JILS R MEHERK
ICEH9 5&HF

AEMICRESN-BERICEIEFRVABTOEERE
F—ZHHKRAZHICKREETSIOTHY . LEHRE
BEFRAUNOEFBEMICFIRAT S LETEEEA,

F—=HHBRA=H
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s —Ex
G ML TWZRNRBL (JE5E) Mg L CTWZRWEBL (A AEE
CI confidence interval XM
FFU fluorescent focus unit WG A — ) A AL
HA hemagglutinin NET TNVTF =
TEAE treatment-emergent adverse event TR IR L - A EES
MDV master donor virus VAL =R =T AR
MVS master virus seed VAL =T ANVAL— R
NA neuraminidase AT I=H—E

EMRAE-E

B HEE E2

LAIV A TN T T T

QIv AERTELA >IN T F

Q/LAIV AEFIEAEA TN D 7 F o JaEREEa— R MEDI3250
Fluenz Tetra (BRI TOPEM4 . 2013 45 12 A 4 H&GR)
FluMist Quadrivalent CKECTOP 4, 2012 42 J 29 H KGR

TIV IMARTEALA I NPT T F

T/LAIV 3HEATAEA TN T F o (BB 2 — N MEDI-558
3EIEBIE A 7 v T 7 F > (CAIV-T)
Fluenz (BN TOREM4 . 2011 4F 1 H 27 HAFR, 2014 4E 10 H 1 HIZERY T
FluMist CKECTOPE 4, 2003 4E 6 A 17 HmaAI&RE. 2007 4 1 A 5 H 5|
7KER)
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1.5 ERXFIHERROEZERUVERORZER
1.5.1 Ch-

AVTINVEPE ANV I IVTANARNIET HA VTNV T A N RAEIRFIRE T
2 AMERFR ZREIYE CTh D,

ATV TANRE, UANVARAFNOEEBESEROGUREDE N )L, AT, B
B CHL, KODBUZHREEND I, ABIII BT, UA VAR FREITHE Y /X7 H O~
7 7 )vF = (hemagglutinin: HA) X'/ A 7 I =4 —1t (neuraminidase: NA) 73#(E L, 2022
9 HBIE, HA 13 18 FiH, NA (3 11 fiHIC /S D, HA & NA OMAE DI LD Mg
= HINT 226 HI8NIL £ TO 198 i/ S, 96 131 A SEES T\ D 2, HA I
PREARZEZ L, ZOZRE U THERER HUR Y 7 8 KOS AR (HUR
7 R) BELNTWD, FURERZRIT, VA NV ADBIGFICERRERT H5Z L THAD
PURPEDS AR E T AR T 13 b MOl bk D Z & T, R TEE, FF
(IR R CIIATITHIT T2 Z b N TWS, —F, PURRERBARIT HA HDH0IE
NA PBEFFHERIC L0 2BIOPURMEEZ S DU A LV RICEZ D H RT3, HilloA v
TNETFTANNREL LTRUT Iy 7 | EEITREEENEIR I D,

BANZH HA KON NA BFEET 223, #HRIOGFICE 2RO IT 2 < HA OFURMEDE
VMZ XY Yamagata 5568 K O Victoria RAICHFAS D, B ROMEDOREIT A T L VIS,
TATIXE AL D D72 INBIBETH B 3,

AVINZUYF T I F U OERIL, ZNODA L IV F I NRCL DA TN
DFIEZE T L, A 7N PRGBS L e BEAIEL S S EERFETHD 4

1.5.2 ERXIEERDER

AHNL, BB G OGTHEA >IN U I F o THY | EHELRITE S U7 Sl
T D, M/ TIEH W) AL 2 Bk (A/HINT BRI & OF A/H3N2 J#EiRURR) X OV B 2 1 #% (B/Yamagata
SRR ST B/Victoria RHEK) DU A N AZGEe 3 iV 7 F L LTHIE S, Medlmmune
FEDSKIENT T 2003 I RGO GEKR 2 G L7z, BRI U UM EIRES LB 2 A ()
WA Th ol BUETIT 2°C~8°C OWMEMRAFZ AIREL L2 BAl (REEA) &b,
F72. 2 %% (B/Yamagata &%t & ON B/Victoria 5&#t) @ B Ak EEGTe 4 iV 7 F 53, K[EH,
R, A HETHERESN TN D, AANZ, 95E Medlmmune #112 TG S JFRE A S &1
K [E AstraZeneca Pharmaceuticals Limited Partnership (2 X » THIFNL S 5,

AKENZ, ZNENDOY =X HICEBREINTEHEEA TV F T AL R E KB
7.0 + 0.5 Logio FFU (fluorescent focus unit) & ie, RKANZEZ ENDA 7T P07 A L ZRRIL,
RIRSIME (B AR 5 LIC UVMEIR TR E AT 2) . IREEG M (B AUFKIT 37°C T,
AFURRIZ 39°C TEI LIC K <72 %) KOS E(L (B hOA TV U YPIRIEETT L TH DLV
by hCA VTN PRIERZFI SR SRV O3 DOREEHT LV TV —H2 2 by
ANAKTH D, ZNHDOFRHEIZ LV | KRIPOFEEA 7 7 AV AT EIHFEE T
HAE L, BPAERROREYE (BAREGY) RICHEINL 0L LFRI Lz, Rtk RS IBIT 5K
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PE. HERAPED P S 2K 5 2 L IS LD,

PLED X 912, Kl saE 2 & TR M5 R Ot E OFFE N IIFRFcE 5 2 &, £z, 1€
KDEFR T 7 F A ARDF AR AN D I WEERE T IETHh H 2 L &L ENIZBIT S
BEEDA TN T 7 F AT VS A G T 2REHEGEROET 7 F 0 & LTRFEIC
HEF LT,

1.5.3 R DERE

AAFN OB ORI Z X 1.5-1 1277,

Aoz N - - - < o <75
B 3B AR X 4L, Wyeth Vaccines Research £ (Fif Wyeth £, B Pfizer 1) & OF Aviron £ (2002
12 Medimmune £E23 B IR 25, FR TIZH AT A 2 L& U —RRS 4 (3 Wyeth #1BEi# 24
7 7 AP —St) NEEBICEb -7, 20. .. MedImmune ft: (3l AstraZeneca LB
) BT L OMRGEOHEFRZ Wyeth #5157, EWNTIET A b7 B RS0 B
I o7z, 2021 - 8 ARFRT, KE, hF¥, A X7 BN, A—A Z7 V7, F
W, MO A THERBIN, REFBEXZ 1{E6700 T R—XMEH I TWD,

Ercir, 72 k7 exsktats 0 = 4 I e
Fhi L. 20 = | A < I A B CEGE L, DD ORI BT B ER R
PR SRR DEE - BIS A E 2. TR~ 18 MO BANNEE xR L LI EIELIL T 5
AR CEHERRR, KON 2m~6 DO A RNNEEZ R E LTcA—T 0 T~ Lo 2 2D
BULAREREZ T 2 N7 B RSN F5 0 L=,

2014 )1 1K E Medimmune #: & 55— = kA & ORI TR S T A £ v RIS
EOE B SHEEOALRE - s F oSt BE =3, AT v 7RG
2t FH- A SO RES) NENBRRICSET D Z L L b | RUERTEARPEEIT
Fi— S IHRAHNT S 2 bichot, Hisck L, 7 X b7 Exapstats 0] & ]
G Bl 020 FPNEEEtTreevah B BN BIM  020 GRS
L. I - s L7, £ b Sk s F ok
Fi—=tr 47y rstatt) 2 20w | I
FHRE L7,

2016 4 6 AIZHLERFEARHFFE LTV, FEOEETT X b7 B IR 1350 L 72
FBIULFERBRO 5B, TE~18 D HARNNEE RS E LI BIER{L 7 T AR R B et
BRITEHIERE LTHERAT 2 2 &M TE il 2ole, 2D, 2016/17 > — A IZH— =3k
RS H23 F200 U 7258 ARG &2 HEE RN B D D Z &2 o 72,

1.5.3.1 B BT SRS

fRIRBIME, RSN, KOS HEEORBMEGT 298 EA 7NV P UL LV ARD~
2B — RF—7 A LA (master donor virus: MDV) %, | GNNNNNNGGEGEG --
B> L= A/Ann Arbor/6/60 K UF B/Ann Arbor/1/66 % Fit %, HA K UNNA O 2
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ODBIGTNIA TN T AN REER 2SO 6 SDDEALFIZMDV Z AN T, A
YINT YT AN AEFU L IR 8 DDA T % Vero MIBICHAL, U N—ZAV =T 4
I AEIZ K~ A H = A )L A — R (master virus seed: MVS) %545, KD MVS %
FIEILSPF (FrERIRAE T Y —) BEBIVOIRIEVERICHERE L, SR L ICHE e 5, ~—
N2 N TA N R e G REER Z > —F im0 A o 2 B8 ARl A L0
FERLRHE LTct2. U A NV ATRER OARE OCERE A 21TV, BREZET 2, T XTOR
FE L AR 2 IR G L TR IV 7 AR L, e IO RIE LA 2,

1.5.3.2 FERRIRERER D LR
1.5.3.21 FIEEAER

AHNX, Trivalent Live Attenuated Influenza Vaccine (T/LAIV) DO#uBH], HEfAl, kT
Quadrivalent Live Attenuated Influenza Vaccine (Q/LAIV) D& e SIAIDIAIZBAFE A E D 5 iz 7=
W, KRAOGME (D)) NERRETH D Z L O % BB SEEERER 2 50 L 72,

T/LAIV O aEHN & O e 44 O SR FH RetE (G JibE, O A L A2 — 0 KDY
A TNT YT ANV ZABERRIC K DREBEITT 2 PR 2. 7= by FEHWTEE
L7z, ZORER, WTHOIERRZRVRE & M A) & s A CRIRE CTh > 7o,

Q/LAIV |ZE8 L TiE, Yamagata 5&2#5 % O Victoria SZR#HED BT 7 F > 7 A L A [l LD % ET
VWO RTREMEZ T T A VR & B e 2 A R OE NI O U A LA %Gt BAmERLA A v
T, 7= by MIBITAHURMOHEIZ L - TRl L7c, ZNENRR DU A VA EBED
HoEED 2 A TR L7258, W9 o B S HUAM I3 AR RA & RIRRETH Y |
Yamagata %t % U8 Victoria S HE DPURISE N FHIIA BN R oo T,

Q/LAIV KON T/LAIV OELZ M EE . 7= by FEAWTRHMIi L2, ABEK OB AT 7
F T A N AR ETEL G DT D QLAIV THEM L -/ R, Wi h o fF1 5 5k,
B X2 — 2 ROV RIE T/LAIV E[RRRE CTh o7, L > T, Q/LAIV OHKHEZK
FerEix, < OFEHIEERH D T/LAIV L [RRRETH 5 & fim S iz,

LRSI T M L7227z, 7238, Q/LAIV KON T/LALV 1, 8 TIEIA < BRIR °fF
HE, MEROHRAZRBNTLEEET 0 7 7 A VPSS TEY  Fe7=by P2V
T AE R G ERER Tl T8, MR, ROV~ OB T, K, i, KTV
72 £ ORFEHHBE T RIREIC b REORBIIRRO bk o T,

BRSPS . ) PR AR RER . RO EhRERER 13 520E L 72 o 7,

1.5.3.2.2 =R

Q/LAIV X T/LAIV Z B E & U, R G-, AGEss A mtali, K& OMRAIM
PERBR 2 Z N2 GLP [ZHEIL L C 3366 L 7=,

SMEFMEIX. Q/LAIV XU T/LAIV % 7o BUE # 5-33 alliR o0 BRI B2 (TRl L 7223,
EHHEMEITRD DNRD 5T,

A G- HERERIL. QLAIV KON T/LAIV Z W TEhZEh 7 =Ly NTEMELZ, D
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fESE. Q/LAIV KON T/LAIV & HICE O ITA LT, —BIRIEEIEZE (T8, LKLY,
PR B de) . BEELOBIZE, RIRRIE., KEHAVE, Mk FrmA, kA romd,
PREFAT, SRR, B AR AT . S OVE BB A | BRI B 3 2 B AT D iz o
7o Q/LAIV KON T/LAIV & & IIZH AR BRI SRR O BIERIE DRI b7y, RAEEK
%IRRT, v F Ak b @m0 R b E B x bz,

B n g BR M O AU R PR BR 1358 0E L 72 o 72,

g AR L. QLAIV KON T/LAIV ZHWTZEnEhT v FTEMi L=, £7-.
T/LAIV ZHWTC7 = by N THEN Lz, TOMEER, FRBRICBO T, —fRikEgs, (RKE
WE, BEEERIE. MR, REE, ZhhE, ﬁ%ﬁj’gbkﬁﬁ KB Ok, FIREL
BIRE AT - TR RS, WM, IR IR AR, PR, fR IR DAL - Pl - B AR A
HHPERFEN S, ATRIITE], AR HPER, iﬁéﬁﬁéiﬁ%@\ié4aiﬁ¢\%
FLER, MR, FrAERARE, HAERO—MBRRE, FEROFIR, AT HIRFEER IR FEICH
B2 B ITRD Sl o T,

JR TR E (X SR B G- B O TRl L7, BER L7k 512, 97 F Ikt 25—
DJFITEAL & U TEKEIED BPERIEN 4 BTz,

ARAIEMERRBR 1T, T/LATV 2T U CHEME Lz, ZORE, LK OABRIZRd 2]
IR b o7,

L7zid> T, miEBRofRICE N TOREME EORMBEE RET 5 6Ok &l L7z,

1.5.3.3 B PR AR ER D BEBE

2021 4F 8 A WA, R TE DGR RER T T/LAIV b L <13 Q/LAIV 28 59000 4 % 2 5 /A
AT T ELL B STV 5, EN T, BARNNEZ RS E Lz QLAIV Z Wiz 3
DOERKRER (5 W77 AR5 BERER L O WA — 70 F ~ L akliR) 2 %Ehi L7,

AHEKGBHFEORMIERE LT, 2 W~18 WD HARAN N ZxtG & Lz 7 &R a5
(VNO0107-A-J301 35R) D plif& % A MER OVZ RMEOFHHIZ AV, 2 5%~6 kD A AR NN %
%G L LT-IEEMIERTIEBR (D2560C00007 35R) O Aliik % 22 &M ORI V=,

Mk - AR RER (AV006 Year 1 3Rk, D153-P504 7k, D153-P513 ik, &Y
MI-CP111 §Bk) OFEREZBEZX TRE L&D, YEEKRAREZS2EGRE L, BA
N TOEBARRAIL, RAZRISE LR (D145-P501 35 & OF D153-P800 ##k) T DA
FHLTWD Z &b, HEBKRBRAESEER L L, 7o, WE - WiSOFn, V27 F
U A NVADIEEE, IR~ ORE MBI X DN E BARNEXIG L U BB D 2

IR R R T 2 BE LA RIT AN OBRRR A S EGE & LCRIA LAl L
720 AR OERHFERHZANER VL EMEOFTHIE R Lo, BARNNREXG L L7 T &
Ao EEER  (D2560C00006 #RER) &, 7KGEHIFERICA RIS A 2 8 5 2 L 23 L7z
7eh, BRMEOR RO I % SEBERE L TR LTz,
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1.5.3.3.1 BB O BEHE

2 ~18 WD HARNNRZ R E Uiz, 8 I MEERT T A% R ZHE AR
(VNO107-A-J301 #&BR) Ti&, 911 4 % Q/LAIV BEXULT 7 B R 2:1 O CHEEESIZE D
P 1 B U Te, ZORER, TXTORBERIC L 5 A > 7 v PR OIIERIT, QLAIV
BEDY 25.5% (152/595), 7" BREEA 35.9% (104/290) T, AL 28.8% (95%(F #H X [H]
[confidence interval: CI] : 12.5~42.0) Toh V., AH| 1 [FEFEIC LD BARNNETOA 71
T PR ORIE FIHRIR DR SN, BIREHIEE Th S HURME—ERIC L 51 v 7 e
PIREBORIELRIT, Q/LAIV BEA 10.9% (65/595). 77 BREEN 17.2% (50/290) THY ., A
Zh%IE 36.6% (95% CI: 6.5~56.8) Th -7,

1.5.3.3.2 RZERECEY BN #RE

AVTNT YT 7 F ROV E G 1 EEREOG R R SN T T
Rt IEERERIZ. AV006 Year 1 35 &% OV D153-P504 ik (145H) TH D, TN HRBRTO 1[4
PR OFNEIL, ZNZI 888% KN 563%TH Y, A v INVT T 7 F U AEREDN 6
~71 H AO/PNRIZ | [FHEEETHOIRDHIFF TE 2 2 ERRBENTZ, 70, 3lAREA > 7
LT 7 F 2 (trivalent inactivated influenza vaccine: TIV) %IHEFER CT&H 5 MI-CP111 &
Tl A TN YT 7 F OB O 72V NRITIE 2 [BIEERE, SR O & 2 /NI 1 (A8
fi &7z, MI-CP111 RERCI%, BERERIESIOAZPEMITIXFE ST e o 72720, 1 [
BEREC D TIV ISk D ARSI 2 a8 3 2 72 OB INFRNT 2 52k L7z, & OfER, 1 [AIEEFE
OFXIEINEIL S11%THD . A TN U I F U EREOH 5 6~59 5 A D/NRIZk
LTAK T EERETH TIV LD @WEIMER IR TE 2 2 LRI N,

b s 3 RBRICE VT, 6 AT O/NE TOARNED SHEEEIL 1 BIEEFE L Y 2 (a5
DIEIVBFHNEDOD, A TN YT I F BB OFEIZ )b ST, EERO/NETYH
1 [EHEFETA 7N IS D RIE TR DB IIFRFCE D & B R T,

1.5.3.3.3 T2 DOBEE

AR RO AAR NN 25t & UCHM L7 2 D08 AR TR EH1ZRD S, ik
BRIE LB O & 5 HERAFEFRITWME SR T2,

VNO0107-A-J301 3R T 2 i ~18 ik /NI B L7 FFEA FHRORELHEIT, Q/LAIV B &
7T R BEOMICTHE RN 2D o T, 2 BEB ORBLROZEN 2%LL BT, Q/LAIV BEDOFHLH
DI R@ED > TR EAFEFRIIEK - BEEEV THY | BIEOET 52% Tho7, 1HEEK
PRI B L= A EHS (treatment-emergent adverse event: TEAE) DFHLHE ¢, Q/LAIV #f &
TR CHEEREZIRDONT, BT a7 7y A VB WEETHEELL T\, FB &,
HAE[E 405 0O TEAE DY 7 70— 7T T 6, Q/LALV FEE 77 £ AR FED TEAE D3 BLRIZH
DINREITH O Lol

D2560C00007 #ER T 2 ii~6 i O/NAICHRB LB EAEFLRO Y b, b RIEOE N>
TeFRIT R B (51.0%) Th-o7-, TEAE OFHBIRIT 42.0% Th -7, 73T TEAE
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FRETHY | Kb X ALNTFGITRMEEAK (13.0%) Tholz,

PLEDS . ARENL 2 ~18 D B ARNNE~OBEIZ OV T, 228tk OB OB E&ITHE
OO T,

T/LAIV 358 T 24 % A K O/NRITRGIS DR RS 7T VDR S VTV D 7o RANLZ
S OIAES VK L Cls SNen, AFIORMCETIE, HONRBAE R L TWEE,
HERBMREBIZHES TWD Z R LRE AR ATRIMFN S 2 EEDT LLF
Kty (TF747F%0—728) BboE, SVELOEEAMR, Vo Nl SEREME HIV
Y MREPESRE R AE R E OB, IR A REORIB G AT a A R & O iEc
DESIRAICAREAR R TH HE . KO HR AR A Y E LR E LT D, 723, Kﬁ@®LI
FRIZIZ, BI9F v, Fra~Ar, KOBIIZRAWTNWD, if v 7oA L A3
AHNONRAEWFT D AREER S D, VU FABREIRN, r7a7 o7 F R UL AT
= T ABIZ K DIEREZIT T L5E81E, AR EEICERE T & Th 5, HEEONEXILTE
EIPE DG 2 A9 2 b DOITIE, EFRIRIES & B2 U0 & O HBr 2 [ E (24T, R LT
T _RETHDH, B TO T/LAIV OLZE2MET — X 13+ TR0z, #3lm~ofHiE
18 EOA MR ORFLRE DA ML ZRE L RALOMG SUIH A RETT 2 2 LN nE L
EZ D,

VNO0107-A-J301 3R CTl, Q/LAIV #f 608 £ H 11 4 (1.8%) (ZVRBRHE & DR FEIR DS E
TERWAFFRGL LTA V7V FRdsE S, 20T X TOWERE S QLAIV HIkD
A TNEYFTANARBHENT (11 4 10 425 B BUZEME, 1405 A B ONB B
PE), AANT, #EFE 1~2 AR LV BENS T 7 F o U4 NV ADOPRERA LN BERH D | 3
~8 BIIZE— 7 IZET 5, QLAIV HEDA 7 VT U 7 A )V ANEIE S 7z 11 £ 3AH]
BEFRED 2~8 HIRICA V7NV U WIERERBLL, D HH 9 AldA v 7z iR
TEICBAICHIER G 2R LTz, £D% PCRICTRESNIZA v 7N 7 A L ZADRT
HEMA I TS 2R LR e —B LT\ &b b7 &b 1 BERET
HHERAIC LV U 7 F oA V26 U TR 2 R T rIREME B 5 2 L IZTEE RS LB T
H 5,

154 RiE9T S8 - IR, RUAE - BHE
FREORGEICHES X LT ONE CTREGERGEARBGE 21T 9,
HE « R A v 7N DT
VG - AR 2@ E 19 RmEOFEIZ, 02mL & 1 [B] (FEERNIC 0.1 mL %2 1 M%),
BIENICEZET 5,

155 BHERUVAERMY

AFNL, L TFORCTEGFEOA TN U I F o LR | s ClE 10 FE2 B2 5 H
FERD D,

o BFENICHRET A VI N UV EAET I F U TH D,
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AKFNCEENDA TN P U AN ZRE, ARIESE, RSN, XU EO 3
OOREERET DV T =2 NTANVAKTHD,

AIENICHFE S N8 8mEA TN T A )L AN BIHGREE CHAGE L | B ARER G4
FHEIN D LRI U T, W RE R St 2358 T 5 Z L IS LD,
TSI TICEE R 2 O TRIEIZEZE T 5720 $HRRIO TN e < | TS
DRLBELIENR 72 & DIEFTENL SR & 720, R (SR DO L x 5 2 34, Do
fEfEICA TN PO TN TE L LEZHND,

Al ENTHER U7 R RBREA SN A #EA O BERRBRAE D D . A ORI OV

etEzitii L. LT ORRME LT,

2%~ 18 kA xR & LIz EN T T & AN RERAR R C ., HURMEZ B 72\ 4 T o 5Bk

WZEkBA 7T R ﬂbf%ﬁ?%%%%rbto
25%%8@®HKA¢M B OAEKORZEMET 07 7 A ISNEANNEEFELL Tk
D\ik\HKA%ﬁ@ﬁ%%%@%%ﬂL%ﬁ$®%Wﬁ%$% IROHNT, BAA
INRIZH Z R EORE 2 MEHTE 2,

PLENS  AKBNIBEFO U 7 F o L3R D8 2B T2 LWA A DA 7V oYU

JF LT, A VTNV FORIETHHOF AR FEICR S LHI/FEIND,

156 SEXER

1.

Kim H, Webster RG, Webby RJ. Influenza Virus: Dealing with a Drifting and Shifting Pathogen.
Viral Immunol. 2018;31(2):174-83.

Liu WJ, Wu Y, Bi Y, et al. Emerging HxNy Influenza A Viruses. Cold Spring Harb Perspect Med.
2022;12:a038406.

Petrova VN, Russell CA. The evolution of seasonal influenza viruses. Nat Rev Microbiol.
2018;16:47-60.

Cox NJ, Subbarao K. Influenza. Lancet. 1999;354:1277-82.
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1.6  SNEIZETHEARKEZFICET LIER
AFNE. MedImmune £1:7% 2003 4 6 HIZK[E 2011 4 1 HIZERIN THRRBZ BGF L T\ 5,
KE R OWINDEZBANRZ R 1.6-1 ITRT,
2021 4% 8 HBITE, AKX, KE., B4, BN, A—A M7 U 7 &5 30 UL EOEIIH
CHEARE SN TN D,
& 1.6-1 XKERUMRMOEAERNE

- Mk K MR
WRFc44 FluMist / FluMist Quadrivalent Fluenz / Fluenz Tetra
AGRAEA B | 200346 H 17 B (Trivalent) 3 HIA 2011 4= 1 A 27 B (Trivalent)
2007 41 A 5 H (Trivalent) Bl 2013 412 A 4 A (Quadrivalent)

201242 H 29 H (Quadrivalent)

AR - G | ARAIE 1 R 0.2 mL ASFoHE SN 7 S | AT, REE. 0.2 mL T 147V
FHITH D, 1070405 FFU*% & e

WEE - BB | AANL. KAFNCEENRDA T AR | 24 5 A 18 mRmICBIT 5 A 7
LOBHEDIANVARIZE DA TV O | FOTE, AANL, YROHERIZ LR ->T
FBHAER T 50 7 F 0 Th 5, B LZaidiudze 57au,
AFNL, 2 w5 49 1 F TO/NE R O A
LT ERTWA,

JE - R | AFNILLTOR T P a2 — W L2 TR | 24 5 UL EO/NR R OEDE 02 mL (K4
T 5, JEexs 7= v 0.1 mL)

i R Al a—)b WEICE{HMEA TN OB AT T
2E~8 T | 1mDuT2me |2 mEERT A || 2DV, D Ed 4 ZET T
4[] 0.2 mL AE 1 AL || 2B HOBEEEZITY 2 &,

Miba & BV THE || 24 % H AR ORI KOS Tld, AR K& OV
T T WOBEERMA LS FEESND 2 L b,
I ~49 ik A, 02m - N

KA ERREEAS Ao pRE T | e L TR B

ST, DU FUBREICE D 1 B 2 B
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
FLUMIST® QUADRIVALENT safely and effectively. See full prescribing
information for FLUMIST® QUADRIVALENT.

FluMist® Quadrivalent (Influenza Vaccine Live, Intranasal)
Intranasal Spray

2022-2023 Formula

Initial U.S. Approval: 2003

INDICATIONS AND USAGE
FluMist Quadrivalent is a vaccine indicated for active immunization for the
prevention of influenza disease caused by influenza A subtype viruses and
type B viruses contained in the vaccine. (1, 11)

FluMist Quadrivalent is approved for use in persons 2 through 49 years of

age. (1)

For intranasal administration by a healthcare provider. (2)

Age Dose Schedule

If 2 doses, administer at
least 1 month apart

1 or 2 doses?,

2 thi h 8
years through 8 years 02 mL® cach

9 years through

b -
49 years 1 dose, 0.2 mL

1 or 2 doses depends on vaccination history as per Advisory Committee on
Immunization Practices annual recommendations on prevention and control of
influenza with vaccines.

b Administer as 0.1 mL per nostril.

“-” indicates information is not applicable.

Each 0.2 mL dose is a suspension supplied in a single-dose pre-filled
intranasal sprayer. (3)

CONTRAINDICATIONS

e Severe allergic reaction (e.g., anaphylaxis) to any component of FluMist
Quadrivalent, including egg protein, or after a previous dose of any
influenza vaccine. (4.1, 11)

e Concomitant aspirin therapy in children and adolescents. (4.2)

o In clinical trials, risks of hospitalization and wheezing were increased in
children younger than 2 years of age who received FluMist (trivalent
Influenza Vaccine Live, Intranasal). (5.1)

e Children younger than 5 years of age with recurrent wheezing and persons
of any age with asthma may be at increased risk of wheezing following the
administration of FluMist Quadrivalent. (5.2)

e If Guillain-Barré syndrome has occurred within 6 weeks of any prior
influenza vaccination, the decision to give FluMist Quadrivalent should be
based on careful consideration of the potential benefits and risks. (5.3)

e FluMist Quadrivalent has not been studied in immunocompromised
persons. (5.4)

ADVERSE REACTIONS
The most common solicited adverse reactions (> 10% in vaccine recipients
and at least 5% greater than in placebo recipients) reported after FluMist were
runny nose or nasal congestion (ages 2 years through 49 years), fever over
100°F (children ages 2 years through 6 years), and sore throat (adults ages 18
years through 49 years). Among children and adolescents 2 through 17 years
of age who received FluMist Quadrivalent, 32% reported runny nose or nasal
congestion and 7% reported fever over 100°F. Among adults 18 through

49 years of age who received FluMist Quadrivalent, 44% reported runny nose
or nasal congestion and 19% reported sore throat. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact MedImmune
at 1-877-633-4411 or VAERS at 1-800-822-7967 or http://vaers.hhs.gov.

DRUG INTERACTIONS

o Antiviral drugs that are active against influenza A and/or B may reduce the
effectiveness of FluMist Quadrivalent if administered within 48 hours
before, or within 2 weeks after, receipt of the vaccine. (7.2)

e In clinical trials, in children 6 through 23 months of age, FluMist was
associated with an increased risk of hospitalization and wheezing. (8.4)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.

Revised: 8/2022
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

FluMist® Quadrivalent is a vaccine indicated for active immunization for the prevention of influenza

disease caused by influenza A subtype viruses and type B viruses contained in the vaccine [see

Description (11)].

FluMist Quadrivalent is approved for use in persons 2 through 49 years of age.
2 DOSAGE AND ADMINISTRATION
FOR INTRANASAL ADMINISTRATION BY A HEALTHCARE PROVIDER.

2.1 Dosing Information

Administer FluMist Quadrivalent according to the following schedule:

Age Dose Schedule
2 vears through 8 vears 1 or 2 doses?, If 2 doses, administer at least
y ghey 0.2 mL® each 1 month apart
9 years through 49 years 1 dose, 0.2 mLP -

@1 or 2 doses depends on vaccination history as per Advisory Committee on Immunization Practices annual
recommendations on prevention and control of influenza with vaccines.

® Administer as 0.1 mL per nostril.
“” indicates information is not applicable.

2.2 Administration Instructions

Each sprayer contains a single dose (0.2 mL) of FluMist Quadrivalent; administer approximately one half
of the contents of the single-dose intranasal sprayer into each nostril (each sprayer contains 0.2 mL of
vaccine). Refer to Figure 1 for step-by-step administration instructions. Following administration, dispose
of the sprayer according to the standard procedures for medical waste (e.g., sharps container or

biohazard container).
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Figure 1
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With a single motion, depress Place the tip just inside the
plunger as rapidly as _ other nostril and with a single
possihle until the dose- Pinch and remove motion, depress plunger as
divider clip prevents you the dose-divider clip rapidly as possible to

from going further. from plunger. deliver remaining vaccine.
@ ] B~ DO NOT INJECT. DO NOT USE A NEEDLE.

Note: Active inhalation (i.e., sniffing) is not required by the patient during vaccine administration.
3 DOSAGE FORMS AND STRENGTHS

Each 0.2 mL dose is a suspension supplied in a single-dose pre-filled intranasal sprayer.
4 CONTRAINDICATIONS
4.1 Severe Allergic Reactions

Do not administer FluMist Quadrivalent to persons who have had a severe allergic reaction (e.g.,

anaphylaxis) to any component of the vaccine [see Description (11)] including egg protein, or after a

previous dose of any influenza vaccine.

4.2 Concomitant Aspirin Therapy and Reye’s Syndrome in Children and Adolescents

Do not administer FluMist Quadrivalent to children and adolescents through 17 years of age who are
receiving aspirin therapy or aspirin-containing therapy because of the association of Reye’s syndrome
with aspirin and wild-type influenza infection [see Drug Interactions (7.1)].
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5 WARNINGS AND PRECAUTIONS

5.1 Risks of Hospitalization and Wheezing in Children Younger than 24 Months of Age
In clinical trials, risks of hospitalization and wheezing were increased in children younger than 2 years of
age who received FluMist (trivalent Influenza Vaccine Live, Intranasal) [see Adverse Reactions (6.1)].

This observation with FluMist is relevant to FluMist Quadrivalent because both vaccines are
manufactured using the same process and have overlapping compositions [see Description (11)].

5.2 Asthma, Recurrent Wheezing, and Active Wheezing
Children younger than 5 years of age with recurrent wheezing and persons of any age with asthma may
be at increased risk of wheezing following administration of FluMist Quadrivalent. FluMist Quadrivalent

has not been studied in persons with severe asthma or active wheezing.

5.3 Guillain-Barré Syndrome

The 1976 swine influenza vaccine (inactivated) was associated with an elevated risk of Guillain-Barré
syndrome (GBS). Evidence for causal relation of GBS with other influenza vaccines is inconclusive; if an
excess risk exists, based on data for inactivated influenza vaccines, it is probably slightly more than 1
additional case per 1 million persons vaccinated'. If GBS has occurred within 6 weeks of any prior
influenza vaccination, the decision to give FluMist Quadrivalent should be based on careful consideration

of the potential benefits and potential risks.

5.4 Altered Inmunocompetence

FluMist Quadrivalent has not been studied in immunocompromised persons. The effectiveness of FluMist
has not been studied in immunocompromised persons. Data on safety and shedding of vaccine virus after
administration of FluMist in immunocompromised persons are limited to 173 persons with HIV infection
and 10 mild to moderately immunocompromised children and adolescents with cancer [see Clinical
Pharmacology (12.2)].

5.5 Medical Conditions Predisposing to Influenza Complications
The safety of FluMist Quadrivalent in individuals with underlying medical conditions that may predispose

them to complications following wild-type influenza infection has not been established.

5.6 Management of Acute Allergic Reactions
Appropriate medical treatment and supervision must be available to manage possible anaphylactic
reactions following administration of the vaccine [see Contraindications (4.1)].

5.7 Limitations of Vaccine Effectiveness

FluMist Quadrivalent may not protect all individuals receiving the vaccine.
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6 ADVERSE REACTIONS

6.1 Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in
the clinical trials of a vaccine cannot be directly compared to rates in the clinical trials of another vaccine

and may not reflect the rates observed in practice.

This safety experience with FluMist is relevant to FluMist Quadrivalent because both vaccines are
manufactured using the same process and have overlapping compositions [see Description (11)]. A total

of 9537 children and adolescents 1 through 17 years of age and 3041 adults 18 through 64 years of age
received FluMist in randomized, placebo-controlled Studies D153-P501, AV006, D153-P526, AV019, and
AV009 [3 used Allantoic Fluid containing Sucrose-Phosphate-Glutamate (AF-SPG) placebo, and 2 used
saline placebo] described below. In addition, 4179 children 6 through 59 months of age received FluMist
in Study MI-CP111, a randomized, active-controlled trial. Among pediatric FluMist recipients 6 months
through 17 years of age, 50% were female; in the study of adults, 55% were female. In MI-CP111,
AV006, D153-P526, AV019, and AV009, subjects were White (71%), Hispanic (11%), Asian (7%), Black
(6%), and Other (5%), while in D153-P501, 99% of subjects were Asian.

A total of 1382 children and adolescents 2 through 17 years of age and 1198 adults 18 through 49 years
of age received FluMist Quadrivalent in randomized, active-controlled Studies MI-CP208 and MI-CP185.
Among pediatric FluMist Quadrivalent recipients 2 through 17 years of age, 51% were female; in the
study of adults, 55% were female. In Studies MI-CP208 and MI-CP185, subjects were White (73%), Asian

(1%), Black or African-American (19%), and Other (7%); overall, 22% were Hispanic or Latino.

FluMist in Children and Adolescents
The safety of FluMist was evaluated in an AF-SPG placebo-controlled Study (AV019) conducted in a

Health Maintenance Organization (HMO) in children 1 through 17 years of age (FluMist= 6473,
placebo = 3216). An increase in asthma events, captured by review of diagnostic codes, was observed in
children younger than 5 years of age who received FluMist compared to those who received placebo
(Relative Risk 3.53, 90% CI: 1.1, 15.7).

In Study MI-CP111, children 6 through 59 months of age were randomized to receive FluMist or
inactivated Influenza Virus Vaccine manufactured by Sanofi Pasteur Inc. Wheezing requiring
bronchodilator therapy or accompanied by respiratory distress or hypoxia was prospectively monitored
from randomization through 42 days post last vaccination. Hospitalization due to all causes was
prospectively monitored from randomization through 180 days post last vaccination. Increases in
wheezing and hospitalization (for any cause) were observed in children 6 months through 23 months of
age who received FluMist compared to those who received inactivated Influenza Virus Vaccine, as shown
in Table 1.
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Table 1: Percentages of Children with Hospitalizations and Wheezing from Study MI-CP111?

- - 5
Adverse Reaction Age Group F::?AN')S t Actlv?n(/':;)ntrol
Hospitalizations® 6-23 months 4.2% 3.2%
(84/1992) (63/1975)
24-59 months 2.1% 2.5%
(46/2187) (56/2198)
Wheezing® 6-23 months 5.9% 3.8%
(117/1992) (75/1975)
24-59 months 2.1% 2.5%
(47/2187) (56/2198)

@ NCT00128167; see www.clinicaltrials.gov

b Inactivated Influenza Virus Vaccine manufactured by Sanofi Pasteur Inc., administered intramuscularly.

¢ Hospitalization due to any cause from randomization through 180 days post last vaccination.

4 Wheezing requiring bronchodilator therapy or accompanied by respiratory distress or hypoxia evaluated from

randomization through 42 days post last vaccination.

Most hospitalizations observed were due to gastrointestinal and respiratory tract infections and occurred
more than 6 weeks post vaccination. In post-hoc analysis, rates of hospitalization in children 6 through
11 months of age were 6.1% (42/684) in FluMist recipients and 2.6% (18/683) in inactivated Influenza

Virus Vaccine recipients.

Table 2 shows pooled solicited adverse reactions occurring in at least 1% of FluMist recipients and at a
higher rate (= 1% rate difference after rounding) compared to placebo post Dose 1 for Studies D153-P501
and AV006, and solicited adverse reactions post Dose 1 for Study MI-CP111. Solicited adverse reactions
were those about which parents/guardians were specifically queried after receipt of FluMist, placebo, or
control vaccine. In these studies, solicited reactions were documented for 10 days post vaccination.

Solicited reactions following the second dose of FluMist were similar to those following the first dose and

were generally observed at a lower frequency.
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Table 2: Summary of Solicited Adverse Reactions Observed Within 10 Days after Dose 1 for
FluMist and Either Placebo or Active Control Recipients in Children 2 through 6 Years of Age

Studies D153-P5012 & AV006 Study MI-CP111°
FluMist Placebo® FluMist Active Control¢
N = 876-1759¢ N = 424-1034¢ N = 2170¢° N = 2165°
Event % % % %
RL,‘\I””V Nose/ 58 50 51 42
asal Congestion

Decreased Appetite 21 17 13 12
Irritability 21 19 12 11
Decreased Activity
(Lethargy) 14 11 7 6
Sore Throat 11 9 5 6
Headache 9 7 3 3
Muscle Aches 6 3 2 2
Chills 4 3 2 2
Fever

> 100°F Oral 16 11 13 11

> 100 - < 101°F Oral 9 6 6

> 101 - < 102°F Oral 4 3 4 3

a NCT00192244; see www.clinicaltrials.gov

b NCT00128167; see www.clinicaltrials.gov

¢ Study D153-P501 used saline placebo; Study AV006 used AF-SPG placebo.

4 Inactivated Influenza Virus Vaccine manufactured by Sanofi Pasteur Inc., administered intramuscularly.

¢ Number of evaluable subjects (those who returned diary cards) for each reaction. Range reflects differences in data
collection between the 2 pooled studies.

In clinical studies D153-P501 and AV006, unsolicited adverse reactions in children occurring in at least
1% of FluMist recipients and at a higher rate (= 1% rate difference after rounding) compared to placebo
were abdominal pain (2% FluMist vs. 0% placebo) and otitis media (3% FluMist vs. 1% placebo). An
additional adverse reaction identified in the active-controlled trial MI-CP111 occurring in at least 1% of
FluMist recipients and at a higher rate (= 1% rate difference after rounding) compared to active control

was sneezing (2% FluMist vs.1% active control).

In a separate saline placebo-controlled trial (D153-P526) in a subset of older children and adolescents
9 through 17 years of age who received one dose of FluMist, the solicited adverse reactions as well as
unsolicited adverse reactions reported were generally consistent with observations from the trials in
Table 2. Abdominal pain was reported in 12% of FluMist recipients compared to 4% of placebo recipients

and decreased activity was reported in 6% of FluMist recipients compared to 0% of placebo recipients.

In Study AV018, in which FluMist was concomitantly administered with Measles, Mumps, and Rubella
Virus Vaccine Live (MMR, manufactured by Merck & Co., Inc.) and Varicella Virus Vaccine Live
(manufactured by Merck & Co., Inc.) to children 12 through 15 months of age, adverse reactions were

similar to those seen in other clinical trials of FluMist.
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FluMist Quadrivalent in Children and Adolescents

In the randomized, active-controlled Study MI-CP208 that compared FluMist Quadrivalent and FluMist in
children and adolescents 2 through 17 years of age, the rates of solicited adverse reactions reported
were similar between subjects who received FluMist Quadrivalent and FluMist. Table 3 includes solicited
adverse reactions post Dose 1 from Study MI-CP208 that either occurred at a higher rate (= 1% rate
difference after rounding) in FluMist Quadrivalent recipients compared to FluMist recipients or were
identified in previous FluMist clinical studies (see Table 2). In this study, solicited adverse reactions were
documented for 14 days post vaccination. Solicited adverse reactions post Dose 2 were observed at a
lower frequency compared to those post Dose 1 for FluMist Quadrivalent and were similar between
subjects who received FluMist Quadrivalent and FluMist.

Table 3: Summary of Solicited Adverse Reactions® Observed Within
14 Days after Dose 1 for FluMist Quadrivalent and FluMist Recipients in
Study MI-CP208" in Children and Adolescents 2 through 17 Years of Age

FluMist e
Quadrivalent FluMist
N = 1341-1377¢ N = 901-920¢

Event % %
Runny Nose/Nasal Congestion 32 32
Headache 13 12
Decreased Activity (Lethargy) 10 10
Sore Throat 9 10
Decreased Appetite 6 7
Muscle Aches 4 5
Fever

> 100°F by any route 7 5

> 100 - = 101°F by any route 3 2

> 101 - £ 102°F by any route 2 2

a Solicited adverse reactions that occurred at a higher rate (= 1% rate difference after rounding) in

FluMist Quadrivalent recipients compared to FluMist recipients or were identified in previous FluMist
trials (see Table 2).

b NCT01091246; see www.clinicaltrials.gov

¢ Represents pooled data from the two FluMist study arms [see Clinical Studies (14.2)].
4 Number of evaluable subjects for each event.

In Study MI-CP208, no unsolicited adverse reactions occurred at a higher rate (1% or greater) in FluMist
Quadrivalent recipients compared to FluMist recipients.
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FluMist in Adults

In adults 18 through 49 years of age in Study AV009, solicited adverse reactions occurring in at least
1% of FluMist recipients and at a higher rate (= 1% rate difference after rounding) compared to AF-SPG
placebo include runny nose (44% FluMist vs. 27% placebo), headache (40% FluMist vs. 38% placebo),
sore throat (28% FluMist vs. 17% placebo), tiredness/weakness (26% FluMist vs. 22% placebo), muscle
aches (17% FluMist vs. 15% placebo), cough (14% FluMist vs. 11% placebo), and chills (9% FluMist vs.
6% placebo).

In Study AV009, unsolicited adverse reactions occurring in at least 1% of FluMist recipients and at a
higher rate (= 1% rate difference after rounding) compared to placebo were nasal congestion (9% FluMist
vs. 2% placebo) and sinusitis (4% FluMist vs. 2% placebo).

FluMist Quadrivalent in Adults

In the randomized, active-controlled Study MI-CP 185 that compared FluMist Quadrivalent and FluMist in
adults 18 through 49 years of age, the rates of solicited adverse reactions reported were generally similar
between subjects who received FluMist Quadrivalent and FluMist. Table 4 presents solicited adverse
reactions that either occurred at a higher rate (= 1% rate difference after rounding) in FluMist Quadrivalent
recipients compared to FluMist recipients or were identified in Study AV009.

Table 4: Summary of Solicited Adverse Reactions® Observed
Within 14 Days after Dose 1 for FluMist Quadrivalent and FluMist
Recipients in Study MI-CP185° in Adults 18 through 49 Years of

Age
FluMist e
Quadrivalent FluMist

N = 1197¢ N = 597¢
Event % %
Runny Nose/Nasal Congestion 44 40
Headache 28 27
Sore Throat 19 20
Decreased Activity (Lethargy) 18 18
Cough 14 13
Muscle Aches 10 10
Decreased Appetite 6 5

@ Solicited adverse reactions that occurred at a higher rate (= 1% rate difference after
rounding) in FluMist Quadrivalent recipients compared to FluMist recipients or were
identified in Study AV009.

b NCT00860067; see www.clinicaltrials.gov

¢ Represents pooled data from the two FluMist study arms [see Clinical Studies (14.4)].
4 Number of evaluable subjects for each event.

In Study MI-CP185, no unsolicited adverse reactions occurred at a higher rate (1% or greater) in FluMist
Quadrivalent recipients compared to FluMist recipients.
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6.2 Postmarketing Experience

The following events have been spontaneously reported during post approval use of FluMist. Because
these events are reported voluntarily from a population of uncertain size, it is not always possible to
reliably estimate their frequency or establish a causal relationship to vaccine exposure.

Cardiac disorders: Pericarditis

Congenital, familial, and genetic disorders: Exacerbation of symptoms of mitochondrial

encephalomyopathy (Leigh syndrome)
Gastrointestinal disorders: Nausea, vomiting, diarrhea

Immune system disorders: Hypersensitivity reactions (including anaphylactic reaction, facial edema, and

urticaria)

Nervous system disorders: Guillain-Barré syndrome, Bell's Palsy, meningitis, eosinophilic meningitis,
vaccine-associated encephalitis

Respiratory, thoracic, and mediastinal disorders: Epistaxis
Skin and subcutaneous tissue disorders: Rash

7 DRUG INTERACTIONS

7.1 Aspirin Therapy

Do not administer FluMist Quadrivalent to children and adolescents through 17 years of age who are
receiving aspirin therapy or aspirin-containing therapy because of the association of Reye’s syndrome
with aspirin and wild-type influenza [see Contraindications (4.2)]. Avoid aspirin-containing therapy in

these age groups during the first 4 weeks after vaccination with FluMist Quadrivalent unless clearly
needed.

7.2 Antiviral Agents Against Influenza A and/or B

Antiviral drugs that are active against influenza A and/or B viruses may reduce the effectiveness of
FluMist Quadrivalent if administered within 48 hours before, or within 2 weeks after vaccination. The
concurrent use of FluMist Quadrivalent with antiviral agents that are active against influenza A and/or
B viruses has not been evaluated. If antiviral agents and FluMist Quadrivalent are administered
concomitantly, revaccination should be considered when appropriate.

7.3 Concomitant Administration with Inactivated Vaccines
The safety and immunogenicity of FluMist Quadrivalent when administered concomitantly with inactivated
vaccines have not been determined. Studies of FluMist and FluMist Quadrivalent excluded subjects who

received any inactivated or subunit vaccine within two weeks of enroliment.
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7.4 Concomitant Administration with Other Live Vaccines

Concomitant administration of the trivalent formulation of FluMist with Measles, Mumps, and Rubella
Virus Vaccine Live (MMR, manufactured by Merck & Co., Inc.) and the Varicella Vaccine Live
(manufactured by Merck & Co., Inc.) was studied in children 12 through 15 months of age [see Clinical
Studies (14.5)]. Concomitant administration of the MMR and the varicella vaccine with the trivalent or

quadrivalent FluMist formulations has not been studied in children older than 15 months of age.

7.5 Intranasal Products

There are no data regarding co-administration of FluMist Quadrivalent with other intranasal preparations.
8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Risk Summary

FluMist Quadrivalent is not absorbed systemically following intranasal administration and maternal use is

not expected to result in fetal exposure to the drug.

Clinical Considerations

Disease-Associated Maternal and/or Embryo/Fetal Risk: Pregnant women infected with seasonal
influenza are at increased risk of severe illness associated with influenza infection compared with non-
pregnant women. Pregnant women with influenza may be at increased risk for adverse pregnancy

outcomes, including preterm labor and delivery.
Data

Animal Data: In a developmental and reproductive toxicity study, female rats were administered FluMist
Quadrivalent either three times (during the period of organogenesis) or six times (prior to gestation and
during the period of organogenesis), 200 microliter/rat/occasion (approximately 150 human dose
equivalents), by intranasal instillation revealing no evidence of impaired fertility or harm to the fetus due to

FluMist Quadrivalent.
8.2 Lactation
Risk Summary

FluMist is not absorbed systemically by the mother following intranasal administration and breastfeeding

is not expected to result in exposure of the child to FluMist.

8.4 Pediatric Use

Safety and effectiveness of FluMist Quadrivalent in children 24 months of age and older is based on data
from FluMist clinical studies and a comparison of post-vaccination antibody titers between persons who
received FluMist Quadrivalent and those who received FluMist [see Clinical Studies (14.1, 14.2)]. FluMist

Quadrivalent is not approved for use in children younger than 24 months of age because use of FluMist in
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children 6 through 23 months has been associated with increased risks of hospitalization and wheezing in
clinical trials [see Warnings and Precautions (5.1) and Adverse Reactions (6.1)].

8.5 Geriatric Use

FluMist Quadrivalent is not approved for use in persons 65 years of age and older because in a clinical
study (AV009), effectiveness of FluMist to prevent febrile illness was not demonstrated in adults
50 through 64 years of age [see Clinical Studies (14.3)]. In this study, solicited events among individuals

50 through 64 years of age were similar in type and frequency to those reported in younger adults. In a
clinical study of FluMist in persons 65 years of age and older, subjects with underlying high-risk medical
conditions (N = 200) were studied for safety. Compared to controls, FluMist recipients had a higher rate of

sore throat.
11 DESCRIPTION

FluMist Quadrivalent (Influenza Vaccine Live, Intranasal) is a live quadrivalent vaccine for administration
by intranasal spray. FluMist Quadrivalent contains four vaccine virus strains: an A/H1N1 strain, an
A/H3N2 strain and two B strains. FluMist Quadrivalent contains B strains from both the
B/Yamagata/16/88 and the B/Victoria/2/87 lineages. FluMist Quadrivalent is manufactured according to

the same process as FluMist.

The influenza virus strains in FluMist Quadrivalent are (a) cold-adapted (ca) (i.e., they replicate efficiently
at 25°C, a temperature that is restrictive for replication of many wild-type influenza viruses);
(b) temperature-sensitive (ts) (i.e., they are restricted in replication at 37°C (Type B strains) or 39°C (Type
A strains), temperatures at which many wild-type influenza viruses grow efficiently); and (c) attenuated
(att) (i.e., they do not produce classic influenza-like illness in the ferret model of human influenza

infection).

No evidence of reversion has been observed in the recovered vaccine strains that have been tested
(135 of possible 250 recovered isolates) using FluMist [see Clinical Pharmacology (12.2)]. For each of the

four reassortant strains in FluMist Quadrivalent, the six internal gene segments responsible for ca, ts, and
att phenotypes are derived from a master donor virus (MDV), and the two segments that encode the two
surface glycoproteins, hemagglutinin (HA) and neuraminidase (NA), are derived from the corresponding
antigenically relevant wild-type influenza viruses. Thus, the four viruses contained in FluMist Quadrivalent
maintain the replication characteristics and phenotypic properties of the MDV and express the HA and NA
of wild-type viruses. For the Type A MDV, at least five genetic loci in three different internal gene
segments contribute to the ts and att phenotypes. For the Type B MDV, at least three genetic loci in two
different internal gene segments contribute to both the ts and att properties; five genetic loci in three gene
segments control the ca property.

Each of the reassortant strains in FluMist Quadrivalent express the HA and NA of wild- type viruses that

are related to strains expected to circulate during the 2022-2023 influenza season. Three of the viruses
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(A/H1N1, A/H3N2 and one B strain) have been recommended by the United States Public Health Service
(USPHS) for inclusion in the annual trivalent and quadrivalent influenza vaccine formulations. An
additional B strain has been recommended by the USPHS for inclusion in the quadrivalent influenza

vaccine formulation.

Specific pathogen-free (SPF) eggs are inoculated with each of the reassortant strains and incubated to
allow vaccine virus replication. The allantoic fluid of these eggs is harvested, pooled, and then clarified by
filtration. The virus is concentrated by ultracentrifugation and diluted with stabilizing buffer to obtain the
final sucrose and potassium phosphate concentrations. The viral harvests are then sterile filtered to
produce the monovalent bulks. Each lot is tested for ca, ts, and aft phenotypes and is also tested
extensively by in vitro and in vivo methods to detect adventitious agents. Monovalent bulks from the four
strains are subsequently blended and diluted as required to attain the desired potency with stabilizing
buffers to produce the quadrivalent bulk vaccine. The bulk vaccine is then filled directly into individual

sprayers for nasal administration.

Each pre-filled refrigerated FluMist Quadrivalent sprayer contains a single 0.2 mL dose. Each 0.2 mL
dose contains 10%°7 FFU (fluorescent focus units) of live attenuated influenza virus reassortants of each
of the four strains: A/Victoria/1/2020 (H1N1) (an A/Victoria/2570/2019 (H1N1)pdmO09 - like virus),
A/Norway/16606/2021 (H3N2) (an A/Darwin/9/2021 (H3N2) - like virus), B/Phuket/3073/2013
(B/Yamagata lineage), and B/Austria/1359417/2021 (B/Victoria lineage). Each 0.2 mL dose also contains
0.188 mg/dose monosodium glutamate, 2.00 mg/dose hydrolyzed porcine gelatin, 2.42 mg/dose arginine,
13.68 mg/dose sucrose, 2.26 mg/dose dibasic potassium phosphate, and 0.96 mg/dose monobasic
potassium phosphate. Each dose contains residual amounts of ovalbumin (< 0.024 mcg/dose), and may
also contain residual amounts of gentamicin sulfate (< 0.015 mcg/mL), and ethylenediaminetetraacetic

acid (EDTA) (< 2.3 mcg/dose). FluMist Quadrivalent contains no preservatives.

The tip attached to the sprayer is equipped with a nozzle that produces a fine mist that is primarily
deposited in the nose and nasopharynx. FluMist Quadrivalent is a colorless to pale yellow suspension

and is clear to slightly cloudy.
12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
Immune mechanisms conferring protection against influenza following receipt of FluMist Quadrivalent
vaccine are not fully understood; serum antibodies, mucosal antibodies, and influenza-specific T cells

may play a role.

FluMist and FluMist Quadrivalent contain live attenuated influenza viruses that must infect and replicate in
cells lining the nasopharynx of the recipient to induce immunity. Vaccine viruses capable of infection and
replication can be cultured from nasal secretions obtained from vaccine recipients (shedding) [see

Pharmacodynamics (12.2)].
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12.2 Pharmacodynamics

Shedding Studies

Shedding of vaccine viruses within 28 days of vaccination with FluMist was evaluated in (1) multi-center
Study MI-CP129 which enrolled healthy individuals 6 through 59 months of age (N = 200); and (2) multi-
center Study FM026 which enrolled healthy individuals 5 through 49 years of age (N =344). In each

study, nasal secretions were obtained daily for the first 7 days and every other day through either Day 25
and on Day 28 or through Day 28. In Study MI-CP129, individuals with a positive shedding sample at
Day 25 or Day 28 were to have additional shedding samples collected every 7 days until culture negative

on 2 consecutive samples. Results of these studies are presented in Table 5.

Table 5: Characterization of Shedding with FluMist in Specified Age Groups by
Frequency, Amount, and Duration (Study MI-CP129? and Study FM026"°)

% Shedding Day of Last

Number of % Peak Titer

Age Subjects  Shedding®  (TCIDso/mL)’ D‘:lf;‘;r1 'Z‘:flﬁ:‘r’:
6-23 months® 99 89 < 5 log1o 7.0 Day 23f
24-59 months 100 69 < 5log1o 1.0 Day 259
5-8 years 102 50 < 5log1o 2.9 Day 23"
9-17 years 126 29 < 4 log1o 1.6 Day 28"
18-49 years 115 20 < 3 log1o 0.9 Day 17"

@ NCT00344305; see www.clinicaltrials.gov

b NCT00192140; see www.clinicaltrials.gov

¢ Proportion of subjects with detectable virus at any time point during the 28 days.

4 Peak titer at any time point during the 28 days among samples positive for a single vaccine virus.

¢ FluMist and FluMist Quadrivalent are not approved for use in children younger than 24 months of age [see
Adverse Reactions (6.1)].

f A single subject who shed previously on Days 1-3; TCIDso/mL was less than 1.5 logso on Day 23.

9 A single subject who did not shed previously; TCIDso/mL was less than 1.5 logio.

h A single subject who did not shed previously; TCIDso/mL was less than 1.0 logio.

The highest proportion of subjects in each group shed one or more vaccine strains on Days 2-3
post vaccination. After Day 11 among individuals 2 through 49 years of age (n = 443), virus titers did not
exceed 1.5 log1o TCIDso/mL.

Studies in Imnmunocompromised Individuals

Safety and shedding of vaccine virus following FluMist administration were evaluated in 28 HIV-infected
adults [median CD4 cell count of 541 cells/mm?®] and 27 HIV-negative adults 18 through 58 years of age.
No serious adverse events were reported during the one-month follow-up period. Vaccine strain (type B)
virus was detected in 1 of 28 HIV-infected subjects on Day 5 only, and in none of the HIV-negative

FluMist recipients.

Safety and shedding of vaccine virus following FluMist administration were also evaluated in children in a
randomized (1:1), cross-over, double-blind, AF-SPG placebo-controlled trial in 24 HIV-infected children
[median CD4 cell count of 1013 cells/mm?®] and 25 HIV-negative children 1 through 7 years of age, and in

a randomized (1:1), open-label, inactivated influenza vaccine-controlled trial in 243 HIV-infected children
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and adolescents 5 through 17 years of age receiving stable anti-retroviral therapy. Frequency and
duration of vaccine virus shedding in HIV-infected individuals were comparable to that seen in healthy
individuals. No adverse effects on HIV viral load or CD4 counts were identified following FluMist
administration. In the 5 through 17 year old age group, one inactivated influenza vaccine recipient and
one FluMist recipient experienced pneumonia within 28 days of vaccination (days 17 and 13,
respectively). The effectiveness of FluMist and FluMist Quadrivalent in preventing influenza iliness in HIV-

infected individuals has not been evaluated.

Twenty mild to moderately immunocompromised children and adolescents 5 through 17 years of age
(receiving chemotherapy and/or radiation therapy or who had received chemotherapy in the 12 weeks
prior to enroliment) were randomized 1:1 to receive FluMist or AF-SPG placebo. Frequency and duration
of vaccine virus shedding in these immunocompromised children and adolescents were comparable to
that seen in healthy children and adolescents. The effectiveness of FluMist and FluMist Quadrivalent in

preventing influenza illness in immunocompromised individuals has not been evaluated.

Transmission Study

A prospective, randomized, double-blind, placebo-controlled trial was performed in a daycare setting in
children younger than 3 years of age to assess the transmission of vaccine viruses from a vaccinated
individual to a non-vaccinated individual. A total of 197 children 8 through 36 months of age were
randomized to receive one dose of FluMist (N = 98) or AF-SPG placebo (N = 99). Virus shedding was
evaluated for 21 days by culture of nasal swab specimens. Wild-type A (A/H3N2) influenza virus was
documented to have circulated in the community and in the study population during the trial, whereas
Type A (A/H1N1) and Type B strains did not.

At least one vaccine strain was isolated from 80% of FluMist recipients; strains were recovered from 1-
21 days post vaccination (mean duration of 7.6 days * 3.4 days). The cold-adapted (ca) and temperature-
sensitive (ts) phenotypes were preserved in 135 tested of 250 strains isolated at the local laboratory. Ten
influenza isolates (9 influenza A, 1 influenza B) were cultured from a total of seven placebo subjects. One
placebo subject had mild symptomatic Type B virus infection confirmed as a transmitted vaccine virus by
a FluMist recipient in the same playgroup. This Type B isolate retained the ca, ts, and att phenotypes of
the vaccine strain and had the same genetic sequence when compared to a Type B virus cultured from a
vaccine recipient within the same playgroup. Four of the influenza Type A isolates were confirmed as

wild-type A/Panama (H3N2). The remaining isolates could not be further characterized.

Assuming a single transmission event (isolation of the Type B vaccine strain), the probability of a young
child acquiring vaccine virus following close contact with a single FluMist vaccinee in this daycare setting
was 0.58% (95% CI: 0, 1.7) based on the Reed-Frost model. With documented transmission of one
Type B in one placebo subject and possible transmission of Type A viruses in four placebo subjects, the
probability of acquiring a transmitted vaccine virus was estimated to be 2.4% (95% CI: 0.13, 4.6) using

the Reed-Frost model.
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13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
FluMist Quadrivalent has not been evaluated for its carcinogenic or mutagenic potential or its potential to

impair fertility.
14 CLINICAL STUDIES

The effectiveness of FluMist Quadrivalent is based on data demonstrating the clinical efficacy of FluMist
in children and the effectiveness of FluMist in adults, and a comparison of post vaccination geometric
mean titers (GMTs) of hemagglutination inhibition (HI) antibodies between individuals receiving FluMist
and FluMist Quadrivalent. The clinical experience with FluMist is relevant to FluMist Quadrivalent
because both vaccines are manufactured using the same process and have overlapping compositions
[see Description (11)].

14.1 Efficacy Studies of FluMist in Children and Adolescents

A multi-national, randomized, double-blind, active-controlled trial (MI-CP111) was performed to assess
the efficacy of FluMist compared to an intramuscularly administered, inactivated Influenza Virus Vaccine
manufactured by Sanofi Pasteur Inc. (active control) in children 6 months to less than 5 years of age
during the 2004-2005 influenza season. A total number of 3916 children without severe asthma, without
use of bronchodilator or steroids, and without wheezing within the prior 6 weeks were randomized to
FluMist and 3936 were randomized to active control. Children who previously received any influenza
vaccine received a single dose of study vaccine, while those who never previously received an influenza
vaccination (or had an unknown history of influenza vaccination) received two doses. Participants were
then followed through the influenza season to identify illness caused by influenza virus. As the primary
endpoint, culture-confirmed modified CDC-ILI (CDC-defined influenza-like iliness) was defined as a
positive culture for a wild-type influenza virus associated within +7 days of modified CDC-ILI. Modified
CDC-ILI was defined as fever (temperature > 100°F oral or equivalent) with cough, sore throat, or runny

nose/nasal congestion on the same or consecutive days.

In the primary efficacy analysis, FluMist demonstrated a 44.5% (95% CI: 22.4, 60.6) reduction in influenza
rate compared to active control as measured by culture-confirmed modified CDC-ILI caused by wild-type
strains antigenically similar to those contained in the vaccine. See Table 6 for a description of the results

by strain and antigenic similarity.
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Table 6: Comparative Efficacy Against Culture-Confirmed Modified CDC-ILI? Caused by Wild-Type Strains (Study MI-CP111)>¢

FluMist Active Control? %
Reduction 95% CI
# of Rate # of Rate in Rate for
N Cases (cases/N) N Cases (cases/N) FluMist®
Matched Strains
All strains 3916 53 1.4% 3936 93 2.4% 44.5% 22.4,60.6
A/H1IN1 3916 3 0.1% 3936 27 0.7% 89.2% 67.7,97.4
A/H3N2 3916 0 0.0% 3936 0 0.0% -- --
B 3916 50 1.3% 3936 67 1.7% 27.3% -4.8,49.9
Mismatched Strains
All strains 3916 102 2.6% 3936 245 6.2% 58.2% 47.4,67.0
A/H1N1 3916 0 0.0% 3936 0 0.0% -- --
A/H3N2 3916 37 0.9% 3936 178 4.5% 79.2% 70.6, 85.7
B 3916 66 1.7% 3936 71 1.8% 6.3% -31.6, 33.3
Regardless of Match
All strains 3916 153 3.9% 3936 338 8.6% 54.9% 45.4,62.9
A/H1N1 3916 3 0.1% 3936 27 0.7% 89.2% 67.7,97.4
A/H3N2 3916 37 0.9% 3936 178 4.5% 79.2% 70.6, 85.7
B 3916 115 2.9% 3936 136 3.5% 16.1% -7.7,34.7
ATP Population.

@ Modified CDC-ILI was defined as fever (temperature > 100°F oral or equivalent) plus cough, sore throat, or runny nose/nasal congestion on the same or

consecutive days.

® In children 6 months through 5 years of age

¢ NCT00128167; see www.clinicaltrials.gov
4 Inactivated Influenza Virus Vaccine manufactured by Sanofi Pasteur Inc., administered intramuscularly.
¢ Reduction in rate was adjusted for country, age, prior influenza vaccination status, and wheezing history status.
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A randomized, double-blind, saline placebo-controlled trial (D153-P501) was performed to evaluate the
efficacy of FluMist in children 12 through 35 months of age without high-risk medical conditions against
culture-confirmed influenza iliness. This study was performed in Asia over two successive seasons (2000-
2001 and 2001-2002). The primary endpoint of the trial was the prevention of culture-confirmed influenza
illness due to antigenically matched wild-type influenza. Respiratory illness that prompted an influenza
culture was defined as at least one of the following: fever (= 100.4°F rectal or =99.5°F axillary),
wheezing, shortness of breath, pulmonary congestion, pneumonia, or otitis media; or two of the following:
runny nose/nasal congestion, sore throat, cough, muscle aches, chills, headache, irritability, decreased
activity, or vomiting. A total of 3174 children were randomized 3:2 (vaccine:placebo) to receive 2 doses of

study vaccine or placebo at least 28 days apart in Year 1. See Table 7 for a description of the results.

During the second year of Study D153-P501, for children who received two doses in Year 1 and one dose
in Year 2, FluMist demonstrated 84.3% (95% CI: 70.1, 92.4) efficacy against culture-confirmed influenza
illness due to antigenically matched wild-type influenza.

Study AV006 was a second multi-center, randomized, double-blind, AF-SPG placebo-controlled trial
performed in U.S. children without high-risk medical conditions to evaluate the efficacy of FluMist against
culture-confirmed influenza over two successive seasons (1996-1997 and 1997-1998). The primary
endpoint of the trial was the prevention of culture-confirmed influenza iliness due to antigenically matched
wild-type influenza in children who received two doses of vaccine in the first year and a single
revaccination dose in the second year. Respiratory illness that prompted an influenza culture was defined
as at least one of the following: fever (= 101°F rectal or oral; or = 100.4°F axillary), wheezing, shortness of
breath, pulmonary congestion, pneumonia, or otitis media; or two of the following: runny nose/nasal
congestion, sore throat, cough, muscle aches, chills, headache, irritability, decreased activity, or vomiting.
During the first year of the study, 1602 children 15 through 71 months of age were randomized 2:1

(vaccine:placebo). See Table 7 for a description of the results.
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Table 7: Efficacy® of FluMist vs. Placebo Against Culture-Confirmed Influenza lliness Due to
Antigenically Matched Wild-Type Strains (Studies D153-P501° & AV006¢, Year 1)

D153-P501¢ AV006°
FluMist Placebo % Efficacy FluMist Placebo % Efficacy
n (%) n (%) (95% CI) n (%) n (%) (95% CI)
N9=1653 N9=1111 N9 = 849 N9 =410
Any strain 56 (3.4%) 139 (12.5%) 72.9%" 10 (1%) 73 (18%) 93.4%
(62.8, 80.5) (87.5, 96.5)
A/H1N1 23 (1.4%) 81 (7.3%) 80.9% 0 0 --
(69.4, 88.5)'
A/H3N2 4 (0.2%) 27 (2.4%) 90.0% 4 (0.5%) 48 (12%) 96.0%
(71.4, 97.5) (89.4, 98.5)
B 29 (1.8%) 35 (3.2%) 44.3% 6 (0.7%) 31 (7%) 90.5%
(6.2, 67.2) (78.0, 95.9)

a D153-P501 and AV006 data are for subjects who received two doses of study vaccine.

b In children 12 through 35 months of age

¢In children 15 through 71 months of age

49NCT00192244; see www.clinicaltrials.gov

©NCT00192179; see www.clinicaltrials.gov

f Number and percent of subjects in per-protocol efficacy analysis population with culture-confirmed influenza iliness.

9 Number of subjects in per-protocol efficacy analysis population of each treatment group of each study for the “any

strain” analysis.

h For D153-P501, influenza circulated through 12 months following vaccination.

i Estimate includes A/H1N1 and A/H1N2 strains. Both were considered antigenically similar to the vaccine.
During the second year of Study AV006, children remained in the same treatment group as in Year 1 and
received a single dose of FluMist or placebo. During the second year, the primary circulating strain was
the A/Sydney/05/97 H3N2 strain, which was antigenically dissimilar from the H3N2 strain represented in
the vaccine, A/Wuhan/359/95; FluMist demonstrated 87.0% (95% CI: 77.0, 92.6) efficacy against culture-

confirmed influenza illness.

14.2 Immune Response Study of FluMist Quadrivalent in Children and Adolescents

A multi-center, randomized, double-blind, active-controlled, non-inferiority study (MI-CP208) was
performed to assess the immunogenicity of FluMist Quadrivalent compared to FluMist (active control) in
children and adolescents 2 through 17 years of age. A total of 2312 subjects were randomized by site at a
3:1:1 ratio to receive either FluMist Quadrivalent or one of two formulations of comparator vaccine
FluMist, each containing a B strain that corresponded to one of the two B strains in FluMist Quadrivalent

(a B strain of the Yamagata lineage or a B strain of the Victoria lineage).

Children 2 through 8 years of age received 2 doses of vaccine approximately 30 days apart; children
9 years of age and older received 1 dose. For children 2 through 8 years of age with a history of influenza
vaccination, immunogenicity assessments were performed prior to vaccination and at 28 days after the
first dose. For children 2 through 8 years of age without a history of influenza vaccination, immunogenicity

assessments were performed prior to vaccination and 28 days after the second dose. For children
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9 years of age and older, immunogenicity assessments were performed prior to vaccination and at
28 days post vaccination.

Immunogenicity was evaluated by comparing the 4 strain-specific serum hemagglutination inhibition (HAI)
antibody geometric mean titers (GMTs) post dosing and provided evidence that the addition of the second

B strain did not result in immune interference to other strains included in the vaccine.

14.3 Effectiveness Study of FluMist in Adults

AV009 was a U.S. multi-center, randomized, double-blind, AF-SPG placebo-controlled trial to evaluate
effectiveness of FluMist in adults 18 through 64 years of age without high-risk medical conditions over the
1997-1998 influenza season. Participants were randomized 2:1 (vaccine:placebo). Cultures for influenza
virus were not obtained from subjects in the trial, thus efficacy against culture-confirmed influenza was
not assessed. The A/Wuhan/359/95 (H3N2) strain, which was contained in FluMist, was antigenically
distinct from the predominant circulating strain of influenza virus during the trial period, A/Sydney/05/97
(H3N2). Type A/Wuhan (H3N2) and Type B strains also circulated in the U.S. during the study period.
The primary endpoint of the trial was the reduction in the proportion of participants with one or more
episodes of any febrile illness, and prospective secondary endpoints were severe febrile illness and
febrile upper respiratory illness. Effectiveness for any of the three endpoints was not demonstrated in a
subgroup of adults 50 through 64 years of age. Primary and secondary effectiveness endpoints from the
age group 18 through 49 years are presented in Table 8. Effectiveness was not demonstrated for the
primary endpoint in adults 18 through 49 years of age.

Table 8: Effectiveness of FluMist to Prevent Febrile lliness in Adults 18 through 49 Years
of Age During the 7-Week Site-Specific Outbreak Period (Study AV009)

FluMist Placebo

. _ a _ a Percent o
Endpoint N - 5)2;1 N - (10236 Reduction (95% ClI)
Participants with one or more
events of:P
Primary Endpoint:
Any febrile iliness 331 (13.73) 189 (15.42) 10.9 (-5.1,24.4)
Secondary Endpoints:
Severe febrile illness 250 (10.37) 158 (12.89) 19.5 (3.0, 33.2)
Febrile upper respiratory illness 213 (8.83) 142 (11.58) 23.7 (6.7, 37.5)

@ Number of evaluable subjects (92.7% and 93.0% of FluMist and placebo recipients, respectively).
b The predominantly circulating virus during the trial period was A/Sydney/05/97 (H3N2), an antigenic variant not
included in the vaccine.

Effectiveness was shown in a post-hoc analysis using an endpoint of CDC-ILI in the age group 18

through 49 years of age.

14.4 Immune Response Study of FluMist Quadrivalent in Adults
A multicenter, randomized, double-blind, active-controlled, and non-inferiority study (MI-CP185) was

performed to assess the safety and immunogenicity of FluMist Quadrivalent compared to those of FluMist
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(active control) in adults 18 through 49 years of age. A total of 1800 subjects were randomized by site at
a 4:1:1 ratio to receive either 1 dose of FluMist Quadrivalent or 1 dose of one of two formulations of
comparator vaccine, FluMist, each containing a B strain that corresponded to one of the two B strains in

FluMist Quadrivalent (a B strain of the Yamagata lineage and a B strain of the Victoria lineage).

Immunogenicity in Study MI-CP185 was evaluated by comparing the 4 strain-specific serum
hemagglutination inhibition (HAI) antibody geometric mean titers (GMTs) post dosing and provided
evidence that the addition of the second B strain did not result in immune interference to other strains

included in the vaccine.

14.5 Concomitantly Administered Live Virus Vaccines

In Study AV018, concomitant administration of FluMist, MMR (manufactured by Merck & Co., Inc.) and
Varicella Virus Vaccine Live (manufactured by Merck & Co., Inc.) was studied in 1245 subjects 12
through 15 months of age. Subjects were randomized in a 1:1:1 ratio to MMR, Varicella vaccine and AF-
SPG placebo (group 1); MMR, Varicella vaccine and FluMist (group 2); or FluMist alone (group 3).
Immune responses to MMR and Varicella vaccines were evaluated 6 weeks post-vaccination while the
immune responses to FluMist were evaluated 4 weeks after the second dose. No evidence of interference

with immune response to measles, mumps, rubella, varicella and FluMist vaccines was observed.

15 REFERENCES
1. Lasky T, Terracciano GJ, Magder L, et al. The Guillain-Barré syndrome and the 1992 — 1993 and
1993 — 1994 influenza vaccines. N Engl J Med 1998;339(25):1797-802.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied
FluMist Quadrivalent is supplied in a package of 10 pre-filled, single-dose (0.2 mL) intranasal sprayers.
The single-use intranasal sprayer is not made with natural rubber latex.

Carton containing 10 intranasal sprayers: NDC 66019-309-10
Single intranasal sprayer: NDC 66019-309-01

16.2 Storage and Handling
The cold chain [2-8°C (35-46°F)] must be maintained when transporting FluMist Quadrivalent.

FLUMIST QUADRIVALENT SHOULD BE STORED IN A REFRIGERATOR BETWEEN 2-8°C (35-46°F)
UPON RECEIPT. THE PRODUCT MUST BE USED BEFORE THE EXPIRATION DATE ON THE
SPRAYER LABEL.

DO NOT FREEZE.

Keep FluMist Quadrivalent sprayer in outer carton in order to protect from light.
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A single temperature excursion up to 25°C (77°F) for 12 hours has been shown to have no adverse
impact on the vaccine. After a temperature excursion, the vaccine should be returned immediately to the
recommended storage condition (2°C — 8°C) and used as soon as feasible. Subsequent excursions are

not permitted.

Once FluMist Quadrivalent has been administered or has expired, the sprayer should be disposed of

according to the standard procedures for medical waste (e.g., sharps container or biohazard container).
17 PATIENT COUNSELING INFORMATION

Advise the vaccine recipient or caregiver to read the FDA-approved patient labeling (Information

for Patients and Their Caregivers).

Inform vaccine recipients or their parents/guardians of the need for two doses at least 1 month apart in
children 2 through 8 years of age, depending on vaccination history. Provide the Vaccine Information
Statements (VIS) which are required by the National Childhood Vaccine Injury Act of 1986 to be given

with each immunization.

17.1 Asthma and Recurrent Wheezing

Ask the vaccinee or their parent/guardian if the vaccinee has asthma. For children younger than 5 years
of age, also ask if the vaccinee has recurrent wheezing since this may be an asthma equivalent in this
age group. Inform the vaccinee or their parent/guardian that there may be an increased risk of wheezing
associated with FluMist Quadrivalent in persons younger than 5 years of age with recurrent wheezing and

persons of any age with asthma [see Warnings and Precautions (5.2)].

17.2 Vaccination with a Live Virus Vaccine
Inform vaccine recipients or their parents/guardians that FluMist Quadrivalent is an attenuated live virus

vaccine and has the potential for transmission to immunocompromised household contacts.

17.3 Adverse Event Reporting
Instruct the vaccine recipient or their parent/guardian to report adverse reactions to their healthcare

provider.

FluMist® is a registered trademark of Medlmmune, LLC.

IM| Medimmune

Manufactured by:
Medimmune, LLC
Gaithersburg, MD 20878
1-877-633-4411

U.S. Government License No. 1799
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Information for Patients and Their Caregivers
FluMist® Quadrivalent (pronounced FLEW-mist Kwé-dre-VA-lant)
(Influenza Vaccine Live, Intranasal)

Please read this Patient Information carefully before you or your child is vaccinated with FluMist

Quadrivalent.

This is a summary of information about FluMist Quadrivalent. It does not take the place of talking with
your healthcare provider about influenza vaccination. If you have questions or would like more
information, please talk with your healthcare provider.

What is FluMist Quadrivalent?

FluMist Quadrivalent is a vaccine that is sprayed into the nose to help protect against influenza. It can be

used in children, adolescents, and adults ages 2 through 49. FluMist Quadrivalent is similar to
Medlmmune’s trivalent Influenza Vaccine Live, Intranasal (FluMist), except FluMist Quadrivalent provides
protection against an additional influenza strain. FluMist Quadrivalent may not prevent influenza in

everyone who gets vaccinated.

Who should not get FluMist Quadrivalent?

You should not get FluMist Quadrivalent if you:

e have a severe allergy to eggs or to any inactive ingredient in the vaccine (see “What are the

ingredients in FluMist Quadrivalent?”)
e have ever had a life-threatening reaction to influenza vaccinations

e are 2 through 17 years old and take aspirin or medicines containing aspirin. Children or
adolescents should not be given aspirin for 4 weeks after getting FluMist or FluMist

Quadrivalent unless your healthcare provider tells you otherwise.

Please talk to your healthcare provider if you are not sure if the items listed above apply to you or your
child.

Children under 2 years old have an increased risk of wheezing (difficulty with breathing) after getting
FluMist Quadrivalent.

Who may not be able to get FluMist Quadrivalent?

Tell your healthcare provider if you or your child:
e are currently wheezing
e have a history of wheezing if under 5 years old
e have had Guillain-Barré syndrome

e have a weakened immune system or live with someone who has a severely weakened

immune system
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e have problems with your heart, kidneys, or lungs

e have diabetes

e are pregnant or nursing

e are taking Tamiflu®, Relenza®, amantadine, or rimantadine

If you or your child cannot take FluMist Quadrivalent, you may still be able to get an influenza shot. Talk

to your healthcare provider about this.

How is FluMist Quadrivalent given?

e FluMist Quadrivalent is a liquid that is sprayed into the nose.

e You can breathe normally while getting FluMist Quadrivalent. There is no need to inhale or
“sniff” it.
o People 9 years of age and older need one dose of FluMist Quadrivalent each year.

e Children 2 through 8 years old may need 2 doses of FluMist Quadrivalent, depending on their
history of previous influenza vaccination. Your healthcare provider will decide if your child

needs to come back for a second dose.

What are the possible side effects of FluMist Quadrivalent?

The most common side effects are:
e runny or stuffy nose

e sore throat

o fever over 100°F

Other possible side effects include:
e decreased appetite

e irritability

e tiredness

e cough

e headache

e muscle ache

e chills
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Call your healthcare provider or go to the emergency department right away if you or your child

experience:
e hives or a bad rash
e trouble breathing
e swelling of the face, tongue, or throat

These are not all the possible side effects of FluMist Quadrivalent. You can ask your healthcare provider

for a complete list of side effects that is available to healthcare professionals.

Call your healthcare provider for medical advice about side effects. You may report side effects to VAERS
at 1-800-822-7967 or http://vaers.hhs.gov.

What are the ingredients in FluMist Quadrivalent?

Active Ingredient: FluMist Quadrivalent contains 4 influenza virus strains that are weakened (A(H1N1),

A(H3N2), B Yamagata lineage, and B Victoria lineage).

Inactive Ingredients: monosodium glutamate, gelatin, arginine, sucrose, dibasic potassium phosphate,

monobasic potassium phosphate, and gentamicin.
FluMist Quadrivalent does not contain preservatives.

How is FluMist Quadrivalent Stored?

FluMist Quadrivalent is stored in a refrigerator (not the freezer) between 35-46°F (2-8°C) upon receipt.
FluMist Quadrivalent sprayer must be kept in the carton until use in order to protect from light. FluMist

Quadrivalent must be used before the expiration date on the sprayer label.

If you would like more information, talk to your healthcare provider or visit www.flumistquadrivalent.com or
call 1-877-633-4411.

FluMist® is a registered trademark of Medimmune, LLC.

Other brands listed are registered trademarks of their respective owners and are not trademarks of
Medlmmune, LLC.

IM| Medimmune

Manufactured by:
Medlmmune, LLC
Gaithersburg, MD 20878

Issue date: August 2022
RAL-FLUQV11
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Fluenz Tetra nasal spray suspension
Influenza vaccine (live attenuated, nasal)

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Reassortant influenza virus* (live attenuated) of the following four strains**:

A/Victoria/2570/2019 (HIN1)pdm09 - like strain

A/Victoria/1/2020, MEDI 340505 1070405 FRU**3*
(
A/Darwin/9/2021 (H3N2) - like strain

A/Norway/16606/2021, MEDI 355293 1070405 FRU***
( y
B/Austria/1359417/2021 - like strain

B/Austria/1359417/2021, MEDI 355292 1070405 FRU***
(
B/Phuket/3073/2013 - like strain

(B/Phuket/3073/2013, MEDI 306444) 1079403 FRU#**x*
................................................................................................................. per 0.2 ml dose

* propagated in fertilised hens’ eggs from healthy chicken flocks.

**  produced in VERO cells by reverse genetic technology. This product contains genetically
modified organisms (GMOs).

**#  fluorescent focus units.

This vaccine complies with the WHO recommendation (Northern Hemisphere) and EU decision for
the 2022/2023 season.

The vaccine may contain residues of the following substances: egg proteins (e.g. ovalbumin) and
gentamicin. The maximum amount of ovalbumin is less than 0.024 micrograms per 0.2 ml dose (0.12

micrograms per ml).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Nasal spray, suspension

The suspension is colourless to pale yellow, clear to opalescent with a pH of approximately 7.2. Small
white particles may be present.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications
Prophylaxis of influenza in children and adolescents from 24 months to less than 18 years of age.

The use of Fluenz Tetra should be based on official recommendations.



4.2 Posology and method of administration

Posology

Children and adolescents from 24 months:
0.2 ml (administered as 0.1 ml per nostril).

For children who have not previously been vaccinated against seasonal influenza, a second dose
should be given after an interval of at least 4 weeks.

Fluenz Tetra should not be used in infants and toddlers below 24 months of age because of safety
concerns regarding increased rates of hospitalisation and wheezing in this population (see section 4.8).

Method of administration

Immunisation must be carried out by nasal administration.
Do not inject Fluenz Tetra.

Fluenz Tetra is administered as a divided dose in both nostrils. After administering half of the dose in
one nostril, administer the other half of the dose in the other nostril immediately or shortly thereafter.
The patient can breathe normally while the vaccine is being administered — there is no need to actively
inhale or sniff.

See section 6.6 for administration instructions.
4.3 Contraindications

- Hypersensitivity to the active substances, to any of the excipients listed in
section 6.1 (e.g. gelatin), or to gentamicin (a possible trace residue).

- Severe allergic reaction (e.g. anaphylaxis) to eggs or to egg proteins (e.g. ovalbumin).

- Children and adolescents with clinical immunodeficiency due to conditions or
immunosuppressive therapy such as: acute and chronic leukaemias; lymphoma;
symptomatic HI'V infection; cellular immune deficiencies; and high-dose corticosteroids.
Fluenz Tetra is not contraindicated for use in individuals with asymptomatic HIV
infection; or individuals who are receiving topical/inhaled corticosteroids or low-dose
systemic corticosteroids or those receiving corticosteroids as replacement therapy, e.g. for
adrenal insufficiency.

- Children and adolescents younger than 18 years of age receiving salicylate therapy
because of the association of Reye’s syndrome with salicylates and wild-type influenza
infection.

4.4 Special warnings and precautions for use

Traceability

In order to improve the traceability of biological medicinal products, the name and the batch number
of the administered product should be clearly recorded.

As with most vaccines, appropriate medical treatment and supervision should always be readily
available to manage an anaphylactic event or serious hypersensitivity event following the
administration of Fluenz Tetra.



Fluenz Tetra should not be administered to children and adolescents with severe asthma or active
wheezing because these individuals have not been adequately studied in clinical studies.

Vaccine recipients should be informed that Fluenz Tetra is an attenuated live virus vaccine and has the
potential for transmission to immunocompromised contacts. Vaccine recipients should attempt to
avoid, whenever possible, close association with severely immunocompromised individuals (e.g. bone
marrow transplant recipients requiring isolation) for 1-2 weeks following vaccination. Peak incidence
of vaccine virus recovery occurred 2-3 days post-vaccination in Fluenz clinical studies. In
circumstances where contact with severely immunocompromised individuals is unavoidable, the
potential risk of transmission of the influenza vaccine virus should be weighed against the risk of
acquiring and transmitting wild-type influenza virus.

Fluenz Tetra should under no circumstances be injected.

No data exist regarding the safety of intranasal administration of Fluenz Tetra in children with
unrepaired craniofacial malformations.

4.5 Interaction with other medicinal products and other forms of interaction

Do not administer Fluenz Tetra to children and adolescents receiving salicylate therapy

(see section 4.3). Do not use salicylates in children and adolescents for 4 weeks after vaccination
unless medically indicated as Reye’s syndrome has been reported following the use of salicylates
during wild-type influenza infection.

The co-administration of trivalent Fluenz with the live attenuated vaccines: measles, mumps, rubella,
varicella and orally-administered poliovirus has been studied. No clinically meaningful changes in
immune responses to measles, mumps, varicella, orally-administered poliovirus or Fluenz have been
observed. The immune response to rubella vaccine was significantly altered. However, this alteration
might not be of clinical relevance with the two dose immunisation schedule of the rubella vaccine.
This observation with trivalent Fluenz is relevant to the use of Fluenz Tetra because Fluenz Tetra
(influenza vaccine-liveattenuated, nasal) is identical to Fluenz with the only difference being the
addition of a fourth strain (a second B strain) to Fluenz Tetra.

The co-administration of Fluenz Tetra with inactivated vaccines has not been studied.

The concurrent use of Fluenz Tetra with antiviral agents that are active against influenza A and/or B
viruses has not been evaluated. However, based upon the potential for influenza antiviral agents to
reduce the effectiveness of Fluenz Tetra, it is recommended not to administer the vaccine

until 48 hours after the cessation of influenza antiviral therapy. Administration of influenza antiviral
agents within two weeks of vaccination may affect the response of the vaccine.

If influenza antiviral agents and Fluenz Tetra are administered concomitantly, revaccination should be
considered based on clinical judgement.

4.6  Fertility, pregnancy and lactation

Pregnancy

There is a moderate amount of data from the use of Fluenz Tetra in pregnant women. There was no
evidence of significant maternal adverse outcomes in 138 pregnant women who had a record of
receiving trivalent Fluenz in a US-based health insurance claims database.

In more than 300 case reports in the AstraZeneca safety database of vaccine administration to pregnant
women, no unusual patterns of pregnancy complications or foetal outcomes were observed.



While animal studies do not indicate direct or indirect harmful effects with respect to reproductive
toxicity, and post-marketing data offer some reassurance in the event of inadvertent administration
of the vaccine, Fluenz Tetra is not recommended during pregnancy.

Breast-feeding

It is not known whether Fluenz Tetra is excreted in human milk. Therefore, as some viruses are
excreted in human milk, Fluenz Tetra should not be used during breast-feeding.

Limited available evidence suggests that the trivalent Fluenz is not excreted in breastmilk.
Fertility

No data exist regarding the possible effects of Fluenz Tetra on male and female fertility.
4.7 Effects on ability to drive and use machines

Fluenz Tetra has no or negligible influence on the ability to drive and use machines.

4.8 Undesirable effects

Summary of the safety profile

The safety experience with trivalent Fluenz is relevant to the use of Fluenz Tetra because Fluenz Tetra
(influenza vaccine-live attenuated, nasal) is identical to Fluenz with the only difference being the
addition of a fourth strain (a second B strain) to Fluenz Tetra.

Safety data regarding use of Fluenz Tetra are based on data from Fluenz Tetra clinical studies

in 2,231 children and adolescents 2 to 17 years of age, Fluenz clinical studies in over 29,000 children
and adolescents 2 to 17 years of age and Fluenz post-authorisation safety studies in

over 84,000 children and adolescents 2 to 17 years of age. Additional experience has occurred with
marketed use of Fluenz.

In clinical studies, the safety profile of Fluenz Tetra was similar to the safety profile of Fluenz.
The most common adverse reaction observed in clinical studies was nasal congestion/rhinorrhoea.

List of adverse reactions

Adverse reaction frequencies are reported as:
Very common (>1/10)

Common (>1/100 to <1/10)

Uncommon (>1/1,000 to <1/100)

Rare (>1/10,000 to <1/1,000)

Very rare (<1/10,000)

Immune system disorders
Uncommon: Hypersensitivity reactions (including facial oedema, urticaria and very rare
anaphylactic reactions)

Metabolism and nutrition disorders
Very common: Decreased appetite

Nervous system disorders
Common: Headache

Respiratory, thoracic and mediastinal disorders
Very common: Nasal congestion/rhinorrhoea



Uncommon: Epistaxis

Skin and subcutaneous tissue disorders
Uncommon: Rash

Musculoskeletal and connective tissue disorders
Common: Myalgia

General disorders and administration site conditions
Very common: Malaise

Common: Pyrexia

Paediatric population

In an active-controlled clinical study (MI-CP111), an increased rate of hospitalisations (for any cause)
through 180 days after final vaccination dose was observed in infants and toddlers 6-11 months of age
(6.1% Fluenz versus 2.6% injectable influenza vaccine). Most hospitalisations were due to
gastrointestinal and respiratory tract infections and occurred more than 6 weeks post vaccination. The
rate of hospitalisations was not increased in Fluenz recipients 12 months and older. In the same study,
an increased rate of wheezing through 42 days was observed in infants and toddlers 6-23 months of
age (5.9% Fluenz versus 3.8% injectable influenza vaccine). The rate of wheezing was not increased
in Fluenz recipients 24 months and older. Fluenz Tetra is not indicated for use in infants and toddlers
younger than 24 months (see section 4.2).

Very rare reports of Guillain-Barré syndrome and exacerbation of symptoms of Leigh syndrome
(mitochondrial encephalomyopathy) have also been observed in the post-marketing setting

with Fluenz.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important.
It allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare

professionals are asked to report any suspected adverse reactions via national reporting system

listed in Appendix V.

4.9 Overdose

Overdose with Fluenz Tetra is unlikely due to its presentation as a pre-filled sprayer. Administration
of a higher than recommended dose of Fluenz Tetra was reported rarely and the adverse reaction
profile was comparable to that observed with the recommended dose of Fluenz Tetra.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Influenza vaccines, influenza live attenuated; ATC Code: J07BB03

Since 1985, two distinct lineages of influenza B viruses (Victoria and Yamagata) have circulated
worldwide. Fluenz Tetra is a tetravalent vaccine that contains antigens for four influenza virus strains,
an A/(HINT1) strain, an A/(H3N2) strain, and two B strains (one from each lineage). Fluenz Tetra is
manufactured according to the same process as Fluenz. The influenza virus strains in Fluenz Tetra are
(a) cold-adapted (ca); (b) temperature-sensitive (ts); and (c) attenuated (att). As a result, they replicate
in the nasopharynx and induce protective immunity.



Clinical studies

Clinical experience with Fluenz is relevant to Fluenz Tetra because both vaccines are manufactured
using the same process and have overlapping compositions.

Paediatric studies

Fluenz efficacy
Fluenz’s efficacy data in the paediatric population consist of 9 controlled studies comprising

over 20,000 infants and toddlers, children and adolescents, conducted during 7 influenza seasons. Four
placebo-controlled studies included second season revaccination. Fluenz has demonstrated superiority
in 3 active-controlled studies with injectable influenza vaccine. See Table 1 and 2 for a summary of
efficacy results in the paediatric population.

Table 1 Fluenz Efficacy in Placebo Controlled Paediatric Studies
Efficacy
Efficacy o c
Study . Age Numberof |\ 0 enza | (95% CI) (95% C)
Region a Study All strains
Number Range . . b Season Matched
Participants . regardless
strains
of match
o 0
2000-2001 (7;g S or 2) (768 S or 0)
D153-P502 | Europe 6to35M 1,616 YT -
2001-2002 88.7% 85.8%
(82.0,93.2) (78.6, 90.9)
. 73.5% 72.0%
Africa, 2001 d d
D153-P504 | Latin 6to35M 1,886 (63.6,81.0) (61.9,79.8)
America 2002 73.6% 46.6%
(33.3,91.2) (14.9, 67.2)
Asia/ 62.2% 48.6%
DIS3-P313 | o cania | 6103M 1,041 2002 (43.6,75.2) (28.8, 63.3)
Europe,
Asia/
. 78.4% 63.8%
D153-P522 Oceama, 11to24 M 1,150 2002-2003 (50.9,91.3) (36.2, 79.8)
Latin
America
72.9% 70.1%
. 2000-2001
DI53-P501 | 29 | 151035M 2,764 (62.8, 80.5) (609, 77.3)
Oceania 2001-2002 84.3% 64.2%
(70.1,92.4)° (44.2,77.3)°
93.4% 93.4%
1996-1997
AV006 USA 15t071 M 1,259 (87.5,96.5) (87.5, 96.5)
1997-1998 100% 87.1%
(63.1, 100) (77.7,92.6)
* M=months.

> Number of study participants for year 1 efficacy analysis.

¢Reduction in culture-confirmed influenza illness relative to placebo.
4 Data presented for clinical trial D153-P504 are for study participants who received two doses of study vaccine.

In previously unvaccinated study participants who received one dose in year 1, efficacy was 57.7%

(95% CI: 44.7, 67.9) and 56.3% (95% CI: 43.1, 66.7), respectively, thus supporting the need for two doses
of vaccine in previously unvaccinated children.
¢ In study participants who received 2 doses in year 1 and placebo in year 2, efficacy in year 2 was 56.2%

(95% CI: 30.5, 72.7) and 44.8% (95% CI: 18.2, 62.9), respectively, in D153-P501, thus supporting the need for

second-season revaccination.
fThe primary circulating strain was antigenically dissimilar from the H3N2 strain represented in the vaccine;
efficacy against the mismatched A/H3N2 strain was 85.9% (95% CI: 75.3, 91.9).




Table 2 Fluenz Relative Efficacy in Active-controlled Paediatric Studies with Injectable
Influenza Vaccine
Improved
Efficacy
Study . Age | Numberof |y g enza | Improved Efficacy | gg0 " cpyn
Region a Study 95% CI) .
Number Range . Season . All strains
Participants Matched strains
regardless
of match
o 0
USA, (224 3.56{;) 6) (455;11 96?9)“‘
MI-CP111 Europe, 6to59M 7,852 2004-2005 o o
. . fewer cases than fewer cases than
Asia/Oceania o .
injectable injectable
52.7% 52.4%
d
DIS3-P514| Burope | 6to7IM | 2085 | 2002-2003 | . (21.6:72.2) (24.6, 70.5)
fewer cases than fewer cases than
injectable injectable
34.7% 31.9%
DIS3-P515|  FEurope | 6t017Y | 2211 | 2002-2003 (3.9, 56.0) (1.1, 33.5)
fewer cases than fewer cases than
injectable injectable

* M=months. Y=years. Age range as described in the protocol for the study.

b Reduction in culture-confirmed influenza illness relative to injectable influenza vaccine.
¢ Fluenz demonstrated 55.7% (39.9, 67.6) fewer cases than injectable influenza vaccine in 3,686 infants and
toddlers 6-23 months of age and 54.4% (41.8, 64.5) fewer cases in 4,166 children 24-59 months of age.

4 Fluenz demonstrated 64.4% (1.4, 88.8) fewer cases than injectable influenza vaccine in 476 infants and
toddlers 6-23 months of age and 48.2% (12.7, 70.0) fewer cases in 1,609 children 24-71 months of age.

Fluenz safety

Chronic conditions

Although safety in children and adolescents with mild to moderate asthma has been established,
data in children with other pulmonary diseases or with chronic cardiovascular, metabolic or renal

diseases are limited.

In a study (D153-P515) of children 6 to 17 years of age with asthma (trivalent Fluenz: n=1,114,
trivalent injectable influenza vaccine: n=1,115), there were no significant differences between
treatment groups in the incidence of asthma exacerbations, mean peak expiratory flow rate, asthma
symptom scores, or night-time awakening scores. The incidence of wheezing within 15 days after
vaccination was lower in Fluenz recipients relative to inactivated vaccine recipients

(19.5% vs. 23.8%, P=0.02).

In a study of children and adolescents 9 to 17 years of age with moderate to severe asthma
(trivalent Fluenz: n=24, placebo: n=24), the primary safety criterion, change in percent predicted
forced expiratory volume in 1 second (FEV) measured before and after vaccination, did not differ

between treatment arms.

In studies of adults in which a high percentage of individuals had underlying chronic medical
conditions, the safety profile of trivalent Fluenz was comparable to the safety profile observed

in individuals without these conditions.

Immunocompromised

In 24 HIV-infected children and 25 HIV-negative children 1 through 7 years of age, and

in 243 HIV-infected children and adolescents 5 through 17 years of age receiving stable anti-retroviral
therapy, the frequency and duration of vaccine virus shedding were comparable to that seen in healthy
individuals. No adverse effects on HIV viral load or CD4 counts were identified following trivalent
Fluenz administration. Twenty mild to moderately immunocompromised children and

adolescents 5 through 17 years of age (receiving chemotherapy and/or radiation therapy or who had
recently received chemotherapy) were randomised 1:1 to trivalent Fluenz or placebo. Frequency and



duration of vaccine virus shedding in these immunocompromised children and adolescents were
comparable to that seen in healthy children and adolescents. The effectiveness of Fluenz and Fluenz
Tetra in preventing influenza illness in immunocompromised individuals has not been evaluated.

Fluenz Tetra immunogenicity

A multicentre, randomised, double-blind, active-controlled, non-inferiority study was conducted to
assess the immunogenicity of Fluenz Tetra compared to Fluenz (active control) in children and
adolescents 2-17 years of age. A total of 2,312 children and adolescents were randomised by site at

a 3:1:1 ratio to receive either Fluenz Tetra or one of two formulations of comparator vaccine Fluenz,
each containing a B strain that corresponded to one of the two B strains in Fluenz Tetra (a B strain of
the Yamagata lineage and a B strain of the Victoria lineage).

Immunogenicity was evaluated by comparing geometric mean titres (GMTs) of strain-specific serum
haemagglutination inhibition (HAI) antibodies post dosing. Fluenz Tetra demonstrated immunologic
non-inferiority to the two formulations of Fluenz as the upper bound for each of the four 95% Cls for
the post-dose strain-specific GMT HAI antibody ratios was < 1.5.

Adult studies

Several studies against placebo have shown that Fluenz may have some efficacy in adults. However,
a conclusion on clinical benefit of this vaccine in adults could not be made given that results observed
in some studies versus injectable influenza vaccines were suggestive of a lower efficacy of Fluenz.
5.2 Pharmacokinetic properties

Not applicable.

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional non-clinical studies of
repeated dose toxicity, reproduction and developmental toxicity, local tolerance and neurovirulence.
6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Sucrose

Dipotassium phosphate

Potassium dihydrogen phosphate

Gelatin (porcine, Type A)

Arginine hydrochloride

Monosodium glutamate monohydrate

Water for injections

6.2 Incompatibilities

In the absence of compatibility studies, this vaccine must not be mixed with other medicinal products.
6.3  Shelf life

18 weeks.

6.4 Special precautions for storage

Store in a refrigerator (2°C — 8°C).

Do not freeze.



Keep the nasal applicator in the outer carton in order to protect from light.
Before use, the vaccine may be taken out of the refrigerator once for a maximum period of 12 hours at
a temperature not above 25°C. Stability data indicate that the vaccine components are stable for 12

hours when stored at temperatures from 8°C to 25°C. At the end of this period, Fluenz Tetra should be
used immediately or discarded.

6.5 Nature and contents of container

Fluenz Tetra is supplied as a 0.2 ml suspension in a single-use nasal applicator (Type 1 glass), with
nozzle (polypropylene with polyethylene transfer valve), nozzle tip-protector cap (synthetic rubber),
plunger rod, plunger-stopper (butyl rubber) and a dose-divider clip.

Pack size of 1 or 10.

Not all pack sizes may be marketed.

6.6  Special precautions for disposal and other handling

Administration

Fluenz Tetra IS FOR NASAL USE ONLY.
° DO NOT USE WITH A NEEDLE. Do not inject.

° Do not use Fluenz Tetra if the expiry date has passed or the sprayer appears damaged, for
example, if the plunger is loose or displaced from the sprayer or if there are any signs of
leakage.

° Check the appearance of the vaccine before administration. The suspension should be colourless
to pale yellow, clear to opalescent. Small white particles may be present.

° Fluenz Tetra is administered as a divided dose in both nostrils.

° After administering half of the dose in one nostril, administer the other half of the dose in the
other nostril immediately or shortly thereafter.

° The patient can breathe normally while the vaccine is being administered — there is no need
to actively inhale or sniff.

° Refer to the Fluenz Tetra administration diagram (Figure 1) for step-by-step administration
instructions.

Figure1  Fluenz Tetra Administration

Plunger stopper

Dose-divider clip

Nozzle tip protector

Plunger rod
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—
Check expiry date Prepare the applicator Position the applicator
Product must be used Remove rubber tip With the patient in an
before date on protector. Do not remove  upright position, place
applicator label. dose-divider clip at the the tip just inside the
other end of the nostril to ensure Fluenz
applicator. Tetra is delivered into
the nose.
| G
%% -{%
\\“
Depress the plunger Remove dose-divider Spray in other nostril
With a single motion, clip Place the tip just inside
depress plunger as For administration in the  the other nostril and
rapidly as possible other nostril, pinch and with a single motion,
until the dose-divider remove the dose-divider  depress plunger as
clip prevents you from clip from plunger. rapidly as possible to
going further. deliver remaining
vaccine.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements for medical waste.

7. MARKETING AUTHORISATION HOLDER

AstraZeneca AB

SE-151 85 Sodertélje

Sweden

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/13/887/003 Top load carton assembly. 1 sprayer.

EU/1/13/887/004 Top load carton assembly. 10 sprayers.

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 04 December 2013

Date of latest renewal: 20 November 2018

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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ANNEX II

MANUFACTURER(S) OF THE BIOLOGICAL ACTIVE SUBSTANCE(S)
AND MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO THE
SAFE AND EFFECTIVE USE OF THE MEDICINAL PRODUCT
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A.  MANUFACTURER OF THE BIOLOGICAL ACTIVE SUBSTANCES
AND MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer of the biological active substances

MedImmune, UK Limited
Plot 6, Renaissance Way
Boulevard Industry Park
Speke

Liverpool L24 9JW
United Kingdom

Name and address of the manufacturers responsible for batch release

AstraZeneca Nijmegen B.V.,
Lagelandseweg 78
Nijmegen, 6545CG
Netherlands

MedImmune, UK Limited
Plot 6, Renaissance Way
Boulevard Industry Park
Speke

Liverpool L24 9JW
United Kingdom

The printed package leaflet of the medicinal product must state the name and address of the
manufacturer responsible for the release of the concerned batch.

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal products subject to medical prescription.

° Official batch release

In accordance with Article 114 of Directive 2001/83/EC, the official batch release
will be undertaken by a state laboratory or a laboratory designated for that purpose.

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

° Periodic safety update reports (PSURs)
The requirements for submission of PSURSs for this medicinal product are set out in the list of Union

reference dates (EURD list) provided for under Article 107¢(7) of Directive 2001/83/EC and any
subsequent updates published on the European medicines web-portal.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE
SAFE AND EFFECTIVE USE OF THE MEDICINAL PRODUCT

13



° Risk management plan (RMP)

The marketing authorisation holder (MAH) shall perform the required pharmacovigilance
activities and interventions detailed in the agreed RMP presented in Module 1.8.2 of the
marketing authorisation and any agreed subsequent updates of the RMP.

An updated RMP should be submitted:

° At the request of the European Medicines Agency;

° Whenever the risk management system is modified, especially as the result of new
information being received that may lead to a significant change to the benefit/risk
profile or as the result of an important (pharmacovigilance or risk minimisation)
milestone being reached.

If the dates for submission of a PSUR and the update of a RMP coincide, they can be submitted at the
same time.
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

PACK SIZE OF 1 SINGLE-USE NASAL APPLICATOR (IN A TRI-FOLD CARTON)
PACK SIZE OF 10 SINGLE-USE NASAL APPLICATORS

1. NAME OF THE MEDICINAL PRODUCT

Fluenz Tetra nasal spray suspension
Influenza vaccine (live attenuated, nasal)
2022/2023 season

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Reassortant influenza virus* (live attenuated) of the following four strains**:

A/Victoria/2570/2019 (HIN1)pdmO09 - like strain

(A/Victoria/1/2020, MEDI 340505) 1079403 FRU**x*
A/Darwin/9/2021 (H3N2) - like strain

(A/Norway/16606/2021, MEDI 355293) 1079403 FRU**x*
B/Austria/1359417/2021 - like strain

(B/Austria/1359417/2021, MEDI 355292) 107903 FRU#**x*
B/Phuket/3073/2013 - like strain

(B/Phuket/3073/2013, MEDI 306444) 1079403 FRU**x*
.................................................................................................................. per 0.2 ml dose

* propagated in fertilised hens’ eggs from healthy chicken flocks.
**  produced in VERO cells by reverse genetic technology.
**#  fluorescent focus units.

This vaccine complies with the WHO recommendations (Northern Hemisphere) and EU decision for
the 2022/2023 season.

‘ 3. LIST OF EXCIPIENTS

Contains also: sucrose, dipotassium phosphate, potassium dihydrogen phosphate, gelatin (porcine,
Type A), arginine hydrochloride, monosodium glutamate monohydrate, water for injections.

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Nasal spray, suspension
1 single-use nasal applicator (0.2 ml)
10 single-use nasal applicators (0.2 ml each)

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For nasal use only. Do not inject.
Read the package leaflet before use.
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6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
Do not freeze.

Protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

AstraZeneca AB
SE-151 85 Sodertilje
Sweden

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/13/887/003 Top load carton assembly. 1 sprayer.
EU/1/13/887/004 Top load carton assembly. 10 sprayers.

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

18



| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted

‘ 17.  UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18.  UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

SINGLE-USE NASAL APPLICATOR

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Fluenz Tetra
Influenza vaccine
2022/2023 season

2. METHOD OF ADMINISTRATION

For nasal use only.

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

0.2 ml

6. OTHER
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B. PACKAGE LEAFLET
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Package leaflet: Information for the user

Fluenz Tetra nasal spray suspension
Influenza vaccine (live attenuated, nasal)

Read all of this leaflet carefully before the vaccine is given because it contains important
information for you or your child.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, nurse or pharmacist.

- This vaccine has been prescribed for you or your child only. Do not pass it on to others.

- If any of the side effects gets serious, talk to your doctor, nurse or pharmacist. This includes any
possible side effects not listed in this leaflet. See section 4.

What is in this leaflet:

L. What Fluenz Tetra is and what it is used for

2. What you need to know before you are given Fluenz Tetra
3. How Fluenz Tetra is given

4. Possible side effects

5. How to store Fluenz Tetra

6. Contents of the pack and other information

1. What Fluenz Tetra is and what it is used for

Fluenz Tetra is a vaccine to prevent influenza (flu). It is used in children and adolescents 24 months to
less than 18 years of age. Fluenz Tetra will help to protect against the four virus strains contained in
the vaccine, and other strains closely related to them.

How Fluenz Tetra works

When a person is given the vaccine, the immune system (the body’s natural defence system) will
produce its own protection against the influenza virus. None of the ingredients in the vaccine can
cause the flu.

Fluenz Tetra vaccine viruses are grown in chicken eggs. Each year the vaccine targets four strains of
influenza, following the annual recommendations by the World Health Organisation.

2. What you need to know before you are given Fluenz Tetra

You will not be given Fluenz Tetra:

° if you are allergic to gentamicin, gelatin or any of the other ingredients of this vaccine (listed in
section 6 “Contents of the pack and other information”).

° if you have ever had a severe allergic reaction to eggs or egg proteins. For signs of allergic
reactions, see section 4 “Possible side effects”.

° if you have a blood disorder or a cancer that affects the immune system.

° if you have been told by your doctor that you have a weakened immune system as a result
of a disease, medicine or other treatment.

° if you are already taking acetylsalicylic acid (a substance present in many medicines used

to relieve pain and lower fever). This is because of the risk of a very rare but serious disease
(Reye’s syndrome).

If any of these apply, tell your doctor, nurse or pharmacist.

22



Warnings and precautions

Talk to your doctor, nurse or pharmacist before vaccination:

° if the child is less than 24 months of age. Children less than 24 months of age should not
receive this vaccine because of the risk of side effects.

° if you have severe asthma or are currently wheezing.

° if you are in close contact with someone with a severely weakened immune system
(for example, a bone marrow transplant patient needing isolation).

If any of these apply, tell your doctor, nurse or pharmacist before vaccination. He or she will
decide if Fluenz Tetra is suitable for you.

Other medicines, other vaccines and Fluenz Tetra

Tell your doctor, nurse or pharmacist if the person being vaccinated is taking, has recently taken or

might take any other medicines, including medicines that do not require a prescription.

° Do not give acetylsalicylic acid (a substance present in many medicines used to relieve pain and
lower fever) to children for 4 weeks after vaccination with Fluenz Tetra unless your doctor,
nurse or pharmacist tells you otherwise. This is because of the risk of Reye’s syndrome, a very
rare but serious disease that can affect the brain and liver.

° It is recommended that Fluenz Tetra is not given at the same time as influenza-specific
antiviral medicines, such as oseltamivir and zanamivir. This is because the vaccine may work
less effectively.

Your doctor, nurse or pharmacist will decide if Fluenz Tetra can be given at the same time as other
vaccines.

Pregnancy and breast-feeding

° If you are pregnant, think you may be pregnant, plan to become pregnant soon or are
breast-feeding, tell your doctor, nurse or pharmacist before receiving this vaccine. Fluenz
Tetra is not recommended for women who are pregnant or are breast-feeding.

Driving and using machines

° Fluenz Tetra has no or negligible influence on the ability to drive and use machines.

3. How Fluenz Tetra is given

Fluenz Tetra will be administered under the supervision of a doctor, nurse or pharmacist.

Fluenz Tetra must only be used as a nasal spray.

Fluenz Tetra must not be injected.

Fluenz Tetra will be given as a spray in each nostril. You can breathe normally while you are given
Fluenz Tetra. You do not need to actively inhale or sniff.

Dosage

The recommended dose for children and adolescents is 0.2 ml Fluenz Tetra, administered as 0.1 ml
in each nostril. Children who have not previously had an influenza vaccine will receive a second,
follow-up dose after an interval of at least 4 weeks. Follow your doctor, nurse or pharmacist’s
instructions about if and when your child should return for the second dose.

If you have any further questions on this vaccine, ask your doctor, nurse or pharmacist.
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4. Possible side effects

Like all medicines, this vaccine can cause side effects, although not everybody gets them. In clinical
studies with the vaccine, most side effects were mild in nature and short term.

Ask your doctor, nurse or pharmacist if you want more information about possible side effects from
Fluenz Tetra.

Some side effects may be serious

Very rare

(may affect up to 1 in 10,000 people):

° severe allergic reaction: signs of a severe allergic reaction may include shortness of breath and

swelling of the face or tongue.

Tell your doctor straight away or seek urgent medical care if you experience any of the effects
above.

Other possible side effects of Fluenz Tetra

Very common
(may affect more than 1 in 10 people):

° runny or stuffy nose

° reduced appetite

° weakness

Common

(may affect up to 1 in 10 people):
° fever

° muscle aches

° headache

Uncommon

(may affect up to 1 in 100 people):
° rash

° nose bleed

° allergic reactions

Reporting of side effects

If you get any side effects, talk to your doctor, nurse or pharmacist. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects you can help provide more information on the
safety of this medicine.

5. How to store Fluenz Tetra

Keep this vaccine out of the sight and reach of children.

Do not use this vaccine after the expiry date which is stated on the applicator label after the
letters EXP.

Store in a refrigerator (2°C to 8°C). Do not freeze.

Keep the nasal applicator in the outer carton in order to protect from light.
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Before use, the vaccine may be taken out of the refrigerator once for a maximum period of 12 hours at
a temperature not above 25°C. If the vaccine has not been used after this 12 hour period, it should be
discarded.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how

to throw away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information

What Fluenz Tetra contains

The active substances are:
Reassortant influenza virus* (live attenuated) of the following four strains**:

A/Victoria/2570/2019 (HIN1)pdmO09 - like strain

(A/Victoria/1/2020, MEDI 340505) 107903 FRU#*x*
A/Darwin/9/2021 (H3N2) - like strain

(A/Norway/16606/2021, MEDI 355293) 1079403 FRU**x*
B/Austria/1359417/2021 - like strain

(B/Austria/1359417/2021, MEDI 355292) 1079403 FRU**x*
B/Phuket/3073/2013 - like strain

(B/Phuket/3073/2013, MEDI 306444) 107903 FRU**x*
.................................................................................................................. per 0.2 ml dose

* propagated in fertilised hens' eggs from healthy chicken flocks.

**  produced in VERO cells by reverse genetic technology. This product contains genetically
modified organisms (GMOs).

**#  fluorescent focus units.

This vaccine complies with the WHO (World Health Organisation) recommendations
(Northern Hemisphere) and EU decision for the 2022/2023 season.

The other ingredients are sucrose, dipotassium phosphate, potassium dihydrogen phosphate, gelatin
(porcine, Type A), arginine hydrochloride, monosodium glutamate monohydrate and water for
injections.

What Fluenz Tetra looks like and contents of the pack

This vaccine is presented as a nasal spray suspension in a single-use nasal applicator (0.2 ml) in a pack
size of 1 and 10. Not all pack sizes may be available in your country.

The suspension is colourless to pale yellow, clear to slightly cloudy. Small white particles may
be present.

Marketing Authorisation Holder

AstraZeneca AB
SE-151 85
Sodertilje
Sweden
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Manufacturer

AstraZeneca Nijmegen B.V.,
Lagelandseweg 78
Nijmegen, 6545CG
Netherlands

MedImmune, UK Limited
Plot 6, Renaissance Way
Boulevard Industry Park
Speke

Liverpool L24 9JW
United Kingdom

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva

AstraZeneca S.A./N.V. UAB AstraZeneca Lietuva
Tel: +322 37048 11 Tel: +370 5 2660550
Bovarapus Luxembourg/Luxemburg
Acrtpa3eneka bwarapus EOO/] AstraZeneca S.A./N.V.

Ten.: +359 24455000 Tél/Tel: +322 37048 11
Ceska republika Magyarorszag

AstraZeneca Czech Republic s.r.o. AstraZeneca Kft.

Tel: +420 222 807 111 Tel.: +36 1 883 6500
Danmark Malta

AstraZeneca A/S Associated Drug Co. Ltd

TIf: +45 43 66 64 62 Tel: +356 2277 8000
Deutschland Nederland

AstraZeneca GmbH AstraZeneca BV

Tel: +49 40 809034100 Tel: +31 79 363 2222

Eesti Norge

AstraZeneca AstraZeneca AS

Tel: +372 6549 600 TIf: +47 21 00 64 00

EALada Osterreich

AstraZeneca A.E. AstraZeneca Osterreich GmbH
TnA: +30 210 6871500 Tel: +43 1711310

Espaiia Polska

AstraZeneca Farmacéutica Spain, S.A. AstraZeneca Pharma Poland Sp. z o.0.
Tel: +34 91 301 91 00 Tel.: +48 22 245 73 00
France Portugal

AstraZeneca AstraZeneca Produtos Farmacéuticos, Lda.
Tél: +33 1 41 29 40 00 Tel: +351 21 434 61 00
Hrvatska Roménia

AstraZeneca d.o.o. AstraZeneca Pharma SRL

Tel: +385 1 4628 000 Tel: +40 21 317 60 41
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Ireland
AstraZeneca Pharmaceuticals (Ireland) DAC
Tel: +353 1609 7100

Island
Vistor hf.
Simi: +354 535 7000

Italia
AstraZeneca S.p.A.
Tel: +39 02 00704500

Kvnpog

Aléktop Pappokevtikn Atd
TnA: +357 22490305
Latvija

SIA AstraZeneca Latvija
Tel: +371 67377100

This leaflet was last revised in.

Other sources of information

Slovenija
AstraZeneca UK Limited
Tel: +386 1 51 35 600

Slovenska republika
AstraZeneca AB, 0.z.
Tel: +421 2 5737 7777

Suomi/Finland
AstraZeneca Oy
Puh/Tel: +358 10 23 010

Sverige
AstraZeneca AB
Tel: +46 8 553 26 000

United Kingdom (Northern Ireland)
AstraZeneca UK Ltd
Tel: +44 1582 836 836

Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.eu.

Instructions for healthcare professionals

The following information is intended for healthcare professionals only:

Fluenz Tetra is for nasal use only.

° Do not use with a needle. Do not inject.

X«ﬂ—lﬂ I

° Do not use Fluenz Tetra if the expiry date has passed or the sprayer appears damaged, for
example, if the plunger is loose or displaced from the sprayer or if there are any signs of
leakage.

° Check the appearance of the vaccine before administration. The suspension should be colourless
to pale yellow, clear to opalescent. Small white particles may be present.

° Fluenz Tetra is administered as a divided dose in both nostrils as described below. (See also,
How Fluenz Tetra is given, in section 3).

° After administering half of the dose in one nostril, administer the other half of the dose in the
other nostril immediately or shortly thereafter.

° The patient can breathe normally while the vaccine is being administered — there is no need to

actively inhale or sniff.
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Nozzle tip protector

Plunger stopper

Dose-divider clip

Check expiry date
Product must be used
before date on applicator
label.

Prepare the applicator
Remove rubber tip
protector. Do not remove
dose-divider clip at the
other end of the
applicator.

s

Position the applicator
With the patient in an
upright position, place
the tip just inside the
nostril to ensure Fluenz
Tetra is delivered into
the nose.

@
&
e

&9

Depress the plunger
With a single motion,
depress plunger as
rapidly as possible until
the dose-divider clip
prevents you from going
further.

Remove dose-divider
clip

For administration in the
other nostril, pinch and
remove the dose-divider
clip from plunger.

See section 5 for advice on storage and disposal.
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Spray in other nostril
Place the tip just inside
the other nostril and
with a single motion,
depress plunger as
rapidly as possible to
deliver remaining
vaccine.
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Medimmune

CDs

Drug Substance Influenza vaccine (intranasal, live attenuated)

Core Data Sheet (CDS)

FluMist Quadrivalent, Fluenz Tetra /

FluMist, FLUENZ
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