HE L F RSB
Fg}%#lﬁll Lé{l; 2} Z‘é_ -, F' ‘}_'.

20 gk @k 0oy se)(Nucala® powder for solution for injection)
: Mepolizumab

Fal T :iq

4 4 =

A % ¥ % 5 Nucala(mepolizumab) 55 2016 # 10 * i»2 # 5. & 350 € ARG R A
Koo uz%f« SRl i AN S R mepollzumab e AsF FRE )~ EF
B FRFRFRED S A R S A E IR HI 0 R P SRR AR

B“’§§%§%ﬁwﬁ2%£%ﬁ%éé’#iﬁﬁﬁﬁﬁﬁﬁﬁiﬁ&%ﬁ&
A B EARE STy 0 LS 151’:’?}%7}—%#:’3’-1* T% o A Ad w2016 # 8 *
e AR REIEGAEL - o P BuAT LR A RN R 2016 £ 8 P 2 (S &
AP SRR TR (AT BAGER Bk - g RET LY -

[

PR AR 107 & 040 17 p

LA ARE R RIS RS %ml~%¢~ﬁwLﬁm§i EI ek
R A B X Koz Th TrsedF ok | 20k b =0 Al & 4 £ mepolizumab
2. ATC 7 ~ R B 372 }pl%‘:}p FlEZR S ARRERS LGB RS ART
2T UEEARETA ARRER PR SR AN B2
FiA_ > B2 2% omalizumab & & * =t IgE A2 £ R F el p A 0 A TREL T AL

ﬁ’{f[?& A Je pEiE * omalizumab ¥ mepolizumab &/ 78 2 5.0 frrd o amE o p e H

ﬁé“ﬁ&%ﬁﬁ?ﬁﬁo

* iR B AT H 2R

5 K105 & 6 9 24 o

9
CADTH/pCODR | #f F]fg = » #|(ICS) &2 — 2 % 38 §f *b eng e F2 4] A 4 (b 4r & 2% 2
m

(4 &%) ) iE® A 5 2-agonist])is fr Al XE o B2 WEH > 5
ffbd sk &3t 150cells/mel & o B ES 12 B P o L P g

e w ok = 3% 2 300cells/meL -

1. fsk &% (clinical criteria) :

BANRRETASAGARRL - 2B RGP

LR EANA A IRERRES > 2 A4 - mepolizumab & ¥ '

O 4 TRk & 1 TF (exacerbations) g & 0 & gk T AT 0L o

AEPCIREABAE > 4 L RFPRAFIER 0 TR P

mepolizumab > * *‘vﬁ Elopd n B E § R E BHEEHA K B A
4]
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LI S A
Fg;%vﬁi;}iﬂ:; A TN

(DB 12 B2 > pt FEES T8 RAMFLF R &R
T Hoad 4 R Fi&(ﬁrﬂ# B34 F F #% 4k 4 [spirometry]).& %
Agor > FEV1 reversibility 4z i 1292 % $t & 4 4c 200mL 2 + -
(25 p % v PREEFRE ISR
2. — 4Li% % (conditions) :
W)+ RREF F IR ERLFI B -
(2 FHFFH &G RITE -

AR5 E TP 2L o

PBAC SiEA % PBAC 3B dh 24 0 A F €A h | % &2 (2
(M) omalizumab 4p++) > I & fc§* mepolizumab - * ** & # 12 g2} 2 #f
it f RBRE F R m 4 o AR SRR AR e
A E 105 & 10 F o4 o
AXDREFE %R RS ARFRFLEY IR LSRN
%T’NmEiﬁgkik?’ﬁﬁiiﬁﬁﬁﬁalﬁ&i*ﬂn
FAIF L AR o B AR AT
© B A% mepolizumab o R 12 B T oo A sk P RE B A o TR
£ * 3% 300cells/uL 5 @ ¥
R A RR ﬁ G B i 2 B 2 %) (optimized standard treatment
plan) ; @ ®
> id 12 B0 pA G ANENE XL ARE FEER X LR
Frick s & o
NICE > il 6 B B AFFRY CJRGHBES (B FF 2
(#R) prednisolone 5mg &/ &) ; @ ¢

. }A%J’F’ 7 *‘ NLE x% (& “é}@#ﬁ:" 2:)

: /r"j,%f;LM 12 i ” E&

P Ak p A RIRIRG ERF o R mepolizumab ;5% ; EUF"

P oArk R ARG R F o T UEFRLGRTE £ -
o
i G i E T E G
o B¥tiESL 12 B G AN ENe ERFIETE LG ABI
R 40 3014 0%k g i &
¢ %7 ,3&##;9;9:_5;‘;’;;’, AFehenird TS TR R T v R FR
etk JUER F TR M o

3. Mepolizumab z_ & # f »c/% > %5
P 5P 52 ~ oBER -~ TR P w2 % = IRk E%(COSMOS #25%) » 651
&g 12 (7)1~ LR A MENSA & SIRIUS 35 % 38 % Hidp.

(1) te DA 4T30A > 5 86% S8 % 53 L F i o Ho 5 10% (123 4 )t k% &
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AREE -
B e 4TI8A o R T Z BR R

£ ACQ-5 82 FEVL 14 175 & & &% PMG (previous mepo"zumab roup) 5
PPG }E‘(pFEViOUS placebO group)g—f’]?i I FL LA = §4 Pé‘gﬁ 52 i s gt - | ?‘ é’—;é‘
EEASES SER LTS

Gyt E g2 HH g T BT (8 A 178 5B 0 PMG 222 PPG e i it

Péb T o
B S R T ORET AR AR (OCS) ¢ i dicenA 47 0 i % BT SIRIUS 2%

AR 2 FRiFF B COSMOS 2% o @ ® » 28% PPG =2 32% PMG ‘=
LEE o LS ¥ 4852 W 0 ¢ 7 4% OCS o/ (COSMOS @i » A
B 10%2r 20%% 3K A 4% OCS infy) -

Mepolizumab 2. =& jp i 4 & & T 0

Wip- A7 XAAER T L FH S P w2 % 2 I iRsk 2% (MUSCA

) 556 A S L2 () SRS 12 B R AR F R R~ (g

A frd @ FERIF R pml 20 ERE TR E 2P BFRARISRZ

"%’ lofhd L IR F R op A lidy 0 B TN 0 B AR BR Y

24 3 pF > mepolizumab & % éi‘ #1SGRQ A Bl e B AP HFRITEHE S

3

& A E A

(1) AP EHr5ARFFRy @ AP LN il o E‘?]@i,?’% PR E R A F B
T SRR A E Y R AR E RN U S Akt
% 5 2508 ~/QALY -

(2) NICEx#3p4 @ et Asx* 2478 % > % - ELanF* FE XTI RS
50%¢v (72 T » ICERE 4 29,163 4 /QALY » PBACH® & 4F 4 » 13t & &
BIAR R LR B % AR 4N R B L% 0 ICERE 4 345,000 1 75,000;% <~ /QALY
2. o PBAC:L: A F7 E X A2 5 ¥ £ 2 Tt & &4p¥>omalizumab
3G L%fi—‘ﬁﬁ%ﬂ*#&“ % B A St 3 7 3tomalizumab 0 @
* g M = A & F7 (cost-minimization analysis, CMA ) > PBAC: i ¥ /& &
omalizumabirife % »c* &£ (equi-effective doses) 2. $-#ck €3 7 /2 T2 o

PR

(1) #hE R BB hEL
iSO P A A )i%—?%’f
“’r.’m’f!wﬁ}%‘ * & 3R

R

SRS SRS L
- EXL5000F AL FTEHL 2RmA 0 F

% S R R
PEOREMMBE TS IS EREF PIT T
B~
X

hEHE LR TART A B0 Xolair® (omallzumab) (N
BRETRT RE RS Xolair s 2 %) AT E R F ok R K et

le & ner e B 4 22 p) 4 % (St. George’s Respiratory Questionnaire, SGRQ)
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PAE 2z A FELd50 O
P R AR LA TR

- ~# 5

% ¥ 5% 5 Nucala(mepolizumab)*+ 2016 # 6 » & FA K 3 357 > if
Br s T&mA A v* Ele nw BT F oeF 2 f4 3 2 (severe refractory
eosinophilic asthma)\ AR 2 R

FEST  FEREHY (TN C)RERFF LIRS FRHPH

FhRiF2 - B 5107 FRETGHFEERF R AT RFT R ORATET
'}—'ﬁ i2 BT mepolizumab # & & A2xF o ZRATE P~ RS > T RGMF
Ff e A ERLFARETREI 0 RSP EFRLAA

Ppaos AP SR RBEEFRF O F Y EHRP EATREZ RS A
FEH AT S iy 0 L X zifﬂ%%ﬁiﬁ’ilé T% o A3 A o3t 2016 # 8
T R R EERFEL PR BAT LR A RN R 2016 & 8 0 2 18

4
N,

)
F eAp S PR TR 3 g; L EAGER B 0 T ERELL -
e e 2ol

1. 2 Q%%ﬁig,‘t]p ‘E‘%% T

(1) CADTH/pCODR(*: £ +)[1]

2018 # 2 " 7 p » %+ CADTH 4 F 4= » Faéé;t”‘“mepolizumab’”é 4

HziFgp-de ik #El’gé—‘ﬁ“ 2016 £ 6 % 16 p o4 » 4e £+ i
T R IR I

1R gANAR i’ % o &% @Al4p vt mepolizumab & ¥ %% i<
¢ ek & 124 17 (exacerbations)#E ¢ 0 £ f X T AL HT U E Mp A K p T
JREE Ff5 | £ (oral corticosteroids, OCS) » @ ® & P & 45 4 "% § e in
Tk %v]’zg“ mepolizumab » * *v?vg Bl £ IR E F b E Ao
® A E AR~ B(CS) & - & 5 A hF g3 F S (bldrk oce -
A i FH|[ 5 2-agonist]) e K (734 7 —“F’f om B s HEW 5 ¥ v;g E e a
o If = A % 2 150cells/meL > “?1‘ B 12 B oL P V‘g CG e I £
*+ % 3 300cells/mcL -

1135 %+ & 7 79k & % (clinical criteria)z. — - ¥ & 3 % i (conditions) ¥ /R
3 L '&\-" ANy ?/\ I’]l :

'pCODR % pan-Canadian Oncology Drug Review 4 £ + %% % 4+ £ | 3212 LR 0ot 2010 £ & = & 5 CADTH éhé
R AR f R G ATRR B R B S AcE
? 4p MENSA 2 22 SIRIUS 35 ©

5/44



105BTD07010.1_Nucala
P R AR LA TR

A TRA R

a. i 12 B2 om AR EES X B TREEEZ FRELS E
TR R R #%&Eﬁﬁ[splrometry]).s$% BT
FEV1 reversibility 42 1 12%£% 3 ¥ & 3 4 200mL 12+ o

b. & p & v R AR

A FARREFFRIRERLFELIL
b. B B LR RITER

(2) PBAC(#:)[2-4]

2018 & 2 7 7 p > wRMEA G138 “The Pharmaceutical Benefits
Scheme ; % F 2. “Public Summary Documents” F & - *% “Public Summary
Documents by Product” i 2% p 3% “mepolizumab” pR3EZ o B E S »[2,
312016 = 3 7 227 7 ;> PBAC L | ¢ 2 § hichrz A 240 b

Mepolizumab AR E Tt 3 F 7 g s [ T2 fsciaPFing o ¥
”‘ﬁﬂ:lZ%l[ bz V‘;F—.]’]ﬁ: ‘-rt]"}n LE‘J{‘E{‘E{‘% p"—l’n;}";ﬁ;lj _\,m;}ﬁa

%%iﬁﬁ%%%ﬁﬂﬁéf’mﬁﬁmﬁﬁ%A’gw{mgﬁwu
feopFiE % @ % omalizumab 5B K (A & mepolizumab #-¥ i B
omalizumab); 22 (2) % + 12 i * omallzumab ,p,},%:ﬁ(f'r'#\ S mepollzumab H-vit
SRR 2 b RE — RIS o e 54 W) 5 omalizumab £ % &

A (AT F) o

B £ 45 0= s A W % 7R mepolizumab 2 % B #| e Bt o 2
mepolizumab £ omalizumab e/ 44 g & > & 0t é;f B BRI B
AP ¥R x> & mepolizumab % Rfid > ApEE 22 G o B 7R A
@ 22 omalizumab 4p +* > mepolizumab A Ap ¥ »c % fp¥ % 2 hE R+ 7
+> omalizumab® -

& 2016 # 3 * i»2 B =X %% PBAC £ F ¢ 7 >" mepolizumab £ 1% 2%
K2 ¥ ArE A4 E G B A AT mepolizumab £ omalizumab 2. &)

s B ISk ¢ 7 mepolizumab = 38 48 2 3 5% (MENSA ~ DREAM -~ SIRIUS) 4 2 omalizumab s 37 35 (INNOVATE -
EXTRA -~ ETOPA ~ EXALT) -

4 P Rt e mepolizumab 2 omalizumab e T (RIS BE RS T LR 2 Eiﬂ‘ ATIR (T A T o
> i ¢35 mepolizumab &R L F 2 X A F AT EF R I RN > LA AR A FTINA 0 LR €305
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L S T
Fg;%,fi;}iﬂ: S

= & (cost-minimisation) 4 47 #ic¥g % 51 7 § °, &g Jz4* mepolizumab -

’"fé’f}r@é‘&iﬁg gvi?j‘vi:“}”:‘;% '}' g N ?'%“’ﬁx
B &R g A+ A2 (2 omalizumab 4p ) o R T mepollzumab ’
ot Ede 12 ghou b U—g——; Fldtd 2 PE FRm A o MBS RIS
Bk — o

(3) NICE(3# R)[5, 6]

2018 # 2 " 7 p > & NICE 7 4= » B4EF “mepolizumab”™ - & &
IO EFR -2 B LFREAZM > T mepolizumab * %“vg 7
AR S I o R R /r.}%‘ R 3R 2 (TA431)[5] - B F1 8 2
Jae®_» NICE 7 [+ &, fz §* reslizumab * »+4p e if sk (TA479)[6] » 12t 78 % &
oy X AN R+ o

Mepolizumab A& BEF ot 3 57§ Ry 5 T 175 43 iog
A2 Bt IRBCE D AR Lem A e

I s E ..‘:5‘_5_4%@ B AR PRLER IR TSR
mToNICE £ | € & 2f ’**v?ls\&v‘g Bl L IRBEE F b A7

F-RSEY BT E X e

RN mepollzumab e 12 1 7 0 i A ¥ v i i EcE £
»+ % >+ 300cells/uL ; @ *

Rl S fﬁﬁu&ﬂ—i@%‘ 7% 2.3 (optimized standard treatment plan) ; #
g 12 B o p A G AR R SR IEE R 2 VLR
> hild 6 B AR CJRFHEMELS (A9 Y # = prednisolone

mepolizumab £ {5 i cnE v RESHBER > TR ARF TE X EH4p 0 ip e 5 mepolizumab 2 3
Pk o wApEE 2 e o R T A, Dz Lo wE > & mepolizumab £ omalizumab R4 IR o T
P AT B R G AR T (AR PR B2 ERERTEE) REATE G - TR AL o

#%4p mepolizumab ¢ omalizumab 2. % >R £ 31 % 2§ § -

Fo@ SR EF TR FEAE S LR AN ] F ALt E > TS % »oH £ 7¢ 5 mepolizumab 100mg

AP ¥+ omalizumab 398mg o #p 3 2x IR A I T E A L B o
8y AEFPETREE S F LR §FRQOI6E 3 Es e 2016550 ¥ gk ARG R

M E R ‘w(miﬁ %P RRE) S H A R ri%nf— AT T AR g iR i - 2016 & 10 7 i
1€ R ﬁ&r; BORAT bGP EEEE S [ A IR > LU FAE S [+[Eosinophilia>300cells/pL]+[ 3
ERF2A<e 2 & H;* (€] Hie— H ¥ (FFen ‘é;/n\:}i?r% %) NICEL R § 4544 ¢ s RPEFFH- 7
EFHFR ) 2(ERC)HEF FTAATE L R AL L - FHERL LR LTpA K ei%4 » e 451 mepolizumab
Z 3F +% = %% (MENSA ~ DREAM - SIRIUS)#c5 2 2 2 omalizumab s g 50 g Mg % % 1 L 3% mepolizumab ik
Boo B¢ RS manE g o ATTRA § 441 mepolizumab g2 omalizumab & 5 22 g s A B 0 @ 2 e
A AATETRON 2 LR R TP A T ERT o LR g - 384 dg % 7 fg ik (robust) - e 0 K
omalizumab 4% % %% & » @3 * mepolizumab £ & #| - feni: % o
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Smg @ E); @ ¥
R R E (kA R)
/r"/,—%sf;L 12 'E; 5 F& :

> dod o 4 :;%;»z;;»,s e F R R %k mepolizumab 5B S éﬁ

> dod o 4 ;;]%--;‘;:»}; JFE PR OVUEFFEISRITE BTG - X o

)%,\ZL WP E BT -

o&ﬁ@i12@9¢*“3“ﬂ74¢“%f%$ibﬁ¢W%w%
mﬁﬁ& » 3 b vE R 50% A M (T i & F]

o L7 miFR ;Ii}?i FrR ORI TRk A R ¢ RS F R D
AR TR TE I o

2. R TREAM R

71T 5| PICOS ik #0F 15+ THF 15 & A ERATEL A BT 24

7

¢ (population) ~ ;2% = % (intervention) ~ f »c¥f P& 5~ (comparator ) ~ F »Tip)

ip % (outcome) % 47 3 K 3~ > 2 (study design) » B 30& iF i B34 ©

Population BPorEEE BT F Rl A E A

PopiEe AR RELREZL FRp L FE R

Intervention mepolizumab

Comparator A%

Outcome A%

Study design | (1) ,k Fifk2 )l% v RIS S AT

(2) Wwoe@kipM~ L

i P&+ it 2. PICOS » i% i Cochrane Library/PubMed/Embase % ~ 1* TR

%2018 £ 2 % 7-8 p > 1 (mepolizumab) # 5 i & Bi4EF i F40F ’ifii Wk
WA e - o
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(2 #FEFE%
A. Cochrane Library

2018 # 2 * 7 p % Cochrane Library % 7 - & » M &

“mepolizumab” > I3k % £ £ 5 2017~2018 £ > £ 3] 35 & FfL

- =

%z — % Cochrane Review £2 34  §/k i85 ~ g%(trials) °

2
g

-

GIEE TR R R 5 02 RO 5 ¢ - it
;ﬁ @ gié:}%%%jrr‘%a"??\!}*%zf‘? EAREHR v 2 "?};Jr’ A b“iﬂk-”t,{ﬂi 18
7 AR 2o 4P Hk 2T F 0 4o mepolizumab e R R }% (Chronic
Obstructive Pulmonary Disease, COPD) ~ & # A f (severe nasal polyposis)i s
BE o B EF T L 2 R "l‘;?};tjfil:xf 4ok o

B. PubMed

2018 # 2 * 8 p & Pubmed # 7 - &£ > M4EF “mepolizumab” - 3K

TFGE R A A HE B & E UL 2017~2018 £ % 0 £ 1B D] 49 £ FR o

]q - = 31

EE L TR AR ’%”%%WHﬂéﬁ@—ﬁﬁﬁ”%ﬁ%
X, 5

¥ » ¢ 7 £ Cochrane Library $0&F 2 % €47 % 1 2 A7 7 A L3 infAToo~
AT E A R i-i;io‘[;k o

C. EMBASE

2018 # 2 " 8 p & EMBASE % F -4 » B 4EF “mepolizumab” I %

THFEAERG 2017~20184’¥—‘I§‘ PR EF22 TR A s UERFE T
THELAWE T UEF N ATR ek it- AR HFAFUR
pearticle) - % § 69 £ F A -

GBS TR R R L AR N e e R g
% » ¢ % £ Cochrane Library - EMBASE & % €45 % » M2 FF{ 2405
ISR AT S A TR A AR R R Y

3) #Fn%

4%t " mepolizumab * %?V%’ ot LR BRE F R D AR Lm A e
-Fy A

4% » 24 & Cochrane Library ~ PubMed £ Embase ¥ & + F# & »

mepollzumab MEALBMET  WEFTHELAHE  EF LN
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B A F R ﬁEéE“ s
R T A

2017-2018 + ¥ 2_ é}?& R EFISS LT KL FTHEREAELRER 0 A
‘f?'-““]?‘)"%k‘ng%ﬁﬂ‘- ﬁ?fr’rﬁﬂvg% i*‘?‘?% Wi R S o g
PO F AR RFAFRY - R MB R A RP L IE R

BT ALY R RR A BT R AL iR A o R BN REER R
iR - +51af1vﬂ< Bl B2 e fE3F LT BHPFE R -

REFL

Po A E G A B R A A GwTy 0 A XA B[4E 34 mepoizumab *
«;?E&ivéf Bl & IR F R A iR D T £ %e/% > 3% (COSMOS
StUdY)J WEB AP B A & (MUSCA study) |~ = v:;ii(g Ao 4 )3

TR 12X B omalizumab Jn g X R K o SEi o sk T L EE

T ‘.:’é:gé\q :
a. Mepolizumab 2_ £ #p  3x/% 2> {4377 [12]

COSMOS #& =+ — » # 52& ~ B R# K ~ S WS ¥ w2 5= PRkt
2RI PR REF(Z PRSP ARER) -

EE B o~ E4L 12 R (F) 0~ 2302 2 MENSA & SIRIUS 5 & 3.5
LY R RRE  EHATRELPBISR P F LS 100mg
mepolizumab £ T X sio - & 0 E IRHRF 48 o A R fondpth i R I
Eelt S Y e S r R R = R e Ul i s

Ao~ 651 R Fi@‘f ® »64% -k % % mepolizumab ;5% (PMG 2> previous
meolizumab group) - 36% £ o 4% % % &/ % (PPG % > previous placebo
group) » 81% MENSA 5% &2 19% SIRIUS #5% < 3# % & » COSMOS #5% °
i3 21 COSMOS 85 1 10% % 3# 5 ¢ v BF e FEAE L 22(3%0 19 A )
PMG/PPG # ‘5% s+ A#F ARG » A S F BA DRI b bt o
89%2 52% % R F #FF X 2 0 12 1 & 18 B * ¢ mepolizumab i 0
% & #% >t mepolizumab HpF (¢ =) 5 17.6 B (5 1-22 B 7 ) - & %
FH 99 A (15%) T Ly R 5 202 #(SD13.9) e X EF u i ¥ V%’ ®
v o IREcE (¢ indKk) = 80cells/uL(# & 10-1900) -

% >

86%% 3% ¥ AT B 0 B¢ 109%(123 4 )R E S AR M o 1A% 32

10/44



105BTD07010.1_Nucala
Bz A FESARY <
'_'. 4 :
FRPHEFRERLAM 2 TAH
Fis RN SAE B ¥ L Z F BRI EL & &g 1F(6%) 0 <1%
(2 A)HAR G EERE AP o er;I%/‘% PMG 22 PPG 2% AT o L7
7 SAE & 3R -
AB%xin B B I F e B (P 2 F P 00X F Y FRARA EDp

ooy 1631 52%  RFF NI V- I FRERE TP FEHE
=, r'ﬁll-L‘]‘ /Qb%i,ﬂll*‘@ Fégﬁh /\;L"% r‘_.;,._ i)( o

&%+ ACQ-5 22 FEV1 ik 470 3 % 81 PMG ‘22 PPG gic L fin s 4%
FIRH2F - R ARKERETHRLEL -

FH4tE B AP T GleE (5447 % BT 0 PMG 28 PPG e 5
(R R I ﬁﬁ:«ﬁ:'&r"‘? :

Fek % 0-32 3 (MENSA) : % & # % 1.94 =t vs. mepollzumab e 0.91 =
#&% % 32-52 ¥ (COSMOS) : PPG . 1.08 =& vs. PMG . 0.92 =

sE2 ¥ 52-84 1k (COSMOS) : PPG ‘& 1.04 = vs. PMG ‘. 0.92 =

&Hw 2 Péﬁ v PR AR F)f% A £ (OCS) A 45 4 % &g 77 > SIRIUS 2% '
AR 2 R B COSMOS 23 ¥ - @ & > 28% PPG 222 32%
PMG ew—w v kB ¥ 48-52 ik pEe 2 E 4% OCS a7 (COSMOS
WA o A uF 10%2 20%% 3 F A% OCS inf) o

SIRIUS % : mepolizumab & < f\;ﬁ'g OCS #| & : 10.0mg/d=>»2.5mg/d
% A e sE s OCS &2 12.3mg/d=>10.0mg/d
COSMOS #% @ % 52 i ps » <24 OCS #|Ei&- # " 11 5.0mg/d

Ak
St

7 % % B or mepolizumab $13¢ B & g B o dh b b 3R F el < a0
P E A AF R p AT o

b. Mepolizumab 2. & % 4p ¥ 2 & & F %5 [8]

MUSCA 32 5 - fE7 ~ % EAFE - X 7o S W5 ¢ 2 5 2 B TRk
o b2 19 BRI 146 Bk ci (3 f FERLMAT -

WEEL BN ER 12K (F)U Y B ES R 12 B0 KRR B A E R
*krr]ﬁg“f"" BEPEZHFARBRII A XERFEFFTE 2T
% e fr 2 '3: S E - I 5 O 3 o A 'Q#”ﬁ%*i%pé%}w 130 = £ %
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omalizumab 75 f &

L3R 0L L1t blAg s % 3 mepolizumab et & FEA e o X 3R ARG
Zf 2 boo&p L mepolizumab(A TR s & & FA- & 24 3% -
Bt %S 80P X RE LK G mvi SR 3R] 5 (St George
s Respiratory Questionnaire, SGRQ) B £ R o

A‘hiﬂ

£ 7 556 mEEEAREP A RIS Lo LMK EHE(TT)F 551 4
(mepolizumab ‘e 274 4 )~ 4= % >4 4 473 44 (safety population) = 3 551 4
(mepolizumab 2 273 4) o & i chA HFRAPIT > 2§ & Al e
MR B (RERITEFLR)

WHREERT o BE AP 0 BRS%RE 24P KR aek el
B FEEHPFOL B (SGRQ #HciE) » mepolizumab ek BLE SR F R R
I

Boo] T 3 %3+ (least squares mean[SE])

mepolizumab ‘e vs % & & -15.6 (1.0) vs.-7.9(1.0);

@ w4 B-7.7(95%Cl -10.5 ~-4.9 ; P<0.0001)

%2

PRI R EE = 2 T0% mepolizumab e X g & 74%% /A e GE
FEREREL - =3 AE B & ¥ LK S R (mepolizumab i 16% (45 4 ) vs.
% A e 21% (59 1)) > 2 % # e (mepolizumab & 11% (31 A ) vs. =& &l
8 17%(46 *)) - 5% mepolizumab ‘o % &% 11 2 8%% FH X ¥ G
BeE? 2% #(SAE) - ¥ L F 5 § vh (mepolizumab = 1% (3 4 ) vs. & &
23% (9 *)) -

ik
S g

Mepolizumab + 12 &g ¥ sx L & 7% A Blodhd & TR F AR A L ER RN A E
W%‘rgllp R S el S ] #gxﬁ-m& cHAR

C. =% %A $[9]

—‘IE*%’—pé‘%(MENSA Fé%)mil‘/\‘%% *’ﬁi El ﬂkv—g *® —rr}w _B_T F"h ﬁ
A # < mepolizumab F % en4 IR o

MENSA 3% ¥ 576 = mITT %3¢ 3% ¢ > § 50 (9%)T #5455 & (§
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P11 = /\pgf:%rr'\;ﬁ%ﬂ "~
%%ﬂﬁ¢,$4ﬁmgﬁ

[ 14-82 )i i3 k p p Acn18 BiRA &Y w o X BFH Y > 5 17
> # =% mepolizumab IV ~ 17 = mepolizumab SC~ 16 = < % &/ % - 88%
RPFFAERFRBH P ALBFEORATHEL R RBREIFE P L
o3z EFp OCS & E ~ B2 “%’ Eld o REE - L FE
st & FEV1reversibility % M i » gk a - £ 2 S M 5o % (T T IHE RS
(4.6 = [SD 3.6] vs. 3.6 =t [SD2.6]) °

R BEE 2 o A R (R0 b

El j\)»’é"-k ) bL-’ Fj’f%}l #E} A
mepollzumab IV 2 *% 1 90% (rate ratio 0.10 [95%CI 0.02-0.57 ; P=0.010])
mepolizumab SC ‘"% i1 62%(rate ratio 0.38 [95%CI 0.12-1.18 ; P=0.094])

MENSA Fé%};\ﬁéi BT A AR
mepolizumab 1V % *% % 47% (rate ratio 0.53 [95%CI 0.40-0.72 ; P<0.001])
mepolizumab SC ‘& % i1 53%(rate ratio 0.47 [95%CI 0.35-0.64 ; P<0.001])

PARRE AN TF & EPo/N GFipf ch ol 1O 2 1 R S

=

mepolizumab IV : 0 = ; mepolizumab SC : 3 = ; = &% : 9 =

& A e Apre o
mepollzumab IV &% < 73% (rate ratio 0.27 [95%CI 0.06-1.29] ; P=0.102)
mepolizumabSC % *% i< 65%(rate ratio 0.35 [95%CI 0.07-1.894];P=0.213)

ALRFEF L ABRE TR EE HARRE D b - R
p ﬂkx;é’ﬁ SGRQ A~ #cz A# i & ;é,‘ﬁé%x;é—*ﬁ PRGN N F
P AR AL FEETORERC] o F%RE 32 %P B Al ipr
mepolizumab IV & SC ‘22 p &% ;ikdﬂz 1 SGRQ 4 B " M AL fi
(9.5 # (P=0.083) ; 7.9 » (P=0.171)) - B2 28 &2 % A A X3 g ¥
ZR o ed > Haofke 5Kk L& LB (minimal clinically important
difference, MCID) & & -

G2

Menpolizumab IV (.22 SC le2_ p A X EF > NipF Y B et LR 244
Fgk A 5 S (76% vs. T1% vs. 94%) o Bk B K 5§ ks £ &
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P11 = /\pgi:érr'ﬁ%“‘ I\
$ R R AR LA A

Forb A 0T 0 on ks e A T 14 (29% [N=5] vs. 12% [N=2] vs. 56%
[N=9]) -

Rk
St

*E {8 & 7.8 % &7 > mepolizumab ¥t p #\gs;ggtv%’ R i;ﬁgp%;)];«,«
e E B A B AR A A S 0 BARRBEHREE e R o

d. A% ¥ 5 ¥ < omalizumab ip R X 3 F ehig * mepolizumab 3 [13]

*# 3 5 MENSA £ SIRIUS %‘&&?#%ii fgmtr o FA DR S/ XE
omalizumab j¢ % % 32 H - £ #& < mepolizumab ¢ e »es® e o

AT 2 LR R ER% T Y X omalizumab & < 3% 130
X oom ,},%’\ FAL L A N BB PF A B 4> omalizumab o o F (8 A4 7R
CITT 574 0 -

AR E T T % F:ngub;wt o450 B9 5 576 =ik i MENSA 2
% » 135 iR § SIRIUS 38 o % 3+ T35 8 4 50 & (4 I 12-82 &) -

& MENSA 5% 7 > 3 13%(75 )= ;2% i& » ;2% % 4% < 3§ omalizumab 75
B e ER(Y R#)L 12 B 2P 67 R ABFEL ISR SDR T T5%
i m o 22w A% &L E omalizumab % ;é—‘;{ A s BB
omalizumab 5 % 3E 5 fe & F v chPE A 4R R T IRT R R OB E
i~ ~ FEV1 & #i i1 ACQ -5 28 SGRQ & #4 ~ IgE & eosinophil #iciE e 3 -
ErBHRT - EFRFCFRED S ARISR 0 T B L DR IRR
+ .

& SIRIUS 285 # > 33%(45 )= 3¢ L9 § 4% i omalizumab /o > s
BPER (P )5 8 B o a7 (B2%) A ML IR R
FlE o &k o Aw ¥ SR omalizumab J5 g % ;:éiﬁ v Hov PRIE Ff%
A& ~ IgE ~ eosinophil #icie ¢ 3

£ & M 17 ¥ (annual exacerbation rate)
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P R AR LA TR

MENSA 5% SIRUS 5%
* i OMA i * i OMA * i OMA i * i OMA
PBO MEP PBO | MEP | PBO | MEP | PBO | MEP
E&E | N=21 N=54 | N=170 | N=331 | N=22 | N=23 | N=44 | N=46
HIEF 2.33 1.00 1.62 0.86 2.48 1.65 1.79 1.28
RR 0.43 0.53 0.67 0.71
95%Cl (0.21, 0.89) (0.41, 0.70) (0.36, 1.23) (0.45, 1.14)

OMA:omalizumab ; PBO:placebo ; MEP:mepolizumab ; RR:rate ratio

% 344 15 OCS @& * &t b
(SIRIUS 5 dicdh ;22 Adb i ap it > % % 2024 phenis &)

i * i§ OMA X i % i§ OMA
OCS * % PBO MEP PBO MEP
n (%) N=22 N=23 N=44 N=46
90 - 100% 0 3 (13%) 7 (16%) 13 (28%)
75 - <90% 3(14%) | 3(13%) 2 (5%) 9 (20%)
50 - <75% 2 (9%) | 4(17%) 8(18%) | 5(11%)
>0 - <50% 3 (14%) 2 (9%) 4 (9%) 5 (11%)
HEXR S Fraintr @
&S 0 14(64%) 11(48%) 23 (52%) | 14 (30%)

Frndrdler 4 5 R (ACQ-5 & SGRQ) % =1 &5t » mepolizumab 4 ik
FRA G HhEE > A X AH LT % i omalizumab # o 2 LE 2 enE

AERBLAFTESET 0 £%Aw £ F &< i omalizumab J % > mepolizumab
?@ﬁﬂﬁ%&ﬁ%&ﬁﬁéi§§%@4ﬁ$ﬁo

L2 /‘§Je T RE/SLE A ViR /‘§Je

P AL RFZR YRR AR RF AR BRG]
d4Ee 7 TR # mepolizaumb ¥ omalizumab /5% E&_@ivg ® e o
o i A $ )~ Uinterleukin-5 # #4] (mepolizumab ~ reslizumab
benralizumab) & % & finf B fF il L enE AR T B FAlAp
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mepolizumab "% PR E vf B o i TR el p A 2 &L e fe/ 2 et

BB |0 R 0 AT T 2 o

L - B[7]se g At Mr > £ HE R § 4 p L Fussk > mepolizumab
Revcd 22 omalizumab 4p % 0 F 2B EAMPILG LR o AT
LR BB AR TR B R AR P REIE

I - 105 & A 47A § B % A7 o IL-5 Bl ™ e d Jid 4 whop 4 o
e R RN B Vaj 5’:%’ G eI 3 Fh o A e Mepolizumab ~ reslizumab ~
benralizumab % = 78 2 0| & JApiT o

M. - F[Q]3 g A7 7 E 5 T 2 JFHpr ’mepolizumab S RV,
ERT) SR e RS O T R

A4

BB ¥ :(:ffgﬂ’.;g%?;}i ez T (2w ) ~Tgir  uz T
JZ R RS RGN R 2 L% D By

:3}3, \\\Xr

e
=T
A

B

=}
o

&
]
PP

Iy
et
T
=

5 % ;]:gﬁ»,gv[;k’ * razE P mepolizumab ¥ tE g A v
B0 R %2 B T T AP M dchh o P mepolizumab v a4t i 4 ¥
v PREE FEA E

2.

A S EF TR RN G Y R R T A f B
guﬁﬁiéﬁg@»AWmﬂfamﬁp» e AT AU KA D BT R
= =
ROFE R

@erord FEFTORY L ERP Bt o

2| koo 448 T Pﬁ v mmﬁw;%_J Ry Y R
2014 & [ 4 % e frib % o w85 2016 & ¢ 5 - S [12]£ # ;5 (COSMOS
study) et B kA 0 20§ 53 g%&%vu :

>

\*ﬁr
e

4 RORER B

(1) Fresd &

AW AEEL ORISR EE LT 4 ]‘“?‘-j"j"*'ﬁ}r’ﬂ— IRenBE § v
LR L I TR N ’“ﬁ‘rwﬁﬁ%m%Jiﬁ&bﬁ’aﬁéi
£ mepolizumab z ATC/F% B dAT2 infhdpsl @k s AWk L&
o REREHRT M R BT EESFETA ARREG PR ES
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A A X A

B R 2 A0 B2k omalizumab A & % 5t IgE A2 £ R F v
e o §Rsk b F A U diop 4 R * omalizumab £ mepolizumab &7 5f
%%’%U’ﬁéiiﬁ%ﬁ”‘kmwgﬁm?ﬂﬁo

Pk e T FRE R B % - T[7] 42016 & 5
MR 4 2 2 § & T mepolizumab £ omalizumab * 3t B E F e s 4 ie R
GHTY o B Xk BT mepollzumab ey v I omalizumab 4p§ 0 & PR
AARPIRG AR A ER b BN EZRFRAFFLLT A
L B PBAC £ R € B L £ B omalizumab i® 3 %3 5 0 #10E
| A &2 (& omalizumab 4p v+ )4 mepolizumab ; @ & B NICE £ f ¢ f—lp

5“]“,% omalizumab 3 ‘“ #& &R F] 0 k4 ﬁ}% ST AT AT 2 By
KRS T ARS T % 7 53425 (robust)[15] -

(2) 2 & FARPHTE LKL LR

* i BATYE [ E 3R

CADTH/pCODR | **+ 2016 # 6 * =4 -
(v &) LB ¢ANA BiRe A%k ES > 2 X A4 - mepolizumab &
o 4 Tk & M (¥ (exacerbations)#g 5 > 3§ S F oA T LR l‘&f),%
AE P CIRFEMBAE 0 h I RFRLFLER TR L
mepolizumab » * %?v%’ Bl n IR E § el R *E Boox3AE
#EFEE e~ B(ICS) 2 — 2 5 3 gp ot eng eh FH ] A (b4 & 22T =
3 & * B[ 5 2-agonist])ie f oA A L F =
i e o3k < 3% 150cells/meL > —'F% s B 12 B oom ¥ oRE iR
Mg i ok & A F 2 300cells/mel -
FAWREETAARTREEREL - PSR- MIERYER T
%
1. T4 &2 (clinical criteria) :
(1) 24 12 B > A FERS TS REREFL Fasle
o 2 A G RIR (e B4 F F W 5R 1k A [spirometry]) & %
k25t » FEV1 reversibility 42 1§ 12%%2 & & 3 4 200mL 12 + o
Q)& p &= v PRG AR o
2. — 4% i (conditions) :

Yot P BAHEL TR RE -
OOy s g EREE S B b i f ok ¢ At omalizumab i 15+ £ #5% mepolizumab g e E -
(=% [13]2016 # 4 4 £%F MENSA 22 SIRIUS 328 cE 15 445 » 2% 87 &% 4w £ F % 6 omalizumab ;5% » 7
FRE 5 F R mepolizumab is o chd sk o ¥ oh - F[14] 2 2017 & 3 £ P §F & A EF AT S <)
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Bz A FESARY <

TR R A T

Wp A+ FELF Fmich LRI FFLIe -
QEHFHREHFITE -

PBAC
()

2016 & 7 % o2 o

S % PBAC §# Bk ¥ £ ¢ A E ) A (8
omalizumab 4p*) > F & 1%;“ mepolizumab » * »> & § 12 g4t 2 vE
Pl HEE F R o MR AR - -

p

NICE
(#H)

p

32016 # 10 ' 22 o
AETFEEFEZ TR RY S ARFFLER IR T AR
ia

T 5 NICE 4 § g Pf’ﬁ‘ﬁ?‘ , %:“é:.ﬁv‘%‘fi:.f‘\:']ié w IR ERE F h
BHR U R e

© B dndE s mepolizumab o R w12 1 Y oo Ak P oRE B A b SRl

£ + 35 300cells/ul 5 @ *®

g T p @‘} ¥a B i 1% % 5 ;2 23] (optimized standard treatment

plan) ; @ *

> id 12 B op A AN IR e 2 FUFFFR 2 LEHF
frick & F

> hiEd 6 B oopAFERY CRGHABES (I F F X
prednisolone 5mg & &) ; @ ¥

CRFRREE R (bR A #ES X)
R I F 12 P

> A%k o A BRI F R # F o % 0k mepolizumab J5 R ;2 K

oAk g ARG R F 0 TUEFERLIGREE £ -
=X o

it g F TS S

¢ HEES 12 B RN e IHEE T E > PP RER

A,;yw@aw%ﬁ%ﬁ%Wﬁﬁizﬁ

gg&I%@ Fork e dliE o TR R Y o R R

ﬁﬂﬁ%iﬁl%ﬁ% i Bk

B
a
‘ﬁ%

-
FT S

@) %

l)_g_ }ijca[%‘y @ ,,L

RBAF - A EFETREE G S0 LR § K016 & 3 7 ES e 02016 & 5 7 S % § ko BT
RAATEG 0 UHCURE 0 HRRR)IH 43 R AR iR T e { LRED ¥ 4 - 2016 & 10
P E R RPRINAEY R DLE AP EEREEESL [N AEFERY XL BE AR
")%]+[Eosinophilia2300cells/pL]+[év’l ERGeA<e 2 FPiT] die- H I% (%m)@ A > %) o NICE £ B ¢ #7
TE P ERFOEGFTHR CRETHEFR L EERO)HEF FROFE A AL LA - FEERLLE - TR
f$ P peIRA 0 T 4£5] mepolizumab = 37 1% o 32 5% (MENSA ~ DREAM ~ SIRIUS)#icdf i1 2 22 omalizumab i % 5t &
A 5% 0 3 mepolizumab end R o B ¢ s BN 4 SeniE B 0 ATk F 74 mepolizumab ¥ omalizumab &

TH R g e
EESVER

% % 43 % i (robust) »

v PR L AT ETR O 2 EOTRERT R TP R B ERT L | g3 - A

A #-omalizumab AR 5 %4 & » &4 * mepolizumab & % B & g % o

18/44




M@é&§%rﬁ$ﬂw
FR AR AR LA LR

£t Tmepolizumab # tef i dt b & SRBCE F R 2 2 HF LR 4 hin gy

$—- 3 A A > 2V & Cochrane Library ~ PubMed £ Embase % ¢ + FALE > 12

“mepolizumab” i L B MéEF c WEFE T H R G AR S L E 2 F AN

2017-2018 # B2 v jt > £ ki 1S3 L 7ot o QB L TAFAZLF L RN - &

HPpr-RoprE- HRE - PR LBN FREUREL - cipk kY
FARFELYRFAFRS > - R R ERF 2 IE R G

BT e PR E N AT N AL DL BRL 2 AU R AR
Ao B R R Rk R T B e

REFL
Lo TRA AR pr
FRErRFOATARD RF AT ARG R APT LEFIT B
(1) Mepolizumab z_ & #p 7 »x/% > P33T 5

P 5 52~ cBRER T RSP w2 ¥ = TRk 2% (COSMOS #5%)
651 i d 12 & (7)1 b ~ 4% = % MENSA & SIRIUS 55 e 38 % #icd -
b RIS 0 F B6%L FH AR AE 0 B Y 5 10% (123 4 )&
S FEH AR M 0 1A% 53 % 00k B B IR SAE S <1%(2 4 VAR B B RSk E
ip B o PMG(previous mepolizumab group) 2222 PPG ‘e (previous placebo group)
ZIRAPIT o X R SAE B3R 5 A 530 0 Bl T Z BRI

4%t ACQ-5 ¥ FEVI 14 47 5 % &7 PMG ‘287 PPG chic ¥ i 4 4%
FIRH2E P - MR LB ERISR TR L -

Gyt B2 AP F T TS AR R T 0 PMG 22 PPG & h#

T kTR o

ER§ti I R T R ARE AR (OCS) ¥ - fieeha 470 B % Bir SIRIUS
Wk E R E 2 R B COSMOS R - m 2 » 28%PPG
8 32%PMG & X f\;ﬁ’ﬁ » Ay 48-52 R o ¢ 2 L &KX OCS ok
(COSMOS g4~ » & %5 10%£ 20%= ;fé—'%,‘ AR OCS /%) e

(2) Mepolizumab 2_ & & 4 B 4 & & F =5

R -y TEMERE T EA e SRS Y w2 %2 YRR
(MUSCA 22) > 556 =& 82 12 & (3)10 1 ~ & » 5% 12 B0 ¥ L@ * 3
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A E o M FHEE Aol @ %E;{v’z;j:’bﬁn ;f;fp%ﬁr,—;\;:w I A EMNFITTE D
L3 BIESEY SA R AR S 2 A L m@iﬁ g AT 4TI 0 K
Eiff?%l AR Fé%%%i 24 ¥ pF o mepollzumab ® % 3# % 1 SGRQ 4 Hein®

%%@gm*@%<éu,_+£ﬁbﬁmb’$%ﬂﬁm =R
= ©70% mepolizumab % % Péi B T4% % A B X iR i’K ‘+lﬁ,L - 5
¥ i - 5% mepolizumab ‘e % 32 F 12 2 8%% FA ek i Y S HE 7
i (SAE) -

~
g > ‘1\&-

() & *%=EHEHAL T

95— 7 F &~ 17 (MENSA #%)¥E 7T P d\vﬂ IR E I ‘:’}I% g
mepolizumab 7% ;# 14 45 > 50 ,vliﬂﬁwﬁ%%( B 14-82 &) % f p e
HHRRE R T BAOCR RIS KR R A 1 e
2ABFETRALI/N IR RS F Ko P B BRI S B -
Fod FEFFREESR A RRSATIL 0 P AL FFTISRH R D
AE A FRE AL R

(4) A5 ¥ 54 omalizumab is B X 3 F it * mepolizumab 3=

- W E A 4 (MENSA 5% 2 SIRIUS %) 4% ¥ o8 £ i
omalizumab 75 % 34 > £ #2 mepolizumab ip oy oy pcd I o 711 i L
%4 MENSA 25 ¢ SIRIUS &5 £ Féi’f ey Rk BT

FH4t 2 Ef £ & (44 TF 5 (annual exacerbation rate) 4 & ¥ M H ¢ JREEH
g ¥ it plena i xR amA D L FE 8 5% * i omalizumab > 7
P28 H 5 & % mepolizumab 75 ch 2%k o

X P EEFIE S % Y AT > mepolizumab ih& R X A EE
i# * i omalizumab £ %¢ -

2. i mEe prw IR E AT R
EREZRIPORT A B R AR R RE AP BT

(1) - FRE TRl BER AR m/p)%‘ b > mepolizumab s > 4
g2 omalizumab 4p § » % 2L LML AR o A TR Wz
PP R TIE R iR SRR

(2) - FREAFFLT G EHT 0 ILE BIHT e L B ol A s R
A=) —U’F,’ e o IR F V%,I}% A o Mepolizumab ~ reslizumab ~ benralizumab
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3% R A APAT o
1787 3 % R or o &2 & | A 4p vt omepolizumab < ¥ 14 '% 1< 50%

B IR R A BE e R A s S b o

)
.=
oo
W
&
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- P e
= > is(_/’glf‘f_vi’]p

E

(=) ERFRNLAP EF GRS
L 2aFRO2FLPFHL

iE ;i;"ﬁ o S R AL ;‘iéq‘f’ﬁ‘ﬂ ] ( Nucala® > mepolizumab powder for solution for
injection > 12T @A A R) FAORP FFGHREF Y 0 T A S OoNRE LR
PoreE e TRBRE F b A RokE o AR B R B TR
Bi8d > $3hdch hadTmi T 35% - Sk F e 57 2 Hal 0 ¥ 2
Fp S h AW F R A N ok B AR R AR R K4
HARBE S BGE FH FIF AR R AT 0 U E R R R E TR AR R AT e

LSRR e R 2 SR E AT R B R S e R
TR A P 9L A0 F Ao HA RN KT 95 230 F o A S H R
WS K APFOTE ¥ AR LR e B & Aokt B 5 250 < /QALY -

2. HHI#FTHaIES

HWL PPN R EREF Y bR BRI G SR F RS R R
[;Jm;_pi‘ﬂ\ R AR B enid F T a kg F L B[16] > K@ * oAt L B IR A
BuFRFAEE 64517 2 5l (Fohad (Tl AAE) &F BRAKD 0
?%ﬁ@’ﬁ%%v*mﬁﬁ@wm%a

PR RN A AR ST F AR R U KA AE AR
;/Q AR EERE LR FMT ALY ARAS R IAE: 3 U ]
E S i RSy SEE TR TR TS

o

(Z) 28 FRAHTe e B dER

A% w3 105 & 8 H%ﬁ'ﬁi%&%;}ﬂ;}igiféﬁ;%ﬂa f%é»:?‘"t £ =
CADTH/pCODR 17 2 gkt 5 SMC #1 2> % 2_ %5)%‘ FPHTFEHFL SR AP
107 # 1% 30 p £ A740F = MR raE B FRE S 487 7 o (National Institute
for Health and Care Excellence » T {# NICE) 2 W& 2L HHHL R €

(Pharmaceutlcal Benefits Advisory Committee, ™ = £ PBAC) cha B % | 5 &
RS HTH 4B 2017 # 1% 25 p o 2016 # 7 ¢ I RTERL o Fp A4R L {

2rdeT
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1. CADTH (4 £+ ) [1]

b £ X BERZ Fg B #4 #3718 4( Canadian Agency for Drug and Technologies
in Health > 12 ™ i # CADTH) ** 2016 # 6 ' cin® i 3F 4 2 WA A F WF‘]
Pl L RAFEF L S A R e e i g o AR R Y E R A
B BAFFEER R - B e f el A B (Blde Rk IR A
i % * H|[Long-acting P2-agonists > 14 T f§ i LABA]) v & 2 if ¥ 4] 0 B
% AF S oo f v V’F,‘ ® g o IR Hc >150 4 e #i/ul o # n;_ﬁ—i 12
7 >300 spmie fc/ul o 2 p A FETIT AA ARz - (1) w2 12 B0
;]ﬁ LSRR b Tg}%—giﬁﬂ% vl B Y BN PR T S ?iﬁ'Vi (2) =

@ PRéﬁﬂﬁ%m% TARRE IR N B 2 AL AR At 0 A gt T o

2. NICE (#®) [5]

FRR RIS TR AR B (NICE) 0 2017 & 1 7 25 p 2% F
ﬁ" FAL o FRFRFREY F7 742 % (patient access schemes) » et #
LUl B OPEY - "= B d IR E Fo D A A &,—jz TR
R 0 ¥ I 14A TR (1) e s B S 12 A,;ﬂf—i Lo g
300 #f m¥e #ic (=300 cell/pL ) (2) 4 12 B0 F A 4L e R &
AN 6RTEPEFRLCIREHABES (;L > * #p % > prednisolone 5
TR ) s o o A BRI 12 B0 15 F 0 50%endk g it e
FROFERY CORFEA[ DR BT USEF IR TF EFTRH - S o

f“ﬁz"ﬁ‘ BH S X FRATE L he B g M N nk L RA G "‘,%’ Eifte w3
2g) S W Bl 1l SRS éi v @ A FAp T % omalizumab ok 2

}

=R ayakiER o £ R gz._,z,f‘l‘ﬁ?}ﬁ*%ﬁ;ﬁ]; omalizumab ¥ & 5.eh(®* %
WA e X 2 F R e p R NG CHoR A R REGE S T omalizumab £ &
Foe 0 FIE 3R 5 - omalizumab i vt R £ e v o gREhE R AT
# % o omalizumab & & Senfe i g o4 0 L | L5 3 F TR RRE LT
PEEILI R APFNEETS &L o

ERGIRE AN Ll ’Liéii—‘ﬁi% - B R H o450 AR AR S vg # i
tho m FREPBE ol 2 Al R A A R F R A e PR RIEAPEOTH
E X EEEE S omalizumab 4c Jfﬂ.%%'f;mz\ At o j8 3 B NHS fr B £ AL €
PRAPBLERE ot R F RN - BE T A AR P SR 2 > 5 455
- BIEH o TS A 3_5% WAl Y B w iRk (health states) @ oisak s
e~ aEFHIoR D AR AR FISREIRTR 2 2 o RIRECAIAP M Sodka & &
p DREAM ~ MENSA {r SIRIUS thfgfk 5% > @ & Sihi & Ap b 2 78 51 S8
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4 & j&_DREAM Tk 325k ¥ JE ¥ EQ-5D 2 »c* & » i ¥ A #sc® @t i B
BERE A RANAS E R ARERE L 5 A H ARR Y B4 EQ-5D
et BA A e R ARG & FE BRI T A A {7 g E T2 A A (administration
costs ) ~ & 4= ﬂ\'fr@“’]ﬁa BE AR A o

PR TR L AEAMER] > A f 6 T AR

Bt A S A EF SRRl AR SRS I AR A E
PR R DRSS o AR A 2 edm o £ R € ATRF S e
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Note

TREATMENT OF ADULT AND ADOLESCENT PATIENTS WITH UNCONTROLLED
SEVERE EOSINOPHILIC ASTHMA

Patients are eligible to commence a 'mepolizumab treatment cycle' (initial treatment course
with or without continuing treatment course/s) if they satisfy the eligibility criteria as detailed

under the initial treatment restriction.

Once a patient has either failed to achieve or maintain a response to mepolizumab, they are
deemed to have completed a treatment cycle and they must have, at a minimum, a 6 month
break in PBS-subsidised mepolizumab therapy before they are eligible to commence the next
mepolizumab treatment cycle, or if eligible, an 'omalizumab treatment cycle'. The length of a
treatment break is measured from the date the most recent treatment with PBS-subsidised
mepolizumab is stopped to the date of the first application for initial treatment with

mepolizumab under the new treatment cycle.

There is no limit to the number of treatment cycles a patient may undertake in their lifetime.
(1) How to prescribe PBS-subsidised mepolizumab therapy:

(a) Initial treatment:

Applications for initial treatment should be made where:

i) A patient has received no prior PBS-subsidised mepolizumab treatment and wishes to

commence such therapy; or

ii) A patient wishes to recommence treatment with mepolizumab following a break in

PBS-subsidised therapy of more than 6 months; or

iii) A patient has received prior PBS-subsidised omalizumab and wishes to commence

treatment with mepolizumab after a treatment break of 6 months.

All applications for initial treatment for non-grandfather patients will be limited to provide for a

maximum of 32 weeks of therapy for mepolizumab.

(b) Grandfather patients:
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For patients who commenced treatment with mepolizumab for uncontrolled severe
eosinophilic asthma prior to 1 January 2017 and who continues to receive treatment at the
time of application, may qualify for treatment under the initial 'grandfather' treatment restriction.
A patient may only qualify for PBS-subsidised treatment under this restriction once. A
maximum of 24 weeks of treatment with mepolizumab will be authorised under this criterion.
Approval will be based on the criteria included in the relevant restriction. Following completion
of the Initial PBS-subsidised course, further applications for treatment with mepolizumab will

be assessed under the continuing treatment restriction.

'Grandfather' arrangements will only apply for the first treatment cycle (initial treatment course
with or without continuing treatment course/s). If a 'Grandfathered' patient recommences on
second and subsequent cycles after a treatment break, the 'Grandfathered' patient must
re-qualify for Initial treatment under the criteria that apply to a new patient. See
'Re-commencement of treatment after a 6 month break in PBS-subsidised therapy' below for

further details.

(c) Continuing treatment:

Following the completion of the initial treatment course with mepolizumab, a patient may
qualify to receive up to a further 24 weeks of continuing treatment with mepolizumab providing
they have demonstrated an adequate response to treatment. The patient remains eligible to
receive continuing mepolizumab treatment in courses of up to 24 weeks providing they

continue to sustain the response.

(2) Baseline measurements to determine response:

The Department of Human Services will determine whether a response to treatment has been
demonstrated based on the baseline measurements of the Asthma Control Questionnaire
(ACQ; 5 item version) and oral corticosteroid dose, submitted with the Initial authority
application for mepolizumab. However, prescribers may provide new baseline measurements
when a new Initial treatment authority application is submitted and the Department of Human

Services will assess response according to these revised baseline measurements.

(3) Re-commencement of treatment after a 6 month break in PBS-subsidised therapy:

A patient who wishes to trial a second or subsequent mepolizumab treatment cycle, or an
initial omalizumab treatment cycle, following a break in PBS-subsidised therapy of at least 6
months, must re-qualify for initial treatment with respect to the indices of disease severity (oral
corticosteroid dose, Asthma Control Questionnaire (ACQ-5) score, and relevant exacerbation

history). Patients must have received optimised standard therapy, at adequate doses and for
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the minimum period specified, immediately prior to the time the new baseline assessments are

performed.

37/44



Wb A — ~ R TG 2 )?Jc;;ggﬂgg bk

105BTD07010.1_Nucala

FHRE R l: Maty 253
y
Cochrane "mepolizumab” 35
Library 20180207  Publication Year from 2017 to 2018 (Word
1800-2018 variations have been searched)
PubMed 20180208  ("mepolizumab”[Supplementary Concept] 49
1950-2018 OR "mepolizumab"[All Fields]) AND
(("2016/08/01"[PDAT] :
"2018/12/31"[PDAT]) AND
"humans”[MeSH Terms])
Embase 20180208  #1 (‘mepolizumab’/exp OR mepolizumab) 292
1950-2018 AND
[2017-2018]/py 272
#2 (‘'mepolizumab'/exp OR mepolizumab)
AND
[2017-2018]/py AND [humans]/lim 69

AND
[english]/lim
#3 (‘'mepolizumab'/exp OR mepolizumab)
AND
[2017-2018]/py AND [humans]/lim
AND
[english]/lim AND [article]/lim

38/44



e E =~ R

105BTD07010.1_Nucala

f"c‘—g/kﬂi PENER ) Fr ik FrE% 3%
Tk R B4 ik
) Efficacy of mepolizumab | MUSCA #% & — BT ~ & A HME - = (7 4 ke - SE G | 5kt 2014 # 120 11p 3 2016 # 6 ¢ 10 p it 7 % § 556 % E Mepolizumab
P2 R TRA Sk 2Tk 19 B R RN 146 BEs | AR A RIS B o RRIsKEF(TT)F 551 4 (mepolizumab ‘e 274 £ ) ~
Chupp % + add-on therapy on PSR fF(h e g ER MR &4 % > 424 53 4 (safety population) 7= 3 551 + (mepolizumab 2 273 %) | v v 25 ¥ 2 &
BRAR O B2 K(FIND e FRHRE 12 B0 F | A R nART AT T R AR GRF (A RPHFL
April 2017 health-related quality of Rig* FHER > PHARE C Epmilfapmr | B)e BE v%’ A e
! . Iy ARERFIRE Qﬁ”ﬂwqﬁm%"¢*ﬂ s A
LB AER " o ox v o IR e
(B 2 # =) | life and markers of asthma R T T DR PSR 130 AR | R M 2 BAEA o AR E 24 B ;?-F,wvic;.]-im*f & 3k F R
8] control in severe omalizumab 75 & © v%’ i bR F R3] g | i~ R PEahL B (SGRQ #cit) - mepolizumab A RE BFMFREE | L, pp 0 W
R 12H Y oA Loy pskic@ 1 | Al g
eosinophilic asthma 300cells/uL B RN ERPE iR 1?5 Elfd ok | FHRY 24 FEAHEL R (B T Bt (least squares mean[SE]) | 4 & & iR
) s#c® T » 150cells/uL - mepolizumab = vs % [ # & -15.6(1.0) vs. -7.9(1.0) ; & = X £ -7.7(95%ClI
(MUSCA): a randomised, %% 1 L blgk i~ mepolizumab ‘e & % G ke % | -105~-4.9 ; P<0.0001) RO BXR
) HEARG SR B2 L Fe kEE mepolizumab(d | & 2 T2
- f fooe | 4 s
double-blind, T )R A R 24 . AN TR £ 0% mepolizumab % 4 5 74%% M AR
placebo-controlled, IR Fodp iR RR Y 24 5P x;é'g 2 %% i e R J‘ﬁ PTEFL -3 AFEoEF LK 5 FA (mepolizumab ke 16%(45 4 )vs. | x4
¥ 2 Rl % % (St. George’s Respiratory Questionnaire, | % & 4% 21%(59 +)) > 2 % # *F]& (mepolizumab ‘e 11%(31 + )vs. &4l e
parallel-group, multicentre, | SGRQ)#? &.&Qg; EA 17%(46 +))-5% mepolizumab 52 34 11 2 8%% B X iE 4 § SR HE
7 2% #(SAE) ¥ 1 F & # v (mepolizumab e 1%(3 4 )vs.% 42 3%(9
phase 3b trial K
2 Long-term efficacy and COSMOS £ » = 5 52 & ~ 2B ifif ~ 5 W5 ¥ oo [ 34~ 651 i i 31 ¥ -64% % % %% mepolizumab 12 (PMG ) 36% | o o oy y 4y

Lugogo % <
July 2016
@ xS

[12]

safety of mepolizumab in
ptatients with severe
eosinophilic asthma: a
multi-center, open-label,

phase 3b study

ZEZ TR RSk 2Tk 19 B R RA39 BTk Rk
CRE(LEMWRRE D AEGR) -
BELR G~ E4 12 fi(5) 2 ~ A9 2+ MENSA &
SIRIUS sk s saf = A R PLp 884 § AACR 7 i 12
AR B RERHREF ML 2 F 2
RN T ZRCN A E TS TEY BT T
100mg mepolizumab A T i Fis R - =k 0 3 FE% ¥ 48

;é‘%ﬂpfmi;é—%i’f«fé;\ iR 0 o A m;z;fgw*
B2 FRHRPFT > £ F 14 PR B - ALE
f; PR B2 % o

Jﬁ};“)zfjﬁ‘fﬂpv\ﬁ)‘—k if’*ifﬂ,’f&*@@“”&]‘pflm k1=
};F’F e dlRanEL . ¢ & E H M Fant 5] VACQ

Frhr R ¥ ~FEVI i % -

LR TF- X S| /r);"‘(PPG » previous placebo group) » 81%MENSA #5 &
19%SIRIUS # 5% X Ff—&ﬁwi% COSMOS Ff—s% 10%% f—sﬁ WhE% o YL
i F R LR »{(3% 19 1) e d R AT 7}9<"T DY XX P,
£ ind ek o 89% 52%%;;;%&5%.33?%%; 12 B A 18 B eh
mepolizumab ;&% > & ff % & ** mepolizumab PR (¢ =) 5 17.6 B ¢ (4
Bl 122 7 ) & §ok#s 99 4 (15%) - T3ofe & oh R 5 20.2 #(SD
139) o £ Rk ? f i d i R (¢ k) 3 80cells/ul(§ B
10-1900)

g o

86% s w2 AT 2 Y 5 10%(123 «)ﬁ:ﬁe&*ww o 14% % 3
ﬁ*?iéfl;%ii? & 5:15, SAE > ﬁx’# ELiﬂ‘ F },‘;‘3/‘2%‘3&@‘ & 1w 17(6%) -
<196(2 A VAL S B iksk E AP M o w kT PMG 227 PPG 4 BLinif o
X F IR&SAE R AR o

ABHERE IR E WA AL E A ONEREFLEARAE

= )
mepolizumab

#Hor BE v%’ 3
SR R
EF R Y
v 4 &

SR

2 4F

39/44




105BTD07010.1_Nucala

Lo o @k ® 163 52 % LRF MY - R F R AR o

FHEL T R F 0 L REETE AR IRERERFR Y v - R o

F AR FaBF % (95%CI)

P I B PPG(N=237) | PMG(N=414) | 1} % @ %
#% % 16 % | 26.9(21.7,33.0) | 22.6(18.8,27.0) | 24.2(21.0,27.7)
k% ¥ 321 | 41.6(35.6,48.3) | 38.4(33.9,43.4) | 39.6(35.9,43.6)
2% % 52% | 505(44.357.1) | 48.2(43.4533) | 49.1(45.2,53.1)

s
£4+ ACQ-5 22 FEVL i 47 » B % 87 PMG & PPG s i Fim s 5 4
IWH52% - R BFERERCHETRLEL -
PR 2 g 0 Gl 15 A 455 4 B 0 PMG g2 PPG e shi 5 it
Rl s T
#5% %  0-32 % (MENSA) @ % g2 1.94 = vs. mepolizumab = 0.91 =t
35k % 32-52 #F(COSMOS) : PPG ‘e 1.08 =t vs. PMG % 0.92 =t
335k % 52-84 % (COSMOS) : PPG ‘e 1.04 =t vs. PMG % 0.92 =t
B E E T R AT A (OCS)Y - ficind 45 0 B R B SIRIUS 3
s MO B 2 i B COSMOS sk I - @ ® » 28% PPG =¥ 32%
PMG ‘&= ;é‘ﬁ v BBk y 48-52 3k pF > ¢ 2 £ X OCS ;5% (COSMOS #
Seae ¥ 0 A ulF 10%s 209 154 K 45% OCS i) -
SIRIUS :#5% p% mepolizumab ‘e % ;sé‘ﬁ OCS #| & : 10.0mg/d=»2.5mg/d

% F Ak OCS A : 12.3mg/d->10.0mg/d
COSMOS 2% ¥ 52 ¥ ¥ » X ¢#f OCS A& 8- 4 * 3 5.0mg/d

3)
Shimoda # +

Nov. 2016

Efficacy and safety of
mepolizumab in Japanese
patients with severe

eosinophilic asthma

A7 5 MENSA @52 F {6447 L &4F1 D ?f\“%' =

fotbd b IR F eh o ¢ 42X mepolizumab F i ik R o

MENSA &2 # 576 = mITT >3 % 384 ¢ > 50 =(9%)F 32 & 55 f& (§
Bl 14-82 f)ehst g f ke p p Ah18 BIRAER Y v o p B H Y > 17
=3 % mepolizumab IV ~ 17 = mepolizumab SC~16 i~ 4% % &3]/ 5 % - 88%
RFFAERAARBR P ALFEARATHPELRRRLFE T B2
FoRiiz & p OCS M E ~ ff 2 ? vfirloy o splicd ~ A F FHHER
% FEV1reversibility % i~ ie » i - £2 S5 b3 (F T390 R F (4.6
= [SD 3.6] vs. 3.6 = [SD2.6]) °

RN AN T SRS

PASEE > B A

mepolizumab IV ‘& *% i< 90% (rate ratio 0.10 [95%CI 0.02-0.57 ; P=0.010])
mepolizumab SC ‘"% 1 62%(rate ratio 0.38 [95%CI 0.12-1.18 ; P=0.094])
MENSA 2% % 24 > &% i o

mepolizumab IV ‘&% i< 47% (rate ratio 0.53 [95%CI 0.40-0.72 ; P<0.001])
mepolizumab SC e *# i< 53%(rate ratio 0.47 [95%CI 0.35-0.64 ; P<0.001])
PALREELE TE L EL{r/d lein i il > 2213 R RH LS
G- R

Py s
T 5
mepolizumab

AP AE
B n
TRF R A e
R IR SV
843 b
X AR
ToAREALR
R

R e

40/44




105BTD07010.1_Nucala

mepolizumab IV : 0 = ; mepolizumab SC : 3 =t
L GH gt

mepolizumab IV ‘&% i< 73% (rate ratio 0.27 [95%CI 0.06-1.29] ; P=0.102)
mepolizumab SC ‘%% X 65%(rate ratio 0.35 [95%CI 0.07-1.894] ; P=0.213)
PAZFEE2 A ERT RS B RS Sp- R

pAxEY SGRQ #ficz A# BRI L BRI BY 5 Mo 7 Fefpmn
P AL 2 EE T ORFRCL

B Y 323k PF 0 2% A e 4pt > mepolizumab IV e SC ez p & X3
F h SGRQ 4 #'# AL R i+ (9.5 4 (P=0.083) : 7.9 4 (P=0.171)) > B2 2R ¢ %
Bdeif Ad i iy L& 8 oge di ) @k E % L2 (minimal
clinically important difference, MCID) & # -

S =R

Menpolizumab IV g2 SC 22 p A X2 H 30 in B o3 AT 242 R
%A e M (76% vs. T1% vs. 94%) - B ¥ L F S Frhp e L& Frh &
FOT 0 TR RS A R i (29% [N=5] vs. 12%[N=2] vs. 56%[N=9])

TA A 9%

4)
Magnan % +
April 2016
(ifs L)

[13]

Treatment response with
mepolizumab in severe
eosinophilic asthma
patients with previous

omalizumab treatment

AFT 3 %5 MENSA & SIRIUS #5216 4 47 453 £ %
¥ & R % o6 omalizumab J o X ;é—‘ﬁ » & 3% % mepolizumab
Jo P pc A I o (B » DREAM 3% shR %] > £ 353
S B AR REFERELT LT @
omalizumab =77 )

AETR LR FEE O B FHRT RS
omalizumab A <+ %130 = » @ ¥ A A o e
» 5% A B 4> omalizumab i 5% o

TR LRI EEITT S~ ;pv]?ﬂ o

IR E%T £ F 711 % ;éﬁﬁt%%tﬁ 45 B 5 576 2R A MENSA
B 0 135 =il SIRIUS 3¢ o %3 X35 8 %) 50 f (4 1) 12-82 f1) -

i MENSA #5% ¢ » § 13%(75 )= ;éﬁ B~ 3EB T $ X 1 omalizumab
B iR PEE(P ) 12 B0 R R 067 A MR SR

AP 75%h R F o R o B AT A Y i omalizumab s =t 4
W 3% i omalizumab U5y ehE ;iuﬁ fe & F vh PEERF A S dFEF R R
#F F| A R £ $ 5~ FEVL 2% ~ ACQ-5 & SGRQ & 21 ~ IgE £ eosinophil
BB RF R EHRT - 2RI GFTREDSLIRISR > T BHR
X ﬁvrl)';‘aiﬁlﬁii o

% SIRIUS #5% ¥ > 33%(45 1) ;éﬁ A g % 3 omalizumab Je o 0 ie
HPER (Y ) s 8B o R 37 (B2 A HF L SR PR
FlAief £k o A Y 548X 4B omalizumab i hE E o B v R AR
&€ ~ IgE ~ eosinophil #icig % 3 -

J #2(OMA:omalizumab ; PBO:placebo ; MEP:mepolizumab ; RR:rate ratio)

A

B 3 MENSA SIRUS
YR * i R * i AL
a3 OMA OMA OMA OMA
o PBO | MEP | PBO MEP | PBO | MEP | PBO | MEP
n=21 | n=54 | n=170 | n=331 | n=22 | n=23 | n=44 | n=46
233 | 1.00 1.62 0.86 248 | 165 | 1.79 | 1.28
RR 0.43 0.53 0.67 0.71
95%Cl (0.21, 0.89) (0.41, 0.70) (0.36, 1.23) (0.45, 1.14)

[SIRIUS 32%]
BAHEAP 0 E% S 20-24 P X FHE M OCS i * vt b
[ OCS* i | it * i OMA | A& * i§ OMA |

AEEAWE
RETOEWA
W E R E
omalizumab 7
P )
mepolizumab

El IR
Bt ok
[ 5 P

A HIR 3L o

41/44



http://homepage.ntu.edu.tw/~clhsieh/MCID.doc
http://homepage.ntu.edu.tw/~clhsieh/MCID.doc

105BTD07010.1_Nucala

n (%) PBO MEP PBO MEP
n=22 n=23 n=44 n=46
90 - 100% 0 3 (13%) 7 (16%) 13 (28%)
75 - <90% 3 (14%) 3 (13%) 2 (5%) 9 (20%)
50 - <75% 2 (9%) 4 (17%) 8 (18%) 5 (11%)
>0 - <50% 3 (14%) 2 (9%) 4 (9%) 5 (11%)
HE R 14 (64%) 11 (48%) 23 (52%) 14 (30%)
F bt
ERE: Rk
R

Lo e A

Foehid1e 4 5T (ACQ-5 & SGRQ)% 3= 4% % A > mepolizumab =4
FE A 5 e % > A XA EFE % iE omalizumab 258 0 2 2 g 2
R P eyt o

R /I;Je AR/ S A AT [ﬁk

®)
Cockle % «
Dec. 2016

(B £ #%2)

Comparative effectiveness
of mepolizumab and
omalizumab in severe

asthma: an indirect

AT 2014 £ 89 (702005 70 LR - K o
i & op Rk ﬁtt:‘_vﬁ;kﬂﬂ)ﬁp“" AT -3
mepolizumab(MEN){- omalizumab(OMA) * *+ B & F v4
o AR M TRk BB (RCT) & B RS A 195 46
Fnp dhpooc/d 2 AR AR 2% T A B
IR o

Pra@>12/k b3 £RF 4 oo

overlap population: MEN £2 OMA ' # 12 i *

Hhr T B }F?c_»i’ mepolizumab Ap & (4 % 3 78 RCT)~29 % = );J:_vii
omalizumab 4p B (& 5 19 3% RCT) Ak » ch 22 B sk % ¢ - £ 3 4554
TV M AL D& o ¢ 7 mepolizumab 7 MENSA #2112
omalizuamb 7 INNOVATE ~ EXTRA ~ Chanez et al #5 - MENSA ¢
INNOVATE 3#5 #3712 4% & overlap popoulation = trial population #c#y »
EXTRA #5 B+ 14 % i trial population #c¥3 -

o

[& 123 iF]

Bt A 47 &
R ¥
Ry
13 5

[7] treatment comparison - - . . - .
trial population: &+ 12 & * MEN & OMA (1) 4% overall population > & 38 # &% 2§ £ 8 (rate ratios 0.66 ; | mepolizumab
3¢ f overlap population %% ¢ » omalizumab 4p B 3# 95%Crl 0.37-1.19) - S vk &
St B p A BORR R AR > ST MR IREA I | (2)  £4 trial population - mepoluzumab # JR# i (rate ratio 0.63 5 95% Crl omalizumab 4p
EED B RRL R o~ i AT 0.45-0.89) - Fo& 2
1: MEN 100mg SC 2 % omalizumab [ # ] F2IMARF £
C iR +% FH AREROLIRLG LR o 3o
Oiikfreipthe HIPARFELF FF - EUHF TR | £21
& Gfrent b 0 & R odp RA1EE HRQoL ~ SGRQ ~ | 5487 3 0 & 37 # % & overall population 12 2 trial population & i % # 4 45
Aes ~ SAEs % o ZMiLF £ B (9 7 AEs & SAEs #4p1k) o & &> & omalizumab = 3¢ 4
tptt > mepolizumab o 3E K § ST A F G 2 RE FTNREK . ARG
7 AEHRTFEINA > A ARG L
(6) Comparison of ARG - R RALESTAY o SR w5 | S B gk M F R Q0TS RTRAER(Y S R S EAEE | A B R K
% mepolizumab ~ reslizumab ~ benralizumab % % 5-3p B | i#5k) > & E 3421 =% W o B EE 60% 5 A TioE g 473 o~ | 0 IL-5 FEdE
Cabon % 4 anti-interleukin-5 therapies | Tk %% > * rOC UGB ES R Y 3 BARHRT 0 | THBMIE S 28.0kg/m? - o g fed

2% A BSRBRE F R A AR ERORR %

B0k

;fv%’)rﬁ&rﬁ/é,

42/44




105BTD07010.1_Nucala

Oct. 2016
G T Er

R 2 fIE %

in patients with severe
asthma: global and indirect

meta-analyses of

£ % & PUBMED - MEDLINE - MEDLINE — IN -
PROCESS » EMBASE ~ CENTRAL % § & F# & » 0%
1990-2015 & 9 7 [ 113 % 4 & v ko

3 Rpondpths EEEMFFS S FEVL 14 - ACQ5
F oo drk AR~ BEESKE R TP A o R OSSR

LR et il

2% RRIAR Y > 2 3F BT L A B R M 40%enE & g 1T rate ratio
0.60 (95%CI 0.50-0.71) ; P<0.01 (I2=0.61 » 11 “E ¥ »c |2+ )

[FEV1 g2 3L (8 4p ]

L AR 0 R 2 Iﬁé%‘p‘?i;éﬁ g1 FEV1 & » i » 335 pF 5 0.09 2
(95%Cl1 0.05-0.12) ; P<0.01 -

i e L
HEiie o
W L e
Mepolizumab ~
reslizumab
benralizumab

i f//‘f) randomized AR IFAE AP o [ACQ'S = iEv] e ;‘&“’ & i
[10] placebo-controlled trials B EB AR o A g 4 0.31 4 (-0.31[95%CI -0.41, -0.21] 5 P<0.01) - F IAPIT o
[£ 4t 2 oo & 3R F el om A A 45 (>300mmP/L]
SN YR '
# & M4 15 rate ratio 0.57 (95%CI 0.47-0.69) ; P<0.01 ; 1>=0.54 -
FEV1 # 4 0.10 2 (95%Cl 0.06-0.14) ; P<0.01 - =0
ACQ-5 4 #c* i 0.33 & (-0.33[95%CI -0.45, -0.21] ; P<0.01 ; 1>=0.21
£ 2P
= ¥ 52 % 244 RApiT(AEs & SAES) -
- D BT _ WA e, A 5 % s o s s | £~ DREAM - MENSA - SIRIUS - Haldar et al009)% = 7% * ¢ 7 | w = rr a0
@) Meta-analysis of P ;ﬁk Lo A AHF 2015 £ 58 r kSl )J?cfwﬁ;! 1382 R L REF T RSG50 A ek f cé'f%l'?)(i &'9?17-24 P i 5% TR AR
Yancey % 4 asthma-related = 5 & PubMed £ ClinicalTrial.gov % /il ® mepolizumab | * °f # ‘=it s st dic® & 230-350cells/ul A ~ig » sas - & HRER Foff | 0 8
3 1T=x #e(T 39) e 2.9-5.5 =k /o 3% # 4 5 mepolizumab # % §i5/2 (75mg
Oct 2016 hospitalization in B A R W A RERAT Y 0 L& P PG A 17 | 250mg & 750mg) ~ mepolizumab £ T i 54(100mg) ~ % B - 36%% e mepolizumab

(B £ #%2)

(1]

mepolizumab studies of

severe eosinophilic asthma

mepolizumab £ % F#| > A% fﬁf;&‘a:vg [ RO

LR RS & R RN e A

xR B T RS -
(£ % 02 - ARE TR AR/S &P i0R v 6]

Rt BT MEP
(75mg IV & 100mg SC)

A PR iR PR

N, % N=42 N=58 N=26 N=43
9.5% 14.1% 4.8% 8.0%

[mepolizumab 75mg IV & 100mg SC vs. = & #/]

relative risk 0.57 (95%CI 0.39-0.84) ; P=0.004 -

215 |AlAp Y 0 E % mepolizumab 75mg IV & 100mg SC # 14 * 4 43% i fa
1&ZinFv bl e

L BT L
50% fx £ V% [
Gl o F
T RN L]
R 0

B o

43/44




105BTD07010.1_Nucala
FR A H R LA LT

it = NANTR v RI0R ek

AR R

F‘f Bae |
(233 P ) % i

Pubmed | #1 | mepolizumab 341 3
(2018.2.2) | #2 | (((("Costs and Cost Analysis"[Mesh])) OR 234,713

((((cost-effectiveness analysis) OR cost-utility
analysis) OR cost-benefit analysis) OR
cost-minimization analysis)))

#1 AND #2 5

EMBASE | #1 | mepolizumab 1,553 5
(2018.2.2) | #2 | 'cost effectiveness analysis' OR 'cost utility analysis' | 203,305
OR 'cost benefit analysis' OR 'cost minimization

analysis'
#1 AND #2 o
Cochrane ) . - 1 .
Librar Search Title, Abstract, Keywords: mepolizumab, limited
y to Economic Evaluations
(2018.2.2)
CRD _ 5 -
mepolizumab
(2018.2.2)
INAHTA _ . ;
mepolizumab

(2018.2.2)

44/44






