Assessment report Menactra
@usufl 2C 90001/54(NB)
wanzdeuil 2C 2/55(NBC)

Wa® Sanofi Pasteur Inc. a9  Pennsylvania Usgna USA

ey

o w

I Usem anludl Unamas 9ia

ey

ydyv

LRNNLNNSURAYDOU

[

an. U9lung sasniuus (GuRaveurean ny. Useiads suznalan)

L%EJ’J“U’]@U

X2y

¢ fuAlluazndunTIy
1. gerwignisantuiining
2. BHA.AT. NETIU duanding

® PUNFWINY AT NYING

1. 5e.931afn 5551073

2. 5A.93. wanwal gunvday
® PuAGLN

1 fuUW. USeLadg Meeassy

2. 5A.(ew) un. M RRnegTium

W0 Bacteria meningococcus (N meningitides) ﬁ?uL‘fJUL%EJIiﬂ(LLUﬂﬁL%EJ) 7
nolviAnlsn dalugfelsn Woruansssniaunaznisindolunssuaion Halanunsouus
Foillalu serogroup WBg1UeY 13 serogroup LagWUINH5 serogroup (A, B, C, Y way W-
135) fuamgliAnlsadnidoiuidnaeadaldinmiusy)

Menactra +Ju Polysaccharide vaccine ?ﬂ'mL%’e] Meningococcus mj:u A CY
wag W-1351n SlﬁConjugate U Diphtheria toxoid Usgnauf8 Polysaccharide U9
antigen wlﬂﬂﬂﬂLLﬂﬂ%a%aﬂL%a Neisseria meningitides Serogroup A, C, Y uag W-135 yinlu
Uﬁawﬂ%mi centrifuge LAIRNAZNBUAIY alcohol ndntuatadefazaneuazsi
n13nse(diafiltration)



1a931nUUINS Conjugate 1ag1in Polysaccharide AilauuwanPolymer aan
LA lIUIans lun13nses uduiConjugate fiu Diphtheria toxoid M1L9a1nN3
WIzLWe Corynebacterium diphtheria #ivinlinuniieale Formaldehyde

lngPolysaccharidetiuasiiouiu Toxoid Mmien1siidansoyusiiielmgouiu
meusy Covalent Waldwahuwhliusgrslaenisnses

¢ Y
a o a

nalnN159enaMsHWAN1NN159 antibody MgNNIEANIIN capsule VBRTB
meingococcus (Serogroup A, C, Y Way V\/—135)ﬁm/l% 211 bacteria lnglaniy
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. AlANaILaIIATULUTENOUAIENAY  serogroup FIHUNaSNINT
WANANAUAITYY

[EEEN

N. meningitides Serogroup A HulA3UN121n Walter Reed Army Institute of
Research, USA Toele culture aulendu Frozen Master seed (U7l — 60° Q)
N. meningitides Serogroup C wag Y WARSNNIIURSINUAU serogroup A

won

N. meningitides Serogroup W-135 lasuu1a1n  Bureau of International
Vaccine Affair Rijks Institute Netherland
C. diphtheria seed 195011970 Massachusetts Department of Health
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. NIzUIUNITHER TulAag serotype sxiinszuiunisnanfiuiousuny
flowchart fiwuuulag N. meningitides crude paste g1 du
Polysaccharide purified bulk powder W & ¢  Polysaccharide
depolymerized tLag Polysaccharide derivative Wa11i111Conjugate
fiu Diphtheria Toxoid purified preservative free
IIl. Control of material
a. l¥finsmuauamniw arsiadinanilldlunisde feidderivue
UIMTFIUAN Pharmacopoeia and non-Pharmacopoeia grade

b. wanIsIwazLBun Material of biological origin fidesldlunnas
Funoumsraamudarimusiiieades

c. laf1LTun15911 Process Validation and Process evaluation 0
serotype 59484 Diphtheria toxoid Iaglavin 3 Juni1sudnfnsianiuy



VI.

$IURININAEBU Drug substance characterization IuLLGiagﬁf?umau
@14 .

Packagmg and container closure system of drug substance

‘1/1\‘1 4 serotype Auly 2999uI01 was 2 AnsTKER9IN Polyethylene

terephthalate coplolyester glycol modified (PETG) with high

density polyethylene screw cap lag Awsswinrildusiaaindelae

TH59dLnuaznnaay endotoxin taeld LAL TEST

N1INAADUAITUAIAD Stability of Drug substance fin1snagsy 3

batches, manufacturing scale, real time nan1snaasutduluniy

Forvunfignsds

Drug Product Batch size = 34-55 L, Usgu1a4 47,000-98,000

vials(finished product)

a. LA uUN15911 Process validation and Process evaluation @14
Formuniignads wagldfiniuseaziBenves Validation method,
validation report Tugiuwes final bulk, final product 21 NN
nsvadeulavazldenvas final bulk, final product

b. nsmueuAunldTinIsaaeuvisly Bulk, Unit dose vial(before
labeling), Unit dose vial(after labeling) uragslsinaluilo iy
mhmauaiumamumwuu s1uaztdun analytical procedure 69
LifisrwazBoniiiomedeldtuauaziiiufiauds yonaintuuda
NS IRTlaTnIsUEAs Justification of specification
‘U@\Wlﬂﬂﬂiﬂ/lﬂﬁﬁmLLaSLﬂuvLUG]’]QJQJ’Wﬁg’]u‘UEN WHO

c. Stability of Drug product

i. Bulk ladin1svinnisAnwiaaumsda 3 batches (Wum 34-55
8m5) 2-8 C, real time 30 months 19 gle Stabilities and
clinical trial batches

1. Parameter ﬁiﬁfﬁjﬁa pH, Physical examination, total
polysaccharide content, free polysaccharide ,
LAL, sterility, Molecular size, Lowry protein

i. Drug product lnfin15¥11n15@n®1 4 batches (stabilities
studies and clinical trials, manufacturing consistency),
real time 30 months, 2-8 C



1. Parameter ﬁiﬁfﬁjﬁa pH, Physical examination, total
polysaccharide content, free polysaccharide ,
LAL, sterility, Molecular size(HPSEC), Specific

toxicity, Lowry protein, Volume check

uenaniul@in1sRansands Primary seed vsnnansfusTitanEnaduly
Uszifiuveumnasiininaznis certified primary seed FanNd1959U I3 master
seed uag working seed AIFHiNFHMUAANNAIUA1INARBUYDIMSL, WSL 1899
serotype

Tunssuaumsuanldfiansands Impurity fiiedu (orocess related impurity)
FegfuanudainldgmireenluanadndusiaulivihlfiAndymiiinanfiveesiuldus
lail#udeiimpurity fanamdugniheentdludunels

algnaudranudnnislunisndninduiidetiun conjusate fu diphtheria
toxoid figiasinlvivanguslag formaldehyde usiiiosannanssananiiifivdsvols
wansliiudanismunu Adnasdsnanlvimuiaszduilinelminfiulduazaasd
N196339 Irreversibility #1114 requirements for diphtheria, tetanus, pertussis and
combined vaccine a1 WHO TRS number 800

Tun15Wa19841 Molecular size determination Wag Free protein 9alilan3
Toyanszyildinisiinseiuazaiuau mufidvualilu Product specification @
wisldmunudeyauazmstuasandsueygauddamuiiusonsuls
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1n13Anw®1 nonclinical studies a115Un15ANn®1 Primary Pharmacology
(Immunogenicity) inansanweensuls Tnardunisbiiaduldianisluny mice R
azuanangannnislatrduiiluauidiflaonisdadindn Faldsunistuasiniinig
naaeuludunou toxicity studies Tuny Rat Ingnisdadindrauiieidunistiudy
Immunogenicity waziin1sAneindunistuduinlinanszdunisadna Ab fianziy

4 4 serotype

in13aLliun1sAine Single dose/repeat dose toxicity studies ladin1sAnw
ludninnaswangvlianuguiuunsnuiivdng) 917wy mouse, rat, rabbit s



Anavdudle nanisfnwilinueinislifiaUseasdannislasuinduuasiinisAinyinig
aadinlulszrnaiinery 2-10 ¥ Feanansauandliifiuiniaduiiaunasadslunisld
Tuidin wildfnas@nen Genotoxicity Lilosa1nvaccine antigen ldanunsaLdng
nucleic DNA, d@1un13fn®1 Reproductive and developmental toxicity Wan15AneN
WU pre kag post natal maternal Ab transport ludninaassynviinseau Ab
Tugn mouse, rabbit ganinluusius Ab lugn rat snirluusduasfadulsifinase
clinical condition #Sanan® reproductive system Tu mice, rat, rabbit Tudruves
Local tolerance study wuiniaduriliannissniavluuinaddausllliingn
Ay 21nn13AnY nonclinical studies Aanuainuirdoyafiavuauaznisduasves
vsvmrgausulauazdoyanis@nwinanddiiiiuiniaduiiaaudasadoainise
gousula
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1. Yeyan1sAnwimenatinluuywd veusula clinical safety profile Sulad

Y

RTIAUazLiBULABAU Menomune polysaccharide vaccine, liwu SAE

=1

NLAMNEAgY

2. Immunogenicity Auna Polysaccharide vaccine Tagianiz g9l
nguLfinuAEIU memory response Weilin1saanszdudadunaiivilenin
Polysaccharide meningococcal vaccine(Menomune) bagNuUN1Tan A
Y9N nasopharyngeal carriage GUENL%@ meningococcal FeilAnuafise
Alésuindunazifidusialndda

3. 18U “ﬁLﬁ U Conjugated tetravalent Meningococcal vaccine fiflaay
‘UaamﬁaLLagﬂﬁzé’jugﬁﬁuﬁ’uﬁaLﬁfa Meningococcal serotype A, C, Y, W
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