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nauv 3 rinwilsAssuum enasuuy 1)

Dorzolamide HCl 2% and Timolol maleate 0.5% eye drop, 5 ml

Fo#1 Dorzolamide HCl 2% and Timolol maleate 0.5% eye drop, 5 ml
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2. Usgnaumesien Dorzolamide HCL 2% wa Timolol maleate 0.5% lu 1 ¥10 Yiumsussy 5 ml
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Han15n5393tA1evRnn 1w ulunia Finished product specification Wa¥ Drug substance
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AnauUANInAtiaved Finished product

d. 2561 astufl 6 §unAL 2561 (@eUsznalus1wiae

49 Test items usP BP

1. | Identification m’;%mummﬁwu’[u finished m’mhumuﬁsquu finished
product specification product specification

2. | Assay 90.0 - 110.0% of the L.A. of 95.0 - 105.0% of the L.A. of
Dorzolamide and Timolol Dorzolamide and Timolol

3. | Organic impurities / Related m‘i'ai}chum'm‘ﬁ'izq'lu finished ﬂi';‘-aw"lumuﬁizuh finished

substance product specification product specification
4, | Sterility Sterile Sterile
5 |pH 54-59 50-6.0
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AuaNUANIumALlAYas Drug substance : Dorzolamide HCL

nawd 3 er3nyilsaszuum (@nasuuu 1)

98 | Test itemns usp BP
1. | Identification arrkum szl R ANTiseyly
Drug substance specification Drug substance specification
2. | Assay 99.0 - 101.0% of Dorzolamide HCl, 99.0 - 101.0% of Dorzolamide HCl,
calculated on the anhydrous basis | calculated on the anhydrous basis
3. | Organic impurities / - Dorzolamide HCl related - Impurity A : NMT 0.5%
Related substance Compound A : NMT 0.5% - Impurity C : NMT 0.15%
- Any individual impurity : NMT 0.1% |- Unspecified impurities : NMT 0.1%
- Total impurities : NMT 0.5% - Total impurities : NMT 0.3%
4. | Loss on drying NMT 0.5% Maximurm 0.5%
(Water determination)
5. | Sulfated ash - Maximum 0.1%
6. | Residue on ignition NMT 0.1%

AnduUANIuNALAYBY Drug substance : Timolol Maleate

48 | Test items usP BP
1. | Identification amvshumuiiseyly arvshumaiiseyly
Drug substance specification Drug substance specification
2. | Assay 98.0 - 102.0% of timolol maleate, 98.5 - 101.0% of timolol maleate,
calculated on the dries basis calculated on the dries basis
3. | Residue on ignition NMT 0.1% -
4. | pH 3.8-4.3 3.8-0.3
5. | Loss on drying NMT 0.5% Maximum 0.5%
(Water determination)
6. | Sulfate ash Maximum 0.1%
7. | Enantiomeric purity NMT 1.0% NMT 1.0%
8. | Organic impurities / - Any unspecified impurity: NMT 0.1% |- Unspecified impurities : NMT 0.1%
Related substance - Total impurities : NMT 1.0% - Total impurities : NMT 0.4%
- Timolol related compound - Impurity B,C,D,E,F : NMT 0.2%
B,C,D,E,F : NMT 0.4%
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- Drug substance specification fansaunanluiinsisivesdindn drug substance wialuTiaT Iy drug
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1. wnasnslisusugyntunadousiusnfiesnglulszndlng uazduns (declare) undman
1.1. luddymstunsdeumiuen Wud ne.2 ve.3 ve.d wie 8.2 udausinsdl
- nsd@iduenfindalutsemalne wuneds ne.2
- ﬂiiﬁﬁLfJumﬁ’u.‘if’uﬁanml.ﬂwssag nueie ny.3
- nsdifdusnidnnate sene wneia ve.s
1.2. luiwadunsidou ve.1 vl 0.1 tseniiauenm wieuroasduaiidansauauamnmues
wAnSousimuAtunsdo (finished product specification) wazdaivuanunmYasingiu (drug
substance specification) nm‘iﬁaa‘jssijmiL‘Uﬁ'ﬂuLLUa&LLr'ﬂ‘uLﬁ'uw"ma}zﬁmuumaﬂmiﬂﬁwauﬁ‘l‘u
(.5) W m¥au finished product specification wag/v3e drug substance specification lnavounly
naujulszmavszmanadidnvseiing uavldiiu 2 U o Judsemadsemasimdidnvsetind
2. 1BNATIUTOWNATH UM INENYT
2.1. fudndaafiienansiussunasgrumsudnenmdninusiuayisnsiiaundng GMP-PIC/S
(Pharmaceutical Inspection Co-operation Scheme) lagvuagau PIC/S participating authorities
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3.1 wamInvilnnsiaunEandusiedusgUvekEn (certificate of analysis of finished
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3.2. HANMINTIDNATIENANNWINOAUVBWILEAY (certificate of analysis of drug substance)
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3.1.

5.2,

3.3

3.4.

HANTATIVIATIBIRUA T NNER e 1T 93UvaNER (certificate of analysis of finished

product) lusguiidadusiegng

L ]

HAMIATIVIATIEANN I IRgAVYDIRIENE1AYY (certificate of analysis of drug substance)

Aldlunmsudngjuidaiufiiegn nivenanemasininingiu

ot

wnasuIendngududuanuduiussevingumsninvasingfusiendifty (drug substance)
19 3.2 fujumsuanvesndnsdusiendniagy (finished product) 4o 3.1
HANSANY Long term stability nasnyata1gvasenvitunadoulitudninausnznssunisemms

WAZYT NIENTRETTIUGY

4. 9813

4.1.
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5.1
3.2,
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5.4,

5:5;
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PANNNINITNINTUITBLELDNITARLEDNE
Tunisiasunanisiudaiauansandan lsameuialdnduasiinnsasnaulaeldnaninueinis

UssiliuAlsednsnmaasian (Performance : Price) lneAmuadnsidiuudininmiunls seninguaInee

sredal
Fauuswanii Fosuusuan ihuiinazuuy
1 sniliaue (Price) 30
2 UNTFINVBIRUAMIBUIMS (Performance) 70
33U 100
fuUsvandl 1: 59ATaUD (Price) (AZLUULAY 30 AzUUL)
fuusudndi 2 : UINTFIUVORUAIMIIUINT (ATUULAY 70 AZUUL)
Fuusi 2 | Fedauys N19HR1AU IRAZIUUAILYS TN,
2.1 WAsgIu | Eenldiesdaifen 15
HARANY
(n) WuerdeeglutyTsenseinunimyes WHO List of
Prequalified Medicinal Products
(0) L%ums‘&laag‘luﬁ’ﬁy%swmsmqmmwwaa Green book
lngnsuinermansnisunndidy 1 duautagiutdaulay
Wiia) 38 Orange book 138 European Medicines Agency
(EMA)
(A) Wusrddideyanansnaieneielagviosl fuiinms 15
- lsilavosfiRmsvesdnane
- lasumsusesmiuanunsavissluinisnaasuiiuen
AUNAIFIU ISO/IEC 17025 INAANUNIATIU
vasfuRnisnsuinenaansnisunng
- fidwnuliidesnd 3 fumswdndeidleatu (Uesumsiden
dsanzguiiriuviniu)
22 WAsze | Henldinesdaifen 15
Waeuflinnis
{ (n) WHO List of Prequalified Quality Control Laboratories 15
| unndngagnnsal gvidu wnnEnGnigus wezatuaun
| UsesIunssunIg NISUNIT
Eh‘i b il o ¥ A/ ?}t’“gﬂ—wi
wdynsudsdul wlvide wndynswdug wauann Wndunsiadiving nmanin
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Faudsii 2 | Fedauus n1sARrsaun iviAziuuRuYs AZLUY

(@) lasunssusesunsgu ISO/IEC 17025
Tusemsefiauasnn

2.3 mmg’mﬁﬁmﬁ’um 60

23.1 Storage and | (danlanateda (layszyuiluenansuuuiivelatng) 40

Stability

1. Long term stability #13 ASEAN guideline ATUANDIEEY
fifvunliiaan <
2. fimsdnwanuasveswmdalald (BanldwedaLien) 20
(n) grfiogwaalaldunndmiawiriu 6 dUans 20
(v) enflogvdaalalitioandn 6 dUani whsnnnIvIeawiniu 15
4 duavi
(n) efimgudnlaldosndi 4 &Uav 0
() lufinanisAnwanuasdaviaataldy 0

232 Clinical | @enlaystaiiion (assyyanluienasineglutola) 20

Study
(n) BIRULUY Tiuanaenansnsitenisradnduussaniam 20
wavauUaansievaseilunsinvinudausldvasendilasy
RIRYg
(4) mr@ndiny AfinnsAnu/Adeneediinfuansiaussdniam
warAalaandereslunsinw autsuslgvesen
Wisusunugmuuuululszmdalng wazlasunsitiunly
MImemswmdiazassay leofinsAnwdesiolul
- ABNSANYILUY Meta-analysis, Systematic review %39 20
Randomized controlled trial

- FBmsAnveaaiindun 5
(m) dn1sAnw/Adeneeatin waldlaSsudisuivenduuuy
@ lasinsfAnw/Adunendiin 0

24 AuanABUY iBasan1sUfTRaw 10
MUULUTIE WAz UTIYI e Lifldnunzadioads (LASA) fu 5
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I o o o = a
Adsn 2 Januls N15ARTUN VAL UUALUS LUUY
Y v Py o o o
(n) luifidnwouzadnends (LASA) fuendunillulseweuna 5
(7) Hanwasaanunds (LASA) nugnduniilulseweiuia 2

JLNANTSUTBINITAUSUNUNRTEETIN TUNMSERETUNITUIBEN
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(n) Honarssuses 5

(9) lddiienaissuses 2
(AunmuazauanTRnUuUsElovddoniasunis) TUUUTI 100
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AMANYUIANIZYBLEN
Aflibercept 40 mg/ml Injection

Foun Aflibercept 40 mg/ml Injection

AuEnAnlY
1. Wuansazansla Usimaindie dmivdaininiumn (intravitreal)
Usznausedien Aflibercept 40 me/ml TuuSums 278 microlitres

U53qlUNTULUTIENEn UTeRnie

U

L ﬁ, i at o o ot - o -‘;I d <
aa1nUuUsTIANsTyTenn dauusEnauMenddguasAIIust TUHGR JudWRNY WIVHan
wonsdeudive uagdimsiivinwen Ledsdniau
5. yunwuzusseneglisssiassydeaistananmsi dulszneuie diAguazmBuee Judueny

waziavinas LTaau

AnautAmanaila

nan1snsradiasieiauniwmuluniu Finished product specification uay Drug substance
specification #ignedannindadrsuatuiieniu FaldannzidounoAnenIIUNITDIMITUATYT NTENTN
a151504Y muma*nm‘suﬁ%mwsmaaLﬂuawmmumea'lmunq'zmmﬁmuma‘umsﬁlmmiwm Y
JSEANTENTIATIINEY 1504 TEYIUE WAl 2561 asTuit 6 Suan 2561 (asUsemAlusgiaan

wunwiui 12 quanius 2562)

auauUAinumallaves Finished product

) Specification NUFITRANAUA
1. | Identification asrasuniiszyly finished product specification
2. | Total protein 36.0 - 44.0 mg/ml
3. | Potency (Cell based bioassay) 60 - 140 %
4. | Purity m’mri'mmuﬁ‘wﬂu finished product specification
5. | pH 59-65
6 Isoelectric focusing mmﬁmmuﬁi:q‘lu finished product specification
7. | Endotoxins content Not more than 0.4 EU per ml
o~ . T
wwvdvdaugunnsal 4309ay WHEMRIIFUT mrETuAu
UsEs1unssung N33UNTT
W vt w4/ RenBims
undvnsudedud wlvilfia ndTNTWAYE wauan WndYnsindivg wada
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U9 Specification inusideninun
9. | Sterility mwdwmuﬁwq‘lu finished product specification
10. | Extractable volume Not less than 0.1 ml

NUIBLAR

Cﬂé i v v i = yﬂ. Qs s U
- nsfInAnnzlauldINISiu (waive) NMIRSI9d0UATIENTIBNSA TREURAAIBNANTVANFILAINE T
nlAsueutifivy
- Drug substance specification fintsananluiinsnsiasgnin drug substance v3alulinsesi drug

substance v8dnAn @AY avulnatunil FdiminnvlinTzsiasuniateniiue

P o
Naulvdu
frauasadsadudiuinwaneenans wisuasansisteiusanenarslaegiisnun seaziduadiail
1. enasnisiasuaygndunsidousmsugufiedmigludssmalneg wazdune (declare) unasadn
1.1. Tudrdgymstuvzideuiisuen 1oun vu.2 ve.3 ne.6 5o 8.2 WaumAnsdl
o o a a o
- nailueniindalulszivalng wuneda ve.2
- nsfugndudiien1suiaussy v ve.3
S o ' =
- asEduenditnansislsene waneta ne.d
1.2. TuAwedunuilou ve.1 vie 8.1 vewillauesa wisueasdenindensnIuANAMA WYY
wanAusinmunungideou (finished product specification) waztemmunamnmvasingau (drug
substance specification) nsfifiegszninmsilasuulaunlufisisnzsiouuuienarsnisvounly
(8.5) Wwsau finished product specification wag/%38 drug substance specification lngvaunly

nauTuusznieruszninsianBidnnseiind warbiiu 2 ¥ o Suusemavszniasiandidnnsaiind

2. 1DNATTUTRWIATIIUNINEREN
2.1. HuAnABalloNasIUTDRNNIFIUNSHER NN NINATILEYIENSNAIUNEREY GMP-PIC/S
(Pharmaceutical Inspection Co-operation Scheme) lngwiagau PIC/S participating authorities
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3. an
341,

3.k

5%

3.4.

ANIAAMUDITLAUDTIAN
NANIATITIATIZVAMNIRENSTIEENTgUreENan (certificate of analysis of finished
product) Tugnjuiidududasgng
naMsATIATERANN W INgRVYaaend1AYy (certificate of analysis of drug substance)
Alumsuanensuitdadusos vevesinansuacdnaningiu
wnansviievdngududuarudiussewinsumandnvesingiufiudrfny (drug substance)
¥o 3.2 fujumnanvemaAndnsivdniagy (finished product) 9o 3.1
HanT1sANW Long term stability maams";amq‘&a&mﬁ%ﬁmLﬂaul"iﬁ'uﬁﬂﬁ'ﬂawuﬂmzfﬁ‘:nmimms
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4. @IDEWEN
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5. myUseiiupuameidaey

5.1. griidwaudesiionglildlivosndt 12 Wou duandudway

5.2. 4MNNIANAINBU avdosdsdunamagluusemanTinssioniuiidmeuregidn uazly

6.8,

5.4.

5.5,
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o slanansuanarSusasifisuumsuinvuasnsrneefildinasgiumuvdninasi Good

Storage Practice (GSP) uay Good Distribution Practice (GDP)
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6. favena (due) Busanlisnidndyginsunsuivun Tunsdiseluil
6.1. nsdikamsdunTIR AT IEieni TnonsiinemansnsummduiovasufuRnisildunsgiu ISO/IEC
17025 nansesadwssibidulusmumesgudedmualulsenmadsznmasa
6.2. ﬂsﬂuﬁmﬁmﬂm‘uﬁm%n{%aﬂLﬁuﬁumnﬁmmamiﬂaﬁwﬁnmuﬂmsnﬁum‘smmiu,asm Tugenm
ﬂaaé’mgmwz%a%ma
6.3. nﬁzﬁwuﬁcgmﬂmmwmnwﬁmﬁ’mﬁmﬁﬁmaﬁma@iaﬂsze”m%mau,asmmﬂaaﬂﬁaeiasgﬂwméi“s’um
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VANLNEANISNRNSUNYBLEUBNISANLEDNEN
Tun1siasunansiutaauanisdnian lsmeruiadeduarfinnsudadulasldvdninuginig

UsuiliuArUssdvinmsiasian (Performance : Price) Inadvundnsidivdmindiuds sevinguavmae

13
=l

RRZRIOSY
ALl snani YA s1an UMLUNAZUUY
1 sIdikaue (Price) 30
2 1ATFIUVEEUAMTBUINIS (Performance) 70
U 100
AUsuanil 1 : s1aiiaue (Price) (AZLUULAY 30 AZUW)
AanUswand 2 : 1As§IUTEIEUAUTOUINIT (ATUULAY 70 AZLUL)
ar = o W a o
faulsi 2 | wenauUs n1sRansanliAzLUURLYS AZLUL
2.1 wasgu | denldiiesdaiien 20
nanA
(n) Wuendeeglulydsenisernmuamuas WHO List of
Prequalified Medicinal Products
(v) WueFeegludndsenisenauamues Green book
Tnonsuivermansnisunvdiay 1 faautaguutaulae
Wil9) %38 Orange book 38 European Medicines Agency
(EMA)
(a) Juntiiteyananisnsivinszielaevesu juinns 20
- Mlilivipal fuansvasinting
- Iisumsiusasmuaunsovieau fuinisnaaausiiuen
AINNINTFIU ISO/IEC 17025 AndITINNLIINTFIY
viasfuRnisnsuingmaninisuune
- fi9waulidusendi 3 suniswdndailieanu (Jasiunisiden
daawigguisuwiniu)
2.2 wnsgy | denldliiesdaifen 20
waeuuanis
unngundaugunnsal 45399au unvEndaaisys wuraiunn
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Goulshi 2 | Fadauus NMTNITUN IAAZLUUGAIUS ATLLUY

(M) WHO List of Prequalified Quality Control Laboratories
() la3umssusesunsgiu ISO/IEC 17025 20
lusienisenfiiaussian

2.3 Wasgiitieafug 40

Clinical | idenldwiesdaifes (lnsszyunluenansitegludele)
Study
(n) BAFULLY TianuenaismMFitevneadineUseavanm 40
wagamasnfovesslumsinunaudeuddvesefildsu
Byl
(%) prandiy AfinsEnu/Afemeedtniuasdiesydninm
wazaulasafyvaselumssnwm awdeusldvesen
Wisuisuiuenduuuuluysmelne waglasunisiinumly
ysassnsumduasarstsnigy Inefinsdnudsislul
- 33n15fnwwuu Meta-analysis, Systematic review %38 40
Randomized controlled trial

- $Bnnsfinwvnandiindus 10
(@) Imsfne/Adenendin walilaSeuiisuivesusuy 10
(1) lufinsAnw/Adevnanatin 0

2.4 AnautABL Y HiBaransUfTRu 20
AMYuzUIIEwaryssiue lifidnuuzadends (LASA) iy 10
gduidlulssmenuia
(n) lifinuvaradrends (LASA) fugnduidlulsmenuia 10
(1) fidnunzadiends (LASA) furduiidlulsimeiuia 5
THNANT3UTINNTOUTUNNGIITEITH TUNISARATUNITVIBEN 10
FaveausTnuarminau 9NMUIB9UEIUNATT LUl PREMA
138 TPMA
(n) Honassuses 10
(@) ladfiionanssuses 5

(unwuazauautATduUszlovdseniesunis) TUUUTIY 100

unmdnggunninl g3gdu Wngnanizus wrEaduan
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AMANWUIANIZ VL8N
Latanoprost 0.005% eye drop, 2.5 ml

Foun Latanoprost 0.005% eye drop, 2.5 ml

AaaNUAValY
1. Wuaisazarwusaanie 1a Wid dawsuldveasan
Usenausiedien Latanoprost 0.005% Tu 1 9na Y3uissussy 2.5 ml

UsITlunuUsIEmvgaan Unativ ussadusivasiunas

£ B o

aanuuusTafusissylosn druussnoumenddyuasaaus Tundn Sudueny aviindn
wanzouiduen uwazddnsiiuinwmen Wededniau
5. uuMuEUTIEnesatsefssryieswietemnamsén dulssnaued diguazauusy ﬁu?;umq
uaziaungn 1idaay

AnantAnIumaila

Han13n3293tAs1svamaIwduluniy Finished product specification uae Drug substance
specification fnedeaniadesrfuatuieadu deldeansilioursnnuznssunIseImIswaze) nsenIg
A151504aY Fafnduisuiildsedafenduauiliieuvimiolnininnasgundudiifulasfunis au
UsENIANSENTNATITUAY 1309 T2ysTuen wa. 2561 astuit 6 Suneau 2561 (aUsemAlus1ien
yunwiuil 12 uniud 2562)

AuaudAiviamalinyes Finished product

D) Specification inusIdanIvuA
1. | ldentification m‘s’mi’mwmﬁszq’iu finished product specification
2. | Yiunmendanng 90.0 - 110.0% of the L.A. of Latanoprost
3 Assay for Benzalkonium chloride msmmumuﬁszu‘lu finished product specification
4 Osmolality mwrhummﬁ‘izu'lu finished product specification
5 pH ﬂ‘i?ﬂ&hﬂﬂ’mﬁizu’iu finished product specification
6 Sterility m'i'imhumuﬁ‘izq'iu finished product specification
7 Particulate matter ﬁ‘i‘mri’mmuﬁ‘i:qh finished product specification
8 Acid of Latanoprost m'i’m&hummﬁixu'lu finished product specification
R NR/
unviduaugunnsal g5Ie0du uwwéwﬁ]anl'ﬁu?i—im%umm
Usgsunssuns NIsUNTS
3d v WAl 4 P~ Rt
wndensudgedui wlviie indunswdvg uaugnn WNEPNSANERNS e
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Qmauﬁ?\mamﬂﬁﬂﬂm Drug substance

4o Specification INUNTDAIRUA
1. | Identification avavHnunmiiszylu drug substance specification
2. | Ysuneushendrdgy 94.0 - 102.0% of the LA. of Latanoprost
3. Organic Impurities - Isopropy! diphenylphosphorylpentanoate : NMT 0.1%
- Latanoprost related compound A : NMT 3.5%
- Latanoprost related compound B : NMT 0.5%
- Latanoprost related compound E : NMT 0.2%
- Any unspecified impurity : NMT 0.1%
- Total impurities : NMT 0.5%
4. | Water determination NMT 2.0%
5. Residue of ignition NMT 0.5%
6. Optical rotation +31° to + 38°
VMBIV
- nedifieanzfouudanisiiu (waive) minTnaeuTinseisiemsle TWduwansenarswdngudinan
Alssuoysiade
- Drug substance specification fisnsannludiasievivesindn drug substance w3aluiAsizyt drug
substance vosnaned3a3U atulnatunis Safimansrndinszinsuynihdefiimue
Favlvdy

1.

dlauasamestudnuinwsiielenals nisuasaneiodesusonenanslnegilinuia sieavideadial
wnarsmslasuaygmdunezileumiveniiedmihelulszindlne wazdiung (declare) unasudn
1.1. Tuddnistunzideusinduen Toun ve.2 ve.3 ne.4 %39 6.2 LaIusnsnl

nsmmduginaalulsewalve winets vie.2

S g | ' P
ﬂ‘SDJVIL‘UUEJ’IU’IL‘H’IiW@ﬂ’]‘iLL‘UQ‘UiT\] WU 8.3
ad & ] 2/ '

sEMTusIUd NI NA1eUTENA el ne.d

=

L
o =

1.2. TuAwetunzitou ve.1 ¥38 8.1 W0 INAUDTIAT WIBUTIWAUBUAVITENITATUANATLAINYE
ninAusinunuvzileu (finished product specification) uagtaimuaaunmasIngdu (drug

substance specification) nsgilagseninamsiasuwlaudluiudnzioauuienansnisveuily

e Sty

wrwigvagunnsal gseudu wrindudenigus nvsunun
Usesunssuns n3suNTs
3 i ﬁbv/ B
TS R TR S RPN a7 fon i
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(8.5) umSau finished product specification wag/vi3e drug substance specification lngvauily

AouTuusenausemasaBdnnseiing wagluiiu 2 U m Julseniausemasiendiannsaiind

2. BNASTUTRRIATEINNITHAREN
Z.1. Q’wﬁmﬁaaﬂmnmi%‘usaammigﬂumswﬁmmmwﬁﬂmmﬁuas";%'msﬁ?ﬂuwﬁmm GMP-PIC/S
(Pharmaceutical Inspection Co-operation Scheme) ngwmiie9nu PIC/S participating authorities
aduagamusounsasivasulumnneiilausne Tnslivamsiusasisiudssmaussnminsm
didnvsolnd

3. LONANSANAHYBENTIEUBTIAN
3.1, HaMINNINATIERRNAMRARSLsiENENTAgUVEHAR (certificate of analysis of finished
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