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s79n1sn 1 Bimatoprost 0.03% eye drop, 3 mL
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1. Fasn  Bimatoprost 0.03% eye drop, 3 mL

—_—

2. amaxanail
2.1 3uuvy Lﬁumsa*muﬂﬁﬂmm"gﬂa Fwsuldwpaaa (ophthalmic solution)
2.2 dutlsznay T 1 mL Ysznaumadie Blmatoprost 0.3 mg U331a3 3 mU/MIUSUIIY
2.3 MTIULUITY ussa‘lum"ﬂwwmamnﬂﬂﬂmnwia fNTUNDAGN
2.4 28N msam duls U NEAUAZAALTS TUHEA maumu aafinde aansidou
3N LLawmmsmmmsnm"bamwmauuumsanmm
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3. amdNianmana

3.1 Finish product specification("

1. YSunmeen&agy 90.0 - 110.0% L.A. of Bimatoprost

2. \dentification mm&humuﬁi:q‘lu Finished product specification
3. pH ﬂﬁ%mu@'mﬁizﬂu Finished product specification
4. Sterility ATINU

5. Preservative effectiveness (ﬂSrﬁLa&l) m’m&’mm’mﬁi:ﬂ% Finished product specification
6. Deliverable volume (Volume in container) @i’mﬁhumuﬁszﬂu Finished product specification
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1.1 ‘Lumﬂmmsmummﬂumsum (ne.2 ne.3 o4 WEILANTH)
1.1, 1'Lummmﬂumﬂwamluﬂ?mﬂ'lvm wnohe nw.2

1.1.2 1uﬂ5mﬂLﬁ%U’1%’lL’ﬂ’\LWE]ﬂ’ﬁLL‘UG‘LIiiQ ‘Vlll”l?.lﬂﬂ a3

1.1.3 lunsdifdusdngnandwyssna puBDd Nud

................................................ nIIUNT

¢ Qv ar o o
(WD stuﬁ) (WHENINTI anayawiait)

wiafsemi qaﬁaoa/zsso



12 ludvedunndouen ne./e. JBINAEUBTIN wsa;maa:tamﬁ"m”amsmmuﬂmmwmawﬁmﬁmsﬁ
m&m’uuﬂ"m yu (finished product specification) W8 am%uﬂﬂmmwm a\‘i’mnm.l (drug substance
specification) nmmam:mwmsuﬂawuﬂmuﬁ"\mwumu a:@\aoLtumanmsml.mmwmﬂn"ﬁmau.ﬁ’hl (8.5)
ynsau finished product specification L§2/%38 Drug substance specification la Uﬂ]ﬂLLT‘ﬂﬂJﬂﬂ%’Juﬂitﬂ’lﬂ
Jszmenaainnseiind uaslaiin 2 0 o ssemadsemanamaiinnsafing
2. 18NAITUIDINIATFTIHAVIHAALT

21 nsdifiennaalsanalng o ﬁwﬁméfaoﬁLanmﬁusaauwsmuﬂﬁwﬁmmmwé"nl,nmeﬁuaﬁ’ﬁn'rsﬁﬁ
Tunswaaen PIC/S (Pharmaceutical inspection Co-operation Scheme) Taawiandnu PIC/S participating
authorities %38 uLanmssnsaammmummammmwanmmsmmmﬁmiﬂﬁlumswammmaomumm
AMSNITUNNTOIMITUATET NIENTHRIT VT mmvmwu‘[muummaa@ﬂaama:mmuunumnmwn
LasSEmIfialunIndann PIC/S TURUINETLEUEVNY mmma@mmaumsmnaauiﬂuﬁwamﬁ'usaa
2 Sudszmatszmenaddnnsafing

22 nididuaingronawyszing Qwﬁmﬁmﬁtanms?usmmmg’mmswﬁmmmwé’nmm‘ﬁua:
sEmsfialunnInaan GMP %38 GMP/PICs (Pharmaceutical Inspection Co-operation Science) Taaruenu
PIC/S participating authorities SSYHLGEC) mmaummswaauhUﬁNams%’usaeﬁai’uﬂszmﬂﬂs:m@ﬂm
Siannsefind wieenyasaatn wauAnsth
3. tanmsqmmmjaamﬁLauaﬁm (Fnwmnang)

3.1 Namsmaﬁmﬂ:ﬁq WNTNHEAN AT méﬁﬁagﬂmm;&’ w&a (Certification of analysis of Finished product) i
m‘suﬂamﬂumama

3.2 Namsm’amLﬂi’l:%ﬂmmwmﬂﬂumaommmﬂm (Certification of analysis of Drug substance) ‘m‘ﬂu
mimwnmsmmlﬂumamammaawwammmmwam@mu

33 Lanms%savxanmunuﬂummauwuﬁim'msumwamaa’mmwaammmﬂm (Drug substance)
98 3.2 nmumma@maowamnmmmmwmﬂ (Finished product) 98 3.1

3.4 lunsdidunzdougnanannnit 2 9 aedaadFnmnnINENNaNIAN®N Long term stability auniu
Wadnlunsidouenuiugas LL&*"LmumsaammmaaLanmimnwummwawwvl

3.5 lunsaitunzdousanesnii 2 0 amawmmewmﬂwamsﬂnmmmmmmmmmamﬂu
Wudulunsidouenauaas LL&:"L@T%’Umsaamu%’usam.aﬂmsmnﬁﬁéwmwaaus‘w
4. A8

4.1 JlauasIan dosditatnisnanies 3 RUILUTIINDM 1 o dudaunuuaainoazidoalaasudiu
muﬂmv\ucﬂlummaﬂmauumm'l.ﬂmmu
5. msﬂ‘s:nuqmmwzrmawau (uammnmsnw%’uﬂszﬁ'n)

5.1 mﬁdduauﬁaqﬁmqlﬁﬁvlaiﬁaan'h 1 D suanTussaay
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5.2 g mMNeIaTsIAeL a.maaaoml,mmwmu‘lu%’usaawamsmaﬁmm:ﬁméuﬁdwmJ
5.3 nsmmmuswmsmmsaumawm*naauamwaamsw%mﬂ:ﬁﬂmmw %ﬂ’)ﬂi'\’ﬁﬂﬂi?zﬁ’l%ﬁaﬁa
$asnadiedne laauneas mammwmanmummmmmmwmsmm’ammsﬂ:ﬁua:tﬂu}ﬁ‘uﬁmau
m‘lﬂﬁahuﬁmmmaa’lumsmqmmsﬁmammw nsafiwu e bidwllaugmanwmsianiz WiIUINTINTD
aamawﬂmuwmsmmsmuaswmmmnmwao N"U"IilLLa"/ﬂiaNNaﬂluﬂNﬂavLﬂ
5.4 U094 aaimﬂaﬂummamlna%mmu mamam@mﬂaauamwmuﬂ?mﬂme] fauwrnualas il
wau"lm
5.5 mswaammmmmuamﬁnu Vsiifin 25 aseniaaIEas ﬂ'lmmmmumwé‘nmm‘ﬁ good storage practice
(GSP) iz good distribution practice (GDP) I@ULLﬁﬂdLaﬂm'SﬂS:ﬂaU
6. maua‘nm (mnu) SnganlvsniandanawaIuiMue Gtk
6.1 nsmuamsaumammswmmumnnsmnmmammmw'nzﬂmﬂu"l,ﬂmummﬁ'miaﬁmm
6.2 NITANAAN AN mm@ugnmnmmmnnw X IR LADENNUA N TINNTAWIURZEN lugranaes
Nygnee Foaz1e
6.3 nsmwuﬂmmammwmnwamnmm*nmﬁmNamaﬂszaﬂﬁwauazmmﬂaa@ﬁudaﬁﬂ‘mﬁlﬁ%’um
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1 = General requirement 783LNFTETUEMIL Finished product U Eye preparations
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5181150 2 Budesonide 320 mcg + Formoterol fumarate 9 mcg

dry powder inhaler, 60 doses
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1.3aun Budesonide 320 mcg + Formoterol fumarate 9 mcg dry powder inhaler, 60 doses

2. amwaa AN 1)

2.1 gluuy Juneen ﬁm%’uq@ﬂumomn (Dry powder inhaler)

2.2 #wdsznay 1w 1 dose Usznaudasdlz Budesonide 320 meg + Formoterol fumarate 9 meg

2.3 MAULVIN ussiﬂ,um'ﬁwum; ENg@WY JUUUY Dry powder inhaler wazilen 60 doses fa 1 MTULLITTY

2.4 aan - i:q%am FUUINaUAIBERAYLITAINLTI TUNTA fuﬁvumq \TNER uaziae
nzfoudsum uasiimafivsnsenlainstaanunussaioe

1 L% L A 4 Qs +
- UUMTUUTTIN araudasTzyFern WiaTonimsAn MuLisnauUAEIK IR
ANNLTIVBILN LRVNHAR fuﬁumqvl’i"ﬁ'mw

3. amaNIANIINARA

3.1 Finish product specification"’

1. USunmuerendny éa 1 Dose 80.0 - 120.0% of the L.A. of Budesonide

80.0 - 120.0% of the L.A. of Formoterol fumarate dehydrate

2. Identification m’mﬂ’m@’mﬁﬁ:%ﬂu Finished product specification

3. Uniformity of delivered dose AW

4. Fine particle dose m’mu’mmuﬁizq‘lu Finished product specification

5. Weight of content

: | - P
mmmumum:q‘lu Finished product specification

3.2 Drug substance specification

3.2.1 Budesonide®"

Test Item BP 2013 UsSP 38
1. Snuasndngy 97.5% - 102.0% of the L.A. of Budesonide | 98.0% - 102.0% of the L.A. of Budesonide
(dried substance)
2. Identification ATIVHU AT
3. Epimer A 40.0% - 51.0% 40.0% - 51.0% (dried basis)

4, Microbial enumeration tests and - Total aerobic microbial count

Absence of specified microorganisms : NMT 1000 cfu/g

- Total combined molds and yeast count

: NMT 100 cfu/g

(WBgT@ YIWUE)

(WHR1INTT Mmawiand)
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3.2.1 Budesonide @)

Test item BP 2013 USP 38 .
5. Loss on drying NMT 0.5% NMT 0.3%
6. Limit of 21-acetate of budesonide - NMT 0.10%
7. Limit of 11-ketobudesonide - NMT 0.2%

8. Related substances

- Impurities A,L : for each impurity,
NMT 0.2%

- Impurities D, K : for each impurity,
NMT 0.2%

- Unspecified impurities : for each
individual peak, NMT 0.10%

- Total : NMT 0.5%

- 160C-Hydroxylprednisolone : NMT 0.2%
- D-Homobudesonide : NMT0.10%

- 21-Dehydrobudesonide (epimers)

: NMT 0.07%

- 14,15-Dehydrobudesonide : NMT 0.10%
- Total specified impurities : NMT 0.4%

- Any other individual impurity : NMT 0.10%
- Total unspecified impurities : NMT 0.4%

3.2.2 Formoterol fumarate dihydrate

(2)(3)

Test Item

BP 2013

USP 38

1. YSanauaaendngy

98.5 - 101.5% of the L.A. of Formoterol

fumarate dehydrate (anhydrous substance)

98.5 - 101.5% of the L.A. of Formoterol

fumarate dehydrate (anhydrous basis)

2. Identification

ATITHY

AT

3. pH

55-6.5

55-6.5

4. Optical rotation

-0.10° to +0.10°
Dissolve 0.25 g in methano! R and dilute

to 25.0 mi with the same solvent

-0.10° to +0.10°

Test solution : 10 mg/ml in methanol

5. Related substances

By liquid chromatography
- Impurity A : NMT 0.3%

- Impurities B, C, D, F : for each impurity
NMT 0.2%

- Impurity E : NMT 0.1%

- Unspecified impurities : for each impurity,
NMT 0.10%

- Total : NMT 0.5%

By liquid chromatography
- Impurity A : NMT 0.3%

- Impurities B,C,D,F : for each impurity
NMT 0.2%

- Impurity E,G,H : for each impurity
NMT 0.1%

- Any other individual impurity : NMT 0.1%
- Total impurities : NMT 0.5%

6. Impurity | NMT 0.3% NMT 0.3%
7. Water 4.0% - 5.0% 4.0% - 5.0%
8. Residue on ignition - NMT 0.1%
9. Heavy metals - NMT 20 ppm

ad - % o R a ] a o % wa s o
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1. ﬁmmmwmmanmsmﬂe’f{uag:ywm‘fumLﬁﬂwﬁ'ﬁumLﬁ‘aa‘i'msz'luﬂs:mﬂ"Lm ward1uas (declare)
UREINR®
1.1 lidymstunafoudive mo.2 ne.3 no4 ufudnsd)
1.1.1 luns@imduenfindaludsanalng naneds ne.2
1.1.2 ‘Lunsﬂﬁlﬂummmhﬁammu‘aussq BB N3
1.1.3 lunsdimduenihidhandradszing wanefls no4
12 ludwatunadouen ne.1/e.1 vasnfiauenan winamuazuaiatensmugug mMwIBINE AT
muﬁ'ﬂluml,ﬁtm (finished product specification) Lm:ﬂ’aﬁ’muﬂqmmwmadfﬂqﬁu (drug substance
specification) nsfﬁﬁaQszmwmstﬂﬁauuﬂmLLrﬂmﬁmau AFILULLBNITELMMNEEMTVaLA 1T (8.5)
wwau finished product specification Waz/#38 Drug substance specification lagsaun lufauiudsznia
dszmanmiidnnsafing uazlaiifiu 2 9 o Judszmedszmemmidnnsefing
2. 1lINENITUTDINATFTIRNIIHAGE
21 nsdngudalnszanalng gwﬁmﬁaaﬁmnmﬁusaommﬁgﬁumswﬁmmmwé’nmm‘vﬁmz’i%n'ﬁﬁﬁlu
mMInaaen PIC/S (Pharmaceutical Inspection Co-operation Scheme) Taswiaeanu PIC/S participating authorities
w3 flanmIiUToaATIUNIKE AL RN ML I B M IRAIMIN B AE BRI NUATIENTINANT
2IMITURZE NTENTNIENTVIARY FarmuatulaofanugeandasussnaifisuiunaninasiuazdEmsfialn
nswaazn PIC/S lunnieefilauanne atuigaanseunIaIseulasinanisiusesiisiudszna
tszmanadianniaing
22 nsditfiveningreindwysane drdadesdianansiusesnaspunIniamenunaninusiuaz
SEMIaMMINAALT GMP Wia GMP/PICS (Pharmaceutical Inspection Co-operation Science) lagwiignu
PIC/S participating authorities aUUag® AUTELNIATIIRBULAEANaNITUTaID I IULSEMAdsEnIaIAn
Buannieling wIearyaneadiw ududnsdl
3. Lanm‘sqmmmuaamﬁtauaﬂm (Fnwinnana)
3.1 Namsmn'«ﬁmﬂ:ﬁqmwwwﬁﬂﬁwﬁ endu3aglvasinia (Certification of analysis of Finished product) Tu
méuﬁd«ﬂu@?”;ama
3.2 HaMIATRIATERRININIAgAUBITILNEATY (Certification of analysis of Drug substance) Al
mswﬁmmiuﬁa’atﬂué’aaﬂwmﬁamaa%wﬁmmuaxg{wﬁmquau
3.3 lansInTanangmiugunnudiiussniisiunsiiaesiagiurasmend ity (Drug substance)
78 3.2 ﬁ'u;'umswﬁmawﬁmﬁmm‘mﬁ'\ﬁagﬂ (Finished product) 18 3.1
3.4 luns@idunafougnanunnnii 2 3 wxdestidumnawdronamsdnw Long term stability @afidu
wudslunzfouguuaas LLa:'lGT%”umsmmu%'usaoLanmsmn@fﬁé'lmwmu%&;ﬂ
35 lunsd@idunzdougnantasnii 2 T axdesddrnnwinonansdnenaunisavassnauion
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4. @298198N

4.1 fisuenan dovdidnatasainaiey 3 v\uwmsfgﬁ'wﬁ Fadudunuuaasnossioaldnrudin
muﬁﬁmu@luﬁ"m”aqmauﬁ‘ﬁﬁ;ﬂﬂ’ﬁwﬁu
5. m‘sﬂs:ﬁuqmmwm?;ziwau (wanagtana1IN133uLIzAn)

5.1 mﬁdwauﬁaaﬁmq’[ﬁﬁiﬁﬁazlmh 1 0 Wuaniuseaay

5.2 mnna’mﬁz&auau a:ﬁaadaﬁmmmwmU'lu%'mawamsmaa’?lm'\:ﬁﬁ’ﬁ;uﬁdwan

5.3 nsrﬁﬂiv‘mm’njnwﬁ'm'mgm’f'sashom'ﬁ'dwauLﬁadmsm"?msw:ﬁqmmw ALTTNMTILINIRE

8910070879 Iﬂmjmm:ﬁaoda FNNNANATNITUIUARU? us’l’ﬁmsddmaﬁmﬂ:ﬁua:Lﬂupﬁuﬁmau
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5.4 Qmm:ﬁaﬁmﬂﬁaumtﬁam'l,nfiﬂuﬂmq wiallafiamsieusmwardsznisle g newsnuales i
ouly
6. fianaman (fon) Busanlianidndygnnenasuimue aoi

6.1 nsr’fmamsg&wsaaﬁmﬂzﬁmi{mnnm"‘mmma@s‘mmwwﬁvlmﬂuvlﬂmummg’mﬁaﬁmuﬂ

6.2 NTHHAAA ! m‘zsﬁ@ﬁgnﬁynlﬁuﬁuﬁnnﬁ paamnalagiinnuanenTIIMIaWIsazen Tuianaues
fyyracdesrang

6.3 nszﬁwuﬂvtqummwmnNﬁ@lﬁ'wﬂﬁmaﬁwa@iaﬂszﬁnﬁwau,a:m']uﬂaa@ﬁ'a@iagﬂwﬁ'l@ﬁ'um

7. %2 zm'nmwaamuﬁﬂ%ql&i%’uﬁmsmNﬁmﬁmsﬁmﬁﬁﬂs:fﬁgnL%'mmﬁuﬁuiﬂ pEUNIIUABNITIMS
MTWazEN IUTzEzIM 1 Jiewindszmedsemeranaidnnseing

NANEING : 971989970
1 = General requirement ¥a3LAFT@1TUAHIL Finished product 31uuUE" Preparations for
Inhalation
2 = British Pharmacopeia 2013
3 = The United States Pharmacopoeia 38
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598n115N 3 Budesonide 160 mcg + Formoterol fumarate 4.5 mcg

dry powder inhaler, 120 doses

awdsznigdawinauassst - 7 §A, 7560

1. iﬂﬂ Budesonide 160 mcg + Formoterol fumarate 4.5 mcg dry powder inhaler, 120 doses

2. anasniavialy

2.1 31wy Duenws dmiigawudman ( Dry powder inhaler )

2.2 gusznay 1w 1 dose Usznaudis@asn Budesonide 160 meg + Formoterol fumarate 4.5 mcg

2.3 MTULUIT]  UTTIIMNTUSUIIIENgANuULIL Dry powder inhaler uazdlen 120 dose @@ 1 MAULIT

2.4 287N - i:q’ﬁiaﬂﬁ FuUTZNAUAILEIAYRAZATINLTI TUHES 'Tuz‘?fvumq TG wazLay
nziffouiiven uasimafusnnenliedndaruuuussyine

- UBMITUSUTIE aﬂﬁaﬁamﬁmszq%am WioTanumsen §rulTnauLAzIIenINY

AMUUTIVBILN LATTINGR ’Tuﬁvumq'l,’?’ﬁ'mw

3. Qmauﬁamamﬂﬁﬂ

3.1 Finish product specificationm

1. YSunmesndagy da 1 Dose 80.0 - 120.0% of the L.A. of Budesonide
80.0 - 120.0% of the L.A. of Formoterol fumarate dehydrate
2. ldentification Glsmmumuﬁsquu Finished product specification
3. Uniformity of delivered dose ATITHIU
4. Fine particle dose m‘mmu@nu‘ﬁlizq‘lu Finished product specification
5. Weight of content msaa&i’xumuﬁi:qlu Finished product specification

3.2 Drug substance specification

3.2.1 Budesonide®®

Test Item BP2013 uUsP 38
1. Sumdandag 97.5% - 102.0% of the L.A. of Budesonide | 98.0% - 102.0% of the L.A. of Budesonide
(dried substance)
2. Identification ATIU AT
3. Epimer A 40.0% - 51.0% 40.0% - 51.0% (dried basis)

4. Microbial enumeration tests and - - Total aerobic microbial count

Absence of specified microorganisms : NMT 1000 cfu/g

- Total combined molds and yeast count

: NMT 100 cfu/g

GRL:E) T \\‘\ .................. TN
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3.2.1 Budesonide ®*

Test Item BP 2013 UsP 38 {
5. Loss on drying NMT 0.5% NMT 0.3%
6. Limit of 21-acetate of budesonide - NMT 0.10%
7. Limit of 11-ketobudesonide - NMT 0.2%

8. Related substances

- Impurities A,L : for each impurity,
NMT 0.2%

- Impurities D, K ; for each impurity,
NMT 0.2%

- Unspecified impurities : for each
individual peak, NMT 0.10%

- Total : NMT 0.5%

- 160C-Hydroxylprednisolone : NMT 0.2%
- D-Homobudesonide : NMT0.10%

- 21-Dehydrobudesonide (epimers)

: NMT 0.07%

- 14,15-Dehydrobudesonide : NMT 0.10%
- Total specified impurities : NMT 0.4%

- Any other individual impurity : NMT 0.10%
- Total unspecified impurities : NMT 0.4%

3.2.2 Formoterol fumarate dihydrate

2)(3)

Test Item

BP 2013

USP 38

1. BSnmdaedag

98.5 - 101.5% of the L.A. of Formoterol
fumarate dehydrate (anhydrous substance)

98.5 - 101.5% of the L.A. of Formoterol

fumarate dehydrate (anhydrous basis)

2. Identification

ATIINU

AN

3. pH

55-6.5

55-6.5

4. Optical rotation

-0.10° to +0.10°
Dissolve 0.25 g in methanol R and dilute

to 25.0 ml with the same solvent

-0.10° to +0.10°

Test solution : 10 mg/ml in methanol

5. Related substances

By liquid chromatography
- Impurity A : NMT 0.3%

- Impurities B, C, D, F : for each impurity
NMT 0.2%

- Impurity E : NMT 0.1%

- Unspecified impurities : for each impurity,
NMT 0.10%

- Total : NMT 0.5%

By liquid chromatography
- Impurity A : NMT 0.3%

- Impurities B,C,D,F : for each impurity
NMT 0.2%

- Impurity E,G,H : for each impurity
NMT 0.1%

- Any other individual impurity : NMT 0.1%
- Total impurities : NMT 0.5%

6. Impurity | NMT 0.3% NMT 0.3%
7. Water 4.0% - 5.0% 4.0% - 5.0%
8. Residue on ignition - NMT 0.1%

9. Heavy metals

NMT 0.002%
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1 = General requirement YBINFVATUS NI Finished product gﬂLLU'iJm Preparations for inhalation
2 = British Pharmacopeia 2013

3 = The United States Pharmacopoeia 38
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Desoximetasone cream 0.25%, 300 gm

- 7 %A, 2560

1.898n Desoximetasone cream 0.25%, 300 gm

2. amaaiana i

2.1 3uuuy

2.2 autsznay
2.3 MUV
2.4 287N

WuenaIu SnsumAnianisuen
15znaudl8@281 Desoximetasone 0.25 gm 1% 100 gm
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3.1 Finish product specification("

Test Item USP 38
1. ﬂ%mmﬁ’;mﬁ’]ﬁ'{y 90.0 - 110.0% of the L.A. of Desoximetasone
2. Identification ATIININ
3. Minimum fill ATIHIN
4. pH 40-80
5. Microbial limit test’ AT
3.2 Drug substance specification : Desoximetasone "

AnANTANIINAKA USP 38
1. USnaudaendag 97.0 - 103.0% of Desoximetasone (calculated on the dried basis)
2. |dentification ATITHIU
3. Melting range 206° to 218° (the range between beginning and end of melting dose not

exceed 4°)

4. Specific rotation +107° to +112° (Test solution : 5 mg per mL, in chloroform)
5. Loss on drying NMT 1.0% (at 105°C)

6. Residue on ignition NMT 0.2%

7. Heavy metals NMT 0.002% °
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5780190 5 Dorzolamide 20 mg/mL and Timolol § mg/mL eye drop

aalsemasoninguasssin - 7 5. 2960

1.%887 Dorzolamide 20 mg/mL and Timolol 5 mg/mL eye drop

2. ansanLian2 1

2.1 gluuy Wussaeaodneanidels W Snnwniladnies dwiuneeam

2.2 @wmdsznay  Usznaudiuaaen Dorzolamide HCI ﬁ'augaﬁu Dorzolamide 20 mg/mL &g Timolol maleate
ﬁauy'aﬁ'u Timolol 5 mg/mL U33143 5 mL 6a 1 97@
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¥ A @ g A a Q. A (2 = ] P
ddannindrdiuadudsiniu dsldaanzifoudedminuanenIsunTeImITLaze) NEENTIEITTUY
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3.1 Finish product specification("

1. USanudandneyy 95.0 - 105.0 % L.A. of dorzolamide
95.0 - 105.0 % L.A. of timolol

e i

2. |dentification ATITHIN
3. pH 5.0-6.0
4. Related substances For Dorzolamide

- the area of any peak corresponding to impurity 8 : NMT 1.1%

- the area of any peak corresponding to impurity D : NMT 0.2%

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

- the sum of the areas of all the secondary peaks : NMT 1.3%

For Timolol

- the area of any peak corresponding to impurity B,D or G : NMT 0.4% of each
- the area of any other secondary peak : NMT 0.2%

- the sum of the areas of all the secondary peaks : NMT 0.5%

5. Preservative content mmmumuﬁs:qlu Finished product specification

. . \ o . K .
6. Viscosity maamumum:qlu Finished product specification
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3.1 Finish product specification"’ (@ia)

Testitem’ o ‘ BP 2013

7. Sterility AU

3.2 Drug substance specification

3.2.1 Dorzolamide HCI "
Test Item BP 2013

-

- UTnmaaansay 99.0 - 101.0% of Dorzolamide HCI (dried substance)

. ldentification AI2IHI

2

3. Limit of Dorzolamide HCI related compound A | NMT 0.5 %

4. Chromatographic purity - Impurity C : NMT 0.15 %

- Unspecified impurities : NMT 0.10%
- Total : NMT 0.3%

5. Loss on drying NMT 0.5%

6. Sulfated ash NMT 0.1%

3.2.2 Timolol maleate'”

Test ltem BP 2013

1. BnmandnTy 98.5 - 101.0% of Timolol maleate, Calculated with reference to the dried substance

2. ldentification ATV

3. Appearance of solution ATINU

4. pH 38-43

5. Loss on drying NMT 0.5 %

6. Related substance - Impurities 8,C,D,E,F : for each impurity, NMT 0.2%
- Unspecified impurities : for each impurity, NMT 0.10%
- Total : NMT 0.4%

7. Sulfated ash NMT 0.1 %

8.Enantiomeric purity Impurity A : NMT 1.0%
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3 wsad finished product specification Waz/M3 Drug substance specification Tasvaur lwnawindszme
Jszmesendidnnsaiing wazlitin 2 9 o Tuszmedszmenmaiinnsaing
2. 1aNFEITUIBINIAIZIRININAAEN
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71 Elmiﬁ 6 Hydroxypropyl methylcellulose (Hypromellose) 0.3%+Dextran70 0.1% eye drop

muﬂs:nmi’awfﬂquaiwmﬁ

-7 & 2080

1. %am Hydroxypropyl methyicellulose (Hypromellose) 0.3% + Dextran70 0.1% eye drop

2. amaNan 1y

2.1 gﬂu,uu

& v . s o
Wuansazaradsaanuala WEF Useaan Preservative fsniunaaaan

2.2 §udsenay  Usznauals Hydroxypropyl methyicellulose (Hypromellose) 3 mg/mlL Waz Dextran70 1 mg/mi

a_ o w & a -
2.3 NTUUIT ussq‘lmaa@wmamnm%m%Ua@m Uneannivalasin Ysuias 0.8 mL

2.4 a8 n

neidoudsue "L';Tazi'm’ﬁ'ﬂmuuuussgﬁ'wﬁ
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3. Qmauﬁamomﬂﬁﬂ

3.1 Finish product specification(1

)

-

. unadaedegy

90.0 - 110.0 % L.A. of Hydroxypropyl methylcellulose
90.0 - 110.0 % L.A. of Dextran70

2. |dentification

- Hydroxypropylmethyicellulose ATIY

- Dextran70 ATV
3. pH mmﬁ’mmuﬁi:q‘m Finished product specification
4. Osmolality m’aamumu'ﬁ'squu Finished product specification
5. Viscosity m’a’«]ﬁhu@l’mﬁ‘iquu Finished product specification
6. Sterility AT
7. Clarity ATIIN

3.2 Drug substance specificati

on : Hydroxypropyl methylcellulose (Hypromellose)

(2)(3)

Test item USP 38 BP 2013

1. ldentification AT ATITU
2. PRnudisénny

- %Methoxy w8z %Hydroxypropoxy | ®33361 ATIVTH
3. Appearance of solution - ATITTY
4. pH 50-8.0 5.0-8.0
5. Heavy metals NMT 20 ppm NMT 20 ppm
6. Loss on drying NMT 5.0% NMT 5.0%
7. Sulfated ash - NMT 1.5%
8. Residue on ignition NMT 1.5% -

4 - Z%
(T T, nNITNM3

(W& YINUD)
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(2),(3)

3.2 Drug substance specification : Hydroxypropyl methyicellulose (Hypromellose) (Gia)
Test ltem USP 38 BP 2013
9. Viscosity
- n3dh Viscosity < 600 mPa-s 80% - 120% of the viscosity stated on 80% - 120% of the viscosity stated on
the label the label
- n3th Viscosity > 600 mPa-s 75% - 140% of the viscosity stated on 75% - 140% of the viscosity stated on
the label the label
3.2 Drug substance specification : Dextran70®
Test Item USP 38

1. ldentification ATV

2. Heavy metals NMT 5 meg/g

3. Sulfate NMT 0.03%

4, Limit of Nitrogenous impurities NMT 0.01%

5. Alcohol and related impurities PP XaiT

6. Antigenic impurities ATIV

7. Specific rotation (+195°) - (+203°)

8. pH 45-7.0

9. Loss on drying NMT 7.0%

10. Bacterial endotoxins NMT 0.5 USP EU/mL .

11. Color of solution NMT 0.16

12. Safety ATITHIU

13. Molecular weight distribution and weight and ATIHIU

number average molecular weights
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578n1sN 7 Ipratropium Bromide 0.5 mg + Fenoterol Hydrobromide 1.25 mg

Unit Dose Vial for inhaler, 4 mL
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1. ﬁl?ﬂ Ipratropium Bromide 0.5 mg + Fenoterol Hydrobromide 1.25 mg Unit Dose Vial

for inhaler, 4 mL

2. amananaly

2.1 3uuuy Wusnsazanela zim%’ug@vmmoﬂ'm (Inhaler)
2.2 @wsznay 1 1 Unit Dose (4 mL) Lsznauaaaa en Ipratropium Bromide 0.5 mg + Fenoterol Hydrobromide
1.25 mg

23 mMruruTsy  UsRlumeusyIsilasiin fwiulasadea (Single dose) LLa:ussgﬁmeﬁﬁaaﬁ’mm
2.4 a87N - s:q%am FULIENaUAILEAYUAZAINLTI FIUNER fuéumq L8UTiNE uazian
nadoudniuen uasiimafusnme ladntaauunusiaio
- uummumﬁé’mi’ Ren otaane aas:q%am WiaBomImsen §IuLsney uazTwa
ANATILEIE (UGS i'uﬁvumqvl'?'ﬁ'mw

3. AMANTANIMAKA
3.1 Finish product specification'
1. USanudrndan 90.0 - 110.0% of the L.A. of Ipratropium Bromide
90.0 - 110.0% of the L.A. of Fenoterol Hydrobromide
2. Identification @saﬂdﬁum’luﬁszﬂu Finished product specification
3.pH mmmumu‘ﬁszlﬂu Finished product specification
4. Volume in container / Extractable volume | #5230%
5. Impurity / Related substance m’mmumu‘ﬁ'ixﬂu Finished product specification
3.2 Drug substance specification
3.2.1 lpratropium bromide™®
Test Item BP 2013 USP 38
1. Punadnendngy 99.0 - 100.5% of Ipratropium bromide 98.0 - 102.0% of Ipratropium bromide
(anhydrous substance) (calculated on the anhydrous basis)
2. Identification AT ATITHN
3. Appearance of solution ATITHIW ' -
4. pH 50-75 5.0-7.0
5. Impurity A NMT 0.1% NMT 0.1%

UszmuausnIsunig

................................................ nITUMI
(W@ YINus) WNEMINTS mMyawia)
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(2).3)

3.2.1 Ipratropium bromide™® (dia)

Test ltem BP 2013 USP 38
6. Related substances - Impurity D : NMT 0.05% - Ipratropium related compound C : NMT 0.10%
- Impurities B,C : for each impurity, NMT 0.1% - Ipratropium related compound B : NMT 0.10%
- Unspecified impurities : For each impurity, - N-isopropylnoratropinium bromide : NMT 0.10%
NMT 0.10% - Apo-ipratropium bromide : NMT 0.10%
- Total : NMT 0.25% - Any individual unknown impurity : NMT 1.0%

- Total impurities : NMT 0.25%

7. Water 3.9% - 4.4% 3.9% - 4.4%

8. Sulfated ash NMT 0.1% -
9. Residue on ignition - NMT 0.1%

10. Heavy metals - NMT 10 ppm

3.2.2 Fenoterol Hydrobromide(z)

Test ltem BP 2013
1. USnmdedagy 99.0 - 101.0% of Fenoterol Hydrobromide (dried substance)
2. Identification ATIINW
3. Appearance of solution ATIU
4 pH 42-52
5. Related substances - Impurity A : NMT 4.0%

- Impurity C : NMT 0.3%

- Impurity B : NMT 0.2%

- Unspecified impurities : for each impurity, NMT 0.10%
- Sum of impurities other than A : NMT 0.3%

6. Iron NMT 10 ppm
7. Loss on drying NMT 0.5%
8. Sulfated ash NMT 0.1%
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1. 3080 Salmeterol xinafoate 25 mcg + Fluticasone propionate 50 mcg Evohaler, 120 dose

2. anssannianialy
2.1 3uuy Wumsazany dwiuganuwdmnalin (Inhaler)
2.2 gudsznay b 1 dose Usznaualadaen Salmeterol xinafoate ﬁauy,aﬁu Salmeterol 25 mcg +
Fluticasone propionate 50 mcg
2.3 MIULVIN uTsTlumMruzuIT EmILganumgihn guuy Evohaler uaz 81 120 dose da
1 MTULVIN
2.4 281N - izq%am UL IEnaU@ILNEAYRASAINLTI TUNEN 'S'u?:umq \RUTHER WAZLEY
nafoudiuen uasAtmafvsinwen ladwdaauunussiud
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3. AMANUANIIINARA

3.1 Finish product specification"’

1. USnmeaenday 90.0 - 110.0% of the L.A. of Salmeterol

90.0 - 110.0% of the L.A. of Fluticasone propionate
2. Identification test mnamuﬂmﬁszq‘m Finished product specification
3. Uniformity of delivered dose ATIVHI
4. Fine particle dose m’mm"mmuﬁ's;q‘lu Finished product specification
5. Number of deliveries per inhaler ATITHIW

3.2 Drug substance specification

3.2.1 Fluticasone propionate @)
Test ltem USP 38 BP 2013
1. WSanmdaendnmy 98.0 - 101.0% of the L.A. of Fluticasone 97.0 - 102.0% of the L.A. of Fluticasone
propionate (anhydrous substance) propionate {anhydrous substance)
2. Identification ATIF ATIIU
3. Specific optical rotation +32° to +36° +32° 1o +36°
4. Acetone NMT 1.0% NMT 1.0%
5. Water NMT 0.2% NMT 0.5%
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3.2.1 Fluticasone propionate(z”(s’ (da)

Test item

USP 38

BP 2013

6. Related substances

- Related compound A : NMT 0.2%

- Related compound B,C : for each Impurity,
NMT 0.1%

- Related compound D,E : for each Impurity,
NMT 0.3%

- Any individual unspecified impurity
:NMT 0.1%

- Total impurities : NMT 1.0%

(include all impurity peaks greater than or

equal to 0.05%)

- Impurities A,B,C,E,F,H,| : for each impurity,
NMT 0.2%

- Impurities D,G : for each impurity, NMT 0.3%
- Impurity with relative retention at about
1.23 : NMT 0.2%

- Any other impurity : NMT 0.1%

- Total impurity : NMT 1.2%

3.2.2 Salmeterol xinafoate

(2),(3)

Test item

USP 38

BP 2013

1. YSanausnendny

98.0 - 102.0% of Salmeterol xinafoate

(calculated on the water-and solvent-free

97.0 — 102.0% of Salmeterol xinafoate

(anhydrous substance)

basis)
2. Identification ATIMIU AT
3. Water NMT 0.25% NMT 0.5%
4. Sulfated ash - NMT 0.1%
5. Optical rotation 0.5°to +0.5° -
6. Residue on ignition NMT 0.1% -

7. Related substances

- Salmeterol related compound A

: NMT 0.2%

- Salmeterol-phenylethoxy : NMT 0.1%
- Salmeterol-phenylpropoxy : NMT 0.1%
- Salmeterol-O-alkyi : NMT 0.3%

- Salmeteral related compound B : NMT 0.1%
- Salmeterol-deoxy : NMT 0.2%

- Salmeterol-N-alkyl : NMT 0.2%

- Any unspecified impurity : NMT 0.10%

- Total unspecified impurities : NMT 0.2%
- Total impurities : NMT 0.9%

- Impurity D : NMT 0.3%

- Impurity A,F,G : For each impurity,
NMT 0.2%

- Impurity B,C,E : For each impurity,
NMT 0.1% k

- Any other impurity : for each impurity,
NMT 0.1%

- Total impurities : NMT 0.9%
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NAEINA : 81989970
1 = General requirement UBILNRTAITUEINTL Preparations for Inhalation
2 = The United State Pharmacopoeia 38
3 = British Pharmacopoeia 2013
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1.8881 Salmeterol xinafoate 25 mcg + Fluticasone propionate 50 mcg Evohaler, 120 dose

2. anssasianaly
2.1 3uuuy Duansazany §MILganuiTm9in (Inhaler)
2.2 gaudsznay b 1 dose Usznauala@len Salmeterol xinafoate ﬁaugaﬁ’u Salmeterol 25 mcg +
Fluticasone propionate 250 mcg
2.3 MTULUIIY usssglumm:msqﬁ'm{ug@Wun’hmaﬂnn 31U Evohaler uaz 81 120 dose ¢ia
1 MTULVIN
2.4 28N - i:q%am futlsznau@IN A YUAsANNLTI TUNER 'S’uﬁvumq L8UTRER URzIaY
nzufoudriue uaAtnmafvinwe lHadgwdaauuuusradiud
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3. ANENLANIMNARA

3.1 Finish product specification“’

1. YSanmendraty 90.0 - 110.0% of the L.A. of Salmeterol

90.0 - 110.0% of the L.A. of Fluticasone propionate
2. |dentification test m’mﬁ’m@n&lﬁs:ﬂu Finished product specification
3. Uniformity of delivered dose AT
4. Fine particle dose m'awi'mm&lﬁ‘squu Finished product specification
5. Number of deliveries per inhaler AU

3.2 Drug substance specification

3.2.1 Fluticasone propionate @)
Test item - USP38 BP 2013
1. USunudrendag 98.0 - 101.0% of the L.A. of Fluticasone 97.0 - 102.0% of the L.A. of Fluticasone
propionate (anhydrous substance) propionate (anhydrous substance)
2. |dentification ATIVHM AT
3. Specific optical rotation +32° to +36° +32° to +36°
4. Acetone NMT 1.0% NMT 1.0%
5. Water NMT 0.2% NMT 0.5%
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3.2.1 Fluticasone propionate

(2).(3) ( d a)

Test Item

USP 38

BP 2013

6. Related substances

- Related compound A : NMT 0.2%

- Related compound B,C : for each Impurity,
NMT 0.1%

- Related compound D,E : for each Impurity,
NMT 0.3%

- Any individual unspecified impurity

: NMT 0.1%

- Total impurities : NMT 1.0%

(include all impurity peaks greater than or

equal to 0.05%)

- Impurities A,B,C,E,F,H,| : for each impurity,
NMT 0.2%

- impurities D,G : for each impurity, NMT 0.3%
- Impurity with relative retention at about
1.23 : NMT 0.2%

- Any other impurity : NMT 0.1%

- Total impurity : NMT 1.2%

3.2.2 Salmeterol xinafoate

(2),(3)

Test Item

UsP 38

BP 2013

1. USunmdrendngy

98.0 - 102.0% of Salmeterol xinafoate

(calculated on the water-and solvent-free

97.0 - 102.0% of Salmeterol xinafoate

(anhydrous substance)

basis)
2. Identification AT ATIY
3. Water NMT 0.25% NMT 0.5%
4. Sulfated ash - NMT 0.1%
5. Optical rotation 0.5"to +0.5° -
6. Residue on ignition NMT 0.1% -

7. Related substances

- Salmeterol related compound A
:NMT 0.2%

- Salmeterol-phenylethoxy : NMT 0.1%
- Salmeterol-phenylpropoxy : NMT 0.1%
- Salmeterol-O-alkyl : NMT 0.3%

- Salmeterol related compound B : NMT 0.1%
- Salmeterol-deoxy : NMT 0.2%

- Salmeteroi-N-alkyl : NMT 0.2%

- Any unspecified impurity : NMT 0.10%

- Total unspecified impurities : NMT 0.2%
- Total impurities : NMT 0.9%

- Impurity D : NMT 0.3%

- Impurity A,F,G : For each impurity,
NMT 0.2%

- Impurity B,C,E : For each impurity,
NMT 0.1%

- Any other impurity : for each impurity,
NMT 0.1%

- Total impurities : NMT 0.9%
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3180151 10  Sodium hyaluronate 0.18% eye drop, 0.3 mL
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1.8a8n  Sodium hyaluronate 0.18% eye drop, 0.3 mL

2. amaaianaly
2.1 guyy Wuasazmednenniels Wi fanuniie switldweaam
2.2 gutlsznay lu 1 monodose (LU31195 0.3 mL) Usenaudas@aen Sodium hyaluronate 0.18%
wazlugasdsuenlifiaeiuidy (Preservatives) iilugauisznay
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3. AMANTANIINAKA

3.1 Finish product specificationm

1. USunaarendagy 90.0 - 110.0% of the L.A. of Sodium hyaluraonate

2. Identification m’m&i’uumuﬁs:qvﬁ‘lu Finished product specification
3. pH @lsa‘ﬂ&i’mmuﬁizqvlﬂu Finished product specification
4. Sterility ATINU

5. Deliverable volume (Volume in container) | @333H W

6. Viscosity m’mmumwﬁi:qvl’ﬂu Finished product specification

7. Osmolarity mmmumuﬁi:qvlﬂu Finished product specification
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3.2 Drug substance specification : Sodium hyaluronate(z)

Test item British Pharmacopoeia 2013
1. BBanmaendnty 95.0 - 105.0% of Sodium hyaluronate (dried substance)
2. Identification ATITHU
3. Appearance of solution AT
4. pH 50-85
5. Intrinsic viscosity 90 - 120% of the value stated on the label
6. Sulfated glycosaminoglycans NMT 1%
7. Nucleic acids NMT 0.5%
8. Protein NMT 0.3%
9. Chlorides NMT 0.5%
10. Iron NMT 80 ppm
11. Heavy metals NMT 20 ppm
12. Loss on drying NMT 20%
13. Microbial contamination 10° CFU/gm
14. Bacterial endotoxins Less than 0.5 IU/mg

o P 'Y % P 4 o . B e o
"N'\ﬂl‘“ﬁ! - ﬂifﬁ"ﬂﬁ)ﬂﬂnﬂ SULIINTITIN (Waive) MIATIAFDLNA Lﬂﬂzﬁﬂﬂﬂ'ﬁlﬂ 1“vauLLﬁﬂﬂLﬂﬂmmﬂﬂﬂ']uﬂOﬂﬂ'nﬂvlﬂﬁua'%u@'l@'!ﬂ
- Drug substance specification v‘imimmnlu%mﬂ:ﬁmaoﬁjwﬁm drug substance W3alUALATZW drug substance V89
v a o & a @ A A a o o Ao
E{Naﬁﬁﬂmﬁfﬂgﬂ Q‘U’UIWQUU%%Q ‘]ﬁﬁﬂ'ﬁﬂf’rﬂ?Lﬂ?’lzﬁﬂ?ﬁnﬂ“’lmﬂﬂﬂ']“%@

Gonlugng
1. z%uu'\mwriwn,ana'lsn'ﬁvlﬁ{uagtywm'fumLﬁ‘ws‘h%’umﬁ‘aa‘imﬂ'm‘luﬂi:mﬂ"l,m uazduas (declare)
UASINES
1.1 luddymstunafioudrine mu.2 ne.3 ne.s udaudnsd)
1.1.1 lunsdifiduenfindaludszinalng naneds no2
1.1.2 luﬂitﬁﬁllﬂumﬁﬁL{’]Lﬁaﬂ’]SLLﬂOUSﬁg waneie ne.3
1.1.3 lunsdifduenihidrandredszina nanads nu.4
12 ludmaidunaiiowen no. /.1 vasnfisuamn w%“aamﬂauﬁﬂﬂﬁ'ﬁ’ﬂ”amimuquqmwwmaawﬁmﬁmﬁ
enufdunsifon  (finished product specification) wazdarinuanmnINIaIin0du (drug  substance
specification) nitﬁ*ﬁag:szm'mmsmﬁﬂuuﬁamﬂmﬁmﬁw AADIUUVLENFITEUNNWENBNTVAUA 1 (8.5)
A WIBu finished product specification Waz/M3e Drug substance specification lasvaunlanewiudsena
dszmemandidnnsaing waliiu 2 3 o Sudszmedsemanendidnnsefing
2. LINAITUTDINAIFINNIHAAE
21 nsdingmdaluszmalng QwﬁﬂﬁaaﬁLanmss”mmmmgﬂummamm’mué’nmm‘ﬁuaz‘i'ﬁ'msﬁﬁlu
MINAAEN PIC/S (Pharmaceutical Inspection Co-operation Scheme) Taawiienu PIC/S participating authorities
#30 ﬁl,ammﬁusaammgwumswﬁ@mmama"nLnmsvTua:%’ﬁ‘msﬁﬁlunnwﬁmmmaaﬁwﬁnmuamxnssums
2IMITUALEN NIENTIENTIIEY FswuadulasfanusanasasussnafioutunsninmsiuazSEmsiain

ANSHRABT PIC/S Tunuiainiauasny au"umqﬂmmaumi@maamﬂmUﬁwams{uﬁaaﬁﬁuﬂs:mﬂ

Uszmerediannsefing

UYse U U NITNNIT

.

B —

™~

................................................ nITNM3
(WIBENA YIWUT) (WHEINET MYINITaI)

wif251m3ii10%aTiB08/2560
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1 = General requirement maomﬁ‘ﬁﬁ'ﬁuﬁ’mfumgmmu Eye preparations

2 = British Pharmacopoeia 2013
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