬁnmuﬂmnssums
8IMITUATEN NIENTNIITITUY fﬁoﬁwum{ﬂ@ﬂﬁmwaa@ﬂei"aaLLa:ﬁ'ﬂLﬁwﬁ'umé'nmm‘ﬁuaﬁfmsﬁéﬂu
nsudaw PIC/S Tunuieunfiiauayng afn@hqﬂmmaumwmaaauTcﬂUﬁwamﬁusmﬁﬁuﬂiznwﬂ
dszmianandiinnseing
22 nm‘iﬁiﬁuy'ninﬁ’vmmiimlszmﬂ HHARE aaﬁtanms%'usaommgﬂumiwﬁmmmama"nmm‘ﬁ uaz
ﬁlﬂ’liﬁﬁlummamm GMP PIC/S (Pharmaceutical Inspection Co-operation Science) lasimuagrau PiC/S
participating authorities %58 GMP clearance aﬂ'umq@mmaumsmmaau Tﬂaﬁwamﬁmaaﬁoi’uﬂsxmﬁ
Uszmenedidnnseiing wIaayanoadw ufudnydl
3. LenEsamMINBIETIlEwa SN
3.1 wammna?mﬁ:m’@gmwwwﬁmﬁmﬁmﬁwL%gﬂmaa;jwﬁm (Certification of analysis of Finished product)
1uaw§uﬁa’atﬂum”aaziwa
32 wamsmw‘?msw:ﬁqmmwfmqﬁw 89AILNFNTY (Certification of analysis of Drug substance) 1%y
mswﬁmm;’uﬁﬁmﬂmﬁazhwﬁmaa;jwﬁmmt,l,a:cgwﬁm"mqﬁu
33 Lanmw?aué’ngwuﬁua”umwé”ww’"uﬁs:wmjumswﬁman”mqﬁumam”amﬁm"zy (Drug substance)
79 3.2 ﬁ'u;’umsnﬁmaawﬁmﬁmffﬁmﬁu%agﬂ (Finished product) 7 3.1
3.4 WANIANW Long term stability mammmq‘uaamﬁffumnﬁw‘h’ﬁ”uﬁwﬁ'm'mﬂnwnssumsmms
UAZET NIENTHTIT AL
35 nsrﬁmﬁtauahi'lﬁmﬁuuuu (original drugs) Aaviinsdauanimmenay Bioequivalence va98171
wuailSsufsuniueduuyy Im?ﬁmiﬁnmﬁaaLﬂuvlﬂmmé’nLnm‘ﬂua:umﬁg“ﬁmunwﬁnm’ﬁ'amjya'uaa
mmw”zymaoﬁwﬁmmﬂmmmmsmmma:m nszmnmmsngm‘z’ lunsﬂfmnﬁﬂu@h{ummmmum
malng (lfiaansSoun NG) mmsnﬂnﬁummumanmsnwsﬁnm%mugamaom
4. Aageen
4.1 diauasin fovdaiiantnanatay 3 WU éﬁaLﬂum";Lmuuamswa:tSﬂﬂ'l@”ﬂiuﬁm
mwﬁﬁmuﬂ‘luﬂ”ﬁaqmauu“ﬁw"ﬁ"lmhm"u
5. msﬂs:ﬁ'nqmmwmﬁdauau (WaasaNEIIN1TTUL i)
5.1 m‘?fdwauﬁaaﬁmq‘lﬂ@"’[&iﬁanndw 1 9 fvaniusway
5.2 mvgmmﬁa‘wau a:ﬁaodaﬁummwmzfl,u%"maawamimw’imﬂ:ﬁmjuﬁdwafu
53 ﬂstﬁﬁ%mUﬁ“ﬁmw‘hmﬁjuﬁaamamﬁdwamﬁaﬁmﬁﬁms’l:ﬁqmmw niharnIsIsmiida
8910/ 2089 T@mj’mm:ﬁaadamtﬁuSnmuﬁwmuﬁ'mmmwmsa‘qwmﬁ)’:msw:ﬁ'ua:tﬂu;ﬁuﬁmau
ﬂ"fl’ﬁai'lﬂ‘ﬁ"LﬁzmTaa'lumsmm";’msw:ﬁqmmw nsrﬁﬁwuiwmvlajl,ﬂu‘lﬂmuqmﬁ'nwm:mm: “UUIITNTVe
amuﬁn%‘l&i%’uﬁawsmnmauaﬂmmﬂ”\mmwaa Qmmm:m?acjwﬁmluﬂ%@iavlﬂ
54 ;jmm:ﬁaa%‘mﬂﬁﬂuml,ﬁam‘lna”‘mmmq 'vﬁaL;‘J'mﬁ@nm?;auamwﬁamﬂsxms‘lﬂe] nautmualaylig

Wauly ¥
o )»‘l’nr\/
(89%0)........... Q/ S Ve Ussmuamenssung

(39%a) ) A— nsIUNIY (aa%a)...................E.’ ; ......................... nIsUMT

(WNEIUIA naasay) (WNEUuAing HIFIYR)

WiA3munsils yailB28/2563



o &

6. dianaen (fana) twsealisnidndygnienasurimme doil

6.1 nsrf'mamsq’wmﬂﬁmﬁ:ﬁmd Imﬂﬂsui‘nmmamfmmwmfﬂ?aﬁmﬂﬁﬁ?ﬁnwsﬁ'lﬁmmﬁ.m ISO/NIEC
17025 vl&iLﬂu‘lﬂmummg'lu’u"aﬁmuﬂluﬂszn’nﬂﬂszmm’lm

6.2 NYthnA O s m’ﬁﬁ@i{gm‘%‘mnLﬁuﬁumnﬁammﬂiﬂuﬁwt‘fmwuﬂm:ﬂiswmsmmma:m Tugsamues

. &
GHILTRM hER ]

6.3 nsniwuﬂzqummwmnwﬁmﬁmﬁﬁmaa'wacﬂ'aﬂszﬁﬂﬁwmmzmmﬂaam"mia;gﬂwﬁvlﬂ"%'um
7. ‘nmmwmwamuuﬁwﬂaj%“uﬁmsmm‘imﬁmm’mﬁﬁﬂs:f?}gﬂL?ﬂmﬁuﬁuTﬂm&wﬁ'mmam:nswms
) Qr -3 - Q ! o Qv
aIMITuazeluszzIIa 1 ﬁnamuﬁsxmﬁﬂs:mm’]mal,ﬁnmauna‘ BTN Fuanndiney

ﬂm:nsmmsmmsua:zm’ﬂﬁﬁwLﬁummrﬂmﬂtym'luﬁam”ansi"m:,z%”a

RaNEIng : 81989370
1 = The United States Pharmacopoeia 41
2 = ASEAN Guidelines for the Conduct of Biocavailability and Bioequivalence Studies Ltﬂtﬁiﬁa
msﬁnm%‘aﬁsxﬁw%waLm:%"muga'uaowﬁmﬁ'wﬂm NAIMIVANLT FUNNUALATINNIT
OIMTURZET NIZNTUIDTTUGY

(ﬂd%ﬂ) ................. OJ ............ J .......... h" ............. 1 WIUAUENTINNNG

(wWEmasyL Ussviamm)

< p &

P
(D). NITUNS (9B S nysuMg
(WN827uTx0 Na93a9) (WNFIUUTNA HIFBYR)

wirfidisnsis yeiiB28/2563



s1gazLd HAAMLANBHIMLLANITUUUNPLENENTNITIAD DB YT e

aafl B28 /2563
5980137 4 Flutamide 250 mg tablet

muﬂizmﬁﬁ’mi’ﬂquaﬁﬁmﬁ

1. 881 Flutamide 250 mg tablet
2. auaniianaly
21 gupy Wuenda dwmsusudszniu
22 #udsznay Usznaududann Flutamide 250 mg 1 1 e
23 ﬂ'ﬂiu:‘lﬁ?ﬂ Uiiﬁﬂ%LLNGU’]ﬁﬂﬁﬁﬂ Jadn"’umw%u
24 amn - szy%am UL TNOUAIN TN UURLAMALTS TunER fuﬁvumq \ufikda wanadow
@suen wasiFnnAushmnen "h”azm’&’mwuumsﬁ;ﬁmwf
- UWLREN aa’wﬁau@Tamlql’fjamw%a%amamsﬁw FIMUTENOLUTIWIAA WL TIVDIEN
wuiinGe i'u?(vumqvh"’ﬁ'ﬂwu
3. audNlAMIINARa
3.1 Finish product specification"?
1. Bunadaendren m?amumuﬁs:q'lu Finished product specification
2. |dentification test Vlﬂilw"lum&lﬁizq‘lu Finished product specification
3. Weight variation ﬂS‘JilN'lumuﬁ.T:‘l.ﬂu Finished product specification
4. Dissolution m’aamumuﬁs:qlu Finished product specification
5. Impurity / Related substance Gliww"luﬁ'mﬁsquu Finished product specification
3.2 Drug substance specification : Flutamide™*"
Test Item USP 41 BP2016
1 ﬂ‘%mméﬁmﬁwﬁry 98.0 - 101.0% of the L.A of Flutamide 97.5 - 102.0% of the L.A of Flutamide
(calculated on the dried basis) (dried substance)
2. ldentification AT ATIIU
3. Melting range - 112°¢C
4. Loss on drying NMT 0.5% NMT 0.5%
5. Residue on ignition NMT 0.1% -
6. Heavy metals NMT 10 ppm NMT 20 ppm
7. Sulfated ash - NMT 0.1%
8. Related compounds - Flutamide related compound B : NMT 0.2% | - Impurity A,B,C : for each impurity, NMT 0.2%
- Flutamide related compound A : NMT 0.15% - | - Unspecified impurities : for each impurity,
NMT 0.10%
- Total : NMT 0.5%
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(WWEMIATYYN Userioinmw)
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3.2 Drug substance specification : Flutamide™*

Test ltem UsP41 : . BP2016

8. Related compounds (s19) - 3-(Trifluoromethyl) anitine : NMT 0.2%
- Propionyl analog : NMT 0.3%

- Desnitroflutamide : NMT 0.2%

- o-Flutamide : NMT 0.2%

- Any unknown impurity : NMT 0.05%
- Total impurities : NMT 0.4%
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2.2 nsdiddweningronessana & Hriadaslilonmsivsannasmumsndnoimunaninaeiuas
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31 Namm‘nﬁnLﬂﬂwﬂmmwwa@mm‘mmmtiiﬁﬂ'u adNNm} (Certification of analysis of Finished product)
1umsuﬂmﬂumama

3.2 mansaTiRdiensigunIniaghuvasiaendety (Certification of analysis of Drug substance) fil#lu
mmammsuwaatﬂumamammawwae\muamwam’mmu

3.3 Lanmsmavmngnuuuaummauwuﬁsm'm;umswamlaoa”mqﬁwam”amﬁm”ry (Drug substance)
79 3.2 ﬁ‘u;fumswﬁ@mawﬁmﬂ”mwfmﬁ’lSfagﬂ (Finished product) T8 3.1

3.4 WaN3AN®I Long term stability maamhama;uaomﬁﬁuﬂuﬂw'h"ﬁ'uﬁﬁﬁmmﬂmznswmsmms
UAZET NTIVITNITITURY
4. Aot

4.1 flauanan dasseaiativmnatiiiey 3 WihuIIn A Fududunuusamosnsaeldaudan
mmmm@‘lummaﬂmawummvlﬂmmu
5, msﬂsxnuammwmnawan (HaEANBNFIIN1TTULISENN)

5.1 mﬁdwauﬁaoﬂmu‘lﬂﬂ“lajﬁfaaﬂiw 1§ wuaniudeney

5.2 mﬂmmnmuau 2w @1aaaammewmu‘lmusaawammﬂmmﬁvwmsuﬂmuau

53 nsmmmuswmsmmiaumamw’mamamwammﬂmmﬂmﬂmmw WUTITNTsNRIRE

Jo9TaMBENs IﬂaJwmm*maaaommuanmumu’mmmmwmsmmqmwm mm%ﬂumunmau
m’[’umunmm’uaa'lumima'«mﬂﬂmﬂmmw nstumwm'lm"lmﬂuvlﬂmuﬂmanwmwmwm niTITNIVD
anuam‘tmuwmsmmsmuaswmmmnmwao wmuummsawwamluﬂﬁmavlﬂ
5.4 ez mmsmﬂaUummamlnamﬂm v\samamﬂmsmauamwmws'“ms'l.ﬂ=] nauswualeslud
wau"l‘u
6. fianaven (§une) twzealisnidandyynewasuiwwe woil
6.1 n3dlNamIuATINIIATIRENG ‘[ﬂmnim‘nmmammmwnUmamoﬂgummsﬂﬂmmﬁm ISO/IEC
17025 vl,aJLﬁuvlﬂmummmwuamﬂuﬂluﬂsm’lﬂﬂsmmﬂm
6.2 NYTLHAAN tusH m’numugmmnmmmmﬂ fasamalawdminnuaniznssumsewsuasn lutsnses
z%“mzuw*%avmn
6.3 nsmwuﬂwmamnwmnwamm«msmaowamaﬂsvamwauawmmﬂaamnumawﬂwn‘lmum
7. vsmmwmwaﬁmuawﬂmuwmsmwa@mrummmﬂsnmnnLsanmuauhUmunowuﬂm.nssums
amsuazluszoziae 1 Jrautuvszmetssnianaisidnnseing sniufnitifofusandnineu
amznssumsTmIsuazen i ldduiunutludynludesdinduds

(89%a) = L NITNANS (33%8) Q nITNNIT

(HRITUTE na9ses) (WHEMIuUing HIJUYA)

wifi3/sunsia qm”i52812563



naN g : 81989970
1 = General requirement ¥a9lNR¥FSUE MU Finished product 3UuvY Tablets

2 = The International Conference on Harmonisation of Technical Requirements for Registration of

Pharmaceuticals for Human use (ICH quideline), Impurities in New Drug Products Q3B (R2);

Current step4 version, 2006.
3 = The United States Pharmacopoeia 41
4 = British Pharmacopoeia 2016
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5790150 5  Methotrexate 2.5 mg tablet

m'mﬂsxmﬁﬁ'wi'ﬂqumwmﬁ 7 WA Zbuj

1. 38 Methotrexate 2.5 mg tablet

2. amasniaraly
2.1 3uuuy Wueia dansusulseniu
22 #milsznay  Usznaudindasn Methotrexate 2.5 mg T 1 1@
23 mruzussy  usTyiuundagiifiuanand wia blister pack LLa:Uii@‘ﬁm‘VTﬁaaﬁ'wm
2.4 2870 - s:q%am FIULTNEUAINEATYUAZATINT TUHAR fuéumq wawiinde wanzdon
fsuen wasAtmafusnmne Wednstawuuuusnnimit
- UWURIEN BE e amq%amﬂ?a%amomsﬁw FIUMUTNOUURTINAANMNLTIVBIEN

d’ =3 s Av 9/ Gt
LRTNHRIN IUFUEBT Egvh"ﬁ(ﬂLGJ%

3. anANLaNIINARA

3.1 Finish product specificationm‘(z)

anaalaNImaka USP 41 ; . BP2016
1. USnmarendnmy 90.0 - 110.0% of the L.A. of 95.0 - 105.0% of the L.A. of
Methotrexate Methotrexate
2. Identification ATITHU ATV
3. Dissolution waaansazaplaionnin 75%@Q) | wxasmsazanalideend 70%
of the L.A. of Methotrexate L7 of the L.A. of Methotrexate lui2a"
45 WAl 45 Wl
4. Disintegration time - Maximum time 30 Wi
5. Uniformity of dosage AT ATHIM
units
6. Related substances - - impurity C : NMT 3%
- impurity B : NMT 0.5%
- 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%
(ao’ﬁ‘a)....................... SV”"’/W ....... dseruaAmMenITINIG
(WWEMATYY UTENBINW)
—
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3.2 Drug substance specification : Methotrexate

(1):(2)

AUANTANIINARA

USP 41

1, dSumarandny

98.0 - 102.0% of Methotrexate

(calculated on the anhydrous basis)

97.0 - 102.0% of Methotrexate

(calculated on the anhydrous basis)

2. ldentification

@TIHIN

ATITH K

3. Residue on ignition

NMT 0.1%

4. chromatographic purity /

Related compound

- Methotrexate related compound B : NMT 0.3%

- Methotrexate related compound C : NMT 0.5%

- Methotrexate related compound E free base

: NMT 0.3%

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

- Methotrexate related compound H : NMT 0.2%
- Any unspecified impurity : NMT 0.10%

- Total impurities : NMT 0.5%

- Impurity C : NMT 0.5%

- Impurities B,E : for each impurity, NMT 0.3%
- Impurities H,| ; 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%

5. Enantiomeric purity NMT 3.0% - Impurity F : NMT 3.0%
6. Heavy metals NMT 20 ppm NMT 50 ppm

7. Water NMT 12.0% NMT 13.0%

8. Sulfated ash - NMT 0.1%
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