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1238328: Hyaluronate sodium 180 mg/100 mL eye drops, solution, 0.45 mL unit dose
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L5.1. anuauifves Eye drop dosage form fin1suanasa/n5ns79 Universal test faraluil

Test

Acceptance criteria

1. | Description/Appearance

Complied to finished product specification

2. | ldentification

complied to all requirement of all specified

procedures in the test on Reference monograph

3. | Assay

complied to specific test of Finished product

(Shelf-life COA only) (2.1.1)

4. | Elemental Impurities analysis

/Related substance (cH a3a038,03061),

Elemental impurities in drug products, FDA guidance for
industry (August 2018), USP<2325,<233><2232>, BP
supplementary chapter IV Q , EP general text 5.20)

Complied to finished product specification or
specific test (2.1.1)
(Fossoaunaiiofauinnin Reporting threshold)

weg - 191150599 heavy metal 16 aufisSunsuimun

muUsEnAlusIvisaguam

5 | pH

Complied to finished product specification

ALENTIUMTAMURI A SonLesANEN vasaN

r %

]
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D
Test Acceptance criteria
6 | Osmolarity complied to finished product specification or
specific test

7| Particulate matter or foreign complied to all requirement of all specified
matter procedures in the test on Reference monograph
(Exempted for eye preparation
with high viscosity eg. Hyaluronate
eye preparation)

8 | Sterility test Meet the requirement of Sterility test

9 | Antimicrobial preservative (anidu Acceptance criteria of antimicrobial preservative
nsal preservative free) content in multiple unit products should be

established

10 | Container content : minimum fill complied to all requirement of all specified
<755>%78 fill volume procedures in the test on Reference monograph

11 | Leachable an extractable packaging system should meet the requirements

for pharmaceutical use

12 | Viscosity complied to all requirement of all specified
(USP<911>,<912>,<913>) procedures in the test on Reference monograph

13 | Container closure integrity Complied to the finished product specification

18.2 Qmﬁmﬂaﬁuad Active Pharmaceutical ingredient inSuanana/n150579 Universal test
fasialull
U9 ik
Test Acceptance criteria
ANZNITINIAMUAT YA S unuasAudNYMEAN Y
l.ﬁi"?l"ﬂ Q),l ................ U5e51UNTIUNT 2.30%@ ......... /7J ...... ) AITUNT ATIUNTT

a I 73 “t =
(wey. 25580 AAdesHug) {(nny.d6an Tusina) (ney.g%sn Blvande)
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1. | Description/Appearance

Complied to Active pharmaceutical ingredient

specification

2, Identificétion

complied to all requirement of all specified

procedures in the test on Reference monograph

3. | Assay

complied to specific test of Active
pharmaceutical ingredient

(Shelf-life COA only) (2.1.2)

4. | Elemental Impurities analysis

/Related substance ucH o3sa38.0300:),

Elemental impurities in drug products, FDA guidance for
industry (August 2018), USP<232>,<233>,<2232> BP
supplementary chapter IV Q , EP general text 5.20)

- Organic impurities

- Inorganic impurities : heavy metal

Complied to Active pharmaceutical ingredient

specification or specific test (2.1.2)

5. | Residual solvent (crasc (rs-6), useaz

<A67> EP general text 5.4, BP appendix VIl L, JP17

supplementl p.2634-40)

Complied to Active pharmaceutical ingredient

or specific test (2.1.2)

2. auauUinmaiia

Naﬂ’ﬁmﬂﬁﬁm‘iwﬁﬂmﬂW‘WL‘TquUWI;J finished product specification Waz Specification of

Active pharmaceutical ingredient (AP) #i91989nnundusnsuatiuiiendu dslsaanzdousadinamy

ARENTINNTTOINTUABET NTENTIEAIS TN Yisillndussunlddredersaduatuiiisumimsolml

niunasgundaeIulashfunts sudssniensznsiaansisage Ses seysisien we. 2556 asiud

11 wwneu w.e. 2556 (aedszmalusiviayunyiudl 10 dguieu 2556)

2.1. Finished Product Specification:

In house
Test Acceptance Criteria
Appearance Clear, Colourless, Sterile Solution
Assay 90 % — 110% of purified sodium hyaluronate
(1.7-1.9 mg/ml)
pH 7.2-74

Osmolarity (Osmolality)

140-160 mOsmol/l

AAIEATIUNTIIVUAT LAY SanuasAudnYMEIANY

BT O

(ney. 270l AN

]b 4
o . / /
. ...A.........U‘Sﬁﬁﬁuﬂi'illﬂ'W'i 233%8....4.¢ e AITUNTT

(ney.ahian Tusna)

W.....Wﬂﬁuﬂﬁ

(ney. s Blvnenén)
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(~141-161 mOsmol/kg)

Dynamic Viscosity*

Not less than 10 mPa.s

Fill volume

Individuals: NLT 0.420 ml

Sterility

Sterile

2.2. Drug Substance Specification:

- IR absorption

Test Specification Specification
JP17 Ph.Eur10.0
Characters White powder, granules or white or almost white, very
fibrous masses hygroscopic powder or fibrous
ageregate
sparingly soluble to soluble in
water, practically insoluble in
acetone, in ethanol and in ether
Identification

The spectra of the reference
spectrum and the sample
spectrum exhibit similar
intensities of absorption at

the same wave numbers.

complied to specific test of

Active pharmaceutical ingredient

- Sodium reaction/sodium salt

The flame is a yellow color.

Positive

Assay (on dried substance)

90.0 - 105.5% of sodium

95.0 — 105.0% of sodium

hyaluronate hyaluronate
Intrinsic viscosity at 25°C 10.0 - 24.9 dL/g or 1.8 — 2.4 m’/kg
25.0 -55.0 dL/g
Purity
(1) Clarity and color of solution The solution is clear and
colorless
(2) Chloride NMT 0.124% NMT 0.5%

' '
LA v s USHETHISEIN TS

ey a538ie Aadasus)

AN IUNTA MU A SupuazAuAN vzaNE

Za\ﬁaQO’Q"’{i

L NITURNT
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T Ee— oo
(@) Protein NMIT 0.05% NMTO3% |
(5) Nucleic acid The absorbance at 260 nm is The absorbance at 260 nm is
NMT 0.02 NMT 0.5
(6) Hemolytic streptococci No hemolytic colonies
appear.

(7) Hemolysis The erythrocytes precipitate

and the supernatant liquid is

clear.

pH (0.5% dried HA Na in water) 50-85
Iron NMT 80 ppm
Loss on drying NMT 20%
Microbiological tests
- Bacterial endotoxins - NMT 0.5 IU/mg
Determined on 0.125% (w/v)
solution in LAL water
- Total viable aerobic count < 100 cfu/e

WY - Drug substance specification fansanainludiesizivesiudn drug substance n3a lu

et drug substance vasang 1S3l adulnatunis fafimsnsiolinsesinsunniadoiisvua

3. nsUsuliuAUseansnmeasian (Price Performance)
TaziBLanIuENANS 1589 MsUsafiuAiusEAvEnndesien (Price Performance)
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Analytical Procedures) fiunzideuls lnedoagaduinfuefiussmansenssasisngiuses
wselninIUsznae

vangwn: nidliiegszrintweasuiaudleisiesesivasdorruninssiuliaenadosm
sTeiilsznAsUTemIBiTIeadasedinuALEnTIINM SO MITIAYE TLuUdLARYe
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4.1 1Lnseneeanlulsemalyy (1e.2)

4.1.2 nsgifedndwienisuiussylulssmelng (ne.3)
4.1.3.n38 RN UsEING (MY.4)

w1ge: nsdliinsasuulasdluiuoygeuazaniufinge Iuuudiuidveudle

3

< o

wWasuwlassenstungdeusiduen Wy v.e. 9) wse duAvewnluasunlassionisiu

nziteuifusuneIiudTusyaauazanuingn (wuu v.6)

dumilsdeuseunnsgunsuang wamvdninasiismsfiilunisnane (Good Manufacturing
Practices (GMP)) /PICs (Pharmaceutical Inspection Co-operation Science) lngnuiae1u PIC/S
participating authorities RUUAARINTIUNIINTINEOU THan1sTUTIRTuUSEMAUSENINSIAT

Bianmseind lunmiaiieatesiueniiaus Ussnaude

[ o aJ o

5.1. dwuwilideiusennasgunsuansimumdninasiisnsislunsuaningiuiedide

1

(Certificate of GMP Active Pharmaceutical Ingredient (API))

52 ﬁwmmﬁqﬁ@%’mmmmgmmfswﬁmmmwﬁ’ﬂmmﬁ%mﬁﬁﬁ’[umwﬁmNﬁmﬁ’mﬁmﬁ%%agﬂ

(Certificate of GMP Finished Product)

6) lunsaiidugnindrnnarssine guindosidnumisdosusondn st (Certificate of

(way.235A7 Aadesiug) (neydaan Tusna) (n

pharmaceutical products, CPP) n3evtisdasusasnissming (Certificate of free sales, CFS) lu

wneAlEueIe atuaaanusaumsaseasulneiinaiusasieiuusemeuseninsia

@

& o @ o s L] . . H
HIATZTUVBIVDNINUAAUNININGAUAIY181ADY (Active Pharmaceutical Ingredient

Specification) Leaswﬁmﬁmﬁmﬁﬂﬁﬁ]gﬂ (Finished Product Specification)

ot
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AILIEN
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(Pharmacopoeia) fild0198am3aias s ilasunsgiuss uiesd oadulumaudasmunuay
unsguraslaT il elamsemils audssansenssasisugy Ses swy
51518

Qs

7.2. &1 drug monograph vaeiased1fay (Active Pharmaceutical Ingredient) wazHan AN

@

EﬂE’hL%ﬁ]EU (Finished Product)

'
==l e = @ o

7.3, nsamngaunIedngy (Active Pharmaceutical Ingredient Specification) W3aHARNUgIEN

q vl

#11593U (Finished Product Specification) a1 577 nludi9181 (Non-official

pharmacopoeia) fpduanImanNg Il TNV TIAT R ulunudanisdala

aelui

7.3.18efuuauazim sguresms e neilusinewesUssmaiiiuaudnues The
International Conference on Harmonization of Technical Requirements for

Registration of Pharmaceuticals for Human Use (ICH) %38

2

7.3.2. JaMMUALAZINATTILYBINTIATIZRENER (In-house process) Tiaenadaafiu ICH

Guidelines %38

7.3 3 dorimuauazsnasguinilivvesmsiessiiualiluhse siseile ssemis
PINUTENIANTZNIIEIBITUAY 1399 T8Ys51en dmduunuvetiug (General

requirement for dosage form)

nuge: Jefvuagua niagiudied1fey (Active Pharmaceutical Ingredient
Specification) uaznin Anaie1d11595U (Finished Product Specification) #ae8198981n#137

Weauwazatudeiu enlfuwdnadiishseidemuuauazinasgiuresnisiiessiione

o

agRuimEnddn wie nandusienduiosy

L3

8) dwuvisiioiusewmansin ey (Certificate of Analysis (CoA)) TnedasUsznaugae

@

8.1. dnumadeFuseananisiiasziingfuiendidiy (Certificate of Analysis of Active

Pharmaceutical Ingredient (AP1)) Inginsusznaume

@ A ar o ot & = oA

8.1 Lawunvilsiausemanslinseiingiusenddy vesudnTngiuienddy

q @ U q

(Supplier)
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8.1.2 dunuilsdesusemamsiaseiingausend iy YOINANNE SrurienduSagy
(Manufacturer)

g = s e

8.2. duwmilvdieiusesmanmyiiaTieinaniusiondsasy (Certificate of Analysis of Finished

Product) ‘Uaﬂﬁwﬁmwamﬁmsﬁmﬁ’n%ﬂgﬂ (Manufacturer)

8.3. narstuduprnudiiussenieiunsndnvesingAuiend iy (drug substance) uag Ju

nanAnveImaARAmstE11SIgU (finished product) Adlumsranequitdsey
9) ANUNBNAIIUARINANTANYIAILAIH (Stability data)

9.1. duunenariuaninaniIsAneinuneiIsEeze13 (Long term stability data) 97u9u 3 Ju

ANSHES

9.2. @LwenaIsLaRINAN1IANYIALAW A lUANTIZ19 (Accelerated stability data) 97u2u 3

JUMIHE

9.3 dwanaisuansnanisinuiiuansiteramisainuiadnenld 1 g Auuiuan
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13) dww e fuseannsgunsiivinwiuaznszasem s nnaas SR lun iU LAy

N5291881 (Good Storage Practice / Good Distribution Practice (GSP/GDP))
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