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1.5 LRI R o i B OVBR 6 D % e AstraZeneca
— k4 =k~ GEETHEIEL)

1.5.1 BEICE- - =
WEENHICOWNWTIL, F 28 5.1 HERNFOMEIZ R LT,

1.5.2 BARDZE

=t~ T GEETHZ) CITF. =itbe~7) ofEREARBRE I, [HER,
IR K ONRITEIT D RS U A )V AEYL X 5 FRIERBOIIEME UL TR 258 s LT
5. ZhEE « hE (R) X182 IR E () 2RIz, £, =Lk~ T7DRRBO
e A 1 IZRT,

1.5.2.1 mE (T S EER OB

AFKI DRI BT A H L R FIEOHREICHOWNTIE, 2 3.S4HITR L, T3
DLEERBE IOV TIT, F 25 3.8.7 HITRL-,

AFNOBRFNC B4 5 Bk K OGREBR B DR EITHOWTIE, B2 3PS IR Lz, F25U5A|
DLEEMRBE IOV TIZ, FE2 3PS IR LT,

1522 JERR R SLER D BERK
EHNRIZOWTIE, F2E 41 IR LT,

1.5.2.3 PR BR 0D LR

YENEIZOWTIL, FH25 5.1 1R LT,

1.5.3 FREESNEE LAS D BRI R
HEEEIX, =B~ 712200 T, KHEGEICBITHR0HE « bR OB IXE L TV 7wy,

X 1 FARORERX
TD o 2011(2012{2013{2014{2015|2016(2017|2018{2019|2020{2021 (2022|2023
sEe | HEUmH
JRk 3.2.8.7 RENE
1]
el 32.P.8 ZEME
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21, p
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1.6 SENCI T 26 ARSI BE T 28k AstraZeneca
& =T GRIG TR

1.6.1 NEIZH 1T B ERIKR

2024 4F 1 HBUE, KEROBINC TERE (FEREESF) S, 30 VETRZEINTWD, F
BEECTOAGRIRMOFEM A2 R 1 1R LT,

% 1 TEEOKBKR
E4 EbnE AREAH
KIE Beyfortus (nirsevimab-alip) injection 50 mg/0.5 mL 202347 H 17 H
Beyfortus (nirsevimab-alip) injection 100 mg/mL
BIPH Beyfortus 50 mg solution for injection in pre-filled syringe | 2022 £ 10 A 31 H
Beyfortus 100 mg solution for injection in pre-filled
syringe
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
{4 =T GRIG TR

1.6.2 ITEEDORTLEDHE
EHE QR CHOWEE L 2 ROHK 3R, BB, FOULRFER L L,

&2 REDRITXENHE
E4£ KE
AR 54 Beyfortus (nirsevimab-alip) injection 50 mg/0.5 mL

Beyfortus (nirsevimab-alip) injection 100 mg/mL
PIGERESIES 1. Zhee - 2R
BEYFORTUS (A#l) (%, Respiratory Syncytial 71 /LA (RSV) EHIZK D, LLTO FRIELEED T ST FAERNH] 2 #5 &
EAR
. AR O RS ¥ A I R REGBHAT I 4380 2 28R R OV,

o %2 HD RS A VAT 20 %2 5. BEEDORS 7 A L ARHERBICHRE Lo WA 24 1 HEIBLLT
DOFIR K OB IR,

b
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
{4 =T GRIG TR

Mk - A& 2. k- A&

2.1 #RSNDHE - HE

AR &SR BRI RS U A )L AJEYGL AT

EZAEID RS 7 A L AREGLA T A2 2 5 8 ARSI, AR OARFIZE G555, RS UA /VARRGRITIILISMNZ A
EFNTHLROBEIL, AR ORI A2 BB L. RS 7 A )L ARG THIBERTIC AT 2 8 53 5 [ B 7H(12.2) 2 2],
AEHBONEID RS 7 A L ZEFRATI A0 2 5 8RR OFLIRICIE, KBRS U &2 AN M) ES & L CHEER S
T5 (F12R)

#F 1 ERFIED RS U A NV ARGRATH 20 2 28 ER KR ORISR T 2K OHREHAE

BHROEE HERE
5 kg Al 1 [5] 50 mg & AR5
5kg ULk 18] 100 mg ZAHRNESR 32

EEDRS VA NVARHERBICHEA LT WILIELOSIE - A% 2B H D RS U A )V A G T4
% 2BIHD RS VA NABRGHRITHIZ N Z 5, EED RS VAV ABEERBIZEBB LTV 24 7 LI T ORI L OSLIRIZ

%, 200 mg O H[EIEEG- &% 2 B30 THARNER 2X100mg) 35,

it S A 2SR 2 AT DTN 2 52 1 2 FLUR KOS IR
it A X2 IO T DB T 252 1 2 FLR R OSRICIE, AFIOMIE L~V 2 0 SRS D 72 TR 2 E L2 RE R Al
TG4 D ENEE LW, AFOHEEHREZHANES & L TR 5,

EBERIEIDRS 0o I R JFRITTTHY -

. AFNOYEHEE B 90 HLNOSE, REIZS U AR Z Mk 54 5, HEAREIZOWTE, £1 2%
i

. AR OPEFEE- D5 90 H Z#%0H L TV AH5E . MG ITAEEICEERER < S0mg &35,
2 [A]H D RS A RJERIETTHY -
. AFNOHEIFEE S 90 B ELNOSE . i Faf 51 AEICEfFR 72 < 200 mg &5,

. AR OEFE L2590 A Z#%0E L TV D56, ARG IIAREIZERZR < 100mg &5,
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
{4 =T GRIG TR

x2 KEDRHFXEDHME
E4 KE
2 4 R

AHNDH RS AT WVT N OTMF L. TF 7 4 F7F% > — 2 G EERBBUE OB O & 5 IR K OS2I, AFI
G LW 2 L [BEER O FoiE (5.1) ROBFZE (11) #2/M],

B K OMEM
FoEE

5 BEROEREOEE

51 777 4% —2&eiBBUE

TFT7 4 T7X— G EERBBUELNT, ot MMuE s a7 U Gl (IgGl) £/ 7 a—FAHKRTHL#HE STV 5,
BRI EE R 22 BOESOS XX T T 7 4 7 F 2 — D IMEIER DB B2 HAICIE, BEHISEY R EEOUEEZITHI 2 L,
5.2 BRARMICERHLEELHE T2 BE~OFEH

DA NTESR & RIS, AFNL, /IR E, BEEREESEO I U 2 7 243 5 BE UIPREREZZ 1 TS BEIC
HEELTHRETLZ L,

CONFIDENTIAL AND PROPRIETARY 6(15)



1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
{4 =T GRIG TR

RI1EM

6 BIfEH

6.1 FERRFEBRBE

BRIRFRBR IIRR 2 72 R FCHEIME SN D728, & D IFNOEKFER TR LN RIERRERIL, oK OBEKRRBRICBIT S
RIERS R & B35 2 L1TTE 2V, F7o, EERICBIT 2EWERBEEL KM T 5 L IXR L0,

52 AR ROV 3 FHERARRER GRBR 03, 04 KR 05) TiE. 3,224 B/ NEWRBRE ICARIOHEEHE R EG L-, 20955 2,119
BNIFERE AR 35 LA ETH Y . 1,105 NIFEREIAM 35 A CTh -7, 3Bk 05 Tix, FrERFEMEMZE (CLD) SUdiffT/
FHNCEE O RMELER (CHD) # A3 2 G 247 BlICARI O H &4 &5 LT,

B YIEID RS T AV AT 2538 2 5 AR RO GRBR 03 K U%RER 04)

ABR 03 1%, 7ERRHAM 29 LI E 35 EARM CAFTNIZREREZMNRE L7 7R T & 2b —EEMREENLEGRR TH
%o PEEREIL. ANERIC L H2ARA] (N=968) XIX7 7R (N=479) OFL52ZIFHHIC 2:1 OHERTT X2k Eh
Tre ABNZT v F DML SNT-HERE 1L, REICEIFRR <. AKI50mg 2 BRI S Lz, Bk 03 0LeMtT — 2%, #iLE
MEZEREG SNTAAFEOFLIRMAE 5 kg KT, 50 mg OAH Z HEIFHANEE LIZAIE (N=572) XiT77 &8 (N=288)
PeE LTI OWTORE R LZ, ) T,

BR 04 13, TEMRHIRN 35 ML ECA SN BRI FER K ONEMPER 238 & U725 3 M7 7 B RRHR T o & 2 b —E B REERH
R TH D, BBR 04122 DD ak— b6V | FEaR— MITEEA NIRRT k75 (14.3) 220 o O 2D
P E A S, et aks— MITICZEMEOFEICHH SN TS, RER 04 Ol 2k — kN OWERE 2B N LRI E
FNTWVD (KHIN=1,998 K77 &R N=996) , kB 04 TIL. KE 5 kg R OFLITITAA] 50 mg, {KE 5 kg LA EDOILIRIC
AH 100 mg & HRIFHANE G LT,

R 03 L OVRER 04 (2B W T, AFIOHERH EZ &G LzdLRE2 77— L, AAl (N=2,570) OZeMaE 77 HR (N=1,284)
CHEE L, Bl L=, T oA METIL, BER 03 RORER 04 2k — D S — L ST REAVERMERNIE. {EM IR 35 WA O
FLIEAS 22%., TERGHAR 35 LA L 37 R OIS 10%., FEMEIAM 37 HLLEOFLIED 68% TH Y . FHEN 2% Th-o7-, F
72NN 57%. BAN 1%, TAVT « AT 4 T T T ATHFEN 4%, TOT NS 4%, KRB RN 1%, ZDfth X
TRRIAS 19%, & AR=y 7 R LT T VR 30%, FERHEEDR 73% TH Y | KE S kg Kl 53% Th o7, FhDH R
X2 W ATHY, 3 DALNIZ65%., 3 W ALLE 67 HLIMNIIT 28%., 6 7 ALLEIFZ 7% THo7z, GRER 03 L OWER 04 O F
ISR DOBGRIZ DWW T, FRREBRO 142 HE W 14.3 228) , maBRICks W T, 3Bk 1 B BICARAI X7 7 &A% HaElf);
WNEEE- L, 5% D7t 60 =42V 7 LT, ettt 572012, &5% 360 B, #5RE 280004 L
oo AFEEG LI-gBRE OWN, 12% TRIERZRO L, BERADIZEAE (97%) 1IRENDLHRETH -T2,

BR 03 K OGER 04 (ZEEH) 12BWT, AFI 2L LIt o8Bl L-RIER 2% 2 1R T,

2 ZEMEF TN T 7R L bEWREBAERTHRE Sh-BIVER B 03 R URER 04)
BIYEM BEYFORTUS Placebo
N=2,570 N=1,284
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
{4 =T GRIG TR

% %
Fept (54 14 A LINICISER) 0.9 0.6
HEHEN O ST (Fe5% 7 BHLANIZH 0.3 0
Hl)

* ZAMEENNCIE, B 03 L URRER 04 12BN T, ARAIZEG LIz X ComEE, B 04 0FsE ok — N ROt ar— bk, #RB03 T
HELEHEOARHA] (HilE] 50 mg 7)) &85 LICARE 5 kg RO 2T T,

T RBIE, ST LT EATRORE, BRI, SRR SRIE, RBIERE L ER LT,

T EAEALEOSIE, 7 — T LI EAGE O TESHIAL RO, VESHINDARG, IO, AR, EATMALIER & 23 L.

TESR IR 35 ARG O FPEVE KO CLD X% CHD 23 5 3L R O IE GRER 05)

EBEANEID RS DA I R JERIT TR

AFNOLRMEX, HED RS UANVABEREICHEB LT WA 230G L Le Y BEX~ 73T 7 ML HE MR
B C o DR 05 TRl Sz, ARBR I, #E 2 A% (N=614) XiI/NU BEX~7 (N=304) (Z22:1DELETTH
2 LTe, AFOFE 2% 1F 72 614 BIOFLIRIZ X, TEMRII 29 B O FPENR 128 #. FEMIAM 29 ELL E~35 $# K 0 FE
52390 il 7ERGHAM 35 UL E DB MIREE R K OUERIEN 96 BN G T D, AEBRAIE O RS ¥ A L ARG T 230 2 7=
FLWROWN, CLD Xix CHD ZAH 3 23R 0%i%, EHRYIFMICEGRRL, 2 TEnRENn 214 flE 103 B ThH o7z, ZhIHD
H 12 HIOFLRIL CLD & CHD O i & Ho T,

ABR 05 OIRE Skg RO FLIRITIX, AAK| 50mg 2 HEIFHANE G L, (KE Skg L EOFLIRIZIX, A 100 mg % B0 K N #
H U7z, AFNIHER 1 BRI 1 EEEE L, 20% 778 R%EH 4 BANKS Lz, XU EX~71d, 5 v HEA. AN
BhHLTZ, T _XTCoOWBREZHREGEH VR EL 60 0MT=2Y) 7 Lic, £L2eME2iT 57012, 5% 360 AR, W%
B 2 BRGRA LT,

EZAEID RS T A IV AEGEGRA TN AR &2 5 5 L7238k 05 Ol Tl Gz gIVERIE, 3Bk 03 L UWER 04 CTAKZ &
B L7-#EBE RO O N-RIER LR TH - 7=,

552 [ H D RS o I R TT TR (FEENE CLD & ORI 777091 # A7 CHD #4753 # )

FLPERE CLD SULIAT /10 EE O CHD #H 3 2 #5RE 1%, 58k 05 Zfkc L. 4% 2 [B1H @ RS 7 A /L A YA 7 B Ak Al
2y ARSI ANY B X~ T 2T RN H D, EZYIEIO RS ¥ A /L AEGRATHNC AR 2 55 S gia i, 4
% 2 [ H D RS U A NV AREGGATII O AAK 25 E LT (N=180) , EFZHIFEID RS U A )V AEGGRATINC Y B X~ T 25 &
T HEBRE 121X, B4 2 [BIH O RS A )V AERGLRATIHIC AR (N=40) IRV B X~7 (N=42) IZH 7 X Lb Lz, A%
2B H D RS T A NVAEGETATHICARA] (N=220) X3/ U BEX~7 (N=42) Z&5-3i7- CLD XX CHD #H 3 5 #5aE 10k
W, 5% 150 BRICHE > TLReMT— 2 2 AT Uiz, 2O OWBRE DAL 2 [0 H D RS A /L ARG T O AR D22
BT a7 7 AR, AEBRYIEIO RS U A NV AEGEATINC RO bR OZeE7Te 7 7 A e —&H LT,
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1.6 AHENZIS T D RIS I B 5 Bk

AstraZeneca

{4 =T GRIG TR

*2 KED R XEDNHE
B4 K

o S L | 7 ErEE/ER

DO HAFH K | 7.1 RT-PCR XL BEFLFRH RSV 287 v &A1 OTF

L OO | gy WiagREsR AR Y A 5 —PHEIS (RT-PCR) =2, RSV AA (F) % 2 32 B EOFUEE: I 11 U3 IV 28 L5

BARM H R OHOR % 3 5 Rk 72 BURUR H RS 7 A AV ABTT v A 25T 72\, BEHRBIERA RS A LAY b — 5T B A0
YR T B A FERDEMETH D AT, RT-PCRR—ZADT v A 2 H L CHERT A2 E2HR LTV,

BEOE % |8 FENEMTCOMEH

AT HEEI| 8.1 14

BITOER | ki, AR O b B L~ DRAMEL O AWEIEHEE LT,
8.2 =W
KANE, EFEAES) O db B LhE~D LRI OIS LT,
8.4 /NE~DfEF
AN D LA R ORI, AR D RS ™7 A /L ARERHATIIR %50 2 5 FLHR T O, 4% 2 [ H O RS ¥ A /L R YA T
M2 HEED RS 7 A VABEEEIZHEE LT 24 7 HELLTFOILSIRIZIS 1T D RS 7 A /L ARG L 5 TRIEHREE DI
SERIRICRE L CHESZ ST 5, = OBISHE & ORHERNIC B0 B AR DL RM R OH I SV TR, T LERIcR~Tz,
Z DWRIE~DOAFN ORI, FER. 12 DABLLT RO 24 7 AELL T OISR 255 & Uiz, EWEhie Kk etk —#
BT RIRIC Lo TR ST BAEN (6.1) . BFER (12.3) ROBFAE (14) 24,
AANZ. 24 71 LA EOFLENYE ~ DL AR O ZIE ST LTV R,

ik 2023 4E 7 A1ERL
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
{4 =T GRIG TR

=3 BRI DT X E DR
E4 R
Hr5e 4 Beyfortus 50 mg solution for injection in pre-filled syringe

Beyfortus 100 mg solution for injection in pre-filled syringe

RIRE « R 4.1 ZhEE - IR

Beyfortus (A 1%, #HAERKOFIE2I W] Tl 2 5 respiratory syncytial 7 A /LA (RSV) FRATHIZIS T % RSV G LD F
OB BB OFIEIH 2 WIS & T 5,

AFNL, AHHELEFERHICHE > TR+ 2 &,
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1.6 SENZI T 2 AROEEICBE T 2 8k AstraZeneca
—fk4 =k T (BB

ik - H&E 42 Rt - A&
HE
HELTFH 20, R 5 kg RO FLRIZIE 50 mg & HEIFRNE G, (K5 5 kg L EOFLIRIZIE 100 mg 2 HEIFFANE G TH 5,
AHFNE, RS 7 A )V AEGLTAT IO BAAGATIC G UL RS U A VR EG A TENC A U722 Tl AR o & 595,
REDY 1.0 kg LA E 1.6 kg RIHOFINZKIT 2 HIAMFIZE S SO TH Y | BIKRT —ZI3E LT, (KE 1 kg KD
LTI, AE 1k oI L L CE@EENEL 25 L TRlShS, KE 1kg REOALEIZ= 1~ T 2 &K ET5HZ
EDRRT 4y hE DAY BEEIIRFTTRETH D,
FEERPE (TERGHIRM 29 #KN) C 8 A O TOT — X IIR N TV D, 4EUEHEEL (post-menstrual age) . 72D HIEM
WM B2 S 2 N 2 7= W23 32 AR O CORKT — X I3EF 6Ty (1 HESR) |
Dl ASA N2 ZREATS 2 O FIN A2 T 2R TR, +o2iEh= A1t~ 7TIRELZHRT 572D, HRIKRENZE L
TR DIRELICHAEGEITH) 2 ENTE S, AFOWEIRE% 90 BN THIUX, KEIZE LT 50 mg XiX 100 mg & #i7E
53 %, #lak5% 00 HUL ERSE L T 2548, Mifiks & L CREICERAR< 50 mg ZHA#E 5952 & T, RS VAL
AJEGATIA O » ORI HRHLTE 2 AREMER H 5,
RAEBEIZET 2L EMER OENET — X 1356 TH72R0,
2~18 ED/NRIZEIT D = B~ T OREMER OEINEIZMEL L TRV, T —Z 355 TR,
HiE
AANT LT HHANTRT 5,
KEBRTAMAER O FFANIZE G T 5 ONRLE L, B~ G XL EMREBET 2 ERMENH D720, EHEMNLE L TES
BIZRERIZ L7222 &y
w575k
AFNZIE S0mg L7 4V R Ve 100mg L7 4V RV TR 5L, FIROT VT 4V Ry VDT~V %
L. MBI U T 50 mg XiE 100 mg DIE LWWUAI 28R $ 5,

TT TV —u v RIREEED Beyfortus 50 mg 7TV —n y RERE EO Beyfortus 100 mg

(50mg/0.5mL) L7 4L Ry (100 mg/lmL) L7 4LV Ky U
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
—fk4 =k T (BB CHBLX)

x3

BN DRTXEDHE

E4

RN

TUT7 4 RV U POREBETRIZOWTIER 1 25,
X1 A7 —ay 78 U POBRREMS
T4 H—=T YT = DAINEVEE S

il |
| ) ﬂ'i

IS5V —nay R U URR T —a

AT 971 AFOFETAT —a v 7#HEEL (70 y—my RUIV Y U IORIEKEFE-20nwW2E) L b9 —FHD
FTUV rVF Xy 7 & RIET AR LT,

AT L2 NT—uay M ET LT 4V R U E T D, BRI E U B F TR A szl L CH
DT B,

AToT3 A HFEOFTUVY) UV IUREKEEL, ) HFOFTHIN—ZEEIZE ST I T, T B
NRHDLDOT, HHINRN—%HNT XTI Vry—ay ReonERnI &, $Hofnvn, £, 0wz fifinzen
K229 2, FHIHN—ZHEIIDZV, $HE2U UNLERVAL TiE b0,

AT 9T 4 LT 4NV RV U ONKEELY, HEICXVREGET 5, KERRIMABBOBRANICE G T2 0OREE L
VW, AREHR ARG T DERMEN S D72, EEELE U CTEmAZEH Lns &

P
l

4.3 ZHE

AREN DA NS X1E 6.1 HUIZ—F T 2 WM DONF IR LIBBUED & 5 BHE 21T, ARz LR &,
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1.6 SENCI T 26 ARSI BE T 2 8k

AstraZeneca
{4 =T GRIG TR

x3 BN DRTXEDHE

E4 ER M
BEROMEH |44 BEROEREOEE
ForE FL—HEVT ¢
EMEEGZO N L—Y VT 4 2RHET L0, TG LERHLOATRLE DR v M52 PIREICEEET D,
T 7 4 TR — G EBmBUE
)7 —FNAHUERTIET T 7 4 7F% =250 EEBBUERIGAFED DAL TS, BRRIICE R 72 BOE S XX 7 7

7 4 T F = OEIEL OIERD RO bR H1E AR OFREGEZEBICHIE L, @Y EES DR G KO I3 SRR % B
Y%,

B AL B R 7 i PR R
LD & 5w % i R NTESAI & [RIER, /MR E ST EERE S 2 F 9 2RI = vt e~ T 2 EE IR ST 2,
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
{4 =T GRIG TR

RI1EM

4.8 EIfEH

BT a7 7 A VOEL)

RBb ELSBOLNZRERIZREZ (07%) THY ., ®5% 14 BUPNICHEH LT, & A EDRERINERE~ PSR TH 12,
Oz, BeE% 7 BLURNIZHEED 0.5%, FEFEALEISD 0.3%IZ5880 BTz, HEFNLSOSIEE Tl -7,

RBIVER O

£ 112, BRRBRICBW T =t B~ 7 2% G Sz 2,966 B O IEME R K OREER (FEIRIARM 29 LI L) THE S -gIE
A zRT,

KRR B ER AR BBR T S NZRITEM 2. MedDRA OZREHIK/EE (SOC) ICX VL ThH D, % SOCNDIEAGEIL, FHL
BEE DB WA, WNTEEEOEWIAIZ RS, BESEE X, MmO TEEE (/10 BLE) | &8EE (17100 LLE 1/10 Ki) K
AR (1/1,000 LA E 1/100 A3#) . F4L (1/10,000 LA E 1/1,000 #ii) . fRHTEAL (very rare)  (1/10,000 Ai) . AH (ATF
T=HINBHEETE ) ICHE LT,

#1 EBIEA
MedDRA @ SOC MedDRA D EAEE FIEE
a0 FS RN AN ik W5 AR
—fi% - REEE L OGN TESHAL SO © A
DR FEHN (R

@ RBIL, IN—TE LT EARTEDIE, BRI E, BERES L ER LT,

b TEEREAL ORI, 7 — T U T EARGE ORISR, VESTEALATE . TSRS . AR, RSN &
T LT,

HEDRS UA VAR BIZHEE LT WVIHLIA
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
BEYFORTUS™ safely and effectively. See full prescribing information
for BEYFORTUS.

BEYFORTUS (nirsevimab-alip) injection, for intramuscular use
Initial U.S. Approval: 2023

--------------------------- INDICATIONS AND USAGE -

BEYFORTUS is a respiratory syncytial virus (RSV) F protein-directed fusion

inhibitor indicated for the prevention of RSV lower respiratory tract disease

in:

e Neonates and infants born during or entering their first RSV season. (1)

e Children up to 24 months of age who remain vulnerable to severe RSV
disease through their second RSV season. (1)

---------------------- DOSAGE AND ADMINISTRATION --------e-mmeeme -
Administer as an intramuscular injection. (2.1)

Recommended dosage:

Neonates and infants born during or entering their first RSV season:

o 50 mg if less than 5 kg in body weight. (2.1)

e 100 mg if greater than or equal to 5 kg in body weight. (2.1)

Children who remain vulnerable through their second RSV season:

e 200 mg (2 x 100 mg injections). (2.1)

--------------------- DOSAGE FORMS AND STRENGTHS  -------—--——--—-——-
Injection:
e 50 mg/0.5 mL in a single-dose pre-filled syringe. (3)

e 100 mg/mL in a single-dose pre-filled syringe. (3)

CONTRAINDICATIONS
BEYFORTUS is contraindicated in infants and children with a history of
serious hypersensitivity reactions, including anaphylaxis, to nirsevimab-alip
or to any of the excipients. (4)

----------------------- WARNINGS AND PRECAUTIONS  -——-----meememe -

e Hypersensitivity Including Anaphylaxis: Serious hypersensitivity reactions,
including anaphylaxis, have been observed with other human IgG1
monoclonal antibodies. Initiate appropriate medications and/or supportive
therapy. (5.1)

ADVERSE REACTIONS
Most common adverse reactions were rash (0.9%) and injection site reactions
(0.3%). (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Sanofi at
1-855-239-3678 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

----------------------- USE IN SPECIFIC POPULATIONS ---——-----mmememe -
The safety and effectiveness of BEYFORTUS in children older than 24
months of age have not been established. (8.4)

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

Revised: 07/2023
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

BEYFORTUS is indicated for the prevention of Respiratory Syncytial Virus (RSV) lower respiratory tract disease in:

e Neonates and infants born during or entering their first RSV season.

e Children up to 24 months of age who remain vulnerable to severe RSV disease through their second RSV season.



2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage

Neonates and Infants: First RSV Season

For neonates and infants born during or entering the RSV season, administer BEYFORTUS starting from birth. For
infants born outside the RSV season, administer BEYFORTUS once prior to the start of the RSV season considering
duration of protection provided by BEYFORTUS [see Clinical Pharmacology (12.2)].

The recommended dosage of BEYFORTUS for neonates and infants born during or entering their first RSV season is
based on body weight (see Table 1) and is administered as a single intramuscular (IM) injection.

Tablel  Recommended Dosage of BEYFORTUS in Neonates and Infants Born During or Entering Their First

RSV Season
Body Weight at Time of Dosing Recommended Dosage
Less than 5 kg 50 mg by IM injection
5 kg and greater 100 mg by IM injection

Children Who Remain at Increased Risk for Severe RSV Disease: Second RSV Season

For children up to 24 months of age who remain at increased risk for severe RSV disease in their second RSV season, the
recommended dosage of BEYFORTUS is a single 200 mg dose administered as two IM injections (2 x 100 mg).

Children Undergoing Cardiac Surgery with Cardiopulmonary Bypass

For children undergoing cardiac surgery with cardiopulmonary bypass, an additional dose of BEYFORTUS is
recommended as soon as the child is stable after surgery to ensure adequate nirsevimab-alip serum levels. The
recommended dosage of BEYFORTUS is administered as an IM injection.

First RSV season:

e If surgery is within 90 days after receiving BEYFORTUS, the additional dose should be based on body weight at
the time of the additional dose. Refer to Table 1 for weight-based dosing.

e If more than 90 days have elapsed since receiving BEYFORTUS, the additional dose should be 50 mg regardless
of body weight.

Second RSV season:

e If surgery is within 90 days after receiving BEYFORTUS, the additional dose should be 200 mg, regardless of
body weight.

e If more than 90 days have elapsed since receiving BEYFORTUS, the additional dose should be 100 mg,
regardless of body weight.

2.2 Administration Instructions
BEYFORTUS must be administered by a healthcare provider.



Parenteral drug products should be inspected visually for particulate matter and discoloration prior to administration,
whenever solution and container permit. BEYFORTUS is a clear to opalescent, colorless to yellow solution. Do not inject
BEYFORTUS if the liquid is cloudy, discolored, or it contains large particles or foreign particulate matter.

Do not use if the BEYFORTUS pre-filled syringe has been dropped or damaged, the security seal on the carton has been
broken, or the expiration date has passed.

BEYFORTUS is available in a 50 mg and a 100 mg pre-filled syringe. Check the labels on the BEYFORTUS carton and
pre-filled syringe to ensure the correct 50 mg or 100 mg product is being used.

Co-administration with Childhood Vaccines and Immunoglobulin Products

BEYFORTUS can be given concomitantly with childhood vaccines [see Clinical Pharmacology (12.3)]. When
administered concomitantly with injectable vaccines, they should be given with separate syringes and at different injection
sites. Do not mix BEYFORTUS with any vaccines or medications in the same syringe or vial.

There is no information regarding co-administration of BEYFORTUS with other immunoglobulin products. Palivizumab
should not be administered to infants who have already received BEYFORTUS in the same season. There are no data
regarding substitution of BEYFORTUS for palivizumab once prophylaxis treatment is initiated with palivizumab for the
RSV season. BEYFORTUS may be administered prior to or during the second RSV season to children up to 24 months of
age who remain vulnerable to severe RSV disease, and who received palivizumab in their first RSV season /[see Adverse
Reactions (6.1) and Clinical Studies (14.3)].

Administration Instructions for Single-Dose Pre-filled Syringe

BEYFORTUS 50 mg (50 mg/0.5 mL) pre-filled = BEYFORTUS 100 mg (100 mg/mL) pre-filled
syringe with a purple plunger rod. syringe with a light blue plunger rod.

Refer to Figure 1 for pre-filled syringe components.

Figure 1 Luer Lock Syringe Components
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Step 1: Holding the Luer lock in one hand (avoid holding the plunger rod or syringe body), unscrew the syringe cap by
twisting it counter-clockwise with the other hand.

Step 2: Attach a Luer lock needle to the pre-filled syringe by gently twisting the needle clockwise onto the pre-filled
syringe until slight resistance is felt.

Step 3: Hold the syringe body with one hand and carefully pull the needle cover straight off with the other hand. Do not
hold the plunger rod while removing the needle cover or the rubber stopper may move. Do not touch the needle or let it
touch any surface. Do not recap the needle or detach it from the syringe.

Step 4: Administer the entire contents of the BEYFORTUS pre-filled syringe as an IM injection, preferably in the
anterolateral aspect of the thigh. The gluteal muscle should not be used as an injection site because of the risk of damage
to the sciatic nerve.

Step 5: Discard syringe into a sharps container.
If two injections are required, repeat Steps 1-5 in a different injection site.
3 DOSAGE FORMS AND STRENGTHS

BEYFORTUS is a clear to opalescent, colorless to yellow solution available as follows:

e Injection: 50 mg/0.5 mL in a single-dose pre-filled syringe.
e Injection: 100 mg/mL in a single-dose pre-filled syringe.

4 CONTRAINDICATIONS

BEYFORTUS is contraindicated in infants and children with a history of serious hypersensitivity reactions, including
anaphylaxis, to nirsevimab-alip or to any of the excipients [see Warnings and Precautions (5.1) and Description (11)].

5 WARNINGS AND PRECAUTIONS

5.1 Hypersensitivity Including Anaphylaxis

Serious hypersensitivity reactions, including anaphylaxis, have been observed with other human immunoglobulin G1
(IgG1) monoclonal antibodies. If signs and symptoms of a clinically significant hypersensitivity reaction or anaphylaxis
occur, initiate appropriate medications and/or supportive therapy.

5.2 Use in Individuals with Clinically Significant Bleeding Disorders

As with any other IM injections, BEYFORTUS should be given with caution to infants and children with
thrombocytopenia, any coagulation disorder, or to individuals on anticoagulation therapy.



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 drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates observed
in practice.

A total of 3,224 pediatric subjects received the recommended dose of BEYFORTUS in Phase 2 and Phase 3 clinical trials
(Trials 03, 04, and 05) including 2,119 infants who were born at 35 weeks gestational age (GA) or older, and 1,105 infants
who were born at less than 35 weeks GA. A total of 247 infants of any GA with chronic lung disease (CLD) of

prematurity or hemodynamically significant congenital heart disease (CHD) in Trial 05 received the recommended dose
of BEYFORTUS.

Neonates and Infants Entering Their First RSV Season (Trial 03 and Trial 04)

Trial 03 was a randomized, double-blind placebo-controlled trial conducted in preterm infants born at a GA of greater
than or equal to 29 weeks to less than 35 weeks. Subjects were randomized 2:1 to receive BEYFORTUS (N=968) or
placebo (N=479) by IM injection. All subjects randomized to BEYFORTUS received a single 50 mg IM dose regardless
of body weight. Safety data in Trial 03 are presented only for the infants in the BEYFORTUS arm who received the
recommended dose [infants who weighed less than 5 kg and who received a single dose of 50 mg BEYFORTUS IM
(N=572) or placebo (N=288)].

Trial 04 was a Phase 3, randomized, double-blind, placebo-controlled trial conducted in late preterm and term infants born
at greater than or equal to 35 weeks GA. Trial 04 enrolled subjects sequentially into two cohorts: the Primary Cohort was
used for the primary efficacy analysis [see Clinical Studies (14.3)] and for assessment of safety, and the Safety Cohort
was used primarily for safety assessment. All subjects from both cohorts of Trial 04 were included in the safety analysis
(BEYFORTUS N=1,998 and placebo N=996). Subjects in Trial 04 weighing less than 5 kg received a single 50 mg IM
dose of BEYFORTUS and infants weighing greater than or equal to 5 kg received a single 100 mg IM dose.

Infants who received the recommended dose in Trial 03 and infants in Trial 04 were pooled to evaluate the safety of
BEYFORTUS (N=2,570) compared to placebo (N=1,284). At randomization, in this pooled Safety Population from Trials
03 and 04 cohorts, 22% of infants were born at less than 35 weeks GA, 10% of infants were GA greater than or equal to
35 weeks and less than 37 weeks; 68% were GA greater than or equal to 37 weeks; 52% were male; 57% were White;
15% were Black; 4% were American Indian/Alaskan native; 4% were Asian; 1% were Pacific Islander; and 19% were
Other or Mixed Race; 30% were Hispanic or Latino; 73% were from Northern Hemisphere; and 53% weighed less than 5
kg. The median age was 2 months; 65% were less than or equal to 3 months; 28% were greater than 3 to less than or equal
to 6 months, and 7% were greater than 6 months of age. (Refer to Sections 14.2 and 14.3, Clinical Studies, for a
description of the efficacy populations in Trials 03 and 04). In both trials, infants received a single dose of IM
BEYFORTUS or placebo on Study Day 1 and were monitored for at least 60 minutes post-dose. Subjects were followed
for 360 days post-dose to assess safety. Adverse reactions were reported in 1.2% of subjects who received BEYFORTUS;
most (97%) of adverse reactions were mild to moderate in intensity.

Table 2 summarizes the adverse reactions that occurred in Trial 03 and Trial 04 (Safety Population) in subjects who
received the recommended dose of BEYFORTUS.



Table 2 Adverse Reactions Reported at an Incidence Higher Than Placebo in the Safety Population* (Trials

03 and 04)

Adverse Reaction BEYFORTUS Placebo

N=2,570 N=1,284
% %

Rash' (occurring within 14 days 0.9 0.6

post-dose)

Injection site reaction’ (occurring 0.3 0

within 7 days post-dose)

* The Safety Population includes all subjects who received the recommended dose of BEYFORTUS in Trials 03 and 04: Primary and Safety cohorts
from Trial 04; infants who weighed less than 5 kg and who received the recommended dose of BEYFORTUS (single 50 mg IM dose) in Trial 03.

T Rash was defined by the following grouped preferred terms: rash, rash macular, rash maculo-papular, rash papular.

+ Injection site reaction was defined by the following grouped preferred terms: injection site reaction, injection site pain, injection site induration,
injection site edema, injection site swelling.

Infants Born at <35 Weeks Gestational Age and Infants and Children with CLD of Prematurity or Hemodynamically
Significant CHD (Trial 05)

RSV Season One

The safety of BEYFORTUS was evaluated in Trial 05, a randomized, double-blind, palivizumab-controlled multicenter
trial in infants at high risk for severe RSV disease. These subjects were randomized 2:1 to receive BEYFORTUS (N=614)
or palivizumab (N=304) by IM injection. The 614 infants who received BEYFORTUS included 128 preterm infants born
at GA less than 29 weeks, 390 preterm infants who were born at 29 weeks or older to less than 35 weeks GA, and 96 late
preterm and term infants born at 35 weeks GA or older. Among infants enrolled during their first RSV season, the number
of infants with CLD of prematurity or hemodynamically significant CHD were overall 214 and 103, respectively,
regardless of gestational age. Of these, 12 infants had both CLD and CHD.

Subjects in Trial 05 weighing less than 5 kg received a single 50 mg IM dose of BEYFORTUS and infants weighing
greater than or equal to 5 kg received a single 100 mg IM dose. BEYFORTUS was administered once on Study Day 1
followed by 4 monthly IM doses of placebo; palivizumab was administered IM monthly for 5 months. All subjects were
monitored for at least 60 minutes post-dose. Subjects were followed for 360 days post-dose to assess safety.

Adverse reactions reported among Trial 05 subjects who received BEYFORTUS in their first RSV season were similar to
those reported in subjects who received BEYFORTUS in Trials 03 and 04.

RSV Season Two (Subjects with CLD of Prematurity and Hemodynamically Significant CHD)

Subjects with CLD of prematurity or hemodynamically significant CHD could continue in Trial 05 and receive
BEYFORTUS or palivizumab prior to their second RSV season. All subjects who received BEYFORTUS in the first RSV
season also received BEYFORTUS in the second RSV season (N=180). Subjects who received palivizumab in the first
RSV season were re-randomized to receive BEYFORTUS (N=40) or palivizumab (N=42) in the second RSV season.
Safety data were available for 150 days after dosing in children with CLD or CHD who received BEYFORTUS (N=220)
or palivizumab (N=42) in their second RSV season. The safety profile of BEYFORTUS in these children during their
second RSV season was consistent with the safety profile of BEYFORTUS observed during their first RSV season.



7 DRUG INTERACTIONS

7.1 Interference with RT-PCR or Rapid Antigen Detection RSV Diagnostic Assays

Nirsevimab-alip does not interfere with reverse transcriptase polymerase chain reaction (RT-PCR) or rapid antigen
detection RSV diagnostic assays that employ commercially available antibodies targeting antigenic site I, II, or IV on the
RSV fusion (F) protein. For immunological assay results which are negative when clinical observations are consistent
with RSV infection, it is recommended to confirm using an RT-PCR-based assay.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
BEYFORTUS is not indicated for use in females of reproductive potential.

8.2 Lactation
BEYFORTUS is not indicated for use in females of reproductive potential.

8.4 Pediatric Use

The safety and effectiveness of BEYFORTUS have been established for the prevention of RSV lower respiratory tract
disease in neonates and infants born during or entering their first RSV season and in children up to 24 months of age who
remain vulnerable to severe RSV disease through their second RSV season. The safety and efficacy of BEYFORTUS for
this indication and populations are discussed throughout the labeling.

Use of BEYFORTUS for this indication is supported by evidence from adequate and well-controlled studies in neonates
and infants from birth up to 12 months of age with additional pharmacokinetic and safety data in children up to 24 months
of age [see Adverse Reactions (6.1), Clinical Pharmacology (12.3), and Clinical Studies (14)].

The safety and effectiveness of BEYFORTUS have not been established in children older than 24 months of age.

10 OVERDOSAGE
There is limited experience of overdose with BEYFORTUS.

There is no specific treatment for an overdose with BEYFORTUS. In the event of an overdose, the individual should be
monitored for the occurrence of adverse reactions and provided with symptomatic treatment as appropriate.

11 DESCRIPTION

Nirsevimab-alip, a respiratory syncytial virus F protein-directed fusion inhibitor, is a human immunoglobulin G1 kappa
(IgG1x) monoclonal antibody produced in Chinese hamster ovary (CHO) cells by recombinant DNA technology. The
molecular weight is approximately 146.3 kDa.

BEYFORTUS (nirsevimab-alip) injection is a sterile, preservative-free, clear to opalescent, colorless to yellow solution
for intramuscular injection. It is supplied in a single-dose siliconized Luer lock Type I glass pre-filled syringe with a
FluroTec coated plunger stopper.

Each 0.5 mL contains 50 mg nirsevimab-alip, arginine hydrochloride (8 mg), histidine (1.1 mg), L-histidine hydrochloride
monohydrate (1.6 mg), polysorbate 80 (0.1 mg), sucrose (21 mg), and water for injection (USP). The pH is 6.0.



Each 1 mL contains 100 mg nirsevimab-alip, arginine hydrochloride (17 mg), histidine (2.2 mg), L-histidine
hydrochloride monohydrate (3.3 mg), polysorbate 80 (0.2 mg), sucrose (41 mg), and water for injection (USP). The pH is
6.0.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
BEYFORTUS is a monoclonal antibody with anti-RSV activity [see Microbiology (12.4)].

12.2 Pharmacodynamics

There is a positive correlation between a serum nirsevimab-alip AUC (based on clearance at baseline) above 12.8
mg*day/mL and a lower incidence of medically attended RSV lower respiratory tract infection (MA RSV LRTI).
Following IM administration of nirsevimab-alip in adults, RSV neutralizing antibody levels in serum were approximately
4 times higher than baseline at 8 hours after nirsevimab-alip dosing, and maximum levels were reached by day 6
following IM administration of nirsevimab-alip in adults. The safety and effectiveness of BEYFORTUS have not been
established in adults.

Duration of Protection

Based on clinical data, the duration of protection offered by a single dose of BEYFORTUS extends through 5 months.

12.3 PharmacoKkinetics

The PK of nirsevimab-alip is dose-proportional following a single IM administration of doses ranging from 25 mg (0.5
times the lowest approved recommended dosage) to 200 mg in pediatric subjects. Following the recommended dose, the
nirsevimab-alip serum exposures were similar in neonates and infants born during or entering their first RSV season
(Trials 03 and 04), and in neonates and infants born at less than 35 weeks GA (including less than 29 weeks GA) in their
first RSV season (Trial 05), and in pediatric subjects up to 24 months of age with CLD or CHD in their first and second
RSV season (Trial 05).

Absorption

The estimated nirsevimab-alip absolute bioavailability is 84% and the median time (range) to maximum concentration is 6
(1, 28) days.

Distribution
The estimated nirsevimab-alip total volume of distribution is 477 mL, for an infant weighing 5 kg.
Elimination

The nirsevimab-alip terminal half-life is approximately 71 days and the estimated clearance is 3.42 mL/day for an infant
weighing 5 kg.

Metabolism

Nirsevimab-alip is degraded into small peptides by catabolic pathways.



Specific Populations

No clinically significant differences in the pharmacokinetics of nirsevimab-alip were observed based on race or
vulnerability to severe RSV disease (i.e., CLD, CHD, GA <29 weeks, or immunocompromised states). An effect of renal
or hepatic impairment on nirsevimab-alip pharmacokinetics is not expected.

Drug Interaction Studies

No formal drug interaction studies have been performed with BEYFORTUS. Nirsevimab-alip is not predicted to be a
substrate of, inhibitor or inducer of cytochrome P450 enzymes or transporter systems based on a mechanistic
understanding of monoclonal antibodies.

Clinical Studies

Vaccines: There is limited experience with co-administration of BEYFORTUS with vaccines. In clinical trials, when
BEYFORTUS was given concomitantly with routine childhood vaccines, the safety and reactogenicity profile of the co-
administered regimen was similar to the childhood vaccines given alone.

12.4 Microbiology

Mechanism of Action

Nirsevimab-alip is a recombinant human IgG1x monoclonal antibody that provides passive immunity by targeting the
prefusion conformation of the RSV F protein. Nirsevimab-alip is long-acting due to a triple amino acid substitution (YTE)
in the Fc region which increases binding to the neonatal Fc receptor and thereby extends serum half-life. Nirsevimab-alip
binds to a conserved epitope in antigenic site @ on the prefusion protein with dissociation constants Kp = 0.12 nM and Kp
= 1.22 nM for RSV subtype A and B strains, respectively; it neutralizes RSV by inhibiting conformation changes in the F
protein necessary for fusion of the viral and cellular membranes and viral entry.

Antiviral Activity

The cell culture neutralization activity of nirsevimab-alip against RSV was measured in a concentration-response model
using cultured Hep-2 cells. Nirsevimab-alip neutralized clinical RSV isolates collected from global locations between
2003 and 2017 with median ECso values for RSV A of 21 pM (3.2 ng/mL) (n=70; range 3 pM [0.48 ng/mL] to 100 pM
[15 ng/mL]) and for RSV B of 19 pM (2.9 ng/mL) (n=49; range 2 pM [0.3 ng/mL] to 398 pM [59.7 ng/mL)]).

Antiviral Resistance

In Cell Culture

Escape variants were selected following three passages in cell culture of RSV A2 and B9320 strains in the presence of
nirsevimab-alip. Recombinant RSV A variants that showed reduced susceptibility to nirsevimab-alip compared with the
reference strain included those with substitutions N671+N208Y (103-fold reduction). Recombinant RSV B variants that
showed reduced susceptibility to nirsevimab-alip included those with substitutions N208D (>90,000-fold change), N208S
(>24,000-fold change), K68N+N201S (>13,000-fold change), and K68N+N208S (>90,000-fold change). All resistance-
associated substitutions identified among neutralization escape variants were located in the nirsevimab-alip binding site
(amino acids 62-69 and 196-212) and were shown to reduce binding affinity to RSV F protein.

In Surveillance Trials

Polymorphisms conferring large fold-reductions in susceptibility to nirsevimab-alip in isolates collected from 1956-2014
were not observed for RSV A and seen rarely (<1%) for RSV B, and included K65Q+K68N (1,239-fold change),



K65Q+S211N (36-fold change), and L2031 (3,005-fold change) substitutions. In prospective, observational, global
molecular epidemiology studies (OUTSMART-RSV and INFORM-RSV) genetic diversity of RSV F protein sequences
has remained low (most amino acids in both RSV A and RSV B >99% conserved). Variants harboring known nirsevimab-
alip resistance-associated substitutions have been rare (<1%) and include RSV B substitutions N201T (>406-fold change)
and N201T+[206M+Q209R (>418-fold change). Variants observed with reduced susceptibility include RSV A
substitutions K68E (13-fold change) and S275F (6-fold change), and RSV B substitutions K68N (30-fold change),
K68Q+1206M+Q209R (46-fold change) and N201S (127-fold change). The clinical significance of these reductions in
susceptibility is not known. From 2015 to 2021, most amino acid residues in the nirsevimab-alip binding site were highly
conserved (>99%) at all positions in RSV A and 22 of the 25 positions in RSV B. Co-occurring substitutions
1206M+Q209R in the nirsevimab-alip binding site that have become prevalent in RSV B since 2017 did not confer
reduced susceptibility (<5-fold change) to nirsevimab-alip. The S211N substitution which has increased in prevalence also
retains susceptibility to nirsevimab-alip, both individually and concurrently with 206M+Q209R.

In Clinical Trials

In Trial 04 and Trial 05 no known resistance-associated substitutions were identified at >25% frequency at any sampling
time points. Phenotypic testing of novel substitutions is ongoing.

In Trial 03 (who received a single dose of 50 mg BEYFORTUS), 2 of 40 subjects with RSV infections corresponding to
any case definition had a variant containing nirsevimab-alip resistance-associated substitutions. The two subjects received
less than the recommended nirsevimab-alip dose and had RSV B variants harboring [64T+K68E+I1206M+Q209R co-
occurring substitutions or an N208S substitution. 164T, K68E, and N208S substitutions individually have reduced
susceptibility to nirsevimab-alip (fold changes: >496, >283, and >387, respectively).

In Trial 04, an RSV B variant harboring binding site substitution L204S (no phenotypic data) concurrent with
1206M+Q209R+S211N substitutions (<5-fold change) was detected at >25% frequency in one subject who received
BEYFORTUS through Day 150. An RSV B variant present at <25% frequency with 164T+K68E substitutions (>280-fold-
change) was seen in one subject that received BEYFORTUS through Day 150.

Cross-resistance

Limited data are available that show that variants resistant to nirsevimab-alip could have cross-resistance to palivizumab.

Palivizumab retained full neutralization potency against resistance-associated substitutions identified in Trial 03 and Trial
04. Nirsevimab-alip retained activity against recombinant RSV harboring palivizumab resistance-associated substitutions

identified in molecular epidemiology studies and in neutralization escape variants of palivizumab; S275F substitution had
reduced susceptibility of 6-fold.

12.6 Immunogenicity

The observed incidence of anti-drug antibodies (ADA) is highly dependent on the sensitivity and specificity of the assay.
Differences in assay methods preclude meaningful comparisons of the incidence of ADA in the studies described below
with the incidence of ADA in other studies, including those of nirsevimab-alip or of other nirsevimab products.

Of 572 subjects receiving the recommended dose of nirsevimab-alip in Trial 03, 3.3% (16/492) subjects were ADA-
positive on Day 361. Among the 16 ADA-positive subjects, 94% (15/16) had ADA against YTE and none tested positive
for neutralizing antibodies against nirsevimab-alip.

In Trial 04, 7% (55/830) of subjects were ADA-positive on Day 361, of whom 22% (12/55) had neutralizing antibodies
and 96% (53/55) had ADA against YTE.
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In Trial 05, among subjects enrolled during their first RSV season, on Day 361, 6% (32/534) of subjects were positive for
ADA. Among the 32 ADA-positive subjects, 6% (2/32) had neutralizing antibodies against nirsevimab-alip and 97%
(31/32) had antibodies against the YTE substitution.

In Trials 03, 04, and 05, the effect of ADA on nirsevimab-alip serum concentrations through Day 151 could not be
determined. Subjects who received BEYFORTUS who developed anti-nirsevimab-alip antibodies had reduced
nirsevimab-alip concentrations at Day 361 (50% to 60% lower compared to subjects who received BEYFORTUS who did
not develop anti-nirsevimab-alip antibodies). Because of the low occurrence of ADA and MA RSV LRTI in clinical trials,
the effect of these ADA on effectiveness of BEYFORTUS is unknown.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis, mutagenesis and reproductive toxicity studies have not been performed with BEYFORTUS.

14 CLINICAL STUDIES

14.1 Description of Clinical Trials

The efficacy and safety of BEYFORTUS were evaluated in term and preterm infants in the trials summarized in Table 3.

Table 3 Trials Conducted with BEYFORTUS for the Prevention of MA RSV LRTI

Trial Population Study Arms

D5290C00003 Infants born at >29 to <35 weeks GA entering their first BEYFORTUS (N=969)*

(Trial 03) RSV season Placebo (N=484)

NCT02878330

D5290C00004 Infants born at >35 weeks GA entering their first RSV Primary Cohort':

(Trial 04) season BEYFORTUS (N=994)

NCT03979313 Placebo (N=496)
Safety Cohort':

BEYFORTUS (N=1,015)
Placebo (N=507)

D5290C00005 Infants born at <35 weeks GA and infants born with CLD | RSV Season One:

(Trial 05) or CHD entering their first RSV season BEYFORTUS (N=616)

NCT03959488 Palivizumab (N=304)
Infants with CLD or CHD only entering their second RSV | RSV Season Two:
season BEYFORTUS (N=220)

Palivizumab (N=42)

GA gestational age; CLD chronic lung disease; CHD hemodynamically significant chronic heart disease

* All subjects in Trial 03 were included in the efficacy analysis. All subjects in Trial 03 received 50 mg of BEYFORTUS IM injections regardless of
body weight. The recommended BEYFORTUS dose in neonates and infants born during or entering their first RSV season is single IM 50 mg and
100 mg dose for those who weigh <5 kg and >5 kg, respectively [see Dosage and Administration (2.1)].

+ The primary efficacy analysis for Trial 04 is based on subjects from the Primary Cohort. For Trial 04 safety population /see Adverse Reactions

(6.1)].
t Trial 04 safety analysis included both Primary and Safety Cohorts [see Adverse Reactions (6.1)].
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14.2 Prevention of MA RSV LRTI in Infants Born at >29 to <35 Weeks Gestational Age (Trial 03)

Trial 03 was a randomized, double-blind, placebo-controlled multicenter trial for the prevention of Medically Attended
Respiratory Syncytial Virus Lower Respiratory Tract Infection (MA RSV LRTI) conducted in preterm infants born at
gestational age (GA) greater than or equal to 29 weeks and less than 35 weeks. These subjects were randomized 2:1 to
receive BEYFORTUS (N=969) or placebo (N=484) by IM injection. All subjects in the BEYFORTUS arm received 50
mg IM of BEYFORTUS regardless of body weight. The recommended BEYFORTUS dose in neonates and infants born
during or entering their first RSV season is a single IM 50 mg or 100 mg dose for those who weigh less than 5 kg and
greater than or equal to 5 kg, respectively [see Dosage and Administration (2.1)].

At randomization, 20% were GA greater than or equal to 29 weeks and less than 32 weeks; 80% were GA greater than or
equal to 32 and less than 35 weeks; 52% were male; 72% were White; 18% were Black; 1% were Asian; 1% were Pacific
Islander, and 8% were Other or Mixed Race; 22% were Hispanic or Latino; 68% were from Northern Hemisphere. The
median age was 2.8 months (range: 0.1 to 11.9 months); 53% were less than or equal to 3 months; 33% were greater than
3 to less than or equal to 6 months, and 14% were greater than 6 months of age.

The primary endpoint was the incidence of MA RSV LRTI caused by RT-PCR-confirmed RSV, characterized
predominantly as bronchiolitis or pneumonia through 150 days after dosing. Medically Attended (MA) includes all
healthcare provider visits such as physician office, urgent care, emergency room visits and hospitalizations. Signs of LRTI
involvement included rhonchi, rales, crackles, or wheezing; and at least one sign of worsening clinical severity including
at least one of the following: increased respiratory rate, hypoxemia, acute hypoxic or ventilatory failure, new onset apnea,
nasal flaring, retractions, grunting, or dehydration due to respiratory distress. Incidence of RSV LRTI with hospitalization
was a prespecified secondary endpoint. RSV hospitalization was defined as hospitalization for LRTI with a positive RSV
test.

Table 4 displays the primary efficacy result for Trial 03.

Table 4 Incidence of MA RSV LRTI in Infants Born at >29 Weeks to <35 Weeks Through 150 Days Post
Dose (Trial 03)
N Incidence % (n) Efficacy* (95% CI)
BEYFORTUS 969 2.6% (25)

70.1% (52.3, 81.2)T
Placebo 484 9.5% (46)

* Efficacy for MA RSV LRTI based on relative risk reduction against placebo adjusted for age at randomization and hemisphere.
T p-value =<0.001.

+ In a post-hoc analysis of all randomized infants in Trial 03 weighing <5 kg at baseline, and who received the recommended dose of BEYFORTUS,
efficacy for MA RSV LRTI, based on relative risk reduction against placebo was 86.2% (95% CI 68.0, 94.0); efficacy for RSV LRTI with
hospitalization based on relative risk reduction against placebo was 86.5% (95% CI 53.5, 96.1).

In Trial 03, the efficacy of BEYFORTUS against MA RSV LRTI with hospitalization in infants born at GA greater than
or equal to 29 weeks and less than 35 weeks, who received a single dose of 50 mg BEYFORTUS, based on the relative
risk reduction was 78.4% (95% CI 51.9, 90.3; p=0.0002), through 150 days post dose.

14.3 Prevention of MA RSV LRTI in Infants Born at >35 Weeks Gestational Age (Trial 04)

BEYFORTUS was evaluated in one Phase 3 randomized, double-blind, placebo-controlled multicenter trial, Trial 04, for

the prevention of MA RSV LRTI in term and late preterm infants GA greater than or equal to 35 weeks entering their first
RSV season.
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The primary analysis population (Primary Cohort) included 1,490 term and late preterm infants (GA greater than or equal
to 35 weeks). Subjects were randomized 2:1 to receive a single IM dose of BEYFORTUS (N=994) (50 mg if less than 5
kg body weight or 100 mg if greater than or equal to 5 kg body weight at the time of dosing), or placebo (N=496). At
randomization, 14% were GA greater than or equal to 35 weeks and less than 37 weeks; 86% were GA greater than or
equal to 37 weeks; 52% were male; 53% were White; 28% were Black; 6% were American Indian/Alaskan native; 4%
were Asian; 1% were Pacific Islander; and 8% were Other or Mixed Race; 10% were Hispanic or Latino; 69% were from
Northern Hemisphere; and 40% weighed less than 5 kg. The median age was 2.6 months (range: 0.03 to 11.10 months);
58% were less than or equal to 3 months; 32% were greater than 3 to less than or equal to 6 months, and 10% were greater
than 6 months of age.

In Trial 04, the primary endpoint was the incidence of MA RSV LRTI caused by RT-PCR-confirmed RSV, as defined in
Trial 03. Incidence of RSV LRTI with hospitalization was a prespecified secondary endpoint. RSV hospitalization was
defined as hospitalization for LRTI with a positive RSV test.

Table 5 displays the primary efficacy result from Trial 04.

Table 5 Incidence of MA RSV LRTI in Infants Born at >35 Weeks Through 150 Days Post Dose (Trial 04)*
N Incidence % (n) Efﬁcachr 95% CI)
BEYFORTUS 994 1.2% (12)

74.9% (50.6, 87.3)'

Placebo 496 5.0% (25)

* The primary efficacy analysis for Trial 04 is based on subjects from the Primary Cohort.
T Efficacy for MA RSV LRTI based on relative risk reduction against placebo adjusted for age at randomization.

1 p-value =<0.001.

In Trial 04, the efficacy of BEYFORTUS against MA RSV LRTI with hospitalization in infants born at GA greater than
or equal to 35 weeks, who received a single IM 50 mg or 100 mg dose for those who weigh less than 5 kg and greater than
or equal to 5 kg, respectively, based on the relative risk reduction was 60.2% (95% CI -14.6, 86.2; p=0.09), through 150
days post dose.

14.4 Prevention of MA RSV LRTI in Infants Born at <35 Weeks Gestational Age and Infants with CLD
of Prematurity or Hemodynamically Significant CHD (Trial 05)

The safety and PK of BEYFORTUS were evaluated in a Phase 2/3 randomized, double-blind, palivizumab-controlled
multicenter trial (Trial 05) in pediatric subjects born less than 35 weeks GA and infants with CLD of prematurity or
hemodynamically significant CHD. This trial was not powered for efficacy, but efficacy was assessed as secondary
endpoint. The efficacy of BEYFORTUS in preterm infants (GA less than 35 weeks) during their first RSV season and in
pediatric subjects up to 24 months of age with CLD or CHD during their first and second RSV season was established by
extrapolation of efficacy of BEYFORTUS from Trials 03 and Trial 04 to the population enrolled in Trial 05 based on
similar nirsevimab-alip exposures among subjects enrolled in Trial 04 and 05 [see Clinical Pharmacology (12.3)].

Trial 05: RSV Season One

Trial 05 enrolled infants at higher risk for severe RSV disease entering their first RSV season into one of two cohorts:
preterm infants (GA less than 35 weeks) and infants with CLD of prematurity or hemodynamically significant CHD. A
total of 925 infants were randomized 2:1 in each of the preterm (n=615) and CLD/CHD (n=310) cohorts to receive
BEYFORTUS or palivizumab. Infants received a single IM dose of BEYFORTUS (50 mg if less than 5 kg body weight or
100 mg if greater than 5 kg body weight at the time of dosing), followed by 4 once-monthly IM doses of placebo, or 5
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once-monthly IM doses of 15 mg/kg palivizumab, respectively. At randomization, in the preterm cohort, 77 infants (13%)
were less than 29 weeks GA; and 499 (81%) were GA greater than or equal to 29 to less than 35 weeks. In the CLD/CHD
cohort, 70% had CLD of prematurity; 34% had hemodynamically significant CHD; 123 infants (40%) were less than 29
weeks GA, 28% were greater than or equal to 29 weeks to less than 35 weeks GA; and 32% were greater than or equal to
35 weeks GA. In both cohorts together, 54% were male; 79% were White; 10% were Black; 5% were Asian; 2% were
American Indian/Alaskan Native; 15% were Hispanic or Latino; and 57% weighed less than 5 kg. The median age was
3.5 months (range: 0.07 to 12.3 months); 45% were less than or equal to 3 months; 34% were greater than 3 months to
less than or equal to 6 months, and 21% were greater than 6 months of age.

In the first RSV season of Trial 05, the incidence of MA RSV LRTI through 150 days post dose was 0.6% (4/616) in the
BEYFORTUS group and 1.0% (3/309) in the palivizumab group.

Trial 05: RSV Season Two

Pediatric subjects with CLD of prematurity or hemodynamically significant CHD up to 24 months of age continued in the
trial for a second RSV season (n=262). Subjects who received BEYFORTUS during their first RSV season also received a
single dose of 200 mg BEYFORTUS entering their second RSV season followed by 4 once-monthly IM doses of placebo
(n=180). Subjects who received palivizumab during their first RSV season were re-randomized 1:1 to either receive
BEYFORTUS or palivizumab entering their second RSV season. Forty subjects who received palivizumab in the first
RSV season received a single IM dose of BEYFORTUS followed by 4 once-monthly IM doses of placebo in their second
RSV season; and 42 subjects received palivizumab (5 once-monthly IM doses of 15 mg/kg palivizumab) in both first and
second RSV seasons.

In the second RSV season of Trial 05, there were no cases of MA RSV LRTI through Day 150 post-dose in subjects who
received either BEYFORTUS or palivizumab.

16 HOW SUPPLIED/STORAGE AND HANDLING
How Supplied
BEYFORTUS injection is a sterile, preservative-free, clear to opalescent, colorless to yellow solution supplied as follows:

e One 50 mg/0.5 mL single-dose pre-filled syringe in a carton: NDC 49281-575-00
e Five 50 mg/0.5 mL single-dose pre-filled syringes in a carton: NDC 49281-575-15
e One 100 mg/mL single-dose pre-filled syringe in a carton: NDC 49281-574-88

e Five 100 mg/mL single-dose pre-filled syringes in a carton: NDC 49281-574-15

Each BEYFORTUS pre-filled syringe is for one time use only.

Storage and Handling

Store refrigerated between 36°F to 46°F (2°C to 8°C). BEYFORTUS may be kept at room temperature 68°F to 77°F
(20°C to 25°C) for a maximum of 8 hours. After removal from the refrigerator, BEYFORTUS must be used within 8
hours or discarded.

Store BEYFORTUS in original carton to protect from light until time of use.

Do not freeze. Do not shake. Do not expose to heat.
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17 PATIENT COUNSELING INFORMATION
Adpvise the child’s caregiver to read the FDA-approved patient labeling (Patient Information).

Dosage and Administration

Advise the caregiver that the child will receive one dose of BEYFORTUS by IM injection by a healthcare provider. If the

child remains at increased risk for RSV, they may receive a second dose in the second RSV season [see Dosage and
Administration (2.1)].

Manufactured by: AstraZeneca AB, Sodertélje, Sweden SE-15185
US License No. 2059

Distributed by: Sanofi Pasteur, Inc., Swiftwater, PA 18370 USA
BEYFORTUS is a trademark of the Sanofi group of companies.

©AstraZeneca 2023
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PATIENT INFORMATION
BEYFORTUS™ (Bay for tus)
(nirsevimab-alip)
injection, for intramuscular use

What is BEYFORTUS?

BEYFORTUS is a prescription medicine that is used to help prevent a serious lung disease caused by Respiratory
Syncytial Virus (RSV) in:

¢ newborns and babies under 1 year of age born during or entering their first RSV season.

e children up to 24 months of age who remain at risk of severe RSV disease through their second RSV season.
BEYFORTUS is an antibody that contains nirsevimab-alip which is used to help prevent RSV disease for 5 months.
It is not known if BEYFORTUS is safe and effective in children older than 24 months of age.

Your child should not receive BEYFORTUS if your child has a history of serious allergic reactions to nirsevimab-alip
or any of the ingredients in BEYFORTUS. See the end of this Patient Information leaflet for a complete list of
ingredients in BEYFORTUS.

Before your child receives BEYFORTUS, tell your healthcare provider about all of your child’s medical
conditions, including if your child:

e has ever had a reaction to BEYFORTUS.

e has bleeding or bruising problems. If your child has a problem with bleeding or bruises easily, an injection could
cause a problem.

Tell your child’s healthcare provider about all the medicines your child takes, including prescription and over-the-
counter medicines, vitamins, and herbal supplements. Your infant should not receive a medicine called palivizumab if
they have already received BEYFORTUS in the same RSV season.

How is BEYFORTUS given?

o BEYFORTUS is given as an injection, usually in the thigh (leg) muscle, by your child’s healthcare provider.

e Your child should receive BEYFORTUS before or during the RSV season. RSV season is the time of year
when RSV infections are most common, usually occurring fall through spring. Your healthcare provider can tell you
when the RSV season starts in your area.

¢ Your child may still get RSV disease after receiving BEYFORTUS. Talk to your child’s healthcare provider
about what symptoms to look for.

e If your child has heart surgery, your child’s healthcare provider may need to give your child an additional
BEYFORTUS injection soon after surgery.

What are the possible side effects of BEYFORTUS?

e Serious allergic reactions have happened with other medicines like BEYFORTUS. Get medical help right away if
your child has any of the following signs or symptoms of a serious allergic reaction:

o swelling of the face, mouth, or tongue o bluish color of skin, lips or under fingernails
o difficulty swallowing or breathing o muscle weakness
o unresponsiveness o severe rash, hives or itching

The most common side effects of BEYFORTUS include rash, and pain, swelling or hardness at the site of your
child’s injection.

These are not all of the possible side effects of BEYFORTUS.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

General information about the safe and effective use of BEYFORTUS.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet. You can ask
your pharmacist or healthcare provider for information about BEYFORTUS that is written for health professionals.
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What are the ingredients in BEYFORTUS?
Active ingredient: nirsevimab-alip

Inactive ingredients: arginine hydrochloride, histidine, L-histidine hydrochloride monohydrate, polysorbate 80, sucrose
and water for injection.
Manufactured by: AstraZeneca AB, Sddertélje, Sweden SE-15185

US License No. 2059

Distributed by: Sanofi Pasteur, Inc., Swiftwater, PA 18370 USA
BEYFORTUS is a trademark of he Sanofi group of companies.
©AstraZeneca 2023

For more information, go to https://www.Beyfortus.com or call 1-855-239-3678 (1-855-BEYFORTUS).

This Patient Information has been approved by the U.S. Food and Drug Administration. Issued: July 2023
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



' This medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Beyfortus 50 mg solution for injection in pre-filled syringe
Beyfortus 100 mg solution for injection in pre-filled syringe

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Beyfortus 50 mg solution for injection in pre-filled syringe

Each pre-filled syringe contains 50 mg of nirsevimab in 0.5 mL (100 mg/mL).

Beyfortus 100 mg solution for injection in pre-filled syringe

Each pre-filled syringe contains 100 mg of nirsevimab in 1 mL (100 mg/mL).

Nirsevimab is a human immunoglobulin G1 kappa (IgG1x) monoclonal antibody produced in Chinese
hamster ovary (CHO) cells by recombinant DNA technology.

For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM
Solution for injection (injection).

Clear to opalescent, colourless to yellow, pH 6.0 solution.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Beyfortus is indicated for the prevention of Respiratory Syncytial Virus (RSV) lower respiratory tract
disease in neonates and infants during their first RSV season.

Beyfortus should be used in accordance with official recommendations.
4.2 Posology and method of administration

Posology

The recommended dose is a single dose of 50 mg administered intramuscularly for infants with body
weight <5 kg and a single dose of 100 mg administered intramuscularly for infants with body weight
>5 kg.

Beyfortus should be administered prior to commencement of the RSV season, or from birth for infants
born during the RSV season.



Dosing in infants with a body weight from 1.0 kg to <1.6 kg is based on extrapolation, no clinical data
are available. Exposure in infants <1 kg is anticipated to yield higher exposures than in those weighing
more. The benefits and risks of nirsevimab use in infants <1 kg should be carefully considered.

There are limited data available in extremely preterm infants (Gestational Age [GA] <29 weeks) less
than 8 weeks of age. No clinical data available in infants with a postmenstrual age (gestational age at
birth plus chronological age) of less than 32 weeks (see section 5.1).

For infants undergoing cardiac surgery with cardiopulmonary bypass, an additional dose may be
administered as soon as the infant is stable after surgery to ensure adequate nirsevimab serum levels. If
within 90 days after receiving the first dose of Beyfortus, the additional dose should be 50 mg or

100 mg according to body weight. If more than 90 days have elapsed since the first dose, the

additional dose could be a single dose of 50 mg regardless of body weight, to cover the remainder of
the RSV season.

There are no safety and efficacy data available on repeat dosing.

The safety and efficacy of nirsevimab in children aged 2 to 18 years have not been established. No
data are available.

Method of administration

Beyfortus is for intramuscular injection only.
It is administered intramuscularly, preferably in the anterolateral aspect of the thigh. The gluteal
muscle should not be used routinely as an injection site because of the risk of damage to the sciatic

nerve.

Instructions for administration

Beyfortus is available in a 50 mg and a 100 mg pre-filled syringe. Check the labels on the carton and
pre-filled syringe to make sure you have selected the correct 50 mg or 100 mg presentation as
required.

Beyfortus 50 mg (50 mg/0.5 mL) pre-filled Beyfortus 100 mg (100 mg/1 mL) pre-filled
syringe with a purple plunger rod. syringe with a light blue plunger rod.

Purple nght Blue

Refer to Figure 1 for pre-filled syringe components.



Figure 1: Luer lock syringe components
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Step 1: Holding the Luer lock in one hand (avoid holding the plunger rod or syringe body), unscrew
the syringe cap by twisting it counter clockwise with the other hand.

Step 2: Attach a Luer lock needle to the pre-filled syringe by gently twisting the needle clockwise
onto the pre-filled syringe until slight resistance is felt.

Step 3: Hold the syringe body with one hand and carefully pull the needle cover straight off with the
other hand. Do not hold the plunger rod while removing the needle cover or the rubber stopper may
move. Do not touch the needle or let it touch any surface. Do not recap the needle or detach it from the
syringe.

Step 4: Administer the entire contents of the pre-filled syringe as an intramuscular injection,
preferably in the anterolateral aspect of the thigh. The gluteal muscle should not be used routinely as
an injection site because of the risk of damage to the sciatic nerve.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

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.

Hypersensitivity including anaphylaxis

Serious hypersensitivity reactions, including anaphylaxis, have been observed with monoclonal
antibodies. If signs and symptoms of a clinically significant hypersensitivity reaction or anaphylaxis
occur, immediately discontinue administration and initiate appropriate medicinal products and/or
supportive therapy.

Clinically significant bleeding disorders

As with any other intramuscular injections, nirsevimab should be given with caution to infants with
thrombocytopenia or any coagulation disorder.

4.5 Interaction with other medicinal products and other forms of interaction

No interaction studies have been performed. Monoclonal antibodies do not typically have significant
interaction potential, as they do not directly affect cytochrome P450 enzymes and are not substrates of
hepatic or renal transporters. Indirect effects on cytochrome P450 enzymes are unlikely as the target of
nirsevimab is an exogenous virus.



Concomitant administration with vaccines

Since nirsevimab is a monoclonal antibody, a passive immunisation specific for RSV, it is not
expected to interfere with the active immune response to co-administered vaccines.

There is limited experience of co-administration with vaccines. In clinical trials, when nirsevimab was
given with routine childhood vaccines, the safety and reactogenicity profile of the co-administered
regimen was similar to the childhood vaccines given alone. Nirsevimab can be given concomitantly
with childhood vaccines.

Nirsevimab should not be mixed with any vaccine in the same syringe or vial (see section 6.2). When
administered concomitantly with injectable vaccines, they should be given with separate syringes and
at different injection sites.

4.6  Fertility, pregnancy and lactation

Not applicable.

4.7 Effects on ability to drive and use machines

Not applicable.

4.8 Undesirable effects

Summary of the safety profile

The most frequent adverse reaction was rash (0.7%) occurring within 14 days post dose. The majority
of cases were mild to moderate in intensity. Additionally, pyrexia and injection site reactions were
reported at a rate of 0.5% and 0.3% within 7 days post dose, respectively. Injection site reactions were
non-serious.

Tabulated list of adverse reactions

Table 1 presents the adverse reactions reported in 2 966 term and preterm infants (GA >29 weeks)
who received nirsevimab in clinical trials.

Adverse reactions reported from controlled clinical trials are classified by MedDRA System Organ
Class (SOC). Within each SOC, preferred terms are arranged by decreasing frequency and then by
decreasing seriousness. Frequencies of occurrence of adverse reactions are defined 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) and not known (cannot be estimated from available data).

Table 1: Adverse reactions

MedDRA SOC MedDRA Preferred Term Frequency
Skin and subcutaneous tissue disorders | Rash® Uncommon
General disorders and administration Injection site reaction® Uncommon

site conditions

Pyrexia Uncommon

® Rash was defined by the following grouped preferred terms: rash, rash maculo-papular, rash macular.
b Injection site reaction was defined by the following grouped preferred terms: injection site reaction, injection
site pain, injection site induration, injection site oedema, injection site swelling.



Infants at higher risk for severe RSV disease

Safety was also evaluated in MEDLEY in 918 infants at higher risk for severe RSV disease, including
196 extremely preterm infants (GA <29 weeks) and 306 infants with chronic lung disease of
prematurity, or haemodynamically significant congenital heart disease entering their first RSV season,
who received nirsevimab (614) or palivizumab (304). The safety profile was comparable to the
palivizumab comparator and consistent with the safety profile in term and preterm infants

GA >29 weeks (D5290C00003 and MELODY).

Immunogenicity

As with all therapeutic proteins, there is potential for immunogenicity.

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 the national reporting system
listed in Appendix V.

4.9 Overdose

There is no specific treatment for an overdose with nirsevimab. In the event of an overdose, the
individual should be monitored for the occurrence of adverse reactions and provided with
symptomatic treatment as appropriate.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Immune sera and immunoglobulins, antiviral monoclonal antibodies,
ATC code: JO6BD08

Mechanism of action

Nirsevimab is a recombinant neutralising human IgG1x long-acting monoclonal antibody to the
prefusion conformation of the RSV F protein which has been modified with a triple amino acid
substitution (YTE) in the Fc region to extend serum half-life. Nirsevimab binds to a highly conserved
epitope in antigenic site ¢ on the prefusion protein with dissociation constants Kp = 0.12 nM and
Kp=1.22 nM for RSV subtype A and B strains, respectively. Nirsevimab inhibits the essential
membrane fusion step in the viral entry process, neutralising the virus and blocking cell-to-cell fusion.

Pharmacodynamic effects

Antiviral activity

The cell culture neutralisation activity of nirsevimab against RSV was measured in a dose-response
model using cultured Hep-2 cells. Nirsevimab neutralised RSV A and RSV B isolates with median
ECso values of 3.2 ng/mL (range 0.48 to 15 ng/mL) and 2.9 ng/mL (range 0.3 to 59.7 ng/mL),
respectively. The clinical RSV isolates (70 RSV A and 49 RSV B) were collected between 2003 and
2017 from subjects across the United States, Australia, Netherlands, Italy, China and Israel and
encoded the most common RSV F sequence polymorphisms found among circulating strains.

Nirsevimab demonstrated in vitro binding to immobilised human FcyRs (FcyRI, FcyRIIA, FcyRIIB,
and FcyRIII) and equivalent neutralising activity compared to parental monoclonal antibodies, IG7



and IG7-TM (Fc region modified to reduce FcR binding and effector function). In a cotton rat model
of RSV infection, IG7 and IG7-TM exhibited comparable dose-dependent reduction in RSV
replication in the lungs and nasal turbinates, strongly suggesting that protection from RSV infection is
dependent on nirsevimab neutralisation activity rather than Fc-mediated effector function.

Antiviral resistance

In cell culture

Escape variants were selected following three passages in cell culture of RSV A2 and B9320 strains in
the presence of nirsevimab. Recombinant RSV A variants that showed reduced susceptibility to
nirsevimab included those with identified substitutions N671+N208Y (103-fold). Recombinant RSV B
variants that showed reduced susceptibility to nirsevimab included those with identified substitutions
N208D (>90,000-fold), N208S (>24,000-fold), K68N+N201S (>13,000-fold), or K6EN+N208S
(>90,000-fold). All resistance-associated substitutions identified among neutralisation escape variants
were located in the nirsevimab binding site (amino acids 62-69 and 196-212) and were shown to
reduce binding affinity to RSV F protein.

In clinical trials

In MELODY and MEDLEY, no subject with medically attended RSV lower respiratory tract infection
(MA RSV LRTI) had an RSV isolate containing nirsevimab resistance-associated substitutions in any
treatment group.

In D5290C00003 (subjects who received a single dose of 50 mg nirsevimab irrespective of weight at
time of dosing), 2 of 25 subjects in the nirsevimab group with MA RSV LRTI had an RSV isolate
containing nirsevimab resistance-associated substitutions (RSV A: 0 of 11 subjects and RSV B: 2 of
14 subjects). No subjects in the placebo group had an RSV isolate containing nirsevimab
resistance-associated substitution. Recombinant RSV B variants harbouring the identified
[64T+K68E+I1206M+Q209R (>447.1-fold) or N208S (>386.6-fold) F protein sequence variations in
the nirsevimab binding site conferred reduced susceptibility to nirsevimab neutralisation.

Nirsevimab retained activity against recombinant RSV harbouring palivizumab resistance-associated
substitutions identified in molecular epidemiology studies and in neutralisation escape variants of
palivizumab. It is possible that variants resistant to nirsevimab could have cross-resistance to other
monoclonal antibodies targeting the F protein of RSV.

Clinical efficacy

The efficacy and safety of nirsevimab were evaluated in two randomised, double-blind, placebo
controlled multicentre trials (D5290C00003 [Phase IIb] and MELODY [Phase III]) for the prevention
of MA RSV LRTI in term and preterm infants (GA >29 weeks) entering their first RSV season. Safety
and pharmacokinetics of nirsevimab were also evaluated in a randomised, double-blind,
palivizumab-controlled multicentre trial (MEDLEY [Phase II/III]) in infants GA <35 weeks at higher
risk for severe RSV disease, including extremely preterm infants (GA <29 weeks) and infants with
chronic lung disease of prematurity, or haemodynamically significant congenital heart disease,
entering their first RSV season.

Efficacy against MA RSV LRTI, MA RSV LRTI hospitalisation, and very severe MA RSV LRTI in term
and preterm infants (D5290C00003 and MELODY)

D5290C00003 randomised a total of 1 453 very and moderately preterm infants (GA >29 to

<35 weeks) entering their first RSV season (2:1) to receive a single intramuscular dose of 50 mg
nirsevimab or placebo. At randomisation, 20.3% were GA >29 to <32 weeks; 79.7% were GA >32 to
<35 weeks; 52.4% were male; 72.2% were White; 17.6% were of African origin; 1.0% were Asian;



59.5% weighed <5 kg (17.0% <2.5 kg); 17.3% of infants were <1.0 month of age, 35.9% were >1.0 to
<3.0 months, 32.6% were >3.0 to <6.0 months, and 14.2% were >6.0 months.

MELODY (Primary cohort) randomised a total of 1 490 term and late preterm infants (GA >35 weeks)
entering their first RSV season (2:1) to receive a single intramuscular dose of nirsevimab (50 mg
nirsevimab if <5 kg weight or 100 mg nirsevimab if >5 kg weight at the time of dosing) or placebo. At
randomisation, 14.0% were GA >35 to <37 weeks; 86.0% were GA >37 weeks; 51.6% were male;
53.5% were White; 28.4% were of African origin; 3.6% were Asian; 40.0% weighed <5 kg (2.5%
<2.5 kg); 24.5% of infants were <1.0 month of age, 33.4% were >1.0 to <3.0 months, 32.1% were
>3.0 to <6.0 months, and 10.0% were >6.0 months.

The trials excluded infants with a history of chronic lung disease/bronchopulmonary dysplasia or
congenital heart disease (except for infants with uncomplicated congenital heart disease).
Demographic and baseline characteristics were comparable between the nirsevimab and placebo group
in both trials.

The primary endpoint for D5290C00003 and MELODY (Primary cohort) was the incidence of
medically attended lower respiratory tract infection (inclusive of hospitalisation) caused by
RT-PCR-confirmed RSV (MA RSV LRTI), characterised predominantly as bronchiolitis or
pneumonia, through 150 days after dosing. Signs of LRTI were defined by having one of the following
findings at physical examination indicating lower respiratory tract involvement (e.g., rhonchi, rales,
crackles, or wheeze); and at least one sign of clinical severity (increased respiratory rate, hypoxemia,
acute hypoxic or ventilatory failure, new onset apnoea, nasal flaring, retractions, grunting, or
dehydration due to respiratory distress). The secondary endpoint was the incidence of hospitalisation in
infants with MA RSV LRTI. RSV hospitalisation was defined as hospitalisation for LRTI with a
positive RSV test, or worsening of respiratory status and positive RSV test in an already hospitalised
patient. Very severe MA RSV LRTI was also evaluated, defined as MA RSV LRTI with
hospitalisation and requirement for supplemental oxygen or intravenous fluids.

The efficacy of nirsevimab in term and preterm infants (GA >29 weeks) entering their first RSV
season against MA RSV LRTI, MA RSV LRTI with hospitalisation and very severe MA RSV LRTI
are shown in Table 2.



Table 2: Efficacy in term and preterm infants against MA RSV LRTI, MA RSV LRTI with
hospitalisation and very severe MA RSV LRTI through 150 days post dose, D5290C00003 and
MELODY (Primary cohort)

Incidence
Group Treatment N % (n) Efficacy® (95% CI)
(1]
Efficacy in infants against MA RSV LRTI through 150 days post dose
Very and moderately preterm GA >29 | Nirsevimab 969 2.6 (25) . .
to <35 weeks (D5290C00003)° Placebo 284 | 95(46) 70.1%(52.3, 81.2)

Term and late preterm GA >35 weeks | Nirsevimab | 994 1.2 (12)

74.5% (49.6, 87.1)°

(MELODY Primary cohort) Placebo 496 5.0 (25)
Efficacy in infants against MA RSV LRTI with hospitalisation through 150 days post dose
> Nirsevimab 969 0.8 (8
Very and moderately preterm ?A >29 (3) 78.4% (51.9, 90 3)°
to <35 weeks (D5290C00003) Placebo 484 4.1 (20)
> Nirsevimab 994 0.6 (6
Term and late preterm GA >35 weeks (6) 62.1% (-8.6, 86.8)
(MELODY Primary cohort) Placebo 496 1.6 (8)
Efficacy in infants against very severe MA RSV LRTI through 150 days post dose
Very and moderately preterm GA >29 | Nirsevimab 969 0.4 4) 87.5% (62.9, 95.8)"
b . .9, 95.
to <35 weeks (D5290C00003) Placebo 484 33 (16) 0
> Nirsevimab 994 0.5(5
Term and late preterm GA >35 weeks (5) 64.2% (-12.1, 88.6)¢
(MELODY Primary cohort) Placebo 496 1.4 (7)

2 Based on relative risk reduction versus placebo.

b All subjects who received 50 mg irrespective of weight at the time of dosing.
¢ Prespecified multiplicity controlled; p-value =<0.001.

4 Not multiplicity controlled.

Subgroup analyses of the primary efficacy endpoint by gestational age, gender, race and region
showed results were consistent with the overall population.

The severity of breakthrough cases of subjects hospitalised for MA RSV LRTI was assessed. The
percentage of subjects who required supplementary oxygen was 44.4% (4/9) vs. 81.0% (17/21),
subjects who required continuous positive airway pressure [CPAP]/high flow nasal cannula [HFNC]
was 11.1% (1/9) vs. 23.8% (5/21), and 0% (0/9) vs. 28.6% (6/21) subjects were admitted to intensive
care unit, for nirsevimab vs. placebo, respectively.

MELODY continued to enrol infants following the primary analysis, and overall, 3 012 infants were
randomised to receive Beyfortus (2 009) or placebo (1 003). Efficacy of nirsevimab against

MA RSV LRTI, MA RSV LRTI with hospitalisation, and very severe MA RSV LRTI through

150 days post dose was a relative risk reduction of 76.4% (95% CI 62.3, 85.2), 76.8% (95% C1 49.4,
89.4) and 78.6% (95% CI 48.8, 91.0), respectively.

Efficacy against MA RSV LRTI in infants at higher risk for severe RSV disease (MEDLEY)

MEDLEY randomised a total of 925 infants at higher risk for severe RSV disease including infants
with chronic lung disease or congenital heart disease and preterm infants GA <35 weeks, entering their
first RSV season. Infants received a single intramuscular dose (2:1) of nirsevimab (50 mg nirsevimab
if <5 kg weight or 100 mg nirsevimab if >5 kg weight at the time of dosing) or 5 monthly
intramuscular doses of 15 mg/kg palivizumab. At randomisation, 21.6% were GA <29 weeks; 21.5%
were GA>29 to <32 weeks; 41.9% were GA >32 to <35 weeks; 14.9% were GA >35 weeks. Of these
infants 23.6% had chronic lung disease; 11.2% had congenital heart disease; 53.5% were male; 79.2%



were White; 9.5% were of African origin; 5.4% were Asian; 56.5% weighed <5 kg (9.7% were
<2.5 kg); 11.4% of infants were <1.0 month of age, 33.8% were >1.0 to <3.0 months 33.6% were
>3.0 months to <6.0 months, and 21.2% were >6.0 months.

The efficacy of nirsevimab in infants at higher risk for severe RSV disease is extrapolated from the
efficacy of nirsevimab in D5290C00003 and MELODY (Primary cohort) based on pharmacokinetic
exposure (see section 5.2). In MEDLEY, the incidence of MA RSV LRTI through 150 days post dose
was 0.6% (4/616) in the nirsevimab group and 1.0% (3/309) in the palivizumab group.

Duration of protection

Based on clinical and pharmacokinetic data, the duration of protection afforded by nirsevimab is at
least 5 months.

5.2 Pharmacokinetic properties
The pharmacokinetic properties of nirsevimab are based on data from individual studies and
population pharmacokinetic analyses. The pharmacokinetics of nirsevimab were dose-proportional in

infants and adults following administration of clinically relevant intramuscular doses over a dose
range of 25 mg to 300 mg.

Absorption

Following intramuscular administration, the maximum concentration was reached within 6 days (range
1 to 28 days) and the estimated absolute bioavailability was 85%.

Distribution
The estimated central and peripheral volume of distribution of nirsevimab were 249 mL and 241 mL,
respectively, for an infant weighing 5 kg. The volume of distribution increases with increasing body

weight.

Biotransformation

Nirsevimab is a human IgG 1k monoclonal antibody that is degraded by proteolytic enzymes widely
distributed in the body and not metabolised by hepatic enzymes.

Elimination

As a typical monoclonal antibody, nirsevimab is eliminated by intracellular catabolism and there is no
evidence of target-mediated clearance at the doses tested clinically.

The estimated clearance of nirsevimab was 3.38 mL/day for an infant weighing 5 kg and the terminal
half-life was approximately 69 days. Nirsevimab clearance increases with increasing body weight.

Special populations

Race
There was no clinically relevant effect of race.

Renal impairment

No clinical studies have been conducted to investigate the effect of renal impairment. As a typical IgG
monoclonal antibody, nirsevimab is not cleared renally due to its large molecular weight, change in
renal function is not expected to influence nirsevimab clearance.
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Hepatic impairment

No clinical studies have been conducted to investigate the effect of hepatic impairment. As IgG
monoclonal antibodies are not primarily cleared via the hepatic pathway, change in hepatic function is
not expected to influence nirsevimab clearance.

Infants at higher risk for severe RSV disease

There was no significant influence of chronic lung disease or congenital heart disease on the
pharmacokinetics of nirsevimab.

Pharmacokinetic/pharmacodynamic relationship(s)

In D5290C00003 and MELODY (Primary cohort) a positive correlation was observed between a
serum AUC (based on clearance at baseline) above 12.8 mg*day/mL and a lower incidence of

MA RSV LRTI. The recommended dosing regimen consisting of a 50 mg or 100 mg intramuscular
dose for infants in their first RSV season was selected on the basis of these results.

In MEDLEY, >80% of infants at higher risk for severe RSV disease, including infants born extremely
preterm (GA <29 weeks) and infants with chronic lung disease or congenital heart disease, achieved
nirsevimab exposures associated with RSV protection (serum AUC above 12.8 mg*day/mL) following
a single dose (see section 5.1).

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on studies of safety pharmacology,
repeated dose toxicity and tissue cross-reactivity studies.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

L-histidine

L-histidine hydrochloride
L-arginine hydrochloride
Sucrose

Polysorbate 80

Water for injections

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3  Shelf life
2 years

Beyfortus may be kept at room temperature (20°C - 25°C) when protected from light for a maximum
of 8 hours. After this time, the syringe must be discarded.

6.4 Special precautions for storage

Store in a refrigerator (2°C - §°C).
Do not freeze.
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Do not shake or expose to direct heat.

Keep the pre-filled syringe in the outer carton in order to protect from light.

For storage conditions of the medicinal product, see section 6.3.

6.5 Nature and contents of container

Siliconised Luer lock Type I glass pre-filled syringe with a FluroTec-coated plunger stopper.
Each pre-filled syringe contains 0.5 mL or 1 mL solution.

Pack sizes:

. 1 or 5 pre-filled syringe(s) without needles.

. 1 pre-filled syringe packaged with two separate needles of different sizes.
Not all pack sizes may be marketed.

6.6  Special precautions for disposal and other handling

This medicinal product should be administered by a trained healthcare professional using aseptic
techniques to ensure sterility.

Visually inspect the medicinal product for particulate matter and discolouration prior to
administration. The medicinal product is a clear to opalescent, colourless to yellow solution. Do not
inject if the liquid is cloudy, discoloured, or it contains large particles or foreign particulate matter.

Do not use if the pre-filled syringe has been dropped or damaged or the security seal on the carton has
been broken.

Disposal

Each pre-filled syringe is for single-use only. Any unused medicinal product or waste material should
be disposed of in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER

Sanofi Winthrop Industrie
82 avenue Raspail

94250 Gentilly

France

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1689/001 50 mg, 1 single-use pre-filled syringe
EU/1/22/1689/002 50 mg, 1 single-use pre-filled syringe with needles
EU/1/22/1689/003 50 mg, 5 single-use pre-filled syringe
EU/1/22/1689/004 100 mg, 1 single-use pre-filled syringe
EU/1/22/1689/005 100 mg, 1 single-use pre-filled syringe with needles
EU/1/22/1689/006 100 mg, 5 single-use pre-filled syringe
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9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 31 October 2022

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

Name and address of the manufacturer(s) of the biological active substance(s)

AstraZeneca Pharmaceuticals LP Frederick Manufacturing Center (FMC)
633 Research Court

Frederick, Maryland

21703

United States

Name and address of the manufacturer(s) responsible for batch release

AstraZeneca AB
Giértunavigen
SE-151 85 Sodertilje
Sweden

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to medical prescription

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic safety update reports (PSURs)

The requirements for submission of PSURs 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.

The marketing authorisation holder (MAH) shall submit the first PSUR for this product within
6 months following authorisation.

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

. 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:
o At the request of the European Medicines Agency;
e 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.
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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

OUTER CARTON PACK OF 1 OR 5 PRE-FILLED SYRINGES; WITH OR WITHOUT
NEEDLES

1. NAME OF THE MEDICINAL PRODUCT

Beyfortus 50 mg solution for injection in pre-filled syringe
nirsevimab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled syringe contains 50 mg of nirsevimab in 0.5 mL (100 mg/mL).

3. LIST OF EXCIPIENTS

Excipients: L-histidine, L-histidine hydrochloride, L-arginine hydrochloride, sucrose, polysorbate 80,
water for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

1 pre-filled syringe
1 pre-filled syringe with 2 needles
5 pre-filled syringes

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Intramuscular use
Read the package leaflet before use.

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
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Store in a refrigerator.
Do not freeze, shake or expose to direct heat.
Keep the pre-filled syringe in the outer carton in order to 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

Sanofi Winthrop Industrie
82 avenue Raspail

94250 Gentilly

France

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1689/001 1 pre-filled syringe without needles
EU/1/22/1689/002 1 pre-filled syringe with 2 needles
EU/1/22/1689/003 5 pre-filled syringes without needles

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 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

PRE-FILLED SYRINGE LABEL

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

Beyfortus 50 mg injection
nirsevimab
M

‘ 2. METHOD OF ADMINISTRATION

| 3.  EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

0.5 mL

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON PACK OF 1 OR 5 PRE-FILLED SYRINGES; WITH OR WITHOUT
NEEDLES

1. NAME OF THE MEDICINAL PRODUCT

Beyfortus 100 mg solution for injection in pre-filled syringe
nirsevimab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled syringe contains 100 mg of nirsevimab in 1 mL (100 mg/mL).

3. LIST OF EXCIPIENTS

Excipients: L-histidine, L-histidine hydrochloride, L-arginine hydrochloride, sucrose, polysorbate 80,
water for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

1 pre-filled syringe
1 pre-filled syringe with 2 needles
5 pre-filled syringes

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Intramuscular use
Read the package leaflet before use.

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
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Store in a refrigerator.
Do not freeze, shake or expose to direct heat.
Keep the pre-filled syringe in the outer carton in order to 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

Sanofi Winthrop Industrie
82 avenue Raspail

94250 Gentilly

France

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1689/004 1 pre-filled syringe without needles
EU/1/22/1689/005 1 pre-filled syringe with 2 needles
EU/1/22/1689/006 5 pre-filled syringes without needles

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 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

PRE-FILLED SYRINGE LABEL

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

Beyfortus 100 mg injection
nirsevimab
M

‘ 2. METHOD OF ADMINISTRATION

| 3.  EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

1 mL

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

Beyfortus 50 mg solution for injection in pre-filled syringe
Beyfortus 100 mg solution for injection in pre-filled syringe
nirsevimab

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects your child may get. See the end of
section 4 for how to report side effects.

Read all of this leaflet carefully before your child is given this medicine because it contains

important information for you and your child.

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

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

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

What is in this leaflet

1. What Beyfortus is and what it is used for

2. What you need to know before your child is given Beyfortus
3.  How and when Beyfortus is given

4. Possible side effects

5.  How to store Beyfortus

6. Contents of the pack and other information

1. What Beyfortus is and what it is used for

What Beyfortus is

Beyfortus is a medicine given as an injection to protect babies against respiratory syncytial virus
(RSV). RSV is a common respiratory virus that usually causes mild symptoms comparable to the
common cold. However, especially in babies and older adults, RSV can cause severe illness, including
bronchiolitis (inflammation of the small airways in the lung) and pneumonia (infection of the lungs)
that may lead to hospitalisation or even death. The virus is usually more common during the winter.

Beyfortus contains the active ingredient nirsevimab which is an antibody (a protein designed to attach
to a specific target) that attaches to a protein that RSV needs to infect the body. By attaching to this
protein, Beyfortus blocks its action, thereby stopping the virus from entering and infecting human
cells.

What Beyfortus is used for
Beyfortus is a medicine to protect your child from getting RSV disease.

2. What you need to know before your child is given Beyfortus

Your child should not use Beyfortus if he or she is allergic to nirsevimab or any of the other
ingredients of this medicine (listed in section 6).

Inform your child’s doctor, pharmacist or nurse if this applies to your child. If you are not sure, check
with your child’s doctor, pharmacist or nurse before the medicine is given.

If your child shows signs of a severe allergic reaction contact the doctor immediately.

Warnings and precautions

Tell your doctor or seek medical help immediately if you notice any signs of an allergic reaction,
such as:

. difficulty breathing or swallowing
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. swelling of the face, lips, tongue or throat
. severe itching of the skin, with a red rash or raised bumps

Talk to your healthcare provider before your child is given Beyfortus if they have low numbers of
blood platelets (which help blood clotting), a bleeding problem or bruise easily or if they are taking an
anticoagulant (a medicine to prevent blood clots).

Children and adolescents

Do not give this medicine to children between the age of 2 and 18 years of age because it has not been
studied in this group.

Other medicines and Beyfortus

Beyfortus is not known to interact with other medicines. However, tell your doctor, pharmacist or
nurse if your child is taking, has recently taken or might take any other medicines.

Beyfortus may be given at the same time as vaccines that are part of the national immunisation
program.

3. How and when Beyfortus is given

Beyfortus is given by a doctor, pharmacist or nurse as a single injection in the muscle. It is usually
given in the outer part of the thigh.

The recommended dose is 50 mg for children weighing less than 5 kg and 100 mg for children
weighing 5 kg or more.

Beyfortus should be given before the RSV season. The virus is usually more common during the
winter (known as the RSV season). If your child is born during the winter, Beyfortus should be given
after birth.

If your child is to have a heart operation (cardiac surgery), he or she may be given an extra dose of
Beyfortus after the operation to ensure they have adequate protection over the remainder of the RSV

s€ason.

If you have any further questions on the use of this medicine, ask your doctor, pharmacist or nurse.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.
Side effects can include:

Uncommon (may affect up to 1 in 100 children)

. rash
. injection site reaction (i.e. redness, swelling, and pain where the injection is given)
. fever

Reporting of side effects

If your child gets any side effects, talk to your doctor, pharmacist or nurse. 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.
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5. How to store Beyfortus

Y our doctor, pharmacist or nurse is responsible for storing this medicine and disposing of any unused
product correctly. The following information is intended for healthcare professionals.

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

Do not use this medicine after the expiry date which is stated on the carton after EXP. The expiry date
refers to the last day of that month.

Store in a refrigerator (2°C - 8§°C). After removal from the refrigerator, Beyfortus must be protected
from light and used within 8 hours or discarded.

Keep the pre-filled syringe in the outer carton in order to protect from light.
Do not freeze, shake or expose to direct heat.

Any unused medicine or waste material should be disposed of in accordance with local requirements.

6. Contents of the pack and other information

What Beyfortus contains

. The active substance is nirsevimab.
- One pre-filled syringe of 0.5 mL solution contains 50 mg nirsevimab.
- One pre-filled syringe of 1 mL solution contains 100 mg nirsevimab.

. The other ingredients are L-histidine, L-histidine hydrochloride, L-arginine hydrochloride,
sucrose, polysorbate 80, and water for injections.

What Beyfortus looks like and contents of the pack
Beyfortus is a colourless to yellow solution for injection.

Beyfortus is available as:
. 1 or 5 pre-filled syringe(s) without needles.
. 1 pre-filled syringe packaged with two separate needles of different sizes.

Not all pack sizes may be marketed.

Marketing Authorisation Holder
Sanofi Winthrop Industrie

82 avenue Raspail

94250 Gentilly

France

Manufacturer
AstraZeneca AB
Giértunavigen
SE-151 85 Sodertilje
Sweden

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

Belgié/Belgique/Belgien Lietuva
Sanofi Belgium Swixx Biopharma UAB
Tél/Tel: +32 2 710.54.00 Tel: +370 5 236 91 40
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Bbarapus
Swixx Biopharma EOOD
Ten.: +359 2 4942 480

Ceska republika

Sanofi Pasteur

divize. vakcin sanofi-aventis, s.r.0.
Tel: +420 233 086 111

Danmark
Sanofi A/S
TIf: +45 4516 7000

Deutschland

Sanofi-Aventis Deutschland GmbH

Tel.: 0800 54 54 010

Tel. aus dem Ausland: +49 69 305 21 130

Eesti )
Swixx Biopharma OU
Tel: +372 640 10 30

E)\rGda
BIANEE AE.
TnA: +30.210.8009111

Espaiia
sanofi-aventis, S.A.
Tel: +34 93 485 94 00

France
Sanofi Pasteur Europe
Tél: 0800 42 43 46

Appel depuis I’étranger : +33 1 57 63 67 97

Hrvatska
Swixx Biopharma d.o.o.
Tel: +385 1 2078 500

Ireland
sanofi-aventis Ireland T/A SANOFI
Tel: +353 (0) 1 4035 600

Island
Vistor
Simi: +354 535 7000

Italia

Sanofi S.r.1.

Tel: 800536389

Tel dall'estero: +39 02 39394983

Kvnpog
C.A. Papaellinas Ltd.
TnA: +357 22 741741
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Luxembourg/Luxemburg
Sanofi Belgium
Tél/Tel: +32 2 710.54.00

Magyarorszag
sanofi-aventis zrt
Tel.: +36 1 505 0055

Malta
Sanofi S.r.1.
Tel: +39 02 39394983

Nederland
Genzyme Europe B.V.
Tel: +31 20 245 4000

Norge
Sanofi-aventis Norge AS
TIf: +47 67 10 71 00

Osterreich
Sanofi-Aventis GmbH
Tel: +43 1 80 185-0

Polska
Sanofi Pasteur Sp. z 0. o.
Tel.: +48 22 280 00 00

Portugal
Sanofi — Produtos Farmacéuticos, Lda.
Tel: +351 21 35 89 400

Romania
Sanofi Romania SRL
Tel: +40(21) 317 31 36

Slovenija
Swixx Biopharma d.o.o
Tel: +386 1 235 51 00

Slovenska republika
Swixx Biopharma s.r.o.
Tel: +421 2 208 33 600

Suomi/Finland
Sanofi Oy
Puh/Tel: +358 (0) 201 200 300

Sverige
Sanofi AB
Tel: +46 8-634 50 00



Latvija United Kingdom (Northern Ireland)
Swixx Biopharma SIA sanofi-aventis Ireland Ltd. T/A SANOFI
Tel: +371 6 616 47 50 Tel: +44 (0) 800 035 2525

This leaflet was last revised in

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu.

The following information is intended for healthcare professionals only:

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

Visually inspect Beyfortus for particulate matter and discolouration prior to administration. Beyfortus
is a clear to opalescent, colourless to yellow solution. Do not inject Beyfortus if the liquid is cloudy,
discoloured, or it contains large particles or foreign particulate matter.

Do not use if the Beyfortus pre-filled syringe has been dropped or damaged or the security seal on the
carton has been broken.

Administer the entire contents of the pre-filled syringe as an intramuscular injection, preferably in the

anterolateral aspect of the thigh. The gluteal muscle should not be used routinely as an injection site
because of the risk of damage to the sciatic nerve.
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Core Data Sheet
BEYFORTUS, nirsevimab
Solution for Injection, 100 mg/mL AstraZeneca
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Core Data Sheet
BEYFORTUS, nirsevimab
Solution for Injection, 100 mg/mL
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(REFEEHSHER.AESLUHRE (2410 BEHUT) RIS

VIEREOIER ARB K UHIR (240 BEHUT))

17.1.4 BRSEINIEHER
ERICBI20BA2EZEIHERALRBLOYR (245 Ak
DIR)XE5 EREOHER ALRB LTHE (245 AL
) &G Uz S IEER RS (A 18l 15mg/kgfiM472 0,
L 70 RGBS BAERRES A Tl AR 5 28611
BULTRST A IVRERIC K B ABRIIERD 5 N7 H - 7= BRI HH
HFANSNT-BIROWNFRIILI T OM Y ERRBEASIE. FLAEE
AREB X Z Ofth D GEARLERE (n=4) . ¥ 7 VEEEE (n=5) \ &
PN (n=8) . BBEAE (n=4) . B M HI (b 2B HE 1T
(n=5) . EHERIBREE AT a A FEEHETH (n=6) . ek
HEHEfTH (n=11).

REMFHENR28BID > 5. 7H1(25.0%) I
L RIWER S BIHTER 2B (7.1%)FE TH 572,

BIfEH P FEI LI E



18. ESHEIE

18.1 {ERKERF
ARHFNIRST A L ADFz ABE EOFREEHMATEB I T 2458
B MEE 70 —F UK TDH 5 AHNERST 1 L ZAHEEM
ficiEs - BATABICEELBRE 2 RI-TF-AHEICEAL
TIAIVADBEMEZ P U7 A )L Z2DOERE X OREHE 2 1]
T 5,

18.2 BRERS BRI T B1EFA
KETELNIZRST AN ADYTH A4 TABLUBEELERY
BERRODSTHE (7% 4 7A : 348K.B 1 238k) T X TITH L TAHA|
EFRAESE 2R LY,

EHICKRE.FI—a vy SBLXUET7T AU A KDEH491EDRSY
AV AR RIS T DAt 2 e LR &ic LT
AFNIFEE Lz,
EHNTHESNRST A I ABRABERO23% (BT 14 FA 13
BB i ORRAEH - 18R) I RTICH L TERA RS L7z (in
Vitro ).

18.3 RS A JL A RERTBhEER
Iy b5y bEBWERSY AV ABRETHRBICBNT. T A
U A BRI ARF2.5mg/ kg Z ERNIE S LI 5E ARl 25
L7255y MZBT iRk ORSY 4 L A B AH 25 Lk
Po7:T7v bDI00FDILINICE D Uiz F72. 2D & EDARHA
DO MIEPRE IFA30ug/mLTH > 723,

19. BIHS(CRIT SIB{L2HFR

—RRBBF
N ER2 T GRETFHEEL)
(Palivizumab (Genetical Recombination)) [JAN]

2FX
85 (C1026H1589N2690329Ss)
E#H(C2209H3439N5810675517)

DFE
#9148,000

Py ]
X7 AHIRST A VAT J 70 —FILHHED DM R EERAL 7%
5Nk MgGLEEIRB KOAIEIR 7 L — LEFHDO0D P 5725
FIRST AN A MEE) 7u—FUHFATH D 7 3 ) BE213fE
DEPFE2HTET7 I BASOEDEF2HTH 64 - AHET
H5

20. IRV EDER
BERIINA TVICEB K UOEaYP W & » BHETHERT %
CEEMBIUOBEIHIHEEIMER L2V &,

22, @

(Y FIRBERERS0ME)
0.5mL[1XA1 7]

(U FIRAEHERI100mE)
1.0mL[131 7)L]

23. FENR

1)Feltes TF, et al. J Pediatr. 2003;143:532-540.

2)The IMpact RSV Study Group. Pediatrics 1998;102:
531-537.

3)Johnson S, et al. J Infect Dis. 1997;176:1215-1224.

4)Beeler JA, et al. ] Virology. 1989;63:2941-2950.

5)Press E, et al. Biochem J. 1970;117:641-660.

6)Takahashi N, et al. Proc Nat Acad Sci. USA. 1984;
81:5194-5198.

7)Bentley D, et al. Nature. 1980;288:730-733.
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*24. NERERENRUEVOEDEE
TAMTERABASH ATAINA YT A A—vartry—
T530-0011 KRFRMILRAFITIELS
TEL 0120-189-115
https://www.astrazeneca.co.jp

*26. BUEARGTRES
26.1 SHEARZETT

PAS RN EL

RIRFHIEEAREIZE S

®: PANSERAII—TDOEREIECT,
© AstraZeneca 2021
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1.8 WfHE (%) AstraZeneca
4 =k E=T (EiEEE L)

F18 BHEEFTHRHERRVCRMIXEICET 515K
—W4 =t e~T GEn R %)
fiEe I

1.8 HfFIXE (F)
ZItETT (EEFHEEEZ)

KEBHIFLH S NG RITR DHERNTT A b T B DHRASHITRE L E 3, o FERTOK
R S KERONE ZMICHTRT 2 Z L3N TVET,
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1.8 WfHE (%) AstraZeneca
4 =k E=T (EiEEE L)

EPN

BB R ettt et e ettt et e et e et e et eeteat et e eteeeens 1
= OO 2
= = o TR 3
1.8.1 SHEERIEEIR () RUFDERTERIL ..o 4
1.8.1.1 I B b S S € =) E TR 4
1.8.1.2 SHEERIEFIR () DERTEARBL oo 4
1.8.1.3 PRERIIHRICEET HFE (F) DFRERI ..o 5
1.8.2 FERUVRAE (B) BRUZFDRERIL ..o 5
1.8.2.1 =2 09 == = €= H TSR 5
1.8.2.2 FERUVRAE (F) DFRTERIL oo 6
1.8.2.3 FERUVRAZEICEET HEE (F) OFRTEBRBL ... 7
1.8.2.3.1 Ry AN A & =X it (L -1 1% .- 2= AR 7
1.8.3 FRALEDEE (B) RUZTDREBRI ..o 7
1.84 b = =S == LSO 11
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1.8 WfHE (%) AstraZeneca
4 =k E=T (EiEEE L)

BERVEMAE—E
AR CHEHT AKGEN OFEMHFEZ L TITRT,

W& &8 M OV 5 FHRE DL

CCDS company core data sheet : KT —F > — b

CHD congenital heart disease : 5 R ML

CLD chronic lung disease : 124 i f&

MA RSV LRTI medically attended respiratory syncytial virus lower respiratory tract infection :
ZHEE LIRS UA VAL D FRUERYE

PD pharmacodynamic(s) : #£ /7%

PK pharmacokinetic(s) : 34 EhHE

PT preferred term : JEAGE
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1.8 WfHE (%) AstraZeneca

& =T GRIG TR

1.8.1 MRERIFHR (F) RUZDHRERL

1.8.1.1 SHEEREZIR ()

BRESUTANE (52 W ONCRBE U RACBHET 2 HERIFL T O LB RE LT,

4. PEEXFHR (F)

1. %A XX 2 [BIH O RS 7 A /LA (Respiratory Syncytial Virus) &Y T O EE 72 RS ¥

A NAREYSED ) A7 EHT HHAER, LRRCHRICET 5. RS TANVABRIC L5 TR

EIR B OFEFEANH]

2. ZEBMIEID RS WA NV AEGEFATHIO 1. LS OT X TOFHAERKOILIRICE TS RS VA

IV ARG L D T RGBERBO T

5 MEEXIEIHRICEET HFE (F)

5.1 R RS VA VARBPIED Y 22 AT HHAENR, LR OHRICHERT 554, LT
DWTINTHELT L 2R LT L TRETL52 L,

OAEHYIEID RS U A L ASEGLFRATHIO . WATHIHINC I T

- TERR I 28 LA T OFEE T, 12 7 AL T OF AR L OFIK

- TENMG I 29~35 D RET, 6 71 ALl N OF AN L OFLIE

OEBONE K O 2 B H O RS 7 A /L AEYHATH O, FATHIHICB W T

< E 6 I HUNIZEBMITRE B OIRE 2T 72 24 1 AL T OFAR, LR L TSIR

- 24 71 HIGLL T O MATEREIC B 0 & 2 S R DRBOF AN, IR KO

- 24 71 HIGLLF OB R 2% 05 kR, LR KOS

* 24 I QLA T O 20 AEEREOF AR, FLIR K OW)IR

52 RFOEGITE L TX, FRENGIRBINTNWDIHA RIA LV FEE25FZL L, HxD
FEBI Z L ICARIDOERZBEST D2 L,

5.3 BEICHENE L72 RS A /b ASERYWRE (KT~ 2 AF OTEFNFITMENL ST TR,

5.4 RFNOEIKFRBRICIHBNT, RERARLED Wo—HT, @FERIE L X TFE =1t
B~ 7 OBV NEBD b, I ORKIZIAME CIlI2nas, fmf & ooy B gk a1k
IIREE (] - MRVERTIRA, MR, R 7 v —VIEMERE, HIV EYYE, 4 — A EERE M
OB *HEE) EBE L TWDREEMENH D, £z, X U IEHEROIRO—HTYH,
fEER IR L R THEF =L B~ T OEWEENBD LN, 2O TIEAK D
HEDNTI T 5 /R H 5720, MAIOFER & & D ARF O G 4 2 EE A K
T5H5Z &, [16.5 ]

1.8.1.2  HEXIFHR () ORERML

RS U A VARG L B T ROEEBOFRENG Z2 50 L7- 5 1 FHE SRS (MELODY :
D5290C00004) DOfEFR L v AH%YIEID RS TA VAFATY — R 2l 2 5 1IEHER N OVRE R
BT =rtbe~7 (Barffiz) LCLT, =kbe~<7) OFEEEMT L +o7e e
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1.8 WfHE (%) AstraZeneca
—fk4 =k T (BB LX)

FUANTRENT (BERICEAT 25N 2.5.4.3 H) . 2B, =/t~ T7 OFLMEITEER
BROFBEIZ T 20 E PRSI, BARNER & 2FEMTPK LOPD 70 7 7 A MIZKE p7%
Nz EnG, BRERLFERRICEANERTHLAEENIETE S EE 2N (FFREICHE
T HMEFERHM AHE 2.54.6 10)

RS 7 A L AREGIC L 5 HEEE 7 TRGER B ORIEMH 2 Zhee TR & L TKRBIN TN H 3
JEX~7 (BiafHH#z) CIF. XU EX<T) MNEss 25 BIEE % E L8 I/ FHE
Br4:[EFABR (MEDLEY : D5290C00005) . KON 24 4 AL FOEREE 69 584E R, L4
B2t L2510 FEEILFERE (MUSIC : D5290C00008) OfEH-JL 0. MELODY D4k
MIZBW TR D DN = L e~ T OFMEIIMFERETH D & 272 (BERICEE T 2GR
2544 1) . BRO@EY |, =AY T OAEYMEIIRENEROFEZZ TR NEZ 2 b, A
ANEM & BFEEFTPK LOPD 710 7 7 A JWICKEREITRNT Enb, E&@EX&ZEE
D RS T A NAFATHNCIITAELELR RS VANV AEIYED U 27 28T 5 BARNGAER, HLEKL
U@Ef%ﬁﬁmﬁﬁéﬁ%ﬁf%ék%zaﬂt(%%K%#éw%@ﬁ%ﬁﬁxM6@)o

D\J:%_’@éii\ /;ijﬁ‘é i)‘j]% ( ) % /’_:.E_‘L/ﬁ—o

1.8.1.3 HEXFHRICEET HEE () ORTERMN

hmmEYmeUEvaﬁﬁm&@é%E\M&ﬂfﬂi%ﬁﬂ%%?@ﬁﬁﬁé%ﬁ#é
%éﬁ&@ﬁﬁ%ﬁ%kbt;&ﬁa EE/R RS VA NVARBYYED Y R 7 249 HHER

R OGHIRIZEA T 256121F, BRERER E R — R EEZZRITEEGT 52 kﬂmibw&%x
N B R~ T DU CE ﬁﬁ%%% 50 HAERE L,

AR OEIEMEHOBLENSG, HIETHL N EAXAY T LARICFRETRBINDTA RTA
VHEEBEL L, %5@%%@%%%?6 LHEETHD LB, 52 HERE LT,

RSV (2 & 2 EXGEHEBRIEFFEICH T 2HIMEITMHR I W NI s, HETHD N
Ve X<7 LRERIC, 53HEZHRELL,

MUSIC (28T, GEAREZ M) BrAER., LR R OSRICAR 2 B EHRENE S Lz & &, M
%¢:”?377%§ﬁﬁ“%%%ﬁ9MWF%ﬁmm@%ﬂtom¢5/ﬂy FHERIED JK
BEDRE S AT 14 651 (IR PERTFZR R 5 B, SRR 3 6, A — A IEMERE. HIV EYYE & O
*HE EWRA 26, 27 —BIEBERELF, 5D 1B Tl — A UREGERE & B <8 95 & OFF)

imﬁ$%”tt77%r@%ﬁ@ﬁTﬂm@%ntoit MEDLEY (BT, & 7 U EfE
BEOFAEN, I L O IRICAR Z BEIFFRANE G L2 & &, iEF =1t B~ 7HREDMR K
%%ﬁu@@3mfmw6Mto;hE%%iz M & 2Ry EREIMRREZ D IHE R OF T
IEGERED /NAZ BN TR, RAIOFZMME T D AN SV . AANZ L 55 OER & 1H
EIATOMERNH D=0, S4AHEERE LT,

1.8.2 RZERUVAE () RUEZDHRERN

1.8.2.1 RZERUVAE (%)
AR OV () AONT AR OUR B B 2 BB T O & 6 0 BRE LT,
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1.8 WfHE (%) AstraZeneca
& =T GRIG TR

6. LM OHE (B)

AHBAEID RS U A L AJEGGRAT N IR, wH . RE Skg A OB AN K OFLIRIT 50mg, &
i Skg UL LB AR L OFLIIE 100mg % 1 (8], fHANERT S,

At% 2 81 H D RS U A VA EGAATINC X, @, 200mg % 1 B, FHRWNEST 5,

7. EAOHEICBEES DR ()

7.1 i S A PSR DT DI & 0 AF O M HHRREIMET 5720, igeE L
KR CHEPNS, LT O ek 5-9% Z L BEE LW,

<AHN ORI E-2 5 90 H AR DG >

EBRINEID RS U A /L ZEGSRATINC 1T D e 53R EIZIS U T 50mg XiE 100mg,
A4% 2 A1 H D RS U A VA EGLFATENC 1T 2l et 5-1% 200mg & T 5,

<AHN ORI S 90 HLL B E L TV A546 >

AL ANEID RS 7 A L ARG RATENC 31T D i G- 1R EIZBEfR 72 < S0mg, 1% 2 [AIH
D RS 7 A )V AFEILRATINC I DA A 515 100mg & T 5,

1822 RERUVAE () OFRTERL

BB YESN B (Study 3 : D5290C00003585R) (2351 D2, 2t OWREE — UG iR
HrofES, MELODY & "MEDLEY (21T 2 £ EZHEIDRS T A L AT — R (3 —X1) D
gL LT, RERBEEHE (KES kghkiiO%E51350 mg, 5 kgbh EOEE 13100 mg) @ HAlf;
WNE GRS 7 (BRIRAIA 2 E 2.7.3.4.150)

A2 H DRSS Y A NV AFATS— Ry (—X2) OfEE LT, [EHiEHE200mgo HE % A
WNEGDBIRS N2, T — X 1OF 5 TRSY A /L ARG L D FRGER B OFAE I 2h
EPRROONTBEBEELFRRE ThH- T,

DT RTHEY . Zb 0 EIE, EICMELODY TR S U228 K OV 2 O s el o0
TEV ., FREMPKAENT LK OH IR T 2088 — MUSENTIC L > Th RS T b (R
I ZME 2.7.3.4218)

. MELODY E£% 27— kLU Study 3 1238 W THER I & % 8 5 S IERIZ IS 1T 5 Day 151
FCOFEIMER (ZZ24A2E L7 RS VA INLVAIZ L D FEIERY: : MA RSV LRTI) (2
SWTC, R EO= 1Lt~ 37T R%E BRI SZEMEEZR LT,

. MELODY F#E =k — F THWEARERIEEH&ICE D, REDN 5 kg K O#ERE L
5 kg UL EO#IERAE D 95% TlgiE &S HARIREE =D AUC % E[E1Y | Day 151 £ TIZ MA
RSV LRTI Z 3 L7-BraE & 3 Lo -kl g TR IR LTz (BRpRSK
PREER 2.7.23.621H) |

. MELODY F#=adk— K /Study 3 HSEHEIFEEMDOT — 2 125D Mg — RLRIT T
X, =BT OEGERE L MA RSV LRTL O A X2 s OFBL Y 27 ORI & 23723
RIEFROLNT, BBEHH AR T B LA R I (KR 3EBER R
2.723.62.1H) |

. FEIRREBR DDA T — Z IZEES S BHER PK fiffr 2 i L 72, =/LEE~7® PK [3AHE
KO el (REVEOFERE) 1B isns, REMN PK ORKET LV E2Hnizy
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1.8 WfHE (%) AstraZeneca
& =T GRIG TR

Ralb—yarTliE, KENEEHEIZLDY, E%WEIO RS TA VATV —RA U %
MWz BN ®%E&UEWMI%ELT£¢%1%%#@%%@%@%ﬁﬁ%ﬂé’k
MNRE 7z, MEDLEY KO MUSIC OF7 —# TlX, v— AV 2 ZBIFb5=1rkte~>7
200 mg % 5-1% O 15 R EE L, /~x/1T%fmﬂ@%ﬁmb6nt%$E&H&
EThoTo (KRG RME 2.73.3.255H)

U baisEx, Hik- AR () #RELT,

1.8.23.1  IDMEBNAM N AFHEOHETIRS

NY BT EERRIZ, DA SRAFE RIS = v 7 OMEFREOK T A TEI
72, MEDLEY ® > — X 1 X I — R 2128\ T, =/bk e~ 7 Ot 2 fig ke % i fr
T o720, LA NAFZ T2 CHD Z A 5 /NI LFINR OZEN T HIRE, fif
eH2E LTz, =t~ T ORVOESHND 0 BARMOHA, —X 2 1 TIHEEITHEN
50 mg X/% 100 mg, *— A 2 TiX 200 mg ZfifExkG-OMELE Lz, BAIOFEG%D 5 90 ALL
FRIEB L TWALEEIZIE, 5D D RS UANATATY— A BN =T 5=, v—X 1 Tl
REIZLST 50mg 2, — A2 2 TiX 100 mg ARG OHEE Uiz (KRR
272347 1) , ZOfRR, =t~y T OREERICIEF= AL EEYTRET EA L, 8
P 7RO b7 (FRRIEHRER 2.7.2.3.4.7 HE ORI Z 2N 27454 10)

PLEX Y DA SAFERBOERBEGEIZONT, HEE - A8ICEETAEEELE L THREL
7=,

1.8.3 FERALEDIE () RUZDHRERL

FRLEDIFE () Baics
2R (ROFBHEICIFEBRELGEWNI E) RIS O —RAFEEFHEE L TE
2.1 AFI DA%t LIRBUE OB RE D & 5 B [8.1, 1111 | E LT
2]
BEELEXRWIE o 1gGl & / 7 m—F LHiATHE

817%74?%V—%ﬁ@%%@ﬁ@ﬁﬁﬁﬁ@@kﬁy%:%ﬁﬁ@ﬁﬁﬁ@%%%é@fﬁ
Jra—FABETERICHE STV, BENICE]| Y. ﬁﬁf%ﬂ%®$%ﬁ*

j(iiLﬁﬁU“JiﬁEX E7F 7 4 T % —OIERER N | VEHEITITEDIC %@Jiﬁ&&%ﬁ)
DONTHEAICIE., BUALBEEITY 2L, [2.1. Z%TEE)%) EINBRE LT,
1u1%%]
INENERZATHEBEICHT IR LoD 55 AL RS A & [RTRR I, H i
9.1 AfHtE - MEEZFEDHLEE UR7 &R T5-HE. Pkt I%Pﬁ
011 MMVEEAE. RERESOMMY Ry & o8 | CXT TOOMETHE, HMIC S
. HaEEREEZHCLIEE DEBLRRBIIRIBENLRD D

WM % R & 7 % TR B 2 S % 5 7 Uity | S PRUELT

4528, Hilic kY EELRREZHES BTN D
Do
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1.8 WRfFCE (%)
& =T GRIG TR

AstraZeneca

FEREDIEE ()

RERHL

912 AMRBPENIRAMEEEDNHLEE
HERE7)s © BLE O RUEIRGYIE SUIRBMER B & 5 56
3. AFOFEG X DG mIED abRttZz bE 2 & A
Il L7z G 2 & . AROREGZIEH+ 22 &, —ik
(T R B AOE R YSIE B DR L T JE B B I A D
HIEM OB L3722 B 720,

BVERRYYIE T REBMERE B O H D
BETIE, 2RO OEBRIZL DI
NEREE D ZALIZ X 0 AKFIORhFEa
EFICHRBEINZWVAREENS D
TeORRE LTz,

9.1.3{KE 1.6kg KiED!R
B RRBR I B W TR E 1.6 kg Rl O A~ 5k BR 13 72
W, RHEMSEMEIREE T LIC LAY I al—i g itk
W, AE 1.6kg RiDOIRICE TS =/~ T DR
BT, KE16kg U LRIV Em< s EnTHlx
7=, RE 1.6 kg Klifi D WLA~DOARAF|OMEHIZ OV T,
B & a2 MBI 2 2 L,

FERFRBRICB W CTIRE 1.6 kg Rl
DRA~OEEREIL R, i,
KE 1.6 kg RO RIZH T D=1
e~ 7 OBRFEREIT. KE 1.6 kg
DEDRIVEEmLI DT ENT
HENB7-0RE LT,

1.8/ H
WORIERARNS bbb ENHDHDT, BEL 51217
W, BERRO LN AICIIRG 2R IET 5 7 PiEb) 2
BEITHZ L,

1.1 EXLEIEA

1M1.1 EELBEERE GEETER)

TFHT7 47X GOEERBEUENKISNH bbb Z L
Db, [2.1. 8.15H]

11.1.2 /MR (BEEAER)

1.2 ZTDHDEIERA

0.1 ~ 1%
B2 & FE95
Z oAt | FEHERALL S, FEEN

11.1.1 : o> 1gGl £/ 7 v—F )b
P T BUEBHEFE G RBIEH &
LCHEEINTEBY ., A DK
HEBICB W CRBUEICEET 28
ERONPEIN TS, HER
WEBOE SO N BL L2561, EH
HIH Y 72217 H) Z ENEE
ThHDHIEMNLRELE,

11.1.2 : BEECREIEM & LT/ MR
D BEEME STk, AHA
DGR FRER 2 3\ T/ MR 12
BT 28 FFLPHE I N T
%o MM/ 3B LT85 A1
WO R AEZITH) ZENEETH
HIEMNLERTE LT,

11.2 : R E OB EME N RIE S i
LE5 (RIWEMH) % CCDS KUK
H O ARG R I SERIE L
Yl

BIER O3 BLH X, Study 3.
MELODY. MEDLEY., MUSIC |Z
BWTHESN-EWER (RS
FEERT S S AH] & O R EBHR N
ETERWEHE LTS Ik
SEXBEH L7, WTN OB KRR
THRO LN T=EIERIZS
WX THEEAR) & LT,
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1.8 WRfFCE (%)
& =T GRIG TR )

AstraZeneca

FEREDIEE ()

RERHL

12 ERBRERRICRITTEZE

AHNL RS VA NARED H L, UANVAHURBRHEORY A
NABEEZPEREE T O2MEICTH L, BRI BE
nndH s (RT-PCR {EIZITTFH LR o AFIEG#ZIZZ
5D RS UANAKREZEFE LI-5EOBKHE., KT R4
BEO THRAEIICH T2 Lo MBIcEET s Z L,

AENIE ) 7 a—F Lk ThD
T, A NLRBERE (B
JFRHUAOER) 2RI LIz maES T
ANV AEERBEICB T TFHA2
Z L., fAREtE L 22 B ATREME N R E
Tx 72 (RT-PCR JEIC L 2t
I LR o RRIREGZIC
TN B 5 MmE %2 £ L
7% a OZWNE, BRI %L S
D THREIZHIET 5 L HoET
HILENPVETHLITZDOHRTEL
Yl

14 BBRALDIE
14.1 EFIRE/IDFE
1411 FERHBNCREERYOCEEN VW L2 BRI KV ik
BTH L, WY, BOUIRNEERMNEDSND
BATHER LARNnW &,
142 EFIREBHOEE
14.2.1 5@, KEERTIMAEBIC A ANTESR 42 2 &, Bfh~D
BeH XS BHREBE T BENRH 5720, #ET D
N
14.2.2 KH) D 200 mg $5 5K fiti /A 73R & T2 FAfig o
IR ERFCB T, AR & A — &~ 0 K L& 5
T5Z LIRS, BEEICERENAEEZ DD L,
14.2.3 #H#R - RSO BERET D720 Tt D sUTEET
HIT b,
c HHEIIHANERICE S E ST, MR, LE. B
EDRATHERICEZE LWL S, F&REISRE
WX LGl Rt R A RET DI L,
s MRGEITENLARET D X O EE L CHERT S 2 L,
c EFRSERALZE S, WEAEFALZD, MR
Wi 2 B2 BAT. BEbhicetaikE., B2 Ex
THRNTHZ L,
14.2.4 KFNTHEEIFEHORAITCHY, BEALRN &,

CCDS K ONAH D il AN # 5- 1 D
HFEEICESERE L,

15. TDHDEE

15.1 BRERERICE D 1B

15.1.1 HERM

B I ARVESNERBR  (D5290C00003 #RER) M OVES TIT #A [EI B
JEEFER  (D5290C00004 #ER) THBHEL CHEIZEWA
F G- %22 F 2 RICB W AR ERZ I =/t E~ 7 HE
DB & 72 o TR OEIA 1T 6.2% (155/2493 f5i]) TH -
77o 5 I AREFRILERER  (D5290C00005 7ER) CTAKIE 5-
BlZHi= 1 B~ THURDB N & e o 7o R O FIA X, 4k

fERABRICBW =1t~
PURDIBLN L ST H, ARF D
IEHRE . H2IMER OV EME~D
BT S TR R, BRRREBR
NH/ONTET —FICESERE
L7,
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1.8 WRfFCE (%)
& =T GRIG TR

AstraZeneca

EREDIEE ()

RERHL

BANE K2 BIHO RS 7 A VA ERYFATII 2 2 58128
WTENZEN 5.8% (34/587 ) KN 11.7% (21/180 %) ™ T
bolo, N ABEFRILFERER (D5290C00008 7-k) THZA)
B0 2 [EHO RS WA VARG RATI 2538 2 2 Iz T
AR GZ T =t ©~ THURD G & 72 o TR O
AT 11.3% (1197 #1) Thotz, Hi=LE b~ T HIEDREE
2 LD ARBNOEYENRE, HIWER OV EVE~DORBIT 5
TR,

B AEEE LN 2 [AH O RS 7 A v AREGSRATH & b IS AHK]

b &z 7R
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BEY-1.0

202442 AR (BB LR, (BR&A))

fir

%1 2~8CThRfF

BRIHAM : 247 A

AP SR ELR,

VUYE v St

RAORMLEEZZRT L L

PIRST A LAk bEJ 70— F ILHARELH

BAEE SR
87625

HANESH =L Cv 7 GRIG TR 2 ) 8457]

) EE - BSOS ZICIVERTS L

Nf?t-gz:%iISOmgyuw)
NA DA =9 R 5::100mgovvy

Beyfortus 50mg/100mg solution for intramuscular injection in syringe

E50mg > U >~ V[HEI00mg Y ) v Y
ARES -
HRZERAA -

]

2. FR(RDFJBEICBERS LBV E)
2.1 AHI OB UBBIEOBEERED H 2 BE([8.1.11.1.1%

3. #HAK - MK

3.1 #HR%

RA T+ —% AFHES0mg
PR

NA 7 4 —% AFHE100mg
PN

BRI

1>V >»(0.5mL)H
k=T GEET R
Z)50mg

139 > (1.0mL)
St ¥ v 7 GRIE TR
%)100mg

Al

129 > 2(0.5mL)H
L-t 25> 1.lmg.L-t
AF Y IEBRE KDY
l.emg.L-7 L ¥ =V iE#EE
i 8mg HEEKE 21mg.
ARYYVILR—1+80 0.lmg

129 > (1.0mL)H
L-t AFY > 2.2mg.L-t
AT Y vIEEREKMY
3.3mg.L-7 L ¥ = VIEE
1 17mg FEEERE 41mg.

ARYYVILR— 180 0.2mg

AHRIOEME T =Nt e~ 7 GERIZFHEIEZ) & B2 il
WCEDF v A Z—ANLAY —INBEMETEESNS,

3.2 HFIDMIA
e IRA T = ZHES0ME|NA T+ —F AFHE100mg
HR7E4 ey e sy
DAY PRI
Al EHAN(TL T4 LRI U Y)
PR EE~HEOBEH~ABEEET DK
pH 5.5~6.5
RiEE 290~440mOsm/kg

4. WRENIIFHR

1. £&YIEIXIF2EBDRSY 1 LR (Respiratory Syncytial

Virus) BT THIDEERRS VA IV ARRED U R I EFT

PHERARRUHBICSIFISZ . RSIAIABRRICELD TR

ERE DS

2. &EYIBIDRS D A L ARRFATHD 1. UAD I X TDHER
RUZRICHITBRSD A IV ARRIC L B TERED T

5. MMEEXIIZIRICEHET iR

5.1 EELRSTAINABGHED Y 27 26T B HER ALEROL)

RIERAT 2546 U TFoVgThhr

THREITBH &
OEBAEIDORS Y A IV ABZFATHO FRITIHIC BN T
- ERRHARE28EL T ORET 12 B LT O AR R OAR
 FERGHARI29 ~ 35HD R ET. .6 7 Al LT OFiAE R R OFLRE
OEBAE K OEZ2[EHDORS Y A )L ABEGRAITHI O FAT 0
IZBNWT
- @E6 7 ALIICBMITREDGFE = R 72245 AR LR O#
ARV THR
247 AN O MATERICEE O 5 2 LRI OREOH AR,
ARBRUHR
* 247 Al LI R O A2 2 S HE R VALRKR O R
< 247 ARLLR O 5 AERBFOHER AR KOG R

CEEITAHIEEMRLLLE

5.2 AFOFEGIZE L T #REPSRIBSNTLAEHA FIA
VERBEE LAY OEFCEICKBRIOBEHEERT S L,
5.3 BEICHAE L 72RS ™Y A )L ABYWEEIC 3T T 2 ARH O IRIBER) R IL i

MENTWVARN,

5.4 AAOEKREBFICB VLT REAZZED RO—F T @R R
EHRTMBEFZNELET TOFENWHEESRD 5172, ZOJRRA
EHHRETIE R WA IR & > S 7 B 3ER % £ S TREE (B« 18P
BUEMEE. 7 0 — URERRE HIVESYE, 4 — X VEREE RO
BEAEE) EEE L TWARREESH 5. /2.5 VIiEREE
DORO—ETH MEFELZ R EHNTMFER =LY TOHENH
KHFRDOENTz. ZNE DR TIIARBI OB AT I 5 [ HEY
B 57O MAOHAS & AFOFEAE 2 EEICHWTT 5
Z & [16.52H]

6. AiERUHAE
ABAIEIORS ™ A N AEGGRATHNC X B A HESkg RO HT 4
REOFRIF50mg. A ESkg bl EO#FHAERKUHARIZ100mg % 1
B AT 5.
A2\ HORS™Y A )V ZARRGFATHICIE B 200mg 2 18] 7
WNEST 5.

7. BENUBAEICEET %R

7.1 DN A 7S 2 & IV 7 DT IC & 0 AHIO ML EE AR
T 570 MBREE LIBETHEP I U TOBE Y HARET 5
ZENEF LV,

<FEIDOYEIESH S0BRGDIHE >
HERAEIORS Y A )V ABRFTHICB T 2 MK SIIEEITE
CT50mgXix100mg. £ #%2[EHDORS ™Y A )L AERIGRITHIC B
B E13200mgE T B,

<AFFOYIEHESH 590BLU LEZEE L TV BIHEE>
HERFEIORSY A )V ZABRFTHICB T 2 ARSI IEEICH
%72 < 50mg. A% 2[E HORS ™ A N ABEZIRATHIC BT 27
#513100mg& 9 %,

8. EERERIER

8.1 7+ 74 7% -2 ECEELBBERICA OIgGIE ) ¥
O —F VHUETENICHE STV 26 B RAYICE R B ERE R
JEXIRT F7 1 7% 2 —ORBEREERDTRY 6 NIH A H
P WE#EITS 2 & [2.1.11.1.1218]

9. RENERZHEIIEFEICHTIER

9.1 BiHE - BIEESDH S EE

9.1.1 MVREAME. REREFOHMY R T ZH 9 5 EE . JikE
BEEZIITVWREE
I AR TE B E THREPMAMS 2 574 CHEICKS TS 2
EoHIMIC KV EELREEH BEIIH 2,

9.1.2 SMRREN FRAERBDSH 2 BE
HEE D 5 BEOSEBIYEXIIHEBERB D H 555 13 FH
DIEIC KB FE WD a2 B2 & ERAHIN LSS 2R
EFFNOHREZRIEH T 2 Z & —RICVEE FREBIYEFOR
B FHRMERBIIAR OB G IR OB & 1375 5721,

9.1.3 {AE1.6kgRiED2
H AR B W TAREL.6kg RGO A DOEGREER L 72 Vo R

_1_



FSEMBEETLICLSY I 2L —Y a v icBL T fkEL6kg
KEBORICBI 2=Vt~ T OBRBERIL AEL.6kgbl EDR
KVHEL 55 LN TFRIS NIz AREL.6kgRTED TEADARA
DFERAIC OV T AR & M2 EEICHRETT 5 2 &

11. BIfEF
ROBUERAPHDNDZENH LD T BELZTTIITV.BE
WROONIBEICBREG2PIET 2574 EEY L LEZITS
&

11.1 EXZEIER

11.1.1 ERTBREBAERID SHERH)
TF747F V-2 aCEBELBBERIEPH5DND ZENDH
%,[2.1.8.15H]

11.1.2 MBI (SEEEANEA)

11.2 ZDfthDEIER

) A% E R 021 B ORS™ A L ZABRFRITH & b ICARFIR S
wZIF7ZR

16. EHENRE

16.1 MAGEE
FLH R E MR E U HIIEE BRI R (D5290C00004:
) 2 ST/ TITAH E R 4 [F 3R (D5290C00005545%) 3) &% OVSETTAH
E B FRER (D5290C000083Ek) Y CRRAR 25 LD
MEF= LS TRERUTOLEB TH- - (HEAZED
E R T — %)%,

AL RICAF ZHARNERS Lz L 2oMiEFR=Lt <7
BE (ug/mL) (HARAZ ST EERRRET— )

0.1% ~ 1 %Ki

L] i
Z Dt TERTERALIRE  FE 24

12. [RARRERRICKIF T ZE
AANIRST AN ARED D B 7 A NV AFFERE KO A )L A5
BEUEREETAIMEBICTH L BEREICZIZBZANDHD S
(RT-PCRIEICIETFH L2 AFNIEGHICI NS DRST A LA
TEE % Ehi U 72354 ORI BT RS 2 &0 TRAIITHIK
THEOIRICERT A &,

14. BRALOEFR

14.1 ZFRIZSHDER

1411 FRHATICABEREDCEADP T L2 HRICK D EREY
22 LB EREREINEERMPRO SN A GG RFERALZL
Z&

14.2 FRIZRSHOER

14.2.1 5@ KBRRTSMAERIC AT AR 9 5 C & BHN DR SIX
BEMEZRGE T 2B TN HL7-0#TFH T &,

14.2.2 KFD200mg#H 5K 20N A 782 2 F w7 Fifrig O ffi7e
BERICB VT FH 2 R—ENRDE LG 2 2 LI,
BEBICESMELEA D Lo

14.2.3 ##% - HIESEAOFE LR IT 22O NHLEORICERT 22
&
< HRIZHANERICE SRS TR ME . B %O A I HE

WKWEE L2V E S BRENRF T L CHE SHEZRET
5T &
c WREEITERA 2R 2 K SOER L CEHT S &
RS ERA L L E B R RA 2D MR OMGZ A 125HE
BVEBICHZHE 2R TEHT S &,
14.2.4 AFNIHREERORAFITH O FBHEALZWT &,

15. ZOfthDER

15.1 ERFREERICE D 158

15.1.1 BER4E
A ISR (D5290C00003 3 5%) U K OB ITIHH E BE$E [H
5% (D5290C0000475%) 2 CHRBAE R OUHBICIEWAAR S
ERZFLRICBOWTAAREGR IR LY THEDP BT &
75 T B E DEIE136.2% (155/249361) TdH - 72 S1/ITHHE
B FE% (D5290C00005358) ) TAAIR GRICHI=— Lt E<
THARD G & e o 7 BERE O FI AL ERE KX O2[EIHDORS
TANAEREGUTHZBZ 5 RICBWTENENS.8%(34/587
B ROL1.7%(21/18061) %) T d - 7= . 5 LI H BE 3 [F 3 5%
(D5290C000085E#%) ¥ TAZAE I 2[E H DORS ™ A )L X JGE
AT Z WA 5 RICB L TRAREGRICH =L B~ THEDH
P& 7g - 7R OFEI311.3%(11/9761) TH > 7z fi= Lk
E THAEDORIUC L 2 RF OB RE AIER FREEAD
HEIIHS P TR,

e |v-2v|  BRE5EH 58 | Day 8 | Day 31 |Day 151
ERERRY 94.7+24.9|73.7419.7/20.3+7.44
50mg
D5290 | || HMTER (40) | 470) | (618)
C00004 (feRMMI3SE | 1166+255(114+350[311£130
m
BLE) &l (59) | (®78) | (969)
R | somg |27220[827£2352274126
e 1 a3 | s | 176)
(ERm35A 181+35.0/109+33.034.5£10.3
0HMT) | 100 o N A
1 M| (3) 65 | (120)
D5290 102+22.7/854%19.2[23.9+13.0
50mg
C00005 CLD/CHDZ (5) (46) (77)
F—k L00mg |157%239|105£33.1(36.2£16.5
LR INE) (56) | (94)
CLD/CHD= 260+49.2|154+72.0(51.2+25.0
2 200mg
F—k (11) | (108) | (202)
: 50/ |142+31.2(84.3+36.7(24.7+13.8
D5290 AL % £ 100mg | (15) (47) (39)
C00008 SRR 209+34.4/131£56.8/32.6£19.1
2 200mg
(11) (50) (44)

SPHE IR (150

16.2 ORUX
R A 100mg X 1X300mg % B EI AN ST Uz
i e MLV HP O R B R (PR E) 136 8 (8P @ 1~28H)CTH
0 ©),300mg % BEFH AN GE LIz BOMHSNA F 7L 5
VT4 d77.3%TH - (BHEAT—%)7,
) AHI O AR R OHEIX50mg# L < 1&100mg (4% 9I[E)

Ni3200mg (%2 H) 2 HANTEHN TH 5.

16.5 HEittt
RHE MY B RBMRAT THE L 2Lt € 7 O E RS H
7IHTH D (AESkgD/NRICBIT B 7077 > A#EMEIX
3.42mL/dayT® - 729,
ST E 5 4L [ 3R (D5290C000083KER) Vic B W T RBEA L %
FES FAE IR VAR RO RICAR 2 O AN S L7 & &, iE
Fo Lt B~ TIRE RO HERE ATO6HIH 244 TR &5 N iz I
8 27 ERIRE O IR RIE S M7z 144 (B RFZR B S B
MR 3G A — A R HIVEYSE & OBl R 08 R
200\ % 7 a —EREBERE LA S B 1B Tld A — X U REER & AR
REFER 2 H5) CRIMEF L TREDOEELE TR
HHNTz.
SEIL/TTIAH E 2L B% (D5290C000535%) Iz BV T &~
SEMBEREOF AR AR KO RICAHF 2 BEIFHANK G Lz & &,
MEF= L~ 7TREMROHBEE S L 1FIH3F RO 5N
72.[5.4.17.3.2%18]

17. BRERAE

17.1 BERURSMICE T 555

17.1.1 1&HAZEI1AE;B44588% (D5290C000035:58) V
TERGHARI 2938 DL _E 35 AR TEBZFIBORS 7 A )L A ESLGRATIH
EMZHEBLFHERROCILEEZNRE LTS RANEBS > ¥
LMMEZEERBERLERBR TH 0 ARHIS0 mgid S St ARz B



BIFFARNES Uz FEFHMIEE X ABRER 5%/ I50HE TO%
BZEBLUERSTAIN AL D FTREBREEORATH 72,
AFER T, LAS3BIOHi A R R ORI AH (96961) i 7o+
AR (4844012 lORTT ¥ afbshiz,
AR - ARICIEVWARIR G 22 - RBFICB T SRR S
#IS0HETORBEZELLRST AN AL S NRERGEDFH
BENE I ARFIBEL. 2% (7/57061) . 75 & REE9.0% (26/2904) T
HO XY 27 WANE86.2% (95WIEFEXM : 68.0~94.0%) T
@ - 7z (Cochran-Mantel-Haenszelt&7E) .
AL - ARICHEVWARFIR G 2521 7257 2014 RS 12 B
T 5 LM SN EEFEBEZIESHI(1.4%) 138D & 1, 261D EICER
HHNTERIE R o7,
17.1.2 EIMEERFHEEER (D5290C0000458) 2
TERRIAR3SE L (HATIE36 DL ) TEBAIBORS Y A )L A
BT 20 2 5B HERROALREZNRE LT TR
W T > & A EE MBI LB EE Td O ARH ((FESkgR i
50mg. 5kgll £100mg) X375 & K % BERHHNRS L7z &
FETMIE H & GBI 5% 150HE TOZBEE LIRS AL
A KB FRBEEROFBTH > 72,
AT EE IR — PRUOLREEIR—- 262D G (e
A= N)T3,01261(5 5 HAANL147H]) O#i 4R K O IR 2 AH
(2,00941) X3 7"F £ A (1,00340) 122 : 1OHRTT > F LS
niz.
FE@N (FE IR — ) CIaBERERIS0HE TORBEEL
TeRST A VAT K 2 FEEBEGICT DO W T ARFNC K BT #EIIC
BREBAIEN RSN,
FREBELLRSTA VAL D
TRERBREEEE LA OEME(ZEHaAR— M)

]

HBERS %1500 % T
- DEBLEHEULRSTA (XY 27 B
NAI & FRBBRD | (95%(FEXH): b
FERH LR OB
AHIRE(9941) 1.2%(12ff0) 74.5%
(49.6~87.1%)
75 A (496() 5.0% (25f) p<0.0001

Q) BB S 150 H £ TICZR 2 E LRSY A L AIC & 5 FRBBHRA
FHETICRE® UL L - WS X S BB & O REEE S N,
b) B EEE AR 3N AT /37 B#~64 AT /64 Hild) %351

E L7 aNA MNFEER VR T Y Y ERET IV
HFEIR— N THRAZRESN1,9976H GREREEICBEET 5
CHIW S NIZBEHRIE2561(1.3%) 12388 5 1. 2615 1258
5 N7z BRIITER B IREZZ641(0.3%) SR EAME (0.2%)
2451 (0.1%)  FEEL 2451 (0.1%) K O'F8Z 2451 (0.1%) Tdp > 7z
17.3 Z0Dith
17.3.1 1/IIFBEFHE RS (D5290C0000555R) 3)
HBAIEIORS Y A )L ZEGGRATHH 230 2 5 B R I %)
[\ L 2[E H DRSS A )L ARG GATH 2 0 2 5 18 1 M &
(CLD) i3 Fe KRR (CHD) # B9 2 #iE R AR KOS R
EXRELEREON) CXT)RMIBS > ¥ LML ZEEREER L
B TH o7,
AR BRI ERBIE35E0H LU (HATIE3SET) 0 RER
61561(> 5 HARA21H41) . R’ CLDXIZCHD (HARTIZ ¥ ViE
BREEL)2FT 2EBIFEUNOFHERKOCARILIM(S 5
HAANL2H1E)) 2 A#| (6164, (AESkgRiH50mg. Skghl L
100mg B EIFH AP S) X138 ¥ X< 7 (30941, 15mg/kg A 1
EEFSEIFANKEE) 2 1ORRTT ¥ b Lz,
W) DB EEHEET SHANI LI TH - 720 F iz AR
ETIRI200 5T VIERBEET 2 RFEENT.
AR THEBYIEIORSY A L ABGHRITHICBBE 253N
7-:CLDXIZCHD % E 7 2 #HEaE& 26211 % L C2EIHO# 5 %
A2 H OFATHICAT o 7 AR B OTTHIC AR 2 5 S h

_3_

72 1806 IEAH] (200mg B BN S) 2% 5 L AE% RO
FUTHICSY B v 7 25 & 072 82411 AHI (40%1l. 200mg B
EFAMNES) Xik8) € X< 7 (4240, 15mg/kg A 1 [E 55 [E14
ARHEE)ICL  lOERTT ¥ ks hiz,.
EHBIEORSY A N ABRGERITHICAA 2 5 s hi-6144]H,
BERSEE T 5 RS oA EERIZLOM(1.6%) ICRD 5
L2610 EICER 5 N -ERITEHE3H] (0.5%) I OMAE EF 241
(0.3%) T > 7= A% 2[E H DRS ™7 A )L ABRGLTRATH I AH 2 #2
B3N 72206 ia5a5E L BE T 5 LY S - A EBRIZRD
SN hr -7z,
ABFIEORSY A )V ABHFITH %M Z 5CLDXIZCHD 24 &
TVWEER BN AEBIIE X 2E HDORS Y A L AREGRITH
#iM 2 5CLDXIZCHD %A 9 % RICAKH 2 &AFRHE - HET#H
Bl EsoMmEholtev 7TBER ESESBIES R
B (D5290C000043#5%) 0B HER KU R EEHEET
HoTlzo
BB VEBRTIEORSY AL ABEFTHICE I 2 RRERS5%
IS0HETOZZEELAERSY AL AT K 5 FRBRGRIEARA
FEAB1(0.6%) ROV E X< TEE3HI(1.0%) ICRRD 6Nz £ 7z,
H%2EEHORSY A N ABRGRITH OGBS 5% 150H £ Tl
ZELEBEULRST AN AL D TREBREIIVT NOBSEIC
BLWTHROONE T2,

17.3.2 SEIBEEFHREEER (D5290C0000855%) 4
AR HIEI UL 2[E B ORS™ A L ZAEGRATH 250 2 % B AL %
BT 55240 AWMU TOHER ALRROSRZRRE L
7 E IR R A SRR T 5 oo
ARBRICBOT RERLE2ET 2 HER ARKROHE1004]
(5B HARA266) ICARA (BB ORS Y A b RIRGLGRATH %50
ZBHERKZOAR [EBIEDAN] © (FESkgRHES50mg. Skgbl
£100mg. A2 H DRSS A )L A BGLHITH 20 2 2 LR RO
SR (A% IEB2ELIN] © 200mg) 2 BEIFHANERS U7z 45
FHOWRIEEE B FUARERE K 02 O fthO RBEAREE
33fl, & M RBEARET AL A RRYLRESH . I A8 X 1d B B ER 16
B S M L R T 200 EHEO 2B AT O A R
FEEHEITH 2961, 2 O fth D B M HEIEEE TR 1561 Tdh 5 72,
AEl 2G5S N 1006 GREEEEET 5 Sl s hic G E
HRIZO6H1(6.0%) 123D 5N 2610, LICFED SN/ HRIIHEA
B1(4.0%) TH -7z,
MEF=N LT TRED LD ELCHLLERIRD &N E
ERRANULEEICB T 2 A 2 &ZHE - HETRE L&
DIRBERESRIS0FICBY A METF L Y TEER.EMY
HEASHRGEE S N 72 55% (D5290C00004 5 5%) o fa i 72 #7128 IR K O
FREARETH >,
BB ABRERSHKISOHETOZZEE LIRS ANV AL S
TREBRREIRO NG 572, [16.5508]

18. ERpEIE

18.1 {EFER
AN REEERMEOBEZFHERZ e MaBE a7 Y VGl
(IgGlk)E) Z7u—F LHAETH DI RSTAIVAFY VN7 E
(R & IS OFREMOICB T A2 T —FITHEE T 5.RS
A IVAFY VIS 7RI A I ZBAEE D ERL A B IR E T
HO AKANFZCNZEETHZEICKORSTA N AZHHT 5,

18.2 U1 ILAEM
AFNE Hep- 28I RS E/2RST AN ZADY T H 4 TARY
T 5 A TBOEK T HEVE (57 BEE : 2003~20174.RST7 A LA
DY THALTA L TOM Y T A 7B : 49%k) 12xt U T REIRTER
HMEEEZR L. S0%EWRE (ECso) D RfEIEZNZFh
3.2ng/mL (i : 0.48 ~ 15ng/mL) % 12.9ng/mL (#iff : 0.3~
59.7ng/mL) T& - 7z9-10.11),
RSTANAEHETY b2 Ty METIVICBWTRST A ILADH
THATAGY 7 & 4 TBOERE] HEi OFEE OH NS



12KV N ORS™Y A )L 218 % F BRENICED S 872912,
) ABOFCHEBICMA 5N TWA3T I ) BERDIE—DE
EOFUE,

18.3 fittE
AH](250ng/mL) FE R TRST A N ADY T ¥ 4 TA(A2H) &
U 7% 7B(B9320%%) % HEp-2#lHaIC BRge & & T 3MEfHAR L.
AHENHT B RME R 2 E L1319 N67TEN208YEE 2 A
FTAHRSTANADY T H A FA(A2NK) 1& FFEM & Heig U TARA
IR B AIEE A TO3MEE R L .N208D. N208S . K68N:
N201SXIZK68N:N208SEREEFT HRSTANADY T AT
B(B9320#%) 1% B4k & et L TARBNCH 3 2 hAliE A Eh
Z2190,0001%#8.24,6195%.13,4391%.90,000fFBIE T L7z,
WBERCTRESNZT IV BERIVTIL AFOFY %
T EDREEEAL(62~ 69 U196~ 212D T I J BeFEEL) N
1B L TB Y RSTAIWAFY VS EADOEH OREEHME
PETSESZ EMNRENT.
EBHELRIRS Y A LV ADDTFH —_A 5 > Ak (58E4E - 2015
~2021FRSTANADY T & A TA : 28758k % 7% 1 7B :
2800#K) I BV TIDL0) BE SN kAR 2 E T 2L EROK
HIZAEHTIBRIBETD 5 72,201 7HELE RS A L ADY T H
A 7BTI206M:Q209R%Z £ X 131206M:Q209R:S21 INZE & %
B A2ERROSHHENSNMARTH O  HFZERIVTND
KA DFEEEMDOERTH 20 AFOHHEE IR AT
7= (B Ak & Helt L 0,230 K 0N0.515 D 2 1L) o

19. B ICERET 2IE{LERAR

—AREIBTN
Lt ev 7 GREFHEBZ)
(Nirsevimab (Genetical Recombination)) [JAN]

¥
AENZGBEZEFHEBZE FRSYAIWVAFY VSV EE ) Ju—
FAFHAETH D & MgGLICHRT 5. HEHD261.263% V265
FHOT I BRI, 2 W 2Ty ThiR UGluICBRE 1T
WBAHNIF ¥ A Z—ANLAY —JIBEMIC X DEESH
B2t T 71345607 I ) BEE, S 75 HHEE (v 184)2
ARRO2NMEDT 3 ) BFHRED S 2 5L (1 8 2R THR SN2
Wy ORI E (TR D K149,000) TH 5.

20. BRWV EDFE

20.1 AF| 2 ETE L ZBESE-GE WEOREY —LHEHID
NTVAEE XITEMHRZEEL TOLLHEARERALZV
Eo

202 LLIRES LaWnWT &,

203 HEE BTS2 &,

20.4 EHXZ RO - O AFNINEIC AN RETREFET S 2 Lo

20.5 A#l &2 wEE D SHLD H U722 13 =B TFRE L. SERILLNIC
BT &,

22. 8%

(R T #—9 ZFHESOMg U V)
0.5mLI17 L7 4L R »Y]

N T+ —I ZEHE100MgT U >V )
1.OmLI1F V74 VR > ]

23. &R
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2)Hammitt LL, et al. N Engl ] Med 2022;386:837-846.
3)Domachowske J, et al.N Engl J Med 2022;386:892-
894.
A)ANER}  FEI0HE E R EEER (D5290C00008#E%) (2024
EXAXHAFE.CTD2.7.6.2.6)

PI650@A

SHEPNER - MAREE (2024 XA XH AR CTD2.7.2.2.2.4)

6)HENER : Em Mg IR ERLERM (2024F X A X H AR,
CTD2.7.2.3.1.2)

HNER : XA FT7XAFE) T 1 (2024FEXHXH&AR.
CTD2.7.2.3.1.1)

QI MNER t HEAEEM(2024FEXHXH KR,
CTD2.7.2.3.1.5)

9)Zhu Q, et al. Sci Transl Med. 2017;9eaajl1928.

10)Zhu Q, et al. J Infect Dis. 2018;218(4):572-80.

ID#HAER : FHBRID8897-0002, ikERID&897-001 1. ik Bx
ID88970-1516.#/A5KID88970-1617.HEMDMN-
20140127 : FBEMALIC BT RSV AT U'BEE K53 BERE 10
THINLEY T 1G7TOHHNEME (2024FEX H X HA&ARE.
CTD2.6.2.2.3.1.2)

12)#NERL : FHBERID8897-0006, HEXID8BI7-0007 @ I v k
F v MIBIFBHRSV ARUBERERICHT 2= )Lt~ T
S 1G7OH %71 (2024FEXAXHAR.CTD2.6.2.2.3.2.1)

13) &R : BERID8’97-0003 : M HARZRET 5728
Din vitro TO=)tL < THIT A7 —FERKDER
(2024 XAXHAFR.CTD2.6.2.2.4.1)

14)HNEFR : HERID8RO7-0011 : Mtk EE R %2 HET 570
Din vitro TO =)L < THIIT A7 — FERKDER
(2024 XAXHARR.CTD2.6.2.2.4.1)

15)# &R : REEOUTSMART : RSVAFH—~_A 5>~ AR
(2024 X AXH&ER.CTD2.7.2.4.2)

16)# &R} : BRINFORM : RSV FH —XA 7 > Zikbi
(2024 X AXH&#E.CTD2.7.2.4.2)

24, XEREERENUEVEDEE

TANTERIAMREL ATAHINA VT A= artry—

T530-0011 KRBRHALXKFEEIIHE L

TEL 0120-189-115

https://www.astrazeneca.co.jp
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1.9 —MARICLR D S0 AstraZeneca
& =T GRIG TR

1.9.1 JAN
— B9 FR (JAN) 1, SF24E9 H 2 BAFERASESE 0902 25 1 Bl L vmmani,
(AAR%L) =1t~ 7 (BiafHH#z)

(¥#4,) : Nirsevimab (Genetical Recombination)

1.9.2 INN

[EIBS—M4 (INN) (. nirsevimab & L C Recommended INN : List 119 (WHO Drug
Information, Vol. 32, No. 2, 2018) ZU#k X417z,

1.9.3 LF 4

(A AA)

=tEE~T7iX, BB XPLE | respiratory syncytial 71 /LA (RSV) F ¥ LRV 'EHE )
s a—F AR THY . & FIgGlLIZH¥RT 5, HEHD 261, 263 LV 265 FH DT X/ BRGkEL
X, ENEN Tyr, Thr XX Glu IZEBR I TS, =LEEYTX, T4 =—A LR
Z—JRBIC KV EEAE SN D, =k~ TIE, 456 O T I BRI SR S HEH (v 1
$) 2 ARR U214 DT X JBEEEN DD LEH (v 8H) 2 KA TR SN MY V78 (4
T ;59 149,000) TH D,

(F4)

Nirsevimab is a recombinant anti-human respiratory syncytial virus (RSV) F protein monoclonal
antibody derived from human IgG1. In the H-chain, amino acid residues at positions 261, 263 and 265
are substituted by Tyr, Thr and Glu, respectively. Nirsevimab is produced in Chinese hamster ovary cells.
Nirsevimab is a glycoprotein (molecular weight: ca. 149,000) composed of 2 H-chains (y1-chains)
consisting of 456 amino acid residues each and 2 L-chains (k-chains) consisting of 214 amino acid
residues each.
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1.10 #H3¥ - BRSO EHFEEHOE LD

AstraZeneca

& =T GRIG TR

1.10.1 BE - BIEFOREEEEEHDFLD
= 1 BE - BEFORETEEEHDOFELD
e%4g - | =k~ 7id B H#ZPIE b respiratory syncytial 7 /LA (RSV) F ¥ /3 7'F
R4 7R —FAPETHY, & b IgGlLICHRT S, HEHD 261, 263 L2655 FHDT
SRR, FNE N Tyr, The KOG IZE#BINLTWD, =t~ TE, Fv¥ A4 =—
RNIKAR —PNBMC L W EEAE SN D, =~ TE, 456 HOT 2 BRI G 72
HHSE (y18H) 2 KR4 HO7T X 7 BRFEEN G725 L (« 80) 2 R THR S DB
KR E (R K 1490000 TH D,
BEX | 7 BRSO B0
ShEe - 1. A#%PIEIE 2 [EHO RS A /LA (Respiratory Syncytial Virus) EYiiif T O EE 72
e RS VA NWAEGHED ) 27 2 F 3 28AER, FIRKOHIRICEIT S, RS U A /L ARG
£ 2 TRGEZR B OFAEHH]
2. EBAIEID RS 7 A )V AEGRATIO 1. DS OT X CTOFERKOHRIZBITHRS ¥
A NVAEGZ X D FTRGEE RO TS
B - R ANEID RS T A Jb A EGEFRATINC I, W5, RE 5 kg R OB A L OFLIR 1T 50 mg,
me (R 5 kg A EOF AR KR OEIIE 100 mg % 1 8], FRNESRT 5,
A% 2 [ H D RS 7 AV ABEIGLEATIINCIE, @H ., 200mg & 18], fHANEST 5,
HE%ED
f&E
TIRG R | A 74— X AfHiES0mg >V Y
VAR | ~of 74— & ZFHE 100mg 2V >
NRE | (v rvhortevT (AT % Somg, 100mg EHT S, )
= AR B @

ENLYpE BHWIME | R | & b flis: A Loy EEPAS
(B 55 ) R (mg/kg) (mg/kg) BT AL
] 0 (WIRFBIP). |
pesq | VR | ﬁ%g? 50 (KIIRP). gﬂng igg .
Yo (1 [a/38) e 300 (E#IRM). i AL
300 mg/BH (AAIMN)®
2 GLP 3#

b: =L '~ 7 300 mg % 3 mL OEEH &M OEE CHRNES LT,
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AstraZeneca

Blfem | AEFSRER (HARERY 250)

il (4=£EFH 100 1)

)
RGBS, 16 4
(61.5%)

T 8 B (30.8%)
Mgt 7 61 (26.9%)
Bleo & &R 74
(26.9%)

S

B

&

55 11 FR ] B[R] 3R
(D5290C00008: MUSIC)

ARFEE  HARNBERAE 26

AEFRZORER Bk (O

EREER 9 5] (34.6%)

55 T1/1I1 8 [E B IE [R5
(D5290C00005: MEDLEY)

=R
AFIRE : BANPERAE 24 11
(44 918 i)

HERSOME Fl¥
FE)

FARGERYE 19 61 (79.2%)
Rzt 10 1 (41.7%)
FLIZIEZE 10 61 (41.7%)
5 8 4 (33.3%)
BLeoEIER 64 (25.0%)
MHEAZE 6 61 (25.0%)

i

=F

e

N ER-T RFIEE AR
NWEBRE 3 (R 40

)

HERSOME Fl% (O
Ji9)

FRGERYGE 261 (66.7%)
IRgAEZE 1651 (33.3%)
MEEEZE 161 (33.3%)

i

=F

D W)
AR AFRE . BARANWEBRE
8 Bl (44E[H 180 f51))

HERSOME Fl% (4
Ji9)

FRGERYGE 76 (87.5%)
FERESE 3 451 (37.5%)
FTROHE 361 (37.5%)
FmAgESE 3 61 (37.5%)
T2 451 (25.0%)
HiGR 261 (25.0%)
MEEEZE 2 61 (25.0%)
B2lF 261 (25.0%)

i

=F

55 111 A8 [E BRI [R5
(D5290C00004: MELODY)
ARFEE . HARANBERE 99
1l (24 2994 )

HERSGOME Flk (4
Ji9)

RGERYE 59
(59.6%)

BLeoRIER 28
(28.3%)

BIGK 24 61 (24.2%)
FLIZIEZE 20 6 (20.2%)
REES 19 61 (19.2%)

i

=F
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1.10 #H3¥ - BRSO EHFEEHOE LD
—fx4 = EwT (EEEEZ)

BIHE

72 BEIIE N ANT 4 RiEE
L 4

DIOMTQSPSS
ASNLETGVPS
GTKVEIKRTV
DNALQSGNSQ

LSSPVTKSEN

H 8
QVQLVQSGAE
IIPVLGTVHY
ALVVSETYLP
LGCLVKDYFP
SLGTQTYICN
LFPPKPKDTL
REEQYNSTYR
QPREPQVYTL
KTTPPVLDSD

SLSPGK

il

A

H #H

1Q1:
L #§ C214-H

LSAAVGDRVT
RESGSGSGTD
AAPSVFIFPP
ESVTEQDSKD

RGEC

VKKPGSSVMV
GPKEFQGRVTI
HYEFDNWGQGT
EPVTVSWNSG
VNHKPSNTKV

YITREPEVT?

IT?QASQDIV

NYLNWYQOKP

FSLTISSLQP
SDEQLKSGTA

STYSLSSTLT

S?QASGGLLE

|
EDVATYYCQQ

SVV?LLNNFY

GKAPKLLIYV
YDNLPLTFGG

PREAKVQWKV

LSKADYEKHK

DYIINWVRQA

|
VYACEVTHQG

PGOGPEWMGG

TADESTDTAY

LVTVSSASTK

ALTSGVHTEFEP

DKRVEPKSCD

VVVDVSHEDP

VVSVLTVLHQ
PPSREEMTKN

GSFFLYSKLT

TR ESH OHEEREIE

GIcNAC(B1-2)Man(a1-6) \
Man(p1-4)GIcNAc(B1-4)GIcNAC
GlcNAc(B1-2)Man(a1-3) 7

I
DWLNGKEYKC
QVSLTCLVKG

VDKSRWQOGN

Fuc(a1-6)

MELSSLRSED
GPSVFPLAPS
AVLQSSGLYS
KTHTCPPCPA
EVKFNWYVDG
KVSNKALPAP
FYPSDIAVEW

VESCSVMHEA

Ce49aH10060N170802050846 (2 27X 7 B ER Gy, 4 AREH)
H 8 Ca223H3438N580685S 17
L #H C1024H1506N2720337S6
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TAMYYéATET
SKSTSGGTAA
LSSVVTVPSS
PELLGGPSVF
VEVHNAKTKP
IEKTISKAKG
ESNGQPENNY
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AstraZeneca

AR 1
AW HCRELS ST E A R O EE RO £ L

— x4 =rtbew7 (BxfHE#z)

e RS T f—HF AFHESOmg TV Y
A T f—HF AFHE 100mg >V Y

A 7 AN T BRI HEAS

BhEE « %3 1. A% PIEI XX 2 FIH D RS ¥ A /LA (Respiratory Syncytial
Virus) EYGRATHIOEE 2 RS VA NVAEGIED Y A7 2 H5T 5
B, RKOGRIZIEIT D, RS UA NV AEYRIC LD FROE
PR R D FESEHNH
2. AEAEID RS U A )V ZEGRATHI O 1. DA OT < TOH
ARKROFLIRIZE TS RS UA LAY LD FPRIERBOT
B

M- & AERRMIEID RS 7 A /L AEGLFATINC L, @H, (KHE 5 kg R

AN K OFLIRIE 50 mg, fAHE 5 kg DL EOFHANR K OFLIEIX
100 mg % 1[5, FHANERT 2,

A% 2 B H D RS 7 A b AJEILFRATENC I,
[\, FHANEST 5,

HH . 200 mg & 1

A B SR IFURL S DA ] 0> A 1

BEEAEH L T 258 T oMz A
WENCYE

il U 72 AW b ke JURL S Ot Mkl - Mk, Ot blskps (Mg, K. €0
fin) . WEERANNE - AR, DBk ik, <o
1)
BN 5 F v A =— Kb A X — PR

A SRR OB H H) BB, OBy, O omofbGE M, O

e, Oxoft ()

FREEDHEL /D e b - )
WMDOA 7 ) —= 0 « EHED
NE -

NG 2 2R

AW R IR S 69 D ANE
{EALEREDNE

NG 2 2R

TANAT VT T ARG
RO

NIk 2 Z

RWETROBE (71—
Frv—"h)

HAE 1 2
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(RTEAL AL BRI 1% T 8 & A
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AstraZeneca

RIHERE 2
ER L2 HRIERIE D4 | F v A =— AN A A X — AR
ﬁ/ﬁ"(‘m) , E2)

il U 72 AW B R RUEL S D 43
e

O binigdskesy, Ot Mgk, Ot FRERRS .
Ot bESkRy (M. MIgESSUTIIR 2R o) | OK

Eh-@BORATY) —=
7 HHONET

wEN kA . RE RIS, O8Hkeksy. OZ0
fill )
A SR IECRHE OB H ) OAZhEsy. BiE Efld, ORIy, O oo RS
BaE () . OfFIy, Ozomm ()
AMHSREREORK L 2D | =t~ T (BIETFEEZ) OREIHENT S5 MCB KO

WCB OfE EHAILTF ¥ A =— X b A X —PIEsmiark L v #t
SEL. BMHR X R EAREEICHIEEE L DO TH
%)o

MCB K& O* WCB 1%, BEEMEIZREIZZ2 < ICH Q5A A FZ
A NCESEME., BEE., ~A1 277 X< KV T A )V AI]E
RSN TORNT LR LI LD TH S,

AW RIEEE D 7 A L A5

DATEAL K OBRELBLE DN
i)

A% L0

Wik TROME (70—
?‘.yb_ ]\) 5) 1E6)

(RIEAE X O R BB T
Mt L, &2 BARRICE
)

B 1 2

TAINAY )T T ARERES
RogEr"

NIk 2 Z

H1)
*E2)
7E3)
E4)

BEEOEY BRI EZ N LTV 256, BRI 2 (345250 2 LIRS 2,
iR K OMdE AL & il 5,

BET HER - BEEN
AW R FEHE O BLE TRIZB T 2 T X TOREAEEDONKZ LT 5, 728, 5l

bHHHEEFGIHT %,

Mte LCR L TH L,

E5)

W TRICHOWTIE, Hik - RO B TRRET D, e, HfKE LTREM LTS Ly,
Flo. BEOAWHRIFEFEZEHN L TOL5EIITAMRITILE & 725 DT,

roo

Gm & 2 5 E) ERIC) LR L TH &L,

E6)
E7)

AW R IFUEE O fE TARIZ DUV T,
VANAT VT T2 ZARBREAT> TV DG A2 TR 5, AWHRERE O RGE

%B%i'j‘ %) %‘g&i fccll \o

TRETORMRE/LOETRTOMRICH T OND OIS T TRET D, 2B, 5l
MR LR L TH &uy,
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BIRE 1 Ko RLE TR (2500 L) OMEE

JRREDOEGE TROMEZ LI IR, VAV ZADONE KR OBRELIIIT T2 A,

LS N
/\vl—/\“?( k
!

Ju~ 757 4

(A E SR 1]
AT LES .cm
ik - vt [ emvme. 2 oot [ oo
TPavs- vt = Fis

!
| DEEBESHEN | [ NOR 3o
EXEL

« NEAE pH -
« TR - °C
« NEALEFH] - 53T
|
. -
EEESEs
AT LS .cm
- it i [ e, 2 ot [ envir
WPvL it iTH

|
—  IEEAvaRrE
[HES]
BT LS .cm
© BRUTIEE -Cm/hr
pRrd vtz b

l
(7 4 L AL A (7 A L ABRERIC L 5 5iE)
(B4
- EEE
- KA L/m? L F
[T RPN B BR
ERBOTANARERED 7 4 VB —FE AR A

!
-l'-
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1.10 B kBl O3 e Bl skl o E g o Lo AstraZeneca
— k4 =t~ T (EETHEEZ)

BHE2 : DA NAT )T T ARER

=t~ T (Bl z) FEEOKHTRIZOWT, 4 FEOET VAL A - BN
P~ ZAHMHET A LA (XMuLV) | RHSERIH Y A VA (PRV) | LA T A /LA 3 B (Reo-3)
B~ 2T A VA (MVM) ZFWTOANVNAZ )T T AR EFh LTz, & TFRO7
V7 v A%E (LRV) & BfEEE TRIORT,

& —tEv T GaaFMamz) RETEov Lo U7502 RV D

Purification Step

I Cionatozraphy

Chromatography

I Ci:omatography

Virus Filtration

Cumulative LRV w/o virus filtration >17.99 > 15.63 >10.19

; LRV = log10 reduction value; =
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112 FTEH—H AstraZeneca
—f_B I tEEYT GEEFHEERR)
%}iﬁi’%ﬁﬁ =T %;T_
Do = B =GR | BAE | EHE-zof |TWEE| 5oy
AHES (E /st PH | s
FEIL(EP21—IL3) RBEICEHTINE
32 T—AXIFHEE
3.2 S [FHE(Z)LEE~T GEIzF##e %) . AstraZeneca Pharmaceuticals LP Frederick Manufacturing Center)
3.2.5.1 —fBER (= IILEE D GEGEFHAMZ) . AstraZeneca Pharmaceuticals LP Frederick Manufacturing Center)
3.2.5.1.1 AstraZeneca |&%H _ S hh BN =i =
3.28.1.2 AstraZeneca |#&i& _ 200 B ST -
3.2.5.1.3 AstraZeneca |—#k¥FTE _ 200 B ST -
3.2.85.2 8l (Z)LEEYT GEIEFH#A#L 2 ) . AstraZeneca Pharmaceuticals LP Frederick Manufacturing Center)
1] ‘tctl =
3.2.8.2.1 AstraZeneca |HiEXH _ ot ot B S =
Up-3 5 N . S — . . N
3.28.2.2 AstraZeneca |EEFERUYTAOLR -arbO—)L _ st st REE {7 P
2.8.2. BEMHEHOEL . R -
32823 AstraZeneca |E#MEOEE _ o0 2P T4 P
2.8.2. ERU &1 ; .
32824 AstraZeneca |EEIRRUVEESHADER _ st st REE {7 p
. NTIE N ~ =
3.28.25 AstraZeneca |FRA+ER - NYT—2 32/ TAEREEHHE _ o0 2 R ST4i .
Ul ‘tctl =] & ‘3‘- N _
32526 AstraZeneca |HETIEDORKORE _ ghh L £ .
3.2.8.3 B (= I tETT GBIz F##% ). AstraZeneca Pharmaceuticals LP Frederick Manufacturing Center)
253, B2 0 R DRHE D A2 : -
3.2.8.3.1 AstraZeneca |(1BiE%DOFFIEDAZH _ 5t 2 P =143 -
3.28.3.2 AstraZeneca | _ 200 B ST -
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1.12 iﬂﬁﬁ’ﬁﬂﬁl—%‘ AstraZeneca
— %% ZIILtEYT GEGEFHEERR)
ES R s | BT —
Ml = T wiEM | WEE | smE-zom |TDOF) o
= (ERN/EN) HE
3.2.84 JE%@%"IE(:)Ltlf77'(i§1i§_%fﬁﬁ$ﬁi) . AstraZeneca Pharmaceuticals LP Frederick Manufacturing Center)
3.2.8.4.1 AstraZeneca [fERUHERAZE B - - s =
= 3 AN 3
3.2.84.2 AstraZeneca |HERAZE (DAL B - - s =
s 3 AN 3: NTE N
32543 AstraZeneca |HERAZE (DAL D/N\JT—3a0 _ - —— T, m
“ VAN
32844 AstraZeneca |(BAvk&a#T _ _— o s "
3.2.845 AstraZeneca [FERUHBRAZOZ LM B - - s =
3.2.85 #?.—‘eﬁ;‘?::x@*%—‘eﬁ%ﬁ(:{LtE7j(§§1i?$ﬂ?ﬁi) . AstraZeneca Pharmaceuticals LP Frederick Manufacturing Center)
3.2.85 AstraZeneca [{ZERXIIIZEME _ v — s "
3.2.5.6 BHRRUEER (:)th:”ngiE{i?fﬁﬂmi) . AstraZeneca Pharmaceuticals LP Frederick Manufacturing Center)
3.2.86 AstraZeneca |Ba#EUIEER B _ - s =
3.2.8.7 REM (I tERT GEIEFHEMZ). AsEraZzeneca Pharmaceuticals LP Frederick Manufacturing Center)
3.2.8.7.1 AstraZeneca |REMDFEEDHRUTER _ v — s "
gl\/ o =y E‘m E &l D S = ] _
32872 AstraZeneca |FAZRZRDELEMRERITEOERRUVER _ _ — i -
3.28.73 AstraZeneca |REMT—7% 2;)&,%!— _ — i -
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112 T EH—% AstraZeneca
— & ZILEETT GEIEFHEZ)
%ﬁﬁi’%ﬁﬁ =T %;T_
iy £ B wiEM | WEE | smE-zom |TDOF) o
i (ER/iEst) HiE |
3.2.P HF|(Z)LEZT GEEFHIRZ) . SE5F]D
3.2.P.1 HERUVNE (Z)L+ERT GEGTFHEEBR)  EHFD
1] N AL
3.2.P.1 AstraZeneca |HEF|IRUVALAE _ T RS =T =
3.2.P.2 HWEIFHREDER (I LETT GEEFHRBR) . E5F])
1] A
3.2.P.2.1 AstraZeneca |®HFIKS _ S Hh R E R =T o
3.2.P.21.1 | AstraZeneca [RZE _ soh ot B 2 m
3.2.P.2.1.2 | AstraZeneca [#HMNFI _ S Hh R E R =T o
1
32.P.22 AstraZeneca |&#l| _ S Hh HREE =i o
R
3.2.P.2.21 | AstraZeneca |®FIkat _ S Hh R E R =T o
BE ’A
3.2.P.2.2.2 | AstraZeneca [BEftiA# _ S Hh ot R E R =T 4=
LSt N =h a0
3.2.P.2.2.3 | AstraZeneca |MEMIEFHIRVEMFRINEE _ o0 HEY ST P
& =] & 'n _
32.P.23 AstraZeneca |RETIREDEFEDRERE _ T 24 R T4 4=
3.2.P24 AstraZeneca |Ba#RUMER%R _ ot 2 RE i 4=
7 FHR R oA T
3.2.P.25 AstraZeneca |MAEMFHIBRDOH-FEH _ shh 24 R T4 P
R AT 3 3 P 8 3 »lgu‘ . -
3.2.P.26 AstraZeneca |AfERPEARORSR FARLOBEEGHE _ o0 2 B £ =
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1.12 %ﬁﬁﬂ_%\ AstraZeneca
— & ZILEETT GEIEFHEZ)

%ﬁﬁi’%ﬁﬁ =T %;T_
Ml 5 12 wiEM | WEE | smE-zom |TDOF) o
= (ER/EN) HE
3.2.P.3 HE(Z)LEEYD GEEFHMER) EHHED
I]‘%‘_
3.2.P.3.1 AstraZeneca |BE#E _ 50 2P T4 P
&R
3.2P.32 AstraZeneca |EE&EWLA _ 50 2P 147 P
2.P.3. IETFE N A —JL _
3.2.P.33 AstraZeneca |(BEIRERUIITO+R-arbA—) _ - - s "
T2 N ﬁ'—'.}
3.2.P.34 AstraZeneca |EEZIBRRVEZHHADOEE B _— st Py sz -
2.P.3. TOtR-NYT—al A& : =
3.2.P35 AstraZeneca N)TF—23y / TOe X5 _ st AR (T p
32.P4 FMADEE(Z)LtETT GEEFHEMRZ) . EHHFD
2.P. AmElDE -
3.2.P4 AstraZeneca |FHMFDEE _ v 1 Py sz -

CONFIDENTIAL AND PROPRIETARY 4(26)



112 HTEM-—F AstraZeneca
— & ZILEETT GEIEFHEZ)
%ﬁﬁi’%ﬁﬁ =T %;T_
Ml £ 184 wiEM | WEE | smE-zom |TDOF) o
= (ER/Es) E |

3.2.P.5 HENDEE (Z)L+EYT GEETFHRER) GEHRFD
3.2.P.5.1 AstraZeneca (&R UEERTT X _ sl AR =5 -

=+ 3. AN 3.
3.2.P.5.2 AstraZeneca |ERAE (DA E) _ sl AR =5 -

s 3 AN 3: NTE N
32P53 AstraZeneca |BR7TE(SHAE)DN)T—2av _ - - s "

RY] AN

3.2.P.54 AstraZeneca |Avh5rT _ st AR (T -
3.2P55 AstraZeneca |FHEMIDFFE _ sl AR =5 -
3.2.P56 AstraZeneca [(HIERUVHBRTZOZ M _ _— st Py sz -
3.2.P.6 BERIITFEYE (ZILLETT GEGTFHER) . EHHF)
3.2.P6 AstraZeneca (RERERUVEENE _ - AR sz -
32.P.7 BHRRUERR (ZILEETT GEGFHIRZ) . T
3.2.P7 AstraZeneca |Bi#HRUMER%R _ sl AR =5 -
3.2.P.8 REM(ZIELEVYT GEGFHMIRZ) . THAED

rml—T N
3.2.P.8.1 AstraZeneca |REMDFEEDHRUHGHH(FED) _ v 1 Py sx .

REROREMHREE IS ) _

32P.82 AstraZeneca |(HEREDRE ARG EID KR TR _ _— 2 Py sx .
3.2.P.8.3 AstraZeneca |REMT—% 2;)15_%%'4:— v 1 Py sx .

CONFIDENTIAL AND PROPRIETARY

5(26)



112 FTEH—&

\ AstraZeneca
—f_B I tEEYT GEEFHEERR)
%ﬁﬁi’;ﬁﬁﬁ =T %;T_
Do £ e EEgR | BAE | sEE-zof |TWEE| 5oy
AHES (E /st PH | am

3.2.A FD4th
32A1 BEEMERRUERE (ZIEEYT (EExFHEEZ) RE. AstraZeneca Pharmaceuticals LP Frederick Manufacturing Center)

LETRER R UK . _
3.2.A.1 AstraZeneca |HEEEERUEE _ - —— 5 =
32A1 BEHEEVERE (ZItEEYD (EEFHEMEEZ) F515]. Patheon Manufacturing Services LLC)

LETBR R UE . . .
3.2.A1 AstraZeneca |H&HEEEKR UK B _ —— T, m
32A2 HRMBREMMBEORESMTME (ZIETT GEEFMHIRAZ) JE5F|. Patheon Manufacturing Services LLC)

— {Ez”‘, = = » E” 5 _
3.2.A2 AstraZeneca |JFRUEREMEYME DL E M _ - —— 5 =
3.2.A3 FHmAl
B
32 R ZHBDEREH
ZoL

3.3 &k

EDa2—IL2 3T ALE=XEER{L =,

CONFIDENTIAL AND PROPRIETARY

6(26)



112 FTEH—H AstraZeneca
—B ZILEERT GEEFHEER)
ESRET ] sni s BfT—
SIDNo % B EEMM | AR | mEE-zom |TLoF) somy
EHES (ER/Es) i
FAR(ED1—)L4) FERRHABRBRESE
42 RBRBREE
4.2.1 ZERHER
4.2.11 W AERT1THHER
42111 AstraZeneca |Study ID8897-0001 5 Hh G T4 =
421.1.2 AstraZeneca (Study ID8897-0008 5 Hh B T4 =
42113 AstraZeneca |Study ID8897-0010 5 Hh B sz =
42114 AstraZeneca |Study ID8897-0005 5 Hh B T4 =
42115 AstraZeneca |Study ID8897-0002 5 Hh B T4 =
42116 AstraZeneca |Study ID8897-0031 5 Hh B T4 =
42117 AstraZeneca (Study ID8897-0033 ot B sz o
42118 AstraZeneca |Study ID8897-0003 ot 2 RE =T o
42119 AstraZeneca |Study ID8897-0011 5 Hh 2 RE T4 =
421110 AstraZeneca ([Study ID8897-0006 ot 2 RE =T o
421111 AstraZeneca |Study ID8897-0007 5 Hh 2 RE T4 =
4.2.1.1.12 AstraZeneca (Study ID8897-0032 5 Hh 2 RE T4 =
421113 AstraZeneca |Study MDMN-20140127 5 Hh 2 RE =T =
4.2.1.2 BIREH AR
EELAY

CONFIDENTIAL AND PROPRIETARY

7(26)



112 FTEH—H AstraZeneca
— &% = IILEEYT GBI FHEHZ)
e s | BT —
e = T wiEM | WEE | smE-zom |TDOF) o
= (EN/ENY) gE |

4.2.1.3 REMERHER
42131 | AstraZeneca ?ﬁ:ow»mﬁ P S AR P/ I P 5 22%“ 5t — - m
4214 ENFHEYEEERHR

FHEHL
4.2.2 EYEHREAER
4221 DIERCN) T3 REE
42211 AstraZeneca [Validation for Monkey Serum PK ot “NE R BE =
42212 AstraZeneca [Validation for Monkey ADA ot “NE R BE =
42213 AstraZeneca |Bioanalytical Report for Study 1468-038 ot o] BE =
4.2.2.2 RUR

B
4223 nf

FHEHL
4224 K3H

BT
4.2.2.5 HEit

FHEHL
4.2.2.6 EYBEMEMHAE/ER GEERIK)

BT
4.2.2.7 Z DD EMENREER
42271 AstraZeneca |Study Report 20089726 22%“ 5t —_— s -

CONFIDENTIAL AND PROPRIETARY

8(26)



112 REAEM—E AstraZeneca
— & ZILEETT GEIEFHEZ)

%jﬁ%ﬁﬁ =T %;T_
Ay = 1B wiEM | WEE | smE-zom |TDOF) o
&S (EREN) HE |
423 SBRER
4231 EOBEEHRE
ZEGL
4232 REREEERR
4.2.3.2.1 AstraZeneca 73_:’7 A FIL1h BRRE#HIKRN/HARNERES 20 - s o1 2 RE =T 4=
YERER 20
4233 BREERR
ZEGL
4.2.3.4 BNATRERER
EETHN
4235 EBREEHRER
ZEGL
4236 BRRIBIERR
EETHN
4.2.3.7 ZD D RER
4.2.3.71 R ER
EETHN
42372 REEHHER
ZEGL
42373 5RREOEEICET 508
EETHN
42374 KEERR
ZEGL

CONFIDENTIAL AND PROPRIETARY 9(26)



112 REAEM—E AstraZeneca
— & ZILEETT GEIEFHEZ)

%}iﬁi’%ﬁﬁ =T %;T_
Swas | 128 wiEM | WEE | smE-zom |TDOF) o
= (ER/EN) 5E |
4.2.3.7.5 REYOEERR
ZanL
4.2.3.7.6 REYDEERER
ZanL
4.2.3.7.7 TDHDHER
423771 | AstraZeneca |ENERIZRULV-HBRERCERAER w5 2 NE R B m
Ea ] " NA LR AR 5 —HHIR 3 E =
423.7.7.2 | AstraZeneca E;ft%;ﬁi RURREHEBEAV-HEERER st pt HRE =T 4=
4.3 BE XK
EV2—IIW24RVED 1 —)L2.6 TEIALI=XBZERF LI,

CONFIDENTIAL AND PROPRIETARY 10(26)



112 HMTEH—E AstraZeneca
—B ZILEERT GEEFHEER)
%jﬁ%ﬁﬁ =T %;T_
aHED ' " wiEM | WEE | smE-zom |TDOF) o
(ERiE) HE |
FE5E(ED21—IL5) BRARREE
52 £lRRHAR—EX
5.2 AstraZeneca |ERRREAEBR—ER _ _ 2t PR _ -
5.3 ERIRABRIEE
5.3.1 AYRFIFHRBES
5311 NAFTRAFZE)T1(BA)RBRBEE
EELAY
5.3.1.2 HEBARBRRUVEMFMREFE BE)HARREE
EETAD
5.3.1.3 In Vitro-In VivoD BE:@E %tk 5t LI iERIREE
EELAY
5.3.1.4 EYFHRVEBIEFHNITERGTRES
5.3.1.41 Medlmmune |STF Study # CTVR-0101 Title = Validation of the
Quantitative ELISA Assay for Measurement of 20... = HREH — i3
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53.14.5

Medimmune

STF Study # CTVR-0102 Title = Validation of the
MSD ECL Assay for the Detection, Confirmation,
and Titration of Anti-Drug Antibodies Against
MEDI8897 in Human Serum

20l

‘B

HREH

53.14.6

Medimmune

STF Study # CTVR-0102 Title = Validation of the
MSD ECL Assay for the Detection, Confirmation,
and Titration of Anti-Drug Antibodies Against
MEDI8897 in Human Serum Method Validation
Report Amendment 1

20l

‘o

HREH

n

53.14.7

Medimmune

STF Study # CTL-MEDI8897-JZ-002 Title =
Statistical Report for Validation Report CTVR-
0102: Screening Cut Point Factor Determination
for the MSD ECL Anti-Drug Antibodies against
MEDI8897 Assay in Human Serum Validated at
MedIimmune

20l

‘o

HREH

n

53.14.8

Medimmune

STF Study # CTL-MEDI8897-JZ-003 Title =
Statistical Report for Validation Report CTVR-
0102: Confirmatory Cut Point Determination for
the MSD ECL Anti-Drug Antibodies against
MEDI8897 Assay in Human Serum Validated at
MedIimmune

20l

pi2)

HREH

5.3.1.4.9

Medimmune

STF Study # CTVR-0147 Title = Validation of the
MSD ECL Assay Using High-Bind Plates for the
Detection, Confirmation and Titration of Anti-Drug
Antibodies Against MEDI8897 in Human Serum

20l

pi2)

HREH

ms

5.3.1.4.10

Medimmune

Validation of the MSD ECL Assay Using High-
Bind Plates for the Detection, Confirmation and
Titration of Anti-Drug Antibodies Against
MEDI8897 in Human Serum Method Validation
Report Amendment 1

20l
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HREH
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STF Study # CIBVR-0006 Title = Validation of
the MSD ECL Assay for the Confirmation of Anti-
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STF Study # V-IM-0105 Title = Validation of the
Electrochemiluminescence Immunoassay for
Detection of Neutralizing Antibodies against
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STF Study # RMUC2 ICD 817 Title = Method
Validation Report: Validation of an ELISA Method
for the Quantitation of MEDI8897 in Human
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RMUD2 Method Validation Report ICDIM 419
Validation of an MSD-ECL Method for the
Detection of Anti-MEDI8897 Antibodies in Human
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Method Validation Report Amendment 1 ICDIM
419 Project RMUD2: Validation of an MSD-ECL
Method for the Detection of Anti-MEDI8897
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the Detection of Anti-MEDIB897 YTE Antibodies | 2O il HAEH
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5.3.1.4.19 [ ] Method Validation Report ICDIM 420 Project
RMUEZ2: Validation of an MSD-ECL Method for .

3 352 _ |
the Detection of Anti-MEDI8897 Neutralizing 2ol Nl =5t HREH
Antibodies in Human Serum

5.3.1.4.20 [ ] Method Validation Report ICD 173 Version 3.01
Project IKK5: Validation of an MSD-ECL Method . .
for the Quantitation of MEDI-493 in Human 20.-. =20 HREN - "
Serum

5.3.1.4.21 Medimmune [VG-66103 Report for the validation of the
Pharmacokinetic Assay for the Quanititation of 20... b AN HRER - =
MEDI 493 in Human Serum

5.3.1.4.22 - Method Validation Report ICDIM 65 Version 2.01
Project OWTS5: Validation of an MSD-ECL N . _
Method for the Detection of Anti-MEDI-493 in 2l =5 HREH
Human Serum

5.3.1.4.23 AstraZeneca |CTBR-0258 Bioanalytical Report in Support of
AstraZeneca Clinical Study D5290C00002:
Detection, Confirmation, and Titration of Anti- 20._. ok HRER — E::
Drug Antibodies to MEDI8897 (Nirsevimab) in
Human Serum (CTBR-0258)

5.3.1.4.24 AstraZeneca |CTBR-0257 Bioanalytical Report in Support of
AstraZeneca Clinical Study D5290C00002: . 5

3 2| — s
Quantitation of MEDIS897 (Nirsevimab) in 2ol Nl =5t HREH
Human Serum (CTBR-0257)

5.3.1.4.25 AstraZeneca |CTBR-0256 Bioanalytical Report in Support of
AstraZeneca Clinical Study D5290C00001:
Detection, Confirmation, and Titration of Anti- 20l #H HEEY — 4
Drug Antibodies to MEDI8897 (Nirsevimab) in
Human Serum
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Quantitation of MEDIS897 (Nirsevimab) in 2ol Nl =5t HREH
Human Serum
5.3.1.4.27 Medimmune [CPD-MEDI8897-JZ-002 Determination of Cut
Point Factor and Concentration at Limit of
Detection for the ECL Assay for Detection of 20l o HHEY — E:
Neutralizing Antibodies against MEDI8897 in
Human Serum Validated at Medlmmune
53.1.4.28 || D5290C00004 Analysis of Samples Using an
ELISA Method for the Quantitation of MEDI8897 .
¥ E — F::i3
in Human Serum from AstraZeneca Protocol 20.'. =5 HREH
D5290C00004 RNIJ
5.3.1.4.29 || D5290C00004 Analysis of Human Serum
Samples for the Presence of Anti-Drug N -
3 350 — 4
Antibodies (ADA) against MEDI8897 from 2ol = HRAEH
AstraZeneca Protocol No. D5290C00004 RNIK
5.3.1.4.30 || Analysis of Samples Using an MSD-ECL Method
for the Presence of Anti-Drug Antibodies (ADA) N S _ .
against MEDI8897 YTE in Human Serum from 20.'. = HRAH
AstraZeneca Protocol No. D5290C00004
5.3.1.4.31 || Analysis of Samples Using an MSD-ECL Method
for the Detection of Neutralizing Anti-Drug N -
3 352y _ 4
Antibodies to MEDI8897 in Human Serum from 20.'. =5 HREH
AstraZeneca Protocol No. D5290C00004
5.3.1.4.32 || D5290C00005 Analysis of Samples Using an
ELISA Method for the Quantitation of MEDI8897 .
¥ B — 4
in Human Serum from AstraZeneca Protocol 20.'. 5 HREH
D5290C00005 RNIN
5.3.1.4.33 - Analysis of Human Serum Samples for the
Presence of Anti-Drug Antibodies (ADA) against N o _ .
MEDI8897 from AstraZeneca Protocol No. 20.'. 5 HREH
D5290C00005
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AstraZeneca Protocol No. D5290C00005
5.3.1.4.35 || Analysis of Samples Using an MSD-ECL Method
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3 352 _ 4m
Antibodies to MEDI8897 in Human Serum from 20.'. Bt A
AstraZeneca Protocol No. D5290C00005
5.3.1.4.36 || D5290C00005 Analysis of Samples Using an
MSD-ECL Method for the Quantitation of MEDI- . R
3 M| — s
493 in Human Serum from AstraZeneca Protocol 20.'. Bt AN
D5290C00005 ROEE
5.3.1.4.37 [ ] D5290C00005 Analysis of Human Serum
Samples for the Presence of Anti-Drug . I
3 3 — 4
Antibodies (ADA) against MEDI-493 from 2ol Nl =5t HREH
AstraZeneca Protocol No. D5290C00005 ROEF
5.3.1.4.38 || D5290C00008 Analysis of Samples Using an
ELISA Method for the Quantitation of MEDI8897 R
3 352 _ 4m
in Human Serum from AstraZeneca Protocol 20.'. Bt AN
D5290C00008 RQUJ
5.3.1.4.39 || D5290C00008 Analysis of Human Serum
Samples for the Presence of Anti-Drug . —
3 352 _ 4m
Antibodies (ADA) against MEDIS897 from 20l = HRAEH
AstraZeneca Protocol No. D5290C00008 RQUK
5.3.1.4.40 || D5290C00008 Analysis of Samples Using an
MSD-ECL Method for the Detection of
Neutralizing Anti-Drug Antibodies to MEDI8897 in| 20| ]|} #wmHh HHREY — E:
Human Serum from AstraZeneca Protocol No.
D5290C00008 RQUL
5.3.1.4.41 || D5290C00008 Analysis of Samples Using an
MSD-ECL Method for the Presence of Anti-Drug
Antibodies (ADA) against MEDI8897 YTE in 20._. ok HRER — E::
Human Serum from AstraZeneca Protocol No.
D5290C00008 RQUM
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5.3.1.4.42 Medimmune [CTVR-0103 Validation of the Quantitative ELISA
Assay for Measurement of MEDI8897 . ;
3 2| — s
Concentrations in Human Nasal Wash Method 20.'. = HRAEH
Validation Report
5.3.1.4.43 - RSV microneutralization susceptibility assay N o _ .
(SOP) 20l #ot HrEH
5.3.1.4.44 [ ] VSDVAC 48 V1 VS Adden1 Flattened 2ol 5t — B i
5.3.1.4.45 [ ] RSV-NAb Microneutralization Assay Clinical . . B -
Bioanalysis Report for Study d5290c00003 20.'. ot HNEH
5.3.1.4.46 [ ] RSV-NAb Microneutralization Assay Clinical . . B -
Bioanalysis Report for Study d5290c00005 20.'. ot HNEH
5.3.1.4.47 [ ] RSV-NAb Microneutralization Assay Clinical . . B -
Bioanalysis Report for Study d5290c00004 20.'. ot HNEH
531448 | | [BAL-14-078-129 Assay Qualification for a

Microneutralization Method to Measure

Neutralizing Antibody Levels to RSV Antigens in 20._. ot HRER — m
Human Serum and Nasal Wash for MEDI8897

Clinical Trial Samples

5.3.1.4.49 - VSDVAC 48 V2.01 RNKN VSDVAC 48 Version
0.00, A Microneutralization Assay for the
Detection of anti-Respiratory Syncytial Virus 20._. ok HRER — E::
Neutralizing Antibodies (RSV-NAb) in Human
Serum (RSV MN)
5.3.1.4.50 [ ] VSDVAC 48 Qual Rep V1 A Microneutralization
Assay for the Detection of anti- Respiratory N T _ .
Syncytial Virus Neutralizing Antibodies (RSV- 20.'. =5t HREH
NADb) in Human Serum (RSV MN)
5.3.1.4.51 - VSDVAC 48 V1 METHOD A Microneutralization
Assay for the Detection of anti-Respiratory
Syncytial Virus Neutralizing Antibodies (RSV- . ,
3 B — i3
NADb) in Human Serum (RSV MN) -Project 20.'. = HNEH

Code: RNKN2 To be conducted for AstraZeneca
Confidentiality Statement
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5.3.1.4.52 - VSDVAC 48 V1-00 VS Method: VSDVAC 48,
Version 1.00: A Microneutralization Assay for the
Detection of anti- Respiratory Syncytial Virus 20._. T8 HRERE — i3

Neutralizing Antibodies (RSV-NAb) in Human
Serum (RSV MN)

531453 | | |/C-VAL146_RPT: RSV MN susceptibility assay- 2ol 5t — _ -

report and amendment-1
21120-5268 Qualification Report for the
Assessment of Stability at Room Temperature

5.3.1.4.54

Conditions for RSV A and RSV B in Universal
¥ 252 My _ 4m
Transport Media (UTM) after Testing using the 20.'. woh AR
ﬁ Molecular RSV Assay and the F
Gene Genotypic Assay
5.3.1.4.55 21120.5431 Qualification Report for the
Assessment of Limit of Detection for Respiratory
Syncytial Virus A and B Type Strains in Universal . ,
3 =S — i3
Transport Media (UTM) after Testing using the 20.'. moh HAEH
Molecular RSV Assay and the G
Gene Genotypic Assay
5.3.1.4.56 - 510K Equivalence Determination Decision . 5
— 3 B — 4
Summary K122189 oo HNEH

Validation Report for Establishing the
Performance Characteristics of the Respiratory 20._. Eat HREH — 4
Syncytial Virus (RSV A) F Gene Next-Generation
Sequencing Minor Variant Assay in Human N

21120-12481 CVID 9785 Client Specific
Validation Report for Establishing the
Performance Characteristics of the Respiratory 20._. woh HREH — i
Syncytial Virus (RSV-B) F Gene Next-Generation

Sequencing Minor Variant Assay in Human

5.3.1.4.57 I [27720-12049 CVID 9785 Client Specific

5.3.1.4.58
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5.3.1.4.59 AstraZeneca |Final PK Bioanalytical Report CTBR-0236:
Bioanalytical Report in Support of AstraZeneca N o _ .
Clinical Study D5290C00003: Quantitation of 20.'. = HRAEH
MEDI8897 (Nirsevimab) in Human Serum
5.3.1.4.60 AstraZeneca |Final ADA Bioanalytical Report CTBR-0237:
Bioanalytical Report in Support of AstraZeneca
Clinical Study D5290C00003: Detection, . .
3 A& —_ 4m
Confirmation, and Titration of Anti-Drug 20.'. B HRER
Antibodies to MEDI8897 (Nirsevimab) in Human
Serum
5.3.1.4.61 || VSDVAC 46 V1 A Multiplexed ECL Method for
the Detection of Antibodies to Respiratory N -
3 352y _ 4
Syncytial Virus (RSV) Antigens pre-F, post-F, N, 20.'. = HRAEH
Ga and Gb in Human Serum
5.3.1.4.62 - VSDVAC 46 V2.01 A Multiplexed ECL Method for
the Detection of Antibodies to Respiratory N -
3 352y _ 40z
Syncytial Virus (RSV) Antigens pre-F, post-F, N, 20.'. = HRAEH
Ga and Gb in Human Serum (RSV5 ECL v2)
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