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SKYCELLFLU PREFILLED SYRINGE {uSrgutlestiulsaldwinlnaadindenie
(Trivalent seasonal influenza vaccine, surface antigen, inactivated, prepared in cell
cultures) wAnnidelaasuiu 3 aewudaneius A 2 aeiusie HIND waz H3N2 uas
aeus B 1 anewude Brisbane lineage lnsanewudildlunisndntuduluniu WHO
recommendation luustazggmadidnuasduheuriusgney  laviossnvideudntios
(clear or slightly opalescent) laifinnsle Antibiotic wag Thimerosal Tun1suan

TunsuaniadulneldliSaundesly Madin-Darby Canine Kidney (MDCK)
cells lullgldnsiiusduiulsalulalafin (SPF embryonated eggs) 9t harvest wazain
ela¥alag formaldehyde arntiuianyiliuiavsudtiumsi Ultrafiltration Snaduials
lﬁLLauawuﬁvﬁmﬁuqaﬁngju Aoul NN AU TUTIALAZUTITIUNTUE U

Raw material WL Starting material ﬁwﬁmiﬁ%’m%amﬂ supplier laLuULNETT
Certificate of analysis (COA) %38 Certificate of conformance (COC) LLéjﬁLLGﬁjﬁmaﬁman
uag Historical record 984 virus strain lglunsuante 3 awﬁ’uﬁ:

Manufacturing process of DS

lun1sWdn DS (Monovalent bulks) ﬁmamuqm@mmwwmwmwémﬁq
Critical steps Wag Intermediate steps lngnsnagaun1es lnsusiay Monovalent aasla3d
gsunszUIUNIsABLde (Cell culture) LLaSﬁﬂﬁU%?j‘ﬂé (Purification process) waa1i1an
&1 (Blending and Formulation)

Characterization of DS

1n19MAdau (Physicochemical characteristics) lagnn@au Protein identity,
Glycosylation, N-terminal analysis @ Immunological characteristics (Western blot)

57104 Biological characteristics (Hemagglutination assay)

1N13AIVANANNUITANTVBS DS (Purity) Lagn1snAaaumIaIs6ae) 191909
wideaglu DS U formaldehyde, host cell DNA uag host cell protein Wudu

Quality Control of DS
Hinageuluidesiee auden1uaved European Pharmacopoeia

9111157 5AFULATY MDCK cells (MDCK cells are supplied from American
Type Culture Collection Ty cell line Min1sldlaaimlvlunisnisndnindudesiulsa



Lgndalugiuruinndn 10 Y MDCK Cell n15A1UANAUNINAILA Master cell bank Lay
Working cell bank @slsifinsuuiouvas adventitious agent

d2U Trypsin Alglun1sudntduiigiuianusswadiduaus g3usiAan
transmissible spongiform encephalopathy (TSE) Wagiin1snaa@au bovine virus
contaminate IAgHE

JURaU Process validation and evaluation, Characterization, Elucidation of
Structure and other characterization, Impurities, Control In1snaaeuny SOP ﬁﬁquLaz
#0umnlu Production batch records lngiiNan1snagaaudNIuInsgIu

Reference Standard of Material

;:Jmamisé’faﬁmmgm reference standard 210 The National Institute for
Biological Standards and Control (NIBSC)

Packaging and Container closure system of DS

1n151% Flexboy® Bag, the disposable bag for the drug substance
(monovalent bulk), dn15MA#BUIINENER Sartorius Stedim Biotech warilionanssuses,

certificates of analyses (CoAs)
Stability of DS

r;yjmamam%a%a Stability study protocol and report of DS fi 2-8 C ludw
289 monovalent bulk indna1nla5a HINL, H3N2 Lag B LieAne1 Long term stability
study WUNIANNAIAING 18 LhDu

Quality control of the Drug Product

ep

NanansayanIsAIvANANINludLYeN

Release specification and justification weludauves Final bulk was
Finished product Julunnu European Pharmacopoeia

- Analytical procedure Lag¥iNN139TIIABUAINUYNADIVDITTIAATIENAY
ICH guideline Q2 (R1)



Manufacturing Process Development

lumswanindulatn  Monovalent bulk veshSanwaudu  Final bulk
Formulation Iagle Phosphate buffered saline (PBS) LLéJ’Jﬁ’]VLiJUﬁQsLWU‘uMUﬁQ (0.25 ml
%39 0.5 ml in Pre-filled syringe) lngiin13AIUANANAINARBANTLUIUNIS

Container closure system of DP

115N prefilled syringe findnlae Becton Dickinson and Company (BD)
Medical Pharmaceutical Systems wuinlulupudemnuniiuauninuazaiulaense

Manufacture

DP w@® ¥ SK Chemicals Co., Ltd., L House Gyeongsangbuk-do, S. Korea 3
ﬂ’ﬁ(ﬂi?ﬁ]ﬁ’e}‘ULL@%Q’]U@@J?’]}ﬂAﬂW‘WWﬁ@@ﬂi%‘U’J‘HﬂWi

Controls of Critical Steps and Intermediates, Process validation

laginsnaaeuseitadunissulssfununimielidaunmuinsgruduly
AINTDANUA LATAITNAADU process validation nwuanduluanu acceptance criteria Wl
Avuall

Control of Drug Product

finsnageuluimdenise auden1muaves European Pharmacopoeia

Stability of DP

€

a

mmamam%uﬂa Long term Stability study ¥84 Final bulk 371U 3 batches

e

918U 12 1nau JHanuanIdaya Long term Stability study 984 Finished product 484
0.5 ml pre-filled syringe 312U 3 batches ﬁmqmu 12 1hOUN 5+/- 3 C

U
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ASNAITUIATULNFBINSTRASNEINE

n13nad@ayu Non-clinical studies 81484 Guideline on Influenza Vaccines
(EMA/CHMP/VWP/457259/2014) waglaaniiunisnaasuluresduifinis GLP laedinis
NAgEOUIITedIANAN® 3 Tene

1. Primary pharmacodynamics: Immunogenicity study Wag challenge study
2. Safety pharmacology: Anwlu 3 SEUUVRII9NY
3. Toxicology: Repeated dose toxicity Wag reproductive/developmental toxicity

studies

1nely reference vaccine A Trivalent Influenza Vaccine %ﬂé’sﬁwmﬁauﬁ’u
AUINUAUEATINNITOIMTUAZ LA

N13AN®1 Pharmacodynamic &l 2 n15Anw1 (Challenge studies) wag Safety
Pharmacology 3 n15@n®1 (Pharmacology Central Nervous System, Respiratory System,

Cardiovascular system) Wui1

1. Efficacy in Mice WU11 mice that were vaccinated with SK607-TIV had
sufficient ability to defend against deaths, clinical signs, weight decrease,
and body temperature declines, and they all showed comparable
protective effect to the reference vaccine.

2. Efficacy in Ferrets As a result, the administration of the vehicle, reference
vaccine, WU31 comparable immune response against all 3 virus strains

3. Safety pharmacology in central nervous system, respiratory system Wag
cardiovascular system lu rats uag beagle dogs linuiniadurinliinanu
JuRunsedanana central nervous system, respiratory system gz

cardiovascular system
ANSAENERWINGT UNISANTN

1. Single Dose Toxicity
ICR mice were intramuscularly administered with a single-dose SK607. No
deaths and no test article-related clinical signs, nor effects on body weight

or food consumption, and no macroscopic findings.



2. Repeated Dose Toxicity in Mice
Repeated dose toxicity study was conducted in ICR mice. Subacute, chronic
toxicity were assessed in 1-month treatment and 2-week recovery period; 3
administrations on Day 1, 15 and 29, following 2-week recovery period.

3. Repeated Dose Toxicity in Rabbits
Similar observations and conclusion as repeat-dose toxicity study in mice
are made in rabbit study. There were no undesirable clinical observations
related to SK607.

4. Reproductive and Developmental Toxicity
In reproductive and developmental toxicity study, there was no evidence

of maternal toxicity, embryotoxicity or teratogenicity in rats.

5. Local Tolerance

Local tolerance study was incorporated in the repeat-dose toxicity study.
The results indicate that there is no associated toxicity after treatment in

any of the treatment groups.

puINTAFuiinulasnde wazlagsiuni1sAnel nonclinical studies Tuwu
Uszihuaiuaulanndy wetiasannliiinisdnenavesiaduluansinsssiedely

NIIUNANDIUAATUAUFIBOU setunIsIIATull luansiassslatlausdudn

IRLAUMIUY

d1115UN15@n¥1 Primary Pharmacology (Immunogenicity) Anan13@ns)
gousula InefinisAnwilu Mice and Ferrets Wuinil cross-reactivity immunity #o

virus strain TnatAgsaiu vaccine strain

n13AN® Toxicology §1n19¥11n15AN®1 Single dose toxicity, repeated dose
toxicity waw local tolerance JayanIMuALAzN1TTLIBIUSENTBaNSUlALaY TRy

MsAnwnansliiuITaguinnulasnsvaiusasausuls



ANSNTUIRUARLN

nsAnw ARl Eun15MM The clinical study design and the criteria
for the evaluation of efficacy and safety were defined in accordance with the CPMP
Note for Guidance on Harmonization of Requirements for Influenza Vaccines
(CPMP/BWP/214/96), its Annex (CPMP/BWP/2490/00) and FDA guidance for Industry:
Clinical Data Needed to Support the Licensure of Seasonal Inactivated Influenza

Vaccines.
Study design

1. Phase | clinical trial (a randomized, double-blind trial)
a. IngUsrasAnIsAnwIAe evaluate the safety, tolerability and the
immunogenicity following a single-dose administration of
NBP607 or comparator, a licensed egg-based seasonal
trivalent influenza vaccine.
b. ﬂ?juﬂizﬁmﬂi total 100 healthy adults, aged 20 to 59 years
2. Phase Il clinical trial (A multi-center, randomized, double-blind, phase
Il clinical trial)
a. 1nUszasAnI1sAnYIAD Immunogenicity (HI titre) and Safety
profile
b. nauUszeIng engdaus 19 Tifluduly
3. Phase lll clinical trial (a multi-center, randomized, double-blind)
a. TngUszasAn 1sAnwifa Immunogenicity (Hl titre) and Safety
profile
b. nAuUTEYINT 1LUINAT 6 LA — 18 T

amamﬁﬂ‘m‘mﬂﬂaﬁﬂiumywéﬂumiﬁﬂm Safety and Immunogenicity

U

4.
lngingUszasananifeiigaunanisnssdugliduiuiasanulasnsievasindy
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® nN15AN®I Immunogenicity WUI1A1 GMTs i@ Antibody of
Hemagglutinin Inhibition (HI) wag Seroconversion LWulumn1u CPMP

criteria
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1L 1viinisfasiumltuvUaendeluseesend LAasUNUNITH
pharmacovigilance %38 phase IV
ASUDUNINIAYN Safety Monitoring Protocol #1115Un15inn1uA31Y
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