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cTop. 1/4

29.08.2024 - POK/

Marketing Authorization No

Jlitcaposkuii 3acib: KYPOCYP®® Cycnenala 0na endompaxeankHozo esedenns, 80 Ma / M (7o 1,5 M y ¢hnaioHi;
Drug product; 10 1 (hraiony 6 xapmonHii kopobui)
CUROSURF® Suspension for endotracheal administration, 80 mg/mi (1.5 mL vial; 1 vial in carton
box} )
Hitoua peyosuna: 1,8 mn cycriensii mfcmame 120 me dhocchoninidnol hpanuit, sxa eudinena 3 nezenis ceusl
Active ingredient: 1.5 ml of a suspension containing 120 myg of phosphalipid fraction prepared from porcine lungs
Homep cepit/ Batch number 1197075
Hama eupobruymea / Date of Manufacturing | 10/p6/2024
Tepmin npudamiocmi / Expiry date 10/12/2025
Po3amip cepit / Batch size 1.000 ynaxoaox (packs)
Peccmpagiiine nocsidyenns Ne/ NelUA/10170/01/071

and type:

Poasip ma mun naxysawHn / Package size

1.5 mi. vial; 1 vial in carton box

116 1,5 mn y thaawonk; no 1 chnanony 8 kKapmoHHill KopoGyi

Cuna difanmuenicme: / Strength/potency:

80 ma/mvn / B0 mgimi

THiapcena hopma / Dosage form:

Cycnensia dns en8ompaxeansHozo asedenis
Suspensfon for endotracheal administration

BupoGxur, kpaina / Manufacturer, country:

K'eal @apmaveymuyl C.n.A., Imania / Chiesi Farmaceutici S.p.A., ltaly

AHanis eurkoHaro eidnosldne do cneyupliauii eupobruka
The analysis is performed according to the specification of manufacturer

Bunpoboeyeauns (Tests) Cneuupirayin (Specifications) Meroau KOHTpoOTQ Peaynsmamu
{Control methods) {Resuits)
Onue: Cycrerais sid Ginozo do kpemoso-Ginozo : gidnosidae
Appearance:! Konbopy '3:2{, 2’7””0 corresponds
White to creamy-white suspension
Hdernmucdhikavin/
Identification:
Socchoninidu OcHosHi nnaMu Ha xpomamospami | TUIX gidnoeidae
Phospholipids gunpobosyeao2o posduHy, MOsUHHI eidnceldamu corresponds
nnaMam, sid npucymni Ha xpoMamoapami poadquty
nopieHAHHA, i iBeHmudikyioms Memodom Mace-
criekmpomMempli.
The main spols on the chromalogram of lest
solution should corresponds spots present on the | TLC
chromatogram of the reference sofution which
ideniify by mass speciromelry.
Qochop TogunHo 3'seumucs Grakumue 3abapeneHHs KOnopuMempis, gidnoesidae
Phosphorus The bilue coloration should abtain memoduka chipmu corrosponds
colorimetry, in-house
flinagpinsai npomelu {Oenmudpikayiio  SP-B | SP-C  sgsaxaioms | BEPX aidnosidae
{SP-B { 3P-C) NO3LUMUBHOKY, AKWO: HPLC corrasponds
Lipophilic proteins - gigHocHUll vac ympumyeasHs Ky (RRT)
{SP-B, S3P-C) gHaxodumunest 6 Medxxax 0,77-0,87 dng SP-B;
- @idHocHUl 4ac ympumysaHHs iy (RRT)
sHaxolumees 8 Mexax 1,02-1,09 dns SP-C.
Identification of SP-B and SP-C is respeclively
positive if
-the RRT are inside the range 0.77-0.81 for SP-B;
-the RRT are inside the range 1.02-1.08 for SP-C.
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. MeToau KOHTHONIO Pesynemamu
BunpoGoeyeanhs (Tests) Crieyudbirauin (Specifications) {Control methods) {Results)
Kinexicue
sUaHavYeHHA/AKMUBHICE
Assay/Activity
BazansHull hocghop 2,59 - 3,87 ma/mn KoropumMempis, mermoduxa 3,11 maimn
Tolal phosphorus 2.59 — 3.87 mg/mL chipmu 3.t mg/mi
colerimelry, in-house
Cypthakmanm neaeri cauri 108 — 132 me/briakon memoduta ipmu 123 Ma/thnaKoH
Pig Iung surfactant 108 — 132 mg/vial in-house 123 mg/vial
Docghamudupxonid (PC) 60-80 % 8id 3azansHozo hochopa TIX-Y® abo BEPX-ELSD 71 %
Phosphatidyleholing (PC) 60-80% of total phosphorus (ansmepHamusHuld Memod}
TLC-UV or HFLG-ELSD
(alternafive method)
Hunanemimoingocghamudun 30-50 % &id 3azanbro20 ¢hocghopa Memoduka chipmu 38 %
xonid (DPEPC): 30-50 % of total phosphorus in-house
Dipalmitoylphosphatidyicholing
(DPPG):
flinochinsrull npomely SP-8: 0,27 —- 0,63 ma/mn BEPX 0,50  sa/mn
SP-B: 0.27 — 0.63 mg/mL HPLC 0,50 mg/mL
Tlinohinerui npomein SP-C: 0,38 - 0,79 ma/mn BEPX 0,67  mamn
SP-C: 0.38 - 0.79 mg/mL HPLC 0.61 mg/mL
Minimanocnuli nosepxiesud < 3 MH/M memoduka chipmu 1 MH/wm
Hamsa: =3 mhi/m in-house 1 miN/m
Min. surface fension:
Yuemoma/ Purity:
fizohochamudunxonin: £ 2 % siQ 3azanbioao ocdhopa TUIX-Y® abo BEPX-ELSD 0.8 %
Lysophosphafidylcholine: < 2 % of fotal phosphorus {ansmepxamueHul Memogd)
TLC-UV or HPLC-ELSD
(alternative method)
Hucro oKuCreHHs: =03 Vi-pemod 02
Qxidation number: UV-method
BirtbHi MUPHI Kucromu: = 1,5 % ¢ nepepaxyHky Ha Cyxy Macy BERPX o1 %
Froe fafly acids: = 1.5 % of dry mass HPLC
Xonecmepor: < 0,5 % e nepepaxyHry Ha cyxy Macy
Cheleslerol: < 0.5 % of dry mass < (0,06 %
Tpuaniyepudu: = 0.5 % e nepepaxyHKy Ha Cyxy Macy
Triglycerides: = 0.5 % of dry mass <005 %
Emanon i xnopocopw: % 0,5 % emanony ™~
Ethanol and Chlorcform = 0.5 % of ethancl GC 02 %
= 10 ppm xnaopochopmy
= 10 ppm of chloroform <1 bom
!
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; . . MeToay KoHTponio Pesynbmamu
BunpoboeysaHhs (Tests) Crneyudpinayis (Specifications) {Contro! methods) (Results)
Tempauursminu®; mernodura ghipmu
Telracyclines®: in-house
- Oxcumempayuknin | < 0,30 mxa/mn (MKB) sidrosidae
- Ogxytelracycline: < 0.30 pg/mL corrasponds
- Xnopmempauuxmin: | < 0,04 mxa/mn (MKB) gidrosidac
- Chloretracycline: % 0.04 pg/mL corresponds
B ~ naxmami £ 0,008 MO/mn (MKB) memoduxa gipmu sidnoeidae
anmusiomuxu®: < 0.008 IU/mL in-house corresponds
f — lactam anlibiotics™
; Konmpone
i} mirpoGionoaiunol
; Geanenu
Microbial safety
CmepunbHICMb: TosuneH Bymu cMmepunbEuM Eur. Ph., 2.6.1 sitnosidae
Sterility: it must be sterle corresponds
| Mikonnaama™ MosurHa Gymu eidcymHBo0 Eur. Ph, 2.6.7 gidcymns
: Mycoplasma™: Negalive negaiive
Baxkmepfanohi He Ginswe 1,0 EOMn Eur, Ph., 2,6.14 (Memod A} < 0,48 EO/Mmn
EHOOMOKCUHLL < 1 EWmL < Q.48 EU/MmL
Bacterial endotoxins:
Inwii sudu xoumpono/
Qthers:
pH: 55--6,5 Eur. Ph., 2.2.3 59
Fomozennicms cycrieH3il; 72-88 maimn memoduka hipmu 82 Malan
Homogeneity of 72-88 mg/mL in-house 82 mg/mbL
SUSDEnsion;
Poanip qacmox: 90 % = 5 MKkm memoduka ipmu 95 %
; Particle size: 95 % < 10 mKM in-house 98 %
: 90% = Sum
. 95% < 10um
Tyemua; 0,97-1,03 e/mn USP-NF <841> 1,01 afmn
Density: 0.97-1.03 g¢/mL 1.01 g/mL
O6%em, Wo sumnazaemeca: | 2 1,5 mn Eur, Ph., 2.9.17 1,6 #ar
: Extractable volume: =21.5mL 1.6 mi.

i
3

flpuminmka.

o podec stpobhuumea bull cycrenaly sdiifcrioemsca Chiesi Farmaceutici S.0. A, Via San Leonardo 96 - 43122, Parma, Naly, ul etunpofyganns DpeecOsmsea He

3angsHedux chnaxonax. Ak npeuec eupobnuumea bulk cycnenair adifichioemeca Chiesl Farmaceutici S.pA. Vie Palermo, 26 / A - 43122, Parma, flaly, ui

eunIpOGYaaNNA_1D0S00AMB Ha ciepuntHill bullk cvenena, B kiwul mepminy npudamuocmi (Apy HeotXiAHQCMI) Ui sunpoSYeaHHA NPOBVOAMBCR HY (PIIGKOHEX,

Notes.

*f the mapufacturing process of bulk suspensilon Is carried out by Chigsi Farmaceutici $.p.A., Via San Leonardo 96 — 43122, Parma, ffaly. these lesls are .Qen'ormed on
sferile bulk suspension. If the production of bulk suspension is carried cut by Chiesi Farmaceutici S.p.A.. Via Palermo, 26 /A - 43122, Panma, Hafy psgfes

out on bulk sterile suspensions, Al the end of sheif-life {if required) these fests are carried out on the vials, g

CHIESI FARMACEUTICT 5.p.A. Facsimile +39 0521 774468

26/A, Via Palermo {Maln entrance: 1, Via Giacomo Chiesl) VAT IT 01513360345
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| CEPTUGIKAT SSKOCTI/ CERTIFICATE OF ANALYSIS crop. 4/4 29.08.2024 - PQK/ ]

HaliMehyaaHH], MICLEIHAX0AKEHHA Ta HOMEPK NILeH3Id BCIX AinsHUts 3 BUPOCHALTEE Ta KOHTPORIO RKOGTI / Name, location and
numbers of Manufacturing licenses of all manufacturing sites and quality control;
*  BupobHuurso in bulk, nakysauss, kOHTPONL T2 Bunyck cepil / i bulk manufacturing, packaging, control and balch
release:
Kesi @apmaveymuui C.n.A., Bla Can Ieonapdo 96, 43122, flapma, Imanig
{Chiesi Farmaceulici S.p.A., Via San Leonarda 96 - 43122, Parma, ltaly)
Jluyensus (Manufacturing license) No. al32/2024

Ceprudvikar signosigHocTi GMP ana eix AinbHuus 3 BUpoBHUUTEa Ta KOHTPOso sKocTi / Cerlificate of GMP compliance for all
manufaclring sites and quality control:
*  BupoBruytao in bulk, nakysanws, KoHTpONL Ta sunyck cepli / in bulk manufacturing, packaging, control and balch
refease;
K'eai Wapmaveymuui C.n.A., Bia Can Hleonapdo 96, 43122, Napma, Imanis
(Chiesi Farmaceutici S,p.A., Via San Leonardo 96 — 43 122, Parma, italy)
Ceprudikat Bignosigtocti GMP Ne / Certificate of GMP compliance No.: (T/42/H/2024

Texonozis supobntymsa, Komiponio ARG Wma eunyex cepit 1197075 aixapcesrozo sacofy KYPOCYPO® cyenensin Ona endompaxeansioze agedenns 80
st2lany (n9 1,5 a8 y haaroni; na d duasony & kapmouii kopobyi) GMP cmandapmans sidiosioatonts.

(Manufaciuring process, quality control and refease of the baich No. T197075 of the product CUROSURF® srspension for endoiracheal adminisiration 80 mg/m}
(1.3 mL vial; | vial in carton box) suspension for endotracheal use comply with GMP standards).

Crpasncrin 8 midmeepdarcyro, 1o wasedend suuje nichopyania € docniosipliors | monHolo.

Hawy cepito npodyiit TT97075 Gyno suzomoaneio {arrouaiow RAKyeaHNA apRYCaNHs) a KOMIP Oy iT AKoci G)'6 NPOsedenIit Ha auleRasanix sHpoGHuIY
Obwoningax ¥ noewifi cidnosionoctt 3 eusozanmn GMP, scinanosneituant sicijeatnt peeyistmopiiis OP2AHAAI, ¢ MGROXC Bidnosicno o enertivayiit, o
Atfemsmnei @ peecuipayiiinasy docee. Mpomonoan eupobumymea, NARYEAUHS IR AHCAI3IE CYN0 NERe2ATHWING 1A GOMAIOGEHO Sidnosionicne GMP.

L hereby conflrm that the above mentioned information is frue and correct.

These baich of product1197075 was manufactured {including packaging/labeling) and quality control is carvied ont in the above mentioned manufacturing area
in full compliance with the GMP requirenients sel by the local regulatory authority and in accordance with the specification located in the registration dossier,
Protocols af manufuctiring, packaging and tests were analyzed and their GMP compliance were confirmed.

Yuosngeaocena ocoba

Hama (daie} 29.08.2024

Dr. Valentina Quadrini / Ap. Banenmuna Keadpini

CHIESI FARMACEUTIC] S.p.A. Facsimile +39 0521 774468 C.C.LA.A.Parmas 159271-Pl
26/A, Via Palermo (Main entrance: 1, Via Giacomo Chlesi) VAT IT 01513360345
43122 Parma - Italy Company's Capital Euro 75MIL Meall: Post Office Box 219 — 3
Phone 435 0521 2791 (20 fines) Register of Parma Companies N, 15739 E-mail: info@chiesigroup

Chiesi Farmaceutici S.p.A.
Qualified Person
Dr.ssa Valentina Guadrini
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