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Y o

Tuidenge) uaz 1/68 (1%) (¥1Ae 300 un., EGPA) Goyannuansalumsnszquaiduiuues

QU

=1

U a { [ [ { i <3|
mepolizumab lugileTsnfiariinguusaniliszau Eosinophil Tuidoaga (S1uau 998 519) Nldsveuiy
@ A = o IR = =~ 1 a A o A

538zIa1058g1uN 2.8 1 (4 daina 4.5 7)) Tumsanuidiwveesuuuilanain mieununwylu

= d‘ Y
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=1
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Tuaneg 6-11 YniduTsaitastiagunsiniise @y Eosinophil ludeags wawnin lasueivuia 40 un. Aa
9 Yya [ dd’ %’ Y (% A = 9 Yya 9 dd‘ so} v W

W1 18H1159 (N3 ANUIMINAT < 40 NA.) 130 100 WN. DAt 1ARINIT (NFANMITAAT > 40 NA.) A1WID
379N antimepolizumab antibodies T8 2/35 (6%) Tuszezizuauveamsan dmsuluszning

= ] T ag = . 1 . = Yy A
msfn¥szeze lwpnimnaulall antibody #0 mepolizumab Nansaasrvnyla Imsasiany

.. . . 1 A a A o . . A 9 ] Y
neutralising antibodies 1ug 1via) 1 510 (T3AtiariiagusINTTZAY Eosinophil luideags) 1innndodld
Y9981 Anti-mepolizumab antibodies 14 ladanansznuiFanude PK #3e PD lumsinyiaieen
1 1 1 1 @ o o 1 o {

mepolizumab Tugihediulvguas lilinanguanuduiiussznang antibody titre AUMIIlAsuULLag

JZAVUD eosinophil
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NIIANHINIINAUD

U
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Uszaninaveq Haan Glumiiﬂqumﬂmmaﬁgﬂu severe eosinophilic asthma 1asumsdszdiulu

=< aa 1 a = 1 R R Y =2 I
msaneImaalnuuugy Untlaaeanis Taslnguanyiniug slszneuaie 3 msanw iJuszesina

@ L4 U 2 o ] o A ' ¥

24-52 et Tudiheeng 12 Jauldngs iansaniuaulsn 1@ @dmsmisugunssediaiios 2 ass
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Tuga9 12 weuirun) Tasemnasgiu saudedihelims ldenesa InaiResesarianuga (ICS) vua

1 o % . A G Y ~ ] A = d A £ ¢
g9 SUAUMITTNY VY maintenance D17 W3R oM liasnannneia lndAssosnrinoangning

) )
$19m8'l8 Tagn SNV maintenance 51!@] uuwmamuﬁqmﬂ%’mﬂqu beta,-adrenergic agonists FUA
'd

29NHNT817 (LABA), 81NQU leukotriene modifiers, ¥1NQN leukotriene modifiers, ¥1NQN muscarinic

a Qe’ Ia J a o
antagonists YUADONYNDTY1I (LAMA), 81 theophylline Haze1n0IA IndAesosariasulszNIU (0CS)

U3 ANTHAVDINULIAA1 TUMITANY MEA 112997

1 a 9 1 1
TunsAny1 MEA112997 nuvudu Untladesnis aruquaisenviasn TaslinguAnyiaiug uuuvale

v A =< @ d o a Y A a A @ . .
AUy Nszeznanlumsdnm 52 dilat dudiumsludilelsanaytiaguisaniisza Eosinophil Tu
1@0AgITIUIN 616 318 mepolizumab ANFAAAMITITUVEL Isafarianiivadnymendiin (Fadildow
A A A ~ o d 9 Y sa = S A o A £Ld
e lsnnanugasautanusuiudeldnneialnaifososasiiaiulsemu/aiineengnsniiname uaz/

A Y Y o Y] @ A Y o [ a A Y
vaodeunsuMssnedd lulsanena uag/misnsumsinu luumunanaw) we lievuna 75 un.,
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250 ¥, 139 750 UN. NIKasA@oadTELMEUAUIIMABN (§015199 1)

U U

a a o A Ax o an v A .
AN 1: ANUDVDININUIVNNHEA uNnaUn o ZT‘IJG]"I‘WVI 52 1‘1! Intent to Treat population

Mepolizumab 1 1¥maviaeadond gIMaon

75 UN. 250 un. 750 Wn.

PN 153 5718 | NUIU 152518 | 9IUIU 156 518 | 91U 155 519

9A31MIMIT UMD 1.24 1.46 1.15 2.40
% fiana 48% 39% 52%

Rate ratio (95% CI) 0.52(0.39,0.69) | 0.61(0.46,0.81) | 0.48 (0.36, 0.64)

p-value <0.001 <0.001 <0.001 -

N158ANISA 15U (MEA115588)

I = 4 1 A 9 = 1R A
MEA115588 LﬂuﬂTﬁﬁﬂH’]ﬁaTﬂﬂuﬂ Llﬂﬂquﬂﬂﬂﬂﬂﬂﬂvnﬁ AIUANAIBYTIVIDDN Tﬂamﬂqmﬂﬂmmug IND

UsgiimlszAndnanazaiuilasasoues yarar FalmilumsSnvuaiuludilie 576 refilu severe

o v

cosinophilic asthma Tagd)sziiuanudvesmsmisuves Isatianlsdagn1anatin Faivuai: 91ms
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Tsawenuna uaz/mie deudisumssne luukungniay

Y
(Y=Y A o A % 1

Fd Y Y Y 1
Athetiongaana 12 Yaull TusziaTsaiadisuawa 2 aseau T lugae 12 Woudiduwag luanso

A A

[ ] o ' I J A ]
aunueINs laaeensne satian ldodluagiv (ldun e1nesalnmfssossyianuga (ICS) vuage
1 [ 1 9y = 2 o ' . . a < A
FIAVIAIVANDINITOE N BIBNNIINAT 191 beta,-adrenergic agonists FHADONONTY1I (LABA) 150

1 [ Ia J a o @ @ [
leukotriene modifiers) #i1e 1d5uayanalildnnesa lnafesossriaiulsemunazding1dsensnm
TsatianlFoguinouluszninemsAny M$10ARIUUDA severe eosinophilic asthma Ao ABITTZAU

. . A 1 A 1w J o Jd o 1 Y [ A [
cosinophils TuideAgIn Moy 150 waa/man. Mol 6 dilavinasgngu (Idensausn) nieszau

. . 1 (Y o 1 9 [
eosinophils Glmﬁaﬂqqmm%mmu 300 saa/unn. Mol 12 Lﬁauﬂauwmmiqu

Y Yo 1 9 Y o 1 9 o

Athe'lasy yaa1 100 wn. Ran1dAIMIie (SC), yA1a1 75 un. Dadvasaidead (IV) Wio e1asNN 4
] ¢ 3 @ 4

dlea Wuszeznan 32 dlaw

v Jd o v o A o

HaANSHAan ANNAveIMIMIiTuYes Isaianiidsddynndiinanasedniiiednyn1eeda (p <0.001)

{ v ¢ o o &
GlﬁNﬁ 2 LAAINAANTUANUASHAANTIOIUDI MEA115588

M19197 2: HadNEHANAzHadNEI09 o §1A17iN 32 T Intent to Treat population (MEA115588)

YA 611 a0n
(100 un. SC)
PUIU 194 519 IUIU 191 518
v d [
NaaNsvian
d' o A = d'd WU o W aa
ANuBveIMsMITUveslsaviafiliadm Ay Menatin
9MIININITUNDY 0.83 1.74
% Nanad 53% -
Rate ratio (95% CI) 0.47 (0.35, 0.64)
p-value <0.001
v d
NaaNGI09
d‘ o =) 4‘ Y U w U =)
ANNdvaIMINUIUNABINI Ul sanena/SumsSnnluumung iy
NI INITUADY 0.08 0.20
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A
% Nanans

61% -

Rate ratio (95% CI) 0.39 (0.18, 0.83)
p-value 0.015

d' oA d‘ﬁl U
aNNaveIMIMSuNaeannshelulsaneuia
AIIMIMISUABY 0.03 0.10
% Nanas 69%
Rate ratio (95% CI) 0.31(0.11, 0.91)
p-value 0.034
Pre-bronchodilator FEV, (4.2) ® 'Efﬂmﬁﬁ 32
m3asulasndsieuduasudu (SE) 183 (31.1) 86 (31.4)
ANULANAN (mepolizumab NUBIKADN) 98
95% CI 11, 184
p-value 0.028
St. George’s Respiratory Questionnaire (SGRQ) & alantin 32
msnlasuulaundsieusuaisudu (SE) -16.0 (1.13) 9.0 (1.16)
ANULANAN (mepolizumab NUBIKADN) -7.0
95% CI -10.2,-3.8
p-value <0.001

1158A89Y0I0ATINIMIS UV 15ANAAINATL eosinophil Gm’fu“luﬂsmmﬁaﬂ (baseline blood eosinophil

count)

~ v J a 4 { o o A
A1TNN 3 llfd’ﬂ\?NﬁﬁW‘ﬁ"ll'ENﬂ']i')Lﬂf.ﬂ%‘ﬂi')llﬁﬂﬂﬂ'l‘iﬁﬂ‘kﬂ!ﬁﬂ?ﬂﬂﬂ']iﬂ'lliﬂﬂl@\ﬂiﬂﬁﬂ 2 ﬂ'ﬁﬁﬂ‘kﬂ

v 1] Y )
(MEA112997 ttag MEA115588) Tagwunonsiminisulunqueraiainsi ldsvemasnmuiuiion

1] v 9 H [
eosinophil I5uAu lunszuaApANLAY LagWDINGUEIEIIATN 1ATU mepolizumab NTiA1 eosinophil 11

Y
ﬂ'ﬁml’mﬁ@ﬂh1ﬂ %$§§ﬂ§1ﬂ1‘iﬁ1liﬂaﬂaﬁh1ﬂﬁu
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M3197 3: MIANTILHTIMVeBATIMIMIBuveslsarianiiiadAymanaiin mua eosinophil i3uduluy

A A A . ore
nIzLalaon ‘lunquqﬂw‘nu severe refractory eosinophilic asthma

Mepolizumab gInann
75 Un. IV /100 wn. SC IUIU 346 518

IUIU 538 518

MEA112997+MEA115588

<150 1Haa/una.

n 123 66

oAIIMIMISUADL 1.16 1.73

Mepolizumab gUNLUBIHADN

Rate ratio (95% CI) 0.67 (0.46,0.98) -

150 D4 <300 1Bad/HAA.

n 139 86

oAIIMIMISUADL 1.01 1.41

Mepolizumab gUNLUBIHADN

Rate ratio (95% CI) 0.72 (0.47,1.10) -

300 99 <500 1¥A/NAA.

n 109 76

oNIIMIMISUADL 1.02 1.64

Mepolizumab gUN LB IHaDN

Rate ratio (95% CI) 0.62 (0.41,0.93) -

>500 15a8/4Aa.

n 162 116

0NIINIMNITUNDL 0.67 2.49

Mepolizumab {gUNUBIADN

Rate ratio (95% CI) 0.27 (0.19,0.37) -

MIAAIIADSA IAAIASI08AYHATUYIZNIY (MEA115575)
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a 1 Ia J Aa o
MEA115575 Usziiiumaved ya1a1 100 un. SC Tumsaams 1enneia lnsdososastiaiuilszniu (0CS)
o ' e Y o g @ A
yauz NG msoniuanIsaiia 1d1udilae severe eosinophilic asthma F3uiudeslasvenosa lna
a s L R ~ . . A A ' o
iRe308AN0aNaN5N319M8 Taoliloll eosinophil Tunszuaidon >300/uaa. Tu 12 MouneuAsIIAA
{ l [ 1 o 4
N304 1130 eosinophil TunszuAen >150/una. 1 baseline §1120 185081 YA1a1 HIREMARNNN 4 daTH
o o o ¢ 1 o o o=
AaeaszzMITny Tasliuuua ocs anann 4 dilas Turrsiimsaavua OCs (F1a1¥in 4-20)
VAo A v ' = X ) Yo o a A AN Yo '
asumingiansantugulsaiiala Tuseniamsanudiedindlasuninulsaianuguilasveg
a 9 1 A = Jd A 1 1 % 1 Y =S Y 1
aw (laun e1nesa lnaifssesariianuga (ICS) YAFI TINAUIIAIVANDINTOINNDIDNUINAT 15U

J
beta,-adrenergic agonists ¥UADDNYNTY1I (LABA) W30 leukotriene modifiers)

2 2 o A 9 ) A = < a Yo Ia =
miﬁﬂmummumﬂuQﬂ’wmwm 135 518: 21gYINaY 50 ‘]J, 55% L‘]JHLWP(WEUU\‘], 48% llﬂi‘]JEﬂﬂE]iﬁIﬂ winey

S a w '] ~ ~ X ~ P} X ~ o
iﬂﬂﬂ%uﬂiﬂﬂﬁgﬂWUN'ﬁ]ﬂNu@ﬂ 5 ‘]J 1LaZ N baseline llﬂ'lisl“]f prednlsone Guummaﬂﬂigmm 13 Un./IU

v ¢ W iq 91w o oA { o Y A
NaﬁW‘ﬁWﬁﬂﬁﬁ]ﬂ1iﬁﬂﬂlu1ﬂ81 OCS ‘ﬁi‘lﬂﬁﬂﬁ]‘u (ﬁﬂﬂﬂ’i‘ﬁ 20-24) GlueumzﬁmmmmmmmmTiﬂﬁﬂ"lmﬁa

= v Y Ao Y =
ieunudihennudleeviasn (ga1319i 4)

M99 4: HadNEHENUAZHAadNE 30411 Intent to Treat population (MEA115575)

YA e11a0n

(100 wn. SC)

U 69 518 UIU 66 518
HadNEHAN
% M3aavIA OCS 310 baseline Tudila¥ii 2024 (%)
90% - 100% 16 (23%) 7 (11%)
75% - <90% 12 (17%) 5 (8%)
50% - <75% 9 (13%) 10 (15%)
>0% - <50% 7 (10%) 7 (11%)
lusimsanvue ocs/muauTsatialila/ 25 (36%) 37 (56%)
DOUMT 1501
Odds ratio (95% CI) 2.39 (1.25, 4.56)
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YA e11a0n
(100 un. SC)
UIU 69 518 U 66 18

p-value 0.008
NaaN5 304
anuIIA OCS TlFdoTu (%)
aﬂa\iﬂ‘c’hﬂﬁ}@ﬂ 50% 37 (54%) 22 (33%)
Odds ratio (95% CI) 2.26 (1.10, 4.65)
p-value 0.027
anuIIA OCS TlFdoTu (%)
IMARYUIA <5 UA./IU 37 (54%) 21 (32%)
Odds ratio (95% CI) 2.45(1.12,5.37)
p-value 0.025
anuIA OCS TilFdoTu
IMABYUIA 0 WN./TU 10 (14%) 5 (8%)
0Odds ratio (95% CI) 1.67 (0.49, 5.75)
p-value 0.414
mifseginues % flanasvesviin OCS MideTu
AMTIFIUVO % flanaa91n baseline (95% CD 50.0 (20.0, 75.0) 0.0 (-20.0, 33.3)
ANULANANVBIANTIFIU (95% CI) -30.0 (-66.7, 0.0)
p-value 0.007

dy v A a Aa A A 9 @ 9 [ P T A
HINIINU EJ\‘I‘JJfﬂil]igllllﬂjﬂ!ﬂWWGIfWWILﬂEJ’J‘U’t’Nﬂ‘Uq"‘Uﬂ”IWIﬂEJGlGH SGRQ Tudda#ii 24 nunaundeves

dé’ 1 A v o W aa 1 d’ Yo I d‘ = [y
AZLUU SGRQ ﬂ"lJLl@fJNlILlﬂﬁ?ﬂﬂ]uﬂﬁﬁﬂﬁsluﬂ@ﬁﬂ"lﬂiﬂ YMal lemgunuevaon: -5.8 (95% CI: -10.6,

v
9 a

-1.0; P = 0.019) Tudla1vin 24 dadruvesormainsninzuuy SGRQ anatogainisddunianaiin

g

l
=

(M118098AA908191 08 4 11N baseline) Tunau 1aTY yA181 (58%, 40/69) ganingui lasue

1aon (41%, 27/66)

= = o a A 1 Y1 A a Aa [ . . A
518a20eANeINUYTeaNTHaTZ8Z81IU0N Haal 1u@ﬂaaiiﬂwmuﬂgummmmu Eosinophil lwiaen

o { @ Y] I ] { o . [
g9 w998 519) Nldsumssnpuiluszeznanisegiun 2.8 3 (@ dlanite 4.57) lumsanudiu
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YeouuuitlanaIn MEA115666, MEA115661 uag 201312 Tasnalivzaeandoeny 3 msfnuinaiugy

Aeevian

Eosinophilic Granulomatosis with Polyangiitis (EGPA)

I = 1 a 9 ] 4 Aa
MEA115921 ilumsanyunugu Janainadeania arugualsevasn syeznal 52 dlad Tagilszdiu
Y A A d = ] o A A 1 1 [ YA Yo Ia
At 136 510 01 >18 1) Milu EGPA Fanadumniisunse liaeuauesiomssne uazdn a5 ueaosa
Jd a o { [ U
TnaRoseenriiasullszmuvuianei (OCS; >7.5 19 <50 un./Tu prednisolone prednisone) HH1l18500az

'
[ =

53 (F19u 72 519) Td5uenagiiquiu vunanifisiudae

q

Y Yo U A = 9y ya @ @ 4 A j’
Q‘]J’Jﬁlllﬂill W87 vUIN 300 UN. IDYIVADN ammﬂﬁmwm nn 4 ﬁﬂ@ﬂﬂ HDNHUBDIINYINWUHI T

. . ) Yo 1 9 Yo nm Yo Ay o '
prednisolone/prednisone 11 183 Vagnouudn Tavev lasunse lildsuenaglduiu dauen ocs azgnan

v

aa 9
VHUIPIATUAAYNUIVDIHIVY

v d o gl,
HAANTHANTIN AB 5TEzA1aBARIMTALAUNINNA ¥N8DY Birmingham Vasculitis Activity Score
(BVAS) = 0 (hilinaoaidoadniauinasg) $3un prednisolone/prednisone YA < 4 Un./AAU HazdadIu

o A:; g‘/ [ o’t:; [ o’;:' Yo
Yoy rauasndaoae M Inidlain 36 wazdiarvin 48 ‘U’ENﬂ']ﬁulﬂi‘UEJ”I

n13aone1nis

v J v 1 g’/

HAANTHANTIN AB 52EzA1UaBARIMTALAUNINUA HUIED Birmingham Vasculitis Activity Score

1 [ [ Y] 1 N 1 g}J [ 4
(BVAS) = 0 521111 prednisolone/prednisone Y118 < 4 U0/ uazdadiuvesdireidasneimsnadiais
~ @ S Yo = = A [ a 1
11 36 nazda1ii 48 veams AT U1 BVAS = 0 vinneds lilivasadeaoniauinaog

9 A Yo U U [} A v o W A = [
sreznan)asaoimsazauvesdien lasy ya1d1 300 un. genhedrlvsdnaiiofeunueiaon
Y 1 v

wenantl danuneraainsnasaeinslunguin 145y ymia1 300 un. Udadrugandnediiisd iy
A = [ g’/ [ S [ S A
Wemeunueviasn NIdUa1n 36 wazddarin 48 (M15199 5)

[ 9 1

o [ v Jd o g}/ 4 @ J @
TIUTUNAANTUANTINNITDN lﬁﬁ]&lﬁ'ﬂﬂlﬁﬂﬂﬂﬂm%ﬁﬂﬂ NWUNHAIIINNITINHINY YAI1a7 300 UN. fl

Y

A 1

v 9
UseTeniludiien 1asunesalnadesoos Tao luvuiuing 1d5venagiiswdonsel

a { o [ 4 ! [ . .
Taglaieunstasaormsmunmrualunadntses BVAS=0 59uAY prednisolone/prednisone <7.5 3./

@ Y Ay Yo ' o A 1 ' A v oo W =
U lzll‘]J’JEJ‘VlhlﬂiU Haal 300 wn. sNaJiwgnmﬂaa@mmiamnqqmmmmuﬂmmg (p<0.001) Uagy
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U { [ 1 R o 7 o 7 4 @ U {
Athedasaoimsludadiugenimaludlaii 36 uazdanin 48 (p<0.001) ienlFoufeunudilon

1dsuemaon

H a d v d [y}
M3197 5: MIVATITHNAANEHANITIN (ITT Population)

I (%) voaiihe
gntiaen ¥A1a1 300 M.
UIU 68 918 | IUIU 68 318
szaznmlasnoimsazanluiie 52 dlansi
0 dans 55 (81) 32 (47)
>0 B4 <12 dand 8 (12) 8 (12)
12 9 <24 ddansd 3(4) 9(13)
24 94 <36 danyf 0 10 (15)
>36 §Ua 2(3) 9(13)
Odds ratio (mepolizumab/g1viaan) 5.91
95% CI 2.68,13.03
p-value - <0.001
fihefilaeneimsludimsiii 36 nas 48 2(3) 22 (32)
Odds ratio (mepolizumab/#viaan) 16.74
95% CI 3.61,77.56
p-value - <0.001

Odds ratio >1 HAAIIIWAVDI YAET 11NN

n151a0A01n15: BVAS = 0 590010 OCS YA < 4 UN./IY
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N1TNAVUINUTUE
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, KA, Wﬁfl@’lﬂ’]iﬂ’l\?ulG]fUﬁﬁ]iJ“ﬂ G]Nﬁ]’llﬂuﬁ’f]\‘]LWllﬂlH’]ﬂEJ’]ﬂ@ﬁ@Tﬂﬁlﬁﬂﬁ@ﬂﬂ Wﬁflﬂ’]ﬂ@ﬂullﬂll H UIDNNINHN

(%

H F4 H
TuTsanenna) ugn a5y ya1a1 300 un. eruunitedialisd 1Ay (p < 0.001) wenand 4n 185 ya

U g‘/ o Q/ o a 90} 4 4 o o QJ
a1 HudoasIMsNauNIMIGUsIneUanad 50% Lﬁﬂlﬁﬂﬂﬂﬂﬂ1ﬁaf]ﬂ: 1.14 YUY 2.27 MWa1AY

Ia = Jd a o
ﬂ1iaﬂﬂlu1ﬂﬂ1ﬂ®iﬁ1ﬂﬁmﬂiﬂﬂﬂ%uﬂi‘ﬂﬂi%‘ﬂTL!
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amaunyaviasn @"IZTWﬁiJﬂiVIUlﬂ'i‘U Y191 300 UN. ulﬂiﬂfﬂﬂ@i@]TﬂﬁmfJﬁfJfJﬂ‘ﬁuﬂiUﬂigWWuGluﬂll‘!"lﬂ
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=

300 un. @wnsoaauuia 0CS asau ludealden Weuny 2 au 3%) Tunquin 1d5uerasn

U (v d
5.2 AUTNUAMUNATIAUATTAT

o = 9 Ya o v A a 1 o 4
meviaamsaaguinladvislugniluIsarayiialmnaiy/gunss nuundyaaumanived
9] 1 [ J
mepolizumab t)5AUMNYLIAE U9 12.5 Un. 89 250 uA. TaeLndwIaUMEAS YOS mepolizumab
Yy o v A g A A v A & '
goanassnd luoreaiasndulsniia 3o EGPA luoranaiasnilu EGPA Wy exposure 938111
a J A Vo A a A o
YA 300 . Dendszum 3 mveannuluvinae 100 un. lugnitlulsaiayiiaguusanisza
. . A = A a I o S o Yo
Eosinophil Tuideags lumsanyunenSesuisgaauiamundrraumansvacnin lasusivuia 100
= 9 Y v A g‘; = = o A o = 1 [ 4
un. Ran larmviuiiensune) Faauiums luo @ ains guAMANUIN FFIAUN ATV

. ' o o (Y Y
mepolizumab ﬂl@ﬂll@]ﬁ%q@]i@Wiﬂﬁ'lll'liﬂlﬁﬂﬂlﬁﬂ\iﬂuvlﬂ
=
NINABN

o = Y q Ya v 9 Yo o Ao A A gy A A ' .
ﬂ’]ﬂﬁa\?f‘l”ﬁﬂﬂfJ’]!fU"IcL@]W'J‘VH,NGlﬁﬂﬂ@']f,’fTﬁIJﬂﬁVliJﬁGUﬂ']Wﬂﬂﬁﬂ@ﬂ?ﬂﬂlﬂuiiﬂﬁﬂWTJ’J’] mepolizumab wWwYn

9

=< [ 9 = o A I Y o Yy 9
AATUDYINIY ) IﬂEJiJSSEJZL?IﬁHJ‘ﬁEJ;‘\j”IuLW@“lﬁulﬂi%ﬂﬂﬂ’:ﬂm‘lmﬂlu‘llfNEJﬂuWﬁTﬁ’iﬂgﬂq’ﬂ (T
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NUCALA

1. NAME OF THE MEDICINAL PRODUCT
Nucala 100 mg solution for injection in pre-filled pen

Nucala 100 mg solution for injection in pre-filled syringe

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each pre-filled pen (auto-injector) or pre-filled syringe (safety-syringe) delivers 100 mg
mepolizumab in 1 mL (100 mg/mL).

Mepolizumab is a humanised monoclonal antibody (IgG1, kappa), directed against
human interleukin-5 (IL-5) produced in Chinese hamster ovary cells by recombinant
DNA technology.

3. PHARMACEUTICAL FORM
Solution for injection

A clear to opalescent, colourless to pale yellow to pale brown solution in a single-use,
pre-filled pen or syringe.

4. CLINICAL PARTICULARS

4.1 Therapeutic Indications
Severe Eosinophilic Asthma

NUCALA is indicated as add-on maintenance treatment of severe eosinophilic asthma in
patients 12 years and older.

Eosinophilic Granulomatosis with Polyangiitis (EGPA)

NUCALA is indicated as add-on treatment of Eosinophilic Granulomatosis with
Polyangiitis (EGPA) in patients 6 years and older.

4.2 Posology and method of administration

NUCALA should only be administered as a subcutaneous injection (see Use and
Handling and Instructions for Use).

NUCALA LIQ IP1 04 TH 07/24 1
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NUCALA may be self-administered by the patient or administered by a caregiver if their
healthcare professional determines that it is appropriate and the patient or caregiver are
trained in injection techniques.

Populations

Severe Eosinophilic Asthma

Adults and Adolescents (12 years and older)

The recommended dose is 100 mg of NUCALA administered by subcutaneous (SC)
injection once every 4 weeks.

EGPA
Injection sites should beare separated by at least 5 cm apart (see Use and Handling).
Adults and Adolescents (12 years and older)

The recommended dose is 300 mg of NUCALA administered by subcutaneous (SC)
injection once every 4 weeks.

Children aged 6 to 11 years old:
Children weighing > 40 kg

The recommended dose is 200 mg of NUCALA administered by subcutaneous (SC)
injection once every 4 weeks.

Children weighing < 40 kg

The recommended dose is 100 mg of NUCALA administered by subcutaneous (SC)
injection once every 4 weeks.

The safety and efficacy of NUCALA have not been established in children less than 6
years of age.

Elderly (65 years or older)

No dosage adjustment is recommended in patients 65 years or older (see
Pharmacokinetics — Special Patient Populations).

Renal Impairment

Dose adjustments in patients with renal impairment are unlikely to be required (see
Pharmacokinetics — Special Patient Populations).

NUCALA LIQ IP1 04 TH 07/24 2
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Hepatic Impairment

Dose adjustments in patients with hepatic impairment are unlikely to be required (see
Pharmacokinetics — Special Patient Populations).

4.3 Contraindications

Hypersensitivity to mepolizumab or to any of the excipients.

4.4 Special warnings and precautions for use

Asthma exacerbations

NUCALA should not be used to treat acute asthma exacerbations.

Asthma-related related adverse events or exacerbations may occur during treatment with
NUCALA. Patients should be instructed to seek medical advice if their asthma remains
uncontrolled or worsens after initiation of treatment with NUCALA.

Corticosteroids

Abrupt discontinuation of corticosteroids after initiation of NUCALA therapy is not
recommended. Reductions in corticosteroid doses, if required, should be gradual and
performed under the supervision of a physician.

Hypersensitivity and Administration Reactions

Acute and delayed systemic reactions, including hypersensitivity reactions (e.g.
anaphylaxis, urticaria, angioedema, rash, bronchospasm, hypotension), have occurred
following administration of NUCALA. These reactions generally occur within hours of
administration, but in some instances had a delayed onset (i.e., days).

Parasitic Infections

Eosinophils may be involved in the immunological response to some helminth infections.
Patients with pre-existing helminth infections were excluded from participation in the
clinical programme. Patients with pre-existing helminth infections should be treated for
their infection prior to NUCALA therapy. If patients become infected whilst receiving
treatment with NUCALA and do not respond to anti-helminth treatment, temporary
discontinuation of NUCALA should be considered.

Excipients

NUCALA LIQ IP1 04 TH 07/24 3
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This medicinal product contains less than 1 mmol sodium (23 mg) per 100 mg dose, that
is to say essentially “sodium-free”.

4.5 Interaction with other medicinal products and other forms of interaction
No formal interaction studies have been performed with NUCALA.

Cytochrome P450 enzymes, efflux pumps and protein-binding mechanisms are not
involved in the clearance of mepolizumab. Increased levels of pro-inflammatory
cytokines (e.g. IL-6), via interaction with their cognate receptors on hepatocytes, have
been shown to suppress the formation of CYP450 enzymes and drug transporters,
however, elevation of systemic pro-inflammatory markers in severe eosinophilic asthma
is minimal and there is no evidence of IL-5 receptor alpha expression on hepatocytes.
The potential for interactions with mepolizumab is therefore considered low.

4.6  Fertility, pregnancy and lactation
Fertility

There are no fertility data in humans. Animal studies showed no adverse effects of anti-
IL5 treatment on fertility (see Non-Clinical Information).

Pregnancy

The effect of NUCALA on human pregnancy is unknown. No treatment related effects on
embryo-foetal or postnatal development have been shown in animal studies (see Non-
Clinical Information).

NUCALA should be used during pregnancy only if the expected benefit to the mother
justifies the potential risk to the foetus.

Lactation

There are no data regarding the excretion of NUCALA in human milk. However,
mepolizumab was excreted into the milk of cynomolgous monkeys at concentrations that
were less than 0.5% of those detected in plasma.

A decision should be made whether to discontinue breast-feeding or discontinue
NUCALA, taking into account the importance of breast-feeding to the infant and the
importance of the drug to the mother.

4.7 Effects on ability to drive and use machines

NUCALA LIQ IP1 04 TH 07/24 4
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There have been no studies to investigate the effect of NUCALA on driving performance
or the ability to operate machinery. A detrimental effect on such activities would not be
anticipated from the pharmacology or adverse reaction profile of NUCALA.

4.8  Undesirable effects
Clinical trial data
Severe eosinophilic asthma

The safety of NUCALA was studied in a clinical development program in adolescents and
adults with severe eosinophilic asthma which included 3 randomised, placebo-controlled,
multicentre studies (n=1327). Subjects received either subcutaneous (SC) or intravenous
(1V) mepolizumab or placebo during clinical studies of 24-52 weeks duration. Adverse
reactions associated with NUCALA 100 mg administered subcutaneously (n=263) are
presented in the table below. The safety profile of NUCALA in severe eosinophilic
asthma patients (n=998) treated for a median of 2.8 years (range 4 weeks to 4.5 years) in
open-label extension studies was similar to that observed in the placebo-controlled
studies.

The frequency of adverse reactions is defined using the following convention: very
common (>1/10); common (>1/100 to <1/10), uncommon (>1/1,000 to <1/100) and rare
(>1/10,000 to <1/1,000).

System Organ Class Adverse Reactions Frequency
Infections & Infestations Pharyngitis Common
Lower respiratory tract infection Common
Urinary tract infection Common
Nervous System Disorders | Headache Very common
Respiratory, Thoracic & Nasal congestion Common

Mediastinal Disorders

Gastrointestinal disorders Abdominal pain upper Common

Skin and subcutaneous Eczema Common
tissue disorders

NUCALA LIQ IP1 04 TH 07/24 5
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System Organ Class Adverse Reactions Frequency

Musculoskeletal and Back Pain Common
connective tissue disorders

General disorders and Pyrexia Common
administration site o _
conditions Injection site reactions* Common

* The most common symptoms associated with subcutaneous injections included: pain, erythema,
swelling, itching, and burning sensation.

EGPA
In a double-blind placebo-controlled study in subjects with EGPA (300 mg NUCALA

n=68, placebo n=68) no additional adverse reactions were identified to those reported for
the severe eosinophilic asthma studies.

Post-marketing data

System Organ Class Adverse reaction(s) Frequency
Immune system disorders Hypersensitivity reactions including Rare
anaphylaxis

Description of selected adverse reactions

Systemic reactions, including hypersensitivity reactions, in EGPA

In the 52-week placebo-controlled study the percentage of patients who experienced
systemic (allergic and non allergic) reactions was 6% in the group receiving 300 mg of
mepolizumab and 1% in the placebo group. Systemic allergic/hypersensitivity reactions
were reported by 4% of patients in the group receiving 300 mg of mepolizumab and 1%
of patients in the placebo group. Systemic non-allergic reactions (angioedema) were
reported by 1 (1%) patient in the group receiving 300 mg of mepolizumab and no patients
in the placebo group.

Local injection site reactions

Severe eosinophilic asthma

In placebo-controlled studies the incidence of local injection site reactions with
mepolizumab 100 mg subcutaneous and placebo was 8% and 3%, respectively. These

NUCALA LIQ IP1 04 TH 07/24 6
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events were all non-serious, mild to moderate in intensity and the majority resolved
within a few days. Local injection site reactions occurred mainly at the start of treatment
and within the first 3 injections with fewer reports on subsequent injections. The most
common manifestations reported with these events included pain, erythema, swelling,
itching, and burning sensation.

EGPA

In the placebo-controlled study, local injection site reactions (e.g., pain, erythema,
swelling) occurred at a rate of 15% in patients receiving mepolizumab 300 mg compared
with 13% in patients receiving placebo.

4.9 Overdose

There is no clinical experience with overdose of NUCALA.

Single doses of up to 1500 mg were administered intravenously in a clinical trial to
patients with eosinophilic disease without evidence of dose-related toxicities.

Treatment of overdose

There is no specific treatment for an overdose with NUCALA. If overdose occurs, the
patient should be treated supportively with appropriate monitoring as necessary.

Further management should be as clinically indicated or as recommended by the national
poisons centre, where available.

5. PHARMACOLOGICAL PROPERTIES
5.1  Pharmacodynamic properties

ATC code

Pharmacotherapeutic group: Drugs for obstructive airway diseases, other systemic drugs
for obstructive airway diseases

R0O3DX09

Mechanism of action
NUCALA is a humanised monoclonal antibody (IgG1, kappa), which targets human

interleukin-5 (IL-5) with high affinity and specificity. IL-5 is the major cytokine
responsible for the growth and differentiation, recruitment, activation and survival of
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eosinophils. NUCALA inhibits the bioactivity of IL-5 with nanomolar potency by
blocking the binding of IL-5 to the alpha chain of the IL-5 receptor complex expressed on
the eosinophil cell surface, thereby inhibiting I1L-5 signalling and reducing the production
and survival of eosinophils.

Pharmacodynamic effects

In clinical trials, reduction in blood eosinophils was observed consistently following
treatment with NUCALA. The magnitude of reduction in the indicated populations
described below were observed within 4 weeks of treatment and were maintained
throughout the treatment period.

In patients with severe eosinophilic asthma (adults/adolescents), following a dose of
100 mg administered subcutaneously every 4 weeks for 32 and 52 weeks respectively,
the blood eosinophils were reduced to a geometric mean count of 40 cells/uL. This
corresponds to a geometric mean reduction of 84% and 79% compared to placebo,
respectively. This magnitude of blood eosinophils reduction was maintained in severe
eosinophilic asthma patients (n=998) treated for a median of 2.8 years (range 4 weeks to
4.5 years) in open-label extension studies.

In children 6 to 11 years old with severe eosinophilic asthma, following either 40 mg (for
a weight < 40kg) or 100 mg (for a weight > 40 kg) administered subcutaneously every 4
weeks for 52 weeks, the blood eosinophils were reduced to a geometric mean count of 48
and 44 cells/uL, respectively with a reduction from baseline of 85% and 87%,
respectively.

In patients with EGPA, following a dose of 300 mg administered subcutaneously every 4
weeks for 52 weeks, the blood eosinophils were reduced to a geometric mean count of
38 cells/pL. There was a geometric mean reduction of 83% compared to placebo.

Immunogenicity

Consistent with the potentially immunogenic properties of protein and peptide
therapeutics, patients may develop antibodies to mepolizumab following treatment.

In subjects who received at least one dose of mepolizumab administered subcutaneously
every four weeks, 15/260 (6%) (100 mg, severe eosinophilic asthma), 1/68 (1%)

(300 mg, EGPA) had detectable anti-mepolizumab antibodies. The immunogenicity
profile of mepolizumab in severe eosinophilic asthma patients (n=998) treated for a
median of 2.8 years (range 4 weeks to 4.5 years) in open-label extension studies was
similar to that observed in the placebo-controlled studies.

In children 6 to 11 years with severe eosinophilic asthma following either 40 mg SC (for

a weight < 40kg) or 100 mg SC (for a weight > 40 kg), 2/35 (6%) had detectable anti-
mepolizumab antibodies during the initial short phase of the study. No children had
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detectable anti-mepolizumab antibodies during the long-term phase of the study. Across
indications neutralising antibodies were detected in one adult subject (with severe
eosinophilic asthma). Anti-mepolizumab antibodies did not discernibly impact the PK or
PD of mepolizumab treatment in the majority of patients and there was no evidence of a
correlation between antibody titres and change in eosinophil level.

Clinical Studies

Severe eosinophilic asthma

The efficacy of NUCALA in the treatment of a targeted group of subjects with severe
eosinophilic asthma was evaluated in 3 randomised, double-blind, parallel-group clinical
studies of between 24-52 weeks duration, in patients aged 12 years and older. These
patients either remained uncontrolled (at least two severe exacerbations in the previous
12 months) on their current standard of care, including at least high doses of inhaled
corticosteroids (ICS) plus an additional maintenance treatment(s), or were dependent on
systemic corticosteroids. Additional maintenance treatments included long-acting beta2 -
adrenergic agonists (LABA), leukotriene modifiers, long-acting muscarinic antagonists
(LAMA), theophylline, and oral corticosteroids (OCS).

Dose-ranging efficacy MEA112997 (DREAM) study

In MEA112997, a randomised, double-blind, placebo-controlled, parallel-group, multi-
centre study of 52 weeks duration in 616 patients with severe eosinophilic asthma,
mepolizumab significantly reduced clinically significant asthma exacerbations (defined
as worsening of asthma requiring use of oral/systemic corticosteroids and/or
hospitalisation and/or emergency department visits) when administered in doses of

75 mg, 250 mg or 750 mg intravenously compared to placebo (see Table 1).

Table 1: Frequency of clinically significant exacerbations at week 52 in the intent to
treat population

Intravenous mepolizumab Placebo

75mg 250mg 750mg

n=153 n=152 n=156 n= 155
Exacerbation rate/year 1.24 1.46 1.15 2.40
Percent reduction 48% 39% 52%
Rate ratio (95% 0.52 (0.39, | 0.61(0.46,0.81)| 0.48(0.36,
Cl) 0.69) 0.64)
p-value <0.001 <0.001 <0.001 -

Exacerbation Reduction (MEA115588)
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MEA115588 was a randomised, double-blind, placebo-controlled, parallel-group, multi-
centre-study which evaluated the efficacy and safety of NUCALA as add-on therapy in
576 patients with severe eosinophilic asthma. This study evaluated the frequency of
clinically significant exacerbations of asthma, defined as: worsening of asthma requiring
use of oral/systemic corticosteroids and/or hospitalisation and/or emergency department
visits.

Patients were aged 12 years of age or older, with a history of two or more asthma
exacerbations in the past 12 months and not controlled on their current asthma drug
therapies [i.e., high-dose inhaled corticosteroids (ICS) in combination with at least
another controller such as long-acting betar-adrenergic agonists (LABA) or leukotriene
modifiers]. Patients were allowed to be on oral corticosteroid therapy and continued to
receive their existing asthma medication during the study. Severe eosinophilic asthma
was defined as peripheral blood eosinophils greater than or equal to 150 cells/ul within 6
weeks of randomisation (first dose) or blood eosinophils greater than or equal to

300 cells/ul within the past 12 months of randomisation.

Patients received either NUCALA 100 mg administered subcutaneously (SC), NUCALA
75 mg administered intravenously (IV), or placebo treatment once every 4 weeks over
32-weeks.

The primary endpoint, reduction in the frequency of clinically significant exacerbations
of asthma was statistically significant (p<0.001). Table 2, provides the results of the
primary endpoint and secondary endpoints of MEA115588.

Table 2: Results of primary and secondary endpoints at Week 32 in the Intent to
Treat population (MEA115588)

NUCALA Placebo
(100 mg SC)
N=194 N=191

Primary endpoint

Frequency of Clinically Significant Exacerbations

Exacerbation rate per year 0.83 1.74
Percent reduction 53% _
Rate ratio (95% CI) 0.47 (0.35, 0.64)

p-value <0.001

Secondary endpoints

Frequency of Exacerbations requiring hospitalisations/emergency

room Vvisits

Exacerbation rate per year 0.08 0.20
Percent reduction 61% _
Rate ratio (95% CI) 0.39 (0.18, 0.83)

p-value 0.015
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Frequency of Exacerbations requiring hospitalisation
Exacerbations rate per 0.03 0.10
year

Percent reduction 69% _
Rate ratio (95% CI) 0.31(0.11,0.91)

p-value 0.034

Pre-bronchodilator FEV1 (mL) at Week 32

Mean Change from 183 (31.1) 86 (31.4)
Baseline (SE)

Difference (mepolizumab 98

vs. placebo)

95% ClI 11,184

p-value 0.028

St. George’s Respiratory Questionnaire (SGRQ) at week 32
Mean Change from -16.0 (1.13) -9.0 (1.16)
Baseline (SE)

Difference (mepolizumab -7.0

vs. placebo)

95% ClI -10.2, -3.8

p-value <0.001

Reduction of exacerbation rate by baseline blood eosinophil count

Table 3 shows the results of a combined analysis of the two exacerbation studies
(MEA112997 and MEA115588) by baseline blood eosinophil count. The rate of
exacerbations in the placebo arm increased with increasing baseline blood eosinophil
count. The reduction rate with mepolizumab was greater in patients with higher blood
eosinophil counts.

Table 3: Combined analysis of the rate of clinically significant exacerbations by
baseline blood eosinophil count in patients with severe refractory eosinophilic
asthma

Mepolizumab Placebo
75 mg IV/100 mg SC N=346
N=538

MEA112997+MEA115588
<150 cells/pL
n 123 66
Exacerbation rate per year 1.16 1.73
Mepolizumab vs. placebo
Rate ratio (95% CI) 0.67 (0.46,0.98)
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Mepolizumab Placebo
75 mg IV/100 mg SC N=346
N=538

150 to <300 cells/pL
n 139 86
Exacerbation rate per year 1.01 1.41
Mepolizumab vs. placebo
Rate ratio (95% ClI) 0.72 (0.47,1.10)
300 to <500 cells/uL
n 109 76
Exacerbation rate per year 1.02 1.64
Mepolizumab vs. placebo
Rate ratio (95% ClI) 0.62 (0.41,0.93)
2500 cells/uL
n 162 116
Exacerbation rate per year 0.67 2.49
Mepolizumab vs. placebo
Rate ratio (95% CI) | 0.27(0.19,0.37)

Oral Corticosteroid Reduction (MEA115575)

MEA115575 evaluated the effect of NUCALA 100 mg SC on reducing the use of
maintenance oral corticosteroids (OCS) while maintaining asthma control in subjects
with severe eosinophilic asthma who were dependent on systemic corticosteroids.
Patients had a peripheral blood eosinophil count of >300/uL in the 12 months prior
screening or a peripheral blood eosinophil count of >150/uL at baseline. Patients were
administered NUCALA or placebo treatment once every 4 weeks over the treatment
period. The OCS dose was reduced every 4 weeks during the OCS reduction phase
(Weeks 4-20), as long as asthma control was maintained. During the study patients
continued their baseline asthma therapy [i.e., high-dose inhaled corticosteroids (ICS) in
combination with at least another controller such as long-acting betaz-adrenergic agonists
(LABA) or leukotriene modifiers].

This study enrolled a total of 135 patients: mean age of 50 years, 55% were female, 48%
had been receiving oral steroid therapy for at least 5 years, and had a baseline mean
prednisone equivalent dose of approximately 13 mg per day.

The primary endpoint was the reduction in daily OCS dose (weeks 20-24) whilst
maintaining asthma control compared with patients treated with placebo (see Table 4).

Table 4: Results of the primary and secondary endpoints in the Intent to Treat
population (MEA115575).
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NUCALA Placebo
(100 mg SC)
N=69 N=66

Primary Endpoint
Percent Reduction in OCS from Baseline at Weeks 20-24 (%)
90% - 100% 16 (23%) 7(11%)
75% - <90% 12 (17%) 5 (8%)
50% - <75% 9 (13%) 10 (15%)
>0% - <50% 7 (10%) 7(11%)
No decrease in OCS/lack of 25 (36%) 37 (56%)
asthma control/ withdrawal
from treatment
Odds ratio (95% CI) 2.39 (1.25, 4.56)
p-value 0.008
Secondary Endpoints
Reduction in the daily OCS dose (%0)
At least 50% reduction 37 (54%) 22 (33%)
Odds ratio (95% CI) 2.26 (1.10, 4.65)
p-value 0.027
Reduction in the daily OCS dose (%0)
To <5mg/day 37 (54%) 21 (32%)
Odds ratio (95% CI) 2.45(1.12,5.37)
p-value 0.025
Reduction in the daily OCS dose
To 0 mg/Day 10 (14%) 5 (8%)
Odds ratio (95% CI) 1.67 (0.49, 5.75)
p-value 0.414
Median Percentage Reduction in Daily OCS Dose
Median % reduction from 50.0 (20.0, 75.0) 0.0 (-20.0,
baseline (95% CI) 33.3)
Median difference (95% -30.0 (-66.7, 0.0)
Cl)
p-value 0.007

Additionally, health-related quality of life was measured using SGRQ. At Week 24, there
was a statistically significant improvement in the mean SGRQ score for NUCALA
compared with placebo: -5.8 (95% CI: -10.6,-1.0; P=0.019). At Week 24, the proportion
of subjects with a clinically meaningful decrease in SGRQ score (defined as a decrease of
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at least 4 units from baseline) was greater for NUCALA (58%, 40/69) compared with
placebo (41%, 27/66).

The long-term efficacy profile of NUCALA in severe eosinophilic asthma patients
(n=998) treated for a median of 2.8 years (range 4 weeks to 4.5 years) in open-label
extension studies MEA115666, MEA115661 and 201312 was generally consistent with
the 3 placebo-controlled studies.

Eosinophilic Granulomatosis with Polyanagiitis (EGPA)

MEA115921 was a randomised, double-blind, placebo-controlled, 52 week study which
evaluated 136 patients >18 years old with relapsing or refractory EGPA and who were on
stable oral corticosteroid therapy (OCS; >7.5 to <50 mg/day prednisolone/prednisone).
Fifty-three percent (n=72) were also on concomitant stable immunosuppressant therapy.

Patients received a 300 mg dose of NUCALA or placebo administered subcutaneously
once every 4 weeks in addition to their background prednisolone/prednisone with or
without immunosuppressive therapy. The OCS dose was tapered at the discretion of the
investigator.

The co-primary endpoints were the total accrued duration of remission, defined as a
Birmingham Vasculitis Activity Score (BVAS)=0 (no active vasculitis) plus
prednisolone/prednisone dose <4 mg/day, and the proportion of subjects in remission at
both 36 and 48 weeks of treatment.

Remission

The co- primary endpoints were the total accrued duration of remission, defined as a
Birmingham Vasculitis Activity Score (BVAS) =0 plus prednisolone/prednisone dose <4
mg/day, and the proportion of patients in remission at both 36 and 48 weeks of treatment.
BVAS=0 represents no active vasculitis.

Compared with placebo, patients receiving NUCALA 300 mg achieved a significantly
greater accrued time in remission. Additionally, compared to placebo, a significantly
higher proportion of subjects receiving NUCALA 300 mg achieved remission at both
Week 36 and Week 48 (Table 5).

For both co-primary endpoints, compared with placebo, the beneficial effect observed
following mepolizumab 300 mg treatment was present irrespective of if patients were
receiving immunosuppressant therapy in addition to background corticosteroids.

Using the secondary endpoint remission definition of BVAS=0 plus
prednisolone/prednisone <7.5 mg/day, patients receiving mepolizumab 300 mg also
achieved significantly greater accrued time in remission (p<0.001), and a higher
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proportion of patients were in remission at both Week 36 and Week 48 (p<0.001),
compared to placebo.

Table 5: Analyses of Co-Primary Endpoints (ITT Population)

Number (%o) of patients
Placebo NUCALA
N=68 300 mg
N=68
Accrued Duration of Remission Over 52 Weeks
0 weeks 55 (81) 32 (47)
>0 to <12 weeks 8 (12) 8 (12)
12 to <24 weeks 3(4) 9(13)
24 to <36 weeks 0 10 (15)
>36 weeks 2(3) 9 (13)
Odds ratio (mepolizumab/placebo) 591
95% CI 2.68, 13.03
p-value <0.001
Patients in Remission at Weeks 36 and 48 2(3) 22 (32)
Odds ratio (mepolizumab/placebo) 16.74
95% CI 3.61, 77.56
p-value -- <0.001

An odds ratio >1 favours NUCALA. Remission: BVAS=0 and OCS dose < 4mg / day.

Relapse

Compared with placebo, the time to first relapse (defined as worsening related to
vasculitis, asthma, or sino-nasal symptoms requiring an increase in dose of
corticosteroids or immunosuppressive therapy or hospitalisation), was significantly
longer for subjects receiving NUCALA 300 mg (p<0.001) Additionally, subjects
receiving NUCALA had a 50% reduction in annualised relapse rate compared with
placebo: 1.14 vs 2.27, respectively.

Oral Corticosteroid Reduction

Compared with placebo, subjects receiving NUCALA 300 mg had a lower average daily
oral corticosteroid dose during Weeks 48 to 52 (p <0.001). In the NUCALA 300 mg
group, 12 subjects (18%) were able to taper completely off OCS therapy compared with
2 subjects (3%) in the placebo group.

5.2  Pharmacokinetic properties

Following subcutaneous dosing in subjects with moderate/severe asthma, mepolizumab
exhibited approximately dose-proportional pharmacokinetics over a dose range of

NUCALA LIQ IP1 04 TH 07/24 15



LBNANIANALNNHN BN

12.5 mg to 250 mg. Mepolizumab pharmacokinetics were consistent in subjects with
asthma, EGPA. The exposure at 300 mg in subjects with EGPA was approximately three
times that observed at 100 mg in subjects with severe eosinophilic asthma. In a PK
comparability study conducted in healthy subjects, following administration of a single
100 mg subcutaneous dose, mepolizumab pharmacokinetics were comparable between
formulations.

Absorption

Following subcutaneous administration to healthy subjects or patients with asthma,
mepolizumab was absorbed slowly with a median time to reach maximum plasma
concentration (Tmax) ranging from 4 to 8 days.

Following a single subcutaneous administration in the abdomen, thigh or arm of healthy
subjects, mepolizumab absolute bioavailability was 64%, 71% and 75%, respectively. In
patients with asthma the absolute bioavailability of mepolizumab administered
subcutaneously in the arm ranged from 74-80%. Following repeat subcutaneous
administration every 4 weeks, there is approximately a two-fold accumulation at steady
state.

Distribution

Following a single intravenous administration of mepolizumab to patients with asthma,
the mean volume of distribution is 55 to 85 mL/kg.

Metabolism

Mepolizumab is a humanized IgG1 monoclonal antibody degraded by proteolytic
enzymes which are widely distributed in the body and not restricted to hepatic tissue.

Elimination

Following a single intravenous administration to patients with asthma, the mean systemic
clearance (CL) ranged from 1.9 to 3.3 mL/day/kg, with a mean terminal half-life of
approximately 20 days. Following subcutaneous administration of mepolizumab the
mean terminal half-life (t1/2) ranged from 16 to 22 days. In the population
pharmacokinetic analysis estimated mepolizumab systemic clearance was 3.1 mL/day/kg.

Special Patient Populations

The population pharmacokinetics of mepolizumab were analysed to evaluate the effects
of demographic characteristics. Analyses of these limited data suggest that no dose
adjustments are necessary for race or gender.

Children
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Mepolizumab pharmacokinetics following subcutaneous administration in subjects 6 to
11 years old with severe eosinophilic asthma were broadly consistent with adults and
adolescents after accounting for bodyweight and bioavailability. The absolute
subcutaneous bioavailability appears complete compared to that observed in adults and
adolescents of 76%. Exposure following subcutaneous administration of either 40 mg
(for a weight < 40kg) or 100 mg (for a weight > 40 kg) was 1.32 and 1.97 times of that
observed in adults at 100 mg.

Investigation of a 40 mg subcutaneous dosing regimen administered every 4 weeks in
children 6 to 11 years old over a 15-70 kg broad weight range by PK modelling and
simulation predicts that the exposure of this dosing regimen would remain on average
within 38% of adults at 100 mg. This dosing regimen is considered acceptable due to the
wide therapeutic index of mepolizumab.

Mepolizumab pharmacokinetics in children (6 to 17 years old) with EGPA were
predicted using modelling and simulation, based on pharmacokinetics in other
eosinophilic diseases, and are expected to be consistent with those observed in children
with severe eosinophilic asthma.

Elderly patients (=65 years old)

No formal studies have been conducted in elderly patients. However, in the population
pharmacokinetic analysis, there was no indication of an effect of age on the
pharmacokinetics of mepolizumab over the age range of 12 to 82 years.

Renal impairment

No formal studies have been conducted to investigate the effect of renal impairment on
the pharmacokinetics of mepolizumab. Based on population pharmacokinetic analyses,
no dose adjustment is required in patients with creatinine clearance values between
50-80 mL/min. There are limited data available in patients with creatinine clearance
values <50 mL/min.

Hepatic impairment

No formal studies have been conducted to investigate the effect of hepatic impairment on
the pharmacokinetics of mepolizumab. Since mepolizumab is degraded by widely
distributed proteolytic enzymes, not restricted to hepatic tissue, changes in hepatic
function are unlikely to have any effect on the elimination of mepolizumab.
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5.3  Preclinical safety data

Carcinogenesis/mutagenesis

As mepolizumab is a monoclonal antibody, no genotoxicity or carcinogenicity studies
have been conducted.

Reproductive Toxicology
Fertility

No impairment of fertility was observed in a fertility and general reproduction toxicity
study in mice performed with an analogous antibody that inhibits IL-5 in mice. This
study did not include a littering or functional offspring assessment.

Pregnancy

In monkeys, mepolizumab had no effect on pregnancy or on embryonic/foetal and
postnatal development (including immune function) of the offspring. Examinations for
internal or skeletal malformations were not performed. Data in cynomolgus monkeys
demonstrate that mepolizumab crosses the placenta. Concentrations of mepolizumab
were approximately 2.4 times higher in infants than in mothers for several months post
partum and did not affect the immune system of the infants.

Animal toxicology and pharmacology

Non-clinical data reveal no special hazards for humans based on conventional studies of
safety pharmacology or repeated dose toxicity studies in monkeys. Intravenous and
subcutaneous administration to monkeys was associated with reductions in peripheral and
lung eosinophil counts, with no toxicological findings.

Eosinophils have been associated with immune system responses to some parasitic
infections. Studies conducted in mice treated with anti-IL-5 antibodies or genetically
deficient in IL-5 or eosinophils have not shown impaired ability to clear parasitic
infections.

6. PHARMACEUTICAL PARTICULARS

6.1 List of Excipients
Sucrose

Sodium phosphate dibasic heptahydrate
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Citric acid monohydrate
Polysorbate 80
EDTA disodium dihydrate

Water for injection

6.2 Incompatibilities

This medicinal product must not be mixed with other medicinal products.

6.3 Shelf Life

The expiry date is indicated on the packaging.

6.4 Special Precautions for Storage
Store in refrigerator (2-8°C). Do not freeze.
Protect from light. Store in the original carton until use.

The pre-filled pen and pre-filled syringe can be removed from the refrigerator and kept in
the unopened carton for up to 7 days at room temperature (up to 30°C), when protected
from light. Discard if left out of the refrigerator for more than 7 days.

The pre-filled pen or pre-filled syringe must be administered within 8 hours once the
pack is opened. Discard if not administered within 8 hours.

6.5 Nature and Contents of Container

Solution for injection in pre-filled pen (auto-injector)

1 mL siliconised, Type I glass syringe with 0.5 inch (12.7 mm), 29 gauge, stainless steel
needle assembled as an auto-injector.

Solution for injection in pre-filled syringe (safety syringe)

1 mL siliconised, Type I glass syringe with 0.5 inch (12.7 mm), 29 gauge, stainless steel
needle assembled with a needle guard.

6.6 Instructions for Use/Handling

See the Instructions for Use leaflet for complete administration instructions with
illustrations in Patient Information Leaflet.
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