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6.2.6.0malizumab (%= Xolair) :
(97/6/1 ~ 100/6/1 ~ 103/10/1 ~
111/2/1)

172w

(D12 b2 —),?-")_f?c_g\lr,\l&

RGN AL | A A AT
mg«ﬁig;w@, rvm;
%%w%w BR o G2

%ﬁ**i’%@€

s }|J 4

=S E

/,.

Lok s ¢ B 1 5 B AR
WA G d B F% (Ao
skin prick test) £ 42 “t IgE &
% (4= CAP~MAST ~RAST ~
FAST -~ ELISAtest %) % $
MK )‘@_&z o

Il E ¥ T LA 3k 39 IgE
WSk iE % o ATk v Total
IgE # 5 % % & JF 4 5%
30~13001U/mL> fe & * FoIgE
WA IgE B ME A A
xa(103/10/1)o

e ¥ % 25 A&

‘%ﬁ

#
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4.7 % 32 WL FAFER O EARY W R F
TR EARS TR .

Har

L FEN % s e RY v IR > L AR
/r’)é‘ ‘“F’D/r’}é‘ ‘;:LF//F’}%m;F Vﬂd“u’:ﬁ'lb
Mg o

2. Tdoig o einip gk ) dp 18 & GINA o4
51 Step5 2 H4e ° (109/11/1)

B &|( 0 & < 3400
mcg
belcomethasonedipropionate/d
ay 11 B AR
AP EHE G AL A
800mcg beclomethasone

dipropionate/day R H
q%%#kﬁwﬁiﬁi)
im’*ﬁv«,p}%‘ e
v = Al & (B
2-agonist) ~ T PRIF FA% S
~ v JR theophylline &t Fwv
ﬁ R oot I
v P w ik F R I
REE (7 420 Wi s
5@2@2 B p #/r’ﬁ:’)ﬁ 'J
] ﬁxiﬁ&:ﬁv%}jg}’;?f%
IRk ~ R LB
FiFAZE2 KA B L
Pt iER 2 Hrd
#)(103/10/1) -

2

133

h'p: 3 ("’\“ )‘\Tk' \“ =

NI AR
ERF S F ]?5% /{)‘?’E
ok R T

FEV1reversibility 4z:iF 12%

13/138




112CDR04028_Dupixent(0 0 )

213 %t EH 40 200mL 12
oY AR FEVI
# 4 20%.2 + (103/10/1) »

iR | EaTe (30mg/ml) (100 mg/ml) (150 mg)#7 & % 14,234 ~
R 3% 5 63747 A 37 5% 32811 ~
GEHZE L RAZ 12K P ARE CAH | B O3 HEF 4 - |12 g2 b ER | B r 2 gk 300mge 4 %
%A E £ % 400mg (200mgQ ;1 &4 # )~ 18 | £ TiL4 30 F 5 % 4 ciNUCALA 3% | /18t =
d % ok FH B 5 200mge & 23— o & F |FASENRA» 2 t55 8 | #E 54 4 k- S0
R A AR FR R AR o s 4 - SR TAs30 | AF S AR EINE T
AEHFYRIEARR A KK | 5 FASENRA - B+ 100 % 7 o
hp AR EEFREATLEHEH
AP A Ao A2 @ B Az
¥ % 600mg (300mg ;3 &4 A )~ {8
FHE 5 300mg o & 2k - =X o
2. 6-11 #ops A HIE 15¢<3o o7 :gf ;
100mg ~ # 2 ¥ - =t & 300mg ~ + 4
¥- %o =30 o %«g » 200mg ~ & 2
i
T A2 FE Wi P S Po I gt B
AR | e w3AME AEFTLN | E 4 FATLE32811 | B 4 3AT 5 28,468 & o
[ 63,747 ~ ;2. t54F 41k | % o

37 5% 31,874 A o
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$4 BERES G 1Y)

LE RV RER

( head-to-head comparison )
L 1S .

(indirect comparison )

HEK R IpARY ARY BhFOER v Y

. . v
AR E R ERIEE Ay v v
S b R

i

]
9

e
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Fo AR FRAHER LR B

CADTH (4 £+ )

A0 £ 62 2 112 & 20 2
LZREEESRFER (B0 93%4 98%11 {4 &£ 5 § e 2
i\g%\ﬂ\-»;:%“ 154}}";#@15) TR TEAEEFRT S 4R
,g,»]r.;k dupilumab &3 Fde SaaFfriz > * 20 6 R b 2% 2 A F
/V*ﬁ’x]“*ﬂ w Ik % Iﬁ,’"]‘\' v PRA B R FEE (OCS) i&if Ak
ﬁ‘_ﬂ»%}?ﬁ e o B IEE BN TR AT R R Aot
;);
1L E& 12k 5 &2 & F g4
(1) A=dpnig * i it % - Al k/“*ﬁﬁtf*” n IR # IR
Agite @7 BHER L mmm (ICS) %2z -
B(F) N FeirdE 5 (4w LABA) iv@ 2 & ®
ALEA&
B.TrlzA R &Y -
a. 4 12 B pop L rf At s sk g =300

A
—
F

cells/uL » #
b. i A mvj’ fadt v o 3k #ic & = 150 cells/uL

(0. 15x109/|_)’ P e BE LT OPRER BRSO 5 &
& IgE30IU/mLUF P LAY TR
MR TR (127 p 5 A K 7 TRIGES P
# 2 IgE)

o

C. &R 44 < dupilumab 7o o » & JE = & - (75 2xin
FALAIN SRR E 4 P g R A
A

(2) AzdniE * i v R A AT ERE (OCS) & if 3
i 67 pfETIR* OCS > & B 4> dupilumab /v
Fewow F¥E p LR OCS 5 3 35 mg =
prednisolone £ % »<#| & A F 4 FfF

B. TrAamB LAY - 50
i mv* e e o 3R ik £ = 150 ceIIs/pL
(0. 15><109/L)’ P e LT PRETFER ISR
b. & IgE30IU/mLUF » P A T i{;r_
MR TR (127 05 A K 7 TRIGES P
#2_IgE)

a.

¢ Fluticasone propionate 500 mcg =% % i A 4 Bfg 12 - o
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(3) H* s
F 12 B0 AT R e k- o R 4 AT
dupilumab < B > J € * A8 e e IR B R o A
fs i I AN T - FRpFie g B
A B et B phiE B pt L A B 0 i 12 B e
FrEdndliig e g oo
B.B2X v tddr 12 B2 m»} EEAR TN A Sy e &
e H o pRaFRT LG B AT 2 o
C. t#: dupilumab m%mlz BIHE - FrEEESEIT
(asthma exacerbations) ir=t #cp? &g 3 4c o
D. - f& ¥ 42 OCS ipf g 4 » & dupilumab /-
B 1237 218 > 2 OCS & E A" o
E. w4 OCS i e ¢ 0 idex dupilumab io
J%ﬁ‘r%"’r’?’ﬂlZ B2zt B OCS HE 5 " » (e A
THRaRT L - Head AR asT 3 oo
(4) Hiixi
At ZEd Fehioh s RRE -
B. Dupilumab 7 {8 H is j5F & wh chd o WA EH ¥ o
2. #4631 1 fipi
(1) Asdsid * i i
Dupilumab * »>+ 6 2 11 & & F % = "']E\"fﬂf&f“}w n Ik £
RAZFEFRpL > D FE T IRER
ABe e B B indy 0 R AURA @ IR o B in R
T A EXEY Y I BAE ICSE - 3§ i H#E
& (4w LABA)» & - Hjpi¢ * 3 HE ICS -
B. s 4 V%’ Felt v i ki ® =150 cells/ul (0.15x10%L) -
C.opt fehmizirdl > b2 12 B2 HF > 2 IR
- XL AT
D. B 44 % dupilumab /5% 3 o & Jf % 8 - 23 ping
Pt RS o R E A g P e R B
) ik
F 120 EATEG LR H - F o Uk Ep A LT
dupilumab o p* P& > Ji i€ * 4p ke eh AR B R R 4
0 X B VT R R L B
A Brdednr B2 pRE R R X A Hiipt o i 12 B0 n
FrRE AL e o
B. 822X o ddr 12 B 7 of s dlR £ 4 dcp 2k
s pHRFRS G B aET o
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C. 4= dupilumab icf cn 12 B 2 B R > § v 128 1%
% e R A o
(3) Hwixi
A. B o 4’5 ié‘vf)%fff?"i' :”56;7 5 vﬁ»vlﬁﬂ_g;%ﬂ_%g B g\
SERUELS S Y SRR CINREY F R
g5k I -
B. Dupilumab # {882 # @ jssf § v chd $ gl H * o

PBAC (/£:) R E 109 £ 110 24 o

E R ¢ F & fcdt dupilumab > i #8812 o b o o pR A FTHT

"ﬂ;ﬁ% i 3 R AE A R R R A E L 3R
FoAS A F R A iRt B T SRR (F FA R

P HRES BIRYZARER) 2 0p T 4

R Mgk~ o £ BN FAFSAeT

1. 4= g *

(1)@ * % %
A RTR A 0 R o Ad e LR EEPBS B A
o4 P W R B SR R B E - B AT AT o

(2)i& * 2%

A%&E&Qﬂ2%~§¢%§&i$ﬁ“%4»Zﬁnﬁ
PO by & F S pFipriid 7o
[  WEAFPFELEIRLFA 2 5F - & F
FPREL 6B > &> SEREFmz i P EGD
8 o

B.yg«,&d@a‘fs%\%’ XiBPBS Lz 4 P mE L LA
ﬁ%‘-’%-‘}?ﬁ?‘{*’ 2 '?1‘ ’-‘]]%& Aw g SRR PBS%T:&P?',’&
itz 2P ARET SR L SEREFER

C. s 12 B & > gt cha ¥ “i’ﬁ-‘rﬁ'ﬁ v w3k E =300
cells/ML B i 120 B p AR TIRAY

rwg«é%r-mn% A ‘“J’}’j’xf’} v x IE#cg =150 cells/

pLs &% > w4 12 B0 F o 4w IgE=
30IU/mL > 2 s e pav g B =8 F (atopy) ik Pl
By (do g Bh=x pl3# (skin prick testing ) ~ 4 8 i 4

¢ Dupilumab ** 108 & fEE R et 3 F ¥ if g 0 3 T E & 12 ko [ R SN 3
Formom A ied 0 R RLG T OPRAE R RE )5 v op 4 2 AR e

PAR GRS RP RN IR R o S5 3 AL Tdupilumab ® et R chdp g ok A
J.7 % >t benralizumab ~ mepolizumab £ omalizumab % = 58 1 #2 5 | dnpit 0 £ F 2 R Efhie
B & 72> Ddupilumab shja 43¢ 224 7 7 200 i 2 I RS Sy FERHE R o F] o ek
% dupilumab - & g %" AN AR ek 2 2 A ﬁliﬁéﬁ ( cost-minimisation
analysis) > Rl & R € 7 V4R B £ A F e % o
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Fu ta iv] (specific IgE )) -
D.-‘}fﬁ‘ﬁﬁg EE DR NI F b Bl S N R
(72 o@EHR )y edva2 e hfofrlich®ES
FRT 4’5 EES _ﬂ.}?‘i,‘iﬁ °
E. i g Tast@? e o 7 @AE 323 - 2
Boefed AR F SR H 4P 2 @E Y 29 PBS ¢
A UMES -
(3) ik & £
VERSS S SRR MEUES S 0 M
PE o BEERE F o p L % R -
2. i
(1) * % %
B RE A EE R
(2)i¢ * 2%
At EEZ12 o
Bt FRRBL AFERILRPRARE  FRELH#H
E e
C.réTHER™ FeK DRI ETT FTALE 243 - 2
s AEHF 20w 4p > 2 @ 1@ PBS ¢
S A URES -
(3) ik & £
TSR R AR S B T TR
P 3 REBRL §ip ¢ 5% F el o

NICE (&= &, )

A E 110 £ 12 o4 o

% B ¢ F & Jcd dupilumab &5 fif 4 %@;Jf.%:f;%;é s ko E e 12

M SR HE G ML TS B R el 0 VR

F Al ey - A L F o (severe asthma with type 2

inflammatlon):)f% AEyakh B jB g B A TR

1. Az4® & 5 400mg > 2 {8 # fp— ¥ & T 1%+ 200mg -

2. #q—i‘/p«‘),%fm:}]% A S ﬁf—iﬁﬁxi%ﬁ'gm@ﬂ‘%é
(optimized standard treatment plan ) -

3. it e il’i“%’;ﬁ“i'l“ié & IhfcE F =150 cells/ uL~*2 5 - %
it ¥ (FeNO) #i& =25ppb (parts per billion) > @ ® » i3
2B HFE S/ e = fF el &g iro

QQMMmb&E@E%ﬁFﬁﬁ?ﬁ@&i TRlG s iz > * W E@ 12 ket 2 5
e&eeef%@e*’¢%e B %A N E e SR AR AL T AR
;eeeﬁg,weeierﬁe# Plfes fprf ity SRR A B Ao/ f - F 1

3§'JF§J
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4. & & g/ 4 A @ £ 4% £ mepolizumab -~ reslizumab s
benralizumab io % o 2 F 0 i 4 R IR ET T G B R
o E B E

5. B ARER ERK CER) "

it % dupilumab ;o 14 12 B 0 0 do% § R B E & F (PR
¥ AT 5 50% 0 B)E &k dupilumab i o

Y- 2533 WA XE%F (National Health Service,
NHS) 7 .?:P.t}\ megﬁﬁw » P3P 106 E 3 0 B o 2 hgc §
{ Commissioning Medicmes for Children in Specialised
Services)» - B E & B L TV B A ) B ERT I EL 18
o T oo JR A - TF R 2 (crlterla) T R w 38w
(condition)' - B22% » A R E L0 & PR iR o R > AP T G
Rrate® 62 1 fpd b iFEp 5o 2RkEnEF i
R N a5 RN LA P2 e N L

i

: CADTH % Canadian Agency for Drugs and Technologies in Health 4c £ < # 5.2 FRA TR Pt
pCODR & pan-Canadian Oncology Drug Review *r £ + #; % 1 & fo 3% 5 e s chig s > 3 2010 # <
5 CADTH ehg (T i » 4 & § 3%/ 37085 fpk #9p 2 * Aok g
PBAC 3 Pharmaceutical Benefits AdV|sory Committee % &% 13594 R § D3R
NICE % National Institute for Health and Care Excellence B it & T B 5 4557 § [x m‘ﬂﬁ"‘—’, °

"NICE #F &2 A3 f £kl TR > T RF 7% H o
Pgapre 2 (T VERF b TR
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FLEBA CHMME A PERERY C FEAREGE
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<
G SR LRI AR 112 ’wé%é\%fﬁ ki
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TR o pE-RESFP T f«“‘?}iéﬁ'ﬁmfﬁ‘ﬁiﬁ’f-'p%ﬁﬁ? ' P A
*?r‘%ﬁ%“‘w(u“‘ﬁ??f%ﬁ%ﬂ'») A ARFIINA 3L o $vaE Fizﬂrw&f

BPIRP L EE e (T RS ) SR ZRTE R PR E HERE
o g EERFRSE o A2 BRI *%Ifiﬁﬁwﬂ (ra™ 4
AFL ) REDABEFGEFRETL APFL N A A S SN

ﬂ%%%i%Aaiﬁ%%ﬁ*%%wa$d?ﬁ%wﬁ°

AR 2 cﬂlﬁfr@q o ,Q?}%,}i;}i’f_,— GEE HAXER T2 TRt BLd
O RPEE AR RS R TR UE FRe Y B2 E S AR
B N LT VR ST
?g_ﬁ,zk-,p F350 7;"_‘?5}% ARz ko }F‘s Iﬁﬁ@ﬁfﬁ&fﬁﬁpf%é\-im/r%

%

7/

-

- ~FERA

~ % # 5. Dupixent (dupilumab) *+ 2020 # EE AR B 35 ¥ 0 B ow i
TR FEREANR B R L FAUEREAT LEERARE R EZ R
g B e fcdt dupilumaby * S EE 12 K b2 2 PP ER B HEA K LR
PR
IR

1==\+

”*%wua&ﬁﬁﬁx@nﬁ&#@&@ﬁ’i%ﬁ%%ﬁwailyﬁﬂa
F,J’R}%E ‘\}?’}E /\7}%‘ iﬁﬁ“’l‘]é?ﬂ%}ﬁhli r.'ﬂ-'o

=~ B Rk R I[1-6]

F b (asthma) - fEad &4 v e Rt g By &4 5 £

PR Rp2 a7 § A 385 rdupllumab gk bz E&i‘* oA s o A RN
Fead 5vd o asthma ~ “severe asthma” & Bl 43 » & Google ®Re30F 31 & 4 35 B ATe0F 3
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i Flig A d KRR i (heterogeneous disease ) » 1 & #pcH Mg et &iﬁ' AN
AT LA/ AL BT EFER R D BR T P OTRR R el
PECFIER QR S R E 0 T 2 RARAR G F R R (expiratory airflow
limitation) i c #FRFeFF L DT A Fl > ¢ BB FZ (IrBTA T F 7
4ovSFE) S BREFIE (AeF] 5 L PRI PERR & RATH ) B8 A s

% o

g%ﬁr&@zkw%ﬁyaﬁﬁa¥iﬂ'oﬁﬂ@’wwpo+é%ﬂ
FPERAAS VR RGTHERBREFAI TR R R AT
FRVERE F IR ADTEI R 0 A A PR 14
ﬂ@gﬂﬁ%%ﬁwiﬁﬁrﬁﬁﬁﬂ%vﬁ? Ammﬂ+mw@$wmp,

i

ERLET S F e ant ] 5 157%o;km,.c4' CF mp—}'bhixﬁmﬁ—}ﬂlo%
¥ 400 2015 & G TIH F ene ko 245 2000 & 3 2011 F ik i TR R il
%mﬁﬁﬂfl8ﬁ*ﬁ4mﬁﬂﬁ > d 2000 # 1 7.6%+ < 5] 2011 # h
11.5%[4] -

F R B L A UK I 8 g

s ﬁf%’fﬁW$ FoE R 0 F S s A R & AP T e R i

JEAR o 41\75:}];‘5 =X :".Iﬁ,f?v;f‘u”%ﬁgﬁgéiﬁ;e X FF D ’u‘rm”—“%,*q,;ﬁs

A mf'f* rro?é?’f;l‘fi% At §E 7% %> 4\"& ‘"‘@/r’}%‘ﬂ AT —} o TR F R AN

i A F smAndlie R 8o ¥ POERRILF F“" VET e @ TR L R F R E L e
is

Friensg B oo f rmdndlaeg " (:fi;{*\#i%'lﬁi}ilf?% KA LIk & O

vi'#ﬂ 5l (2023ﬁ 512[1]) ‘@/r's&azl Tg«/ﬁ: %o § € (EuropeanAcademyofAIIergyand Cllnlcal
Immunology, EAACIH) % 4 -2 5 A % 2 e § o o cdp 51 (2021 #55[2]) > 11 2 4 £
<599z 4 ¢ (Canadian Thoracic Society ) [3]% s 5 & chdp il « AR > PATRS I o
mwzz&ﬁﬁgég%%%r;ﬁ$&%wﬁ&%ﬁ@w<mm&£MDJﬁrm%ﬁ§%
5§ 2Rl (€S- 2RI &= 08-S 93 |5 PERNPE r/%‘ug 3 JT*? AR E R ﬂﬁﬁ?%ﬁ
Ban [ SRREREF AP RS (2019 £ K[ e BAGE ) L RESARE Lk 5
v % GINAdp3l > TAERAPRE N F o 1A & K973 ‘fpm~l§,)@)iﬂ1'§ };i CFCEESLER
T d R g A [ERIsE - E-L WA %f“:ﬁ‘g\a‘ﬁal%@ AG TekE 1l ks 1z T12 4kt
FOEALAAL  ABERLIR -

KRR B AR RO L F G RE T F A PeE R BAR  F R R
AR A

D E00 R g s AR G2 T AR (TR LAQE 20% 0 @ EPR - I A B

CRE A FE LB P AR R R ] 5%[4] -

MR R TRR AR S R PR RS REF RARTR 06 1 11 K2 g e
’J‘-lp TR A E R Ak o RAREEET - R

R E s 1 S CE L‘z#” YRop A RS Eh TR AARR 0 M LA IR
}i}} R~ fmﬁiﬁi AT At ARR F R B p A AT R B ARRE S A
TR SR Iﬁﬁil‘l& »I‘M* ¢ FF 2 Fend 3 (8% o FebirdlieAt s ll%w oot Uk
Al o E TR REA 2 s B FS ) [4]

OSSR F A A KR D NI R o Ao A B B R 4 0 FEVi(forced
expiratory volume in one second)#c it % i o ERIIEFRF LS P A B EPF s Bdniok 36 B2
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e RAR B R AL (e r BR O HIVBOFRE ) S Ve Bk A R A 2B R
Eiransy (Wf i FF0) 214

%Fq’ﬂ—\llFJCAiffkpz\mml y}f‘;{;; ;{;3/\ I’]pic,,izjfaw_&&,#gﬁ v o
I IR R A 2 g AL R g A AR ﬁ%#ﬂﬁiq%
# & § v &g 17 (asthmaexacerbations ) 8275 » B %0 § 25 5 B4 2 2B e s
K ET UL R R T EALERE T BT ook E 'au,r}g};ﬁ o F] L
e P RA &S DA uir%ﬁ@m&%%mj’w%,mwme%&
A EHFCABFLEEF T BEIR A Frp A DBk RS
BF R WL A hx @ 1 [4]

Foh BB A R iR R e PR R RS S RIS R
- BFRFFIEDEREER > AoB] 197 -

o ERIEHAEREF
fEAR (ERHIHEE )
o BIEBHE o R A SR ISHIEG
o BIfER o BARRE
o FLDAE
«BAREE

o SEBREm

o EEASERBET

mlxl,( 'p%"?’rﬂ.ﬂ(g?q'?,,l}if%[4]

LE R ISRV 0 B A IR R A B A kR R 1
B3t i Rl (12 hud F b Edd Eg 4 ) Bses (6 A 11
%%i)%ﬁo@i%i’@&@%ﬁﬁgﬁa@,@gﬁﬁﬁ% g
BPagE s TRISRF B2 A SAREIR BRI ﬁ’%ﬂ‘}?ﬁ/‘%ﬁkp i
£ 12 b g aaaEpt o BRI IRHE mvxﬁﬂ']%ﬁr]ﬁ? »et -
A2 g A4 &t c#) (inhaled corticosteroid-long acting B2 agonists, ICS-LABA) &
Fi v o pR% Fps (oral corticosteroid, OCS ) 18 » 4% gk % #8 I Ao/ &8 K v »
BRI 6B P RBEIRR MBI TREF R, BEP. L

f& (5 ﬂ!:ﬁfa AR A BFFAAROR ) 2t > R EFUFFITE R G[4]

P h TRE R R dlE R 2 S AR o R R R T TR e F R4 TR F AR
AR B s BB Ak MR S e FARE R R L 4 R Y U E R
E*J:,ﬁs;‘%%if; Br(32 6B ) k2R A F ol E R B RF TP LR F
L&A E A (1)F§)§$ J#Fl Sd ST e EaRkis (ohESFE 7 R R )
# ICS/ rce = Al A S TIgoR LABA) > 7 0 da kgl § ik g 4 1 (2) T Bt F
hoAp AR AR ICSILABA o i H# A F AR Lindl S 0 BRC mRL R
B & 8/ A g Rk IR e «iama’-ﬂfﬁ/‘ﬂ A Al eE A B ey R B
PRI RIS G Lffﬂﬂﬁiéﬁf@r}u; i ChoBi i § S k) 2 g
[4] - st #h o B TRCE § ok e o T @mi#%aw&%&piaﬁw%*%ﬁw~—
RALDBFILE > AT P BRI G S DR A0 B RE FINL B F o - HR R
l”* PEEF TSR AR A B d FR c%gﬁu?;%f%#fﬁk%7 G TTh2 ek A g 5 - 4

wmre % & (T2high), &2 TTh2 mmre A e % = Alkwre £ i (Th2low) | & % %8 > 4o = 557 o
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s

o RS- K s (&30 EFF % 2 A =g g [type 2 airway
inflammation] ) -

22

%ﬁﬁ%%ﬁﬁ%4%¥TM@%A L = A
BEARH A ¢ B AP K (I F e S HT I m%ﬁ%)a T S
P TR dp sl and - e BT ilfaf“ PRI R 0 EFALLZ
o GINA sl A mpsl Y e i * % = A1 L ah2 %% (type 2 targeted
blologlctherapy),,“%cm«),éf J2m o HHTEZ RS EEREY DA Lol b
WA | R :}fg PP E R B e O B kwj{é‘_ ICS ~ ;‘f]t%c %1
¥ OCS % | 2% > o'/ #757 o

B RG A E - A LA WA TRk g E R TR T - R R B
Do A AR RS HARE 2 S WA R ok IR R 5 2 Al L end
Bog (AR L X JRp ) BRS A BESF R ERE A R
PR i bR R R S AR ek R F AP T AL GR T 6D
12" 25 33266 Fh- X 4ok pm ST 5E s - 38 LA
:)gfil’ﬁF@,?,.~zf§:}7§;:];;q&;l)%;m{@¢g;;’g 15 - 85 = )% 64 0w o 7“5"?”
U FEL LR OF R FARF B B 2 P RB LR T EATYAEA
PTG o S TRRE S SN S & TR e iR ;}é}‘é']%? ICS & ¥ 4o
xiﬁfﬁrlb’%ﬁongﬂ;g_;&i;f@i,ap%;l)% mf"%?_t#ﬁ %A ﬁ’if'*r’ﬂ-«‘}:)‘L
&$‘WE§4$’ﬁ%’ﬂﬁﬁﬁﬁ7wﬁ%ﬁﬁvm$ﬁ%“%ﬂ*TZ
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o RRIeRFEWS R P RR[T-]
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- o EkEE ARSI, BH P TR RAXERR L FRIR E

poh s R BRE F e enT R 0 P o %ﬂ’ﬁ:%ﬂf H[6] e AR A T SH A F b
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O 4o 22 F e g - ~ A (long-acting muscarinic antagonist, LAMA ) ~ ¢ = frf K8 3= A
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i
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C R BAE Mg

2 [% A2 3~ H4E F AR

B R p b ent e M R 2
benralizumab ~ dupilumab -
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ARFYFBE AY | BERFEFEE
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0o I & RS v PR A T AR FfE &
é.?;h]j;:’ }iiﬁ‘}i%p}%’[ﬁ/\ ) é._é
#FXPRE ‘%flﬂ“lﬁ'bili Tag | 7E
FAE(ICS) 2 5 2 B3 H1 %84 (4o | 8 5 ,
_ " P Ll rEEs ey -
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BAE ICS oy » 3 F rindl 7
& IR % pF o 4 3 oo (add-on
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BRI o R S et 1012 it 2 5 &8 84 g
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A Z Eoke - 3 rer A (B2 | O %%fW%%arﬁaﬁﬁﬁ
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;I»L mF"’%ﬁﬁiﬁ' -7 ¢—z¢f}*}ispvi 2. 6F M AR 13K 2E 5Nk
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algE /73'17??‘%"7];—!/(0
FE | PUH AR R LA AT LA
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12 fert b Bl el p A e
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ﬁﬁﬁ%i
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(- ) CADTH/pCODR ( 4c £ < ) [10, 11]

2%336516Bi’ CADnikﬁ’ﬁﬁwﬁy“mmMmm%;’#ﬁﬁ
1235488 H?ﬂ%ﬁmé £ G A EFREARPH o A w2021 &
6 " [10]¢% 2023 # 2 * [11]°" 3 4 ¢ ﬁ*d%é’f—lpiﬁ 2 oo ipd AR ST AN
v & [dupilumab &5 fit e AR 2 > * T S “'l/“*ﬁ‘&r*w i 3 RA A v IRA
?wﬂ%wf*‘%é$%@ Ry AR 2 BT ﬁmﬁ Wi Ew
LR aypt a BFPF TR ER6D 1 i 20 PHREDE
B G E S SRS T T A B H P B AR

BERE LR € it £ R F (SanofiGenzyme) "% 1§ 3% % % iF 12
T e & e dupilumab G e BAE R 2 0 * ”-‘6;&,!1_} 2% = w]/c iR
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u
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#w ~4c g% CADTH % f ¢ 2 dupilumab i i § sk & £ 85 5 4 £ [10, 11]

2021 & 6 7 24 b FRFEL 2023 £ 23 24 b FREL
e D“p““mab Bk e iR o Y v 82 12 gt b~ | Dupilumab G S EERGE 0 P 2t ES 6 3 11 &~ B E
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v ﬁ?lﬁiﬁiliﬁ’iifp%}ﬁa ek e N S F TR m[%
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Fr5p TR 2 95 3 “i HgE YR o i IE R AR A | R R

Y5 = B TRh R R I o > & A iR R | - :ﬂ;a}% R RO 6 T 1l K B2TP 3 HEICS

(standard of care ) 2+ 7 #c dupilumab » ¥ r27% f.5 ¢ § o B IER AR RS TRME ICS 0 i
LRG| RERFE FOE o RE Y - RS R o R m PR R 2 < B ENE SRy PE
*RILd dupilumab + 12 %% & © RAT B 4 20 4 e EF o | dupilumab » ot g A F el AR (AR K s i -

Ra o Ryp R F R DL o dupilumab A £ 3] = &2 F | dupilumab ~ ’féii‘_;:;?ai;z ﬁ@;ﬁ.ﬁmﬁp @ o RIERE R

?—lp R E (SRR A ) 0 B RRER o | MBIFR TR AL S AE o RFFRER o
(e | L CECRPEBTE (CPEEORLF) (L N ECRPEBTE (2iEpLREEE)
- 2. M AFFTANEE - T A v £ |2 PR AR AR A o i 2R E - f
2 7 A Ep B HRIER FR > (QUEST & %‘é ST AR TR SRR Y R (VOYAGEtrlaI)
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2021 £ 6 ¥ 22 i B®RIIFEL

2023 & 2 8 22 S FREL

3. i A (RENE :F- Jilg)
4. T@%%§§§ii °

E Lo

4 TwEFHFELR -
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?%%d—ﬁw%ﬁa’k%ﬁuawﬁw@iﬁﬁl
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CE2EmEF AN LT BT

FOOEEMT F

G4
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(=) PBAC (:&») [12]

2023 & 67 16 P it > & PBAC # T » 45~ M43 “dupilumab” » £ j£ @ A
FH o SEE L FHEEES N 2 BRI 0 - [12]2020 & 11 7 B E 7 ez
SRR EEEEER LR Yok ﬁﬁﬁ°u1%ééﬁiﬁwﬁ*u¢&*°

% B ¢ % &L Jcd" dupilumab - &5 12 gt b o PR AL RS FIAR 0 3 2 2
A2 R A R E R TR e 2 AT o 4 myr-‘i;?«f’**

e lm*ﬁ%k?ﬁﬁﬁﬁ*’ BN R ARLTF LR R
%:'F)‘/p °
2. FRFH
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i U N :g‘_;g;?pn:g;l);; Ao oo A [ PR.%E E fig 1% iﬁi‘]%"%’"ﬁ% X
FRiE Ve

R R Fim»"j?@'ﬁhm‘&ﬁﬁrﬁlﬁlﬂ# A F VI%A TR FT
WREFRS F - ,-'E/”’I‘m # et & & 5 benralizumab ~ mepolizumab £
omalizumab ; PBAC 2 2t = = 4 5 i § v 5 o

3. :}?a’\ﬂ%\»ﬁi

cd R L PBACER €5 @ 15 EFHK > ¢ 5 Ak = 0RE
g Kz 2T RSO R o R R B Ry ﬁ‘ei dupilumab 755 £

SRR E R VI R I Y el S s oL A e I S o TR L L b

4 AR §ERFERTH

BB EFER? 2R 1L ERFFEKEY T 0 ¢ 2 dupilumab (3
78 ) ~ benralizumab (3 & ) ~ mepolizumab (3 & ) ~ omalizumab (2 78 ) f&&k
o Uk o AT # AR ETHILG & dupilumab B B RS RGP

Vg Al LR #Fﬁfa A mv; Fatde o HR#cE F A A Fe g - 5 1§ (fractional exhaled nitric
oxide concentration, FENO) #icE + = o #4412 ki ~ ¥ T ER S - A L il > W2 TR
MERm RS Ault A kR 2 R o

WORHMGHEFT R R REBED G AR FHNY T RE G L 5 AR xj‘ %Jrf"ﬂi‘_
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mg - i F= A F%S 300mg e
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)

31/138



112CDR04028_Dupixent(C0 [0 )
FH NSRRI RYES o EEB %R dupilumab 22 e 52 4 b BLE|
HWhrefolpx 22 ML E -

5. Z R ¢2xEd
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vt 2 5> omalizumab ~ mepolizumab f- benralizumab ;> % B ¢ 325 &5 2T
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omalizumab & * 2 #7 3 Tl 5 k= %H - AL MR TS TG oAt
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B. 2L 0CS iz %

Dupilumab £ omalizumab fF 3¢ #i s % » T A &1 dupilumab %
A % omalizumab ; A dupilumab ¥ benralizumab % mepolizumab
e vt o B2 2R dupilumab e SR 7 Y4 RR % 5 (e > dupilumab
BT A A I E o T B A 4T R 5 A JE R

G TE FEFR SIS E LR 35 R 240 Tdupilumab * 2t p 4R
EFPHR LR IRT ANV RS it B At /gt"q@

72 > Ndupilumab érjp <€ 2 A7 T2 RS ) o fERVHEE .
Ppit o 4ok % dupilumab - & enEE R L DG AR s R 2 4 b WY
ﬁxnﬁ&ﬁ (cost-minimisation analysis) » Rl & R ¢ 7 Mg B & A F T i
R

(=) NICE (# &) [13]

2023 # 6 * 16 p i+ > % NICE *}%E‘ 4~ B AEF “dupilumab” > £ £ 14

LR o GEEL TR é b4 - [13]2021 & 12 1 B a2 st €
# R 2 [TATSLehi ag s & 5 %Jw c T E B R APM P B LR
’%y o
1 2R g&3k
4 B €230 dupilumab i sl mdd iz > 1 v EEL 12 Ko b S F A
B ML FRAMBSE G RFR2 Y DEZEF IR DY -

Y
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(1) A=4o®E 5 400mg > 2 {8 & - 3T A T 284+ 200 mg ©

2 #Lipkap L FRLLER- ARG HRERRE (optimized
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(3) i Ao ,,zv falte o #R#c® § =150cells/uL~** 5 - ¥ i+ § (FeNO)
&15225ppb (partsperbillion)> @ ® » i3 12 @ * B /T v =X
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FIPv o BN R A Y o G v ROE R T SR .
3. @iﬂ%ﬁi

AR ERY AT FRERFFET ARG ERR DAL L R
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~3F 2 * 2t 4% Cochrane Library/PubMed/Embase & + F 4% & 2. = /& 3 4o

1T 3] PICOS s 0 iF 14 THOF 8 & R RATE L A E LT 2L 4
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methylanthines ) j5 % » & > ¥ Jbd% <X § & £ ICS
Population m%«m}}% Ao JRES 0 F pi'g-;:rf;. |7 &% % e
B‘,#ff,?‘ /4- .:‘z o

': //1— /,J_ .
PR E 2

P AEY o EEA KT R

Intervention dupilumab

Comparator A%

Outcome A%
RS RR TR R AR AR /,%

Study design , ’
Y EECEAS S VAR I A S
i f& + it 2 PICOS » 1% i Cochrane Library/PubMed/Embase % < jpt 3 2

%2023 # 6% 20 1 21 p o+ > 2 T(dupilumab) £ (asthma) | #iz 2 & BiéE5
LR CEEE R & R AT

(2) x5
A. Cochrane Library

2023 # 6 * 20 p .+ » %A Cochrane L|brary B F o 4=~ B 4EF “dupilumab” £
79

“asthma” & > X K@ 79 L TR - H ¢ » ¢ 7 3 Cochrane Review 12 2 76
ifﬁ'fﬁ: Eé‘t%% 2 7}“ °

B. PubMed

2023 # 6 * 21 p # PubMed % F -4 » B 4¢3 “dupilumab” £ “asthma” s »
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EEEOBLFH BP0 & § AL FHE F L o gTE AL A A
TRE IR AL TR R TR R

EMBASE

2023 # 6 * 21 p & EMBASE % F - 4% > B 43 “dupilumab” £ “asthma” »
;',m Lvil?ﬂx‘?,—z]mﬂ wf'*?}*%f?wg? L E AT RE o R EE AT LT Aok
F ! ﬁh":iﬁ‘g‘ﬁ%‘fﬁzﬁ‘ o REWE 143 £ K o 4ok - G
zm;%%‘é&‘x‘ﬁ‘b);??\'i‘?ﬂ’E&V43§1«41{—,@475—4‘47f"‘°

/J

T PR F

4t A A7 3 242 Tdupilumab B g o2 Eg;je“_fr: R Ry TR o
Cochrane Library ~ PubMed ¥2 EMBASE % & TR > & (7 4p 5 20 5

PR TR ROF A I XA ALK Lm?}EJrafF FEEE RBE AT
71,% B 5 3o~ 13 f [14-26] TRk Ei“%?i\ﬁ?‘)?% S 17 j5 [27-43] ¢ st e g
REISL & & 47 5 ;Wil?mki @B ot v}]?:aa?s&:ﬁﬁ" EAN A ?1%5"
Fo[44-46]% et A S enE & R fyp 2 1TARM o S R AF L G EERP T
g R e xs?«jl, v A o M2 P pEEFHE 2P o v‘}?kéﬁ%ij{f@ﬁig%ﬁ%
# o i& 5y 442 dupilumab EY R - R TR el

-\\]-

AN R ERETEYG L APREFEAEEEL T AR FE

?&-&%ﬁsﬁﬁﬁéﬁk

BN A AP Dy F TR FH AR (smgle -armstudy ) 2 % 5§48
¥ P % (randomized controlled trial, RCT) o & RCT #g 3| e~ )’%v‘ ' X T
m;/zﬂ S L TERGD 1A BT ELI2AN ) | ABRR-EI

TEEE TR A2 R gk 2w g E S DR ERE S 2 I TR
;é%? o + it 3 ¢ d Sanofi and Regeneron Pharmaceuticals & 4 % = o

o

?:»:‘E.HL R FREE ~3é,ﬁ:&-%‘x,’e‘t‘ﬁ_%ﬁ;ﬁPT&?ﬁ*?ﬁ%égJ&ﬁ%ﬂf.ﬁé%
oW TRA KR OE BT MRS VR R .

4B T ARSI A

DA RS v RO F P S L AR AR ETH Y R
e @7 3 (head-to-headtrial ) 2% % » e 377 & ¢ 3 & o i Sl ;’gkwépfzﬁpf
VRS o il BRI F Y RE TR R 0 L@ TR
ARG AR REMB R RFFR AL R DTS TR ALK
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LR L S i Ak
R e ST o R AR AR T P B R

m G AR R AR KR B A A A A M e BT
7},'. , _1:';}’%_@ E%@JJ fi/:'-b;/&—i; o ?J‘E,"&’}’&-}ﬁ'zz@f" é‘,, ED ‘x?}gkr.r.’gr‘:zﬂ:-lg ¥ Eb %iimlﬁy
o . 'ﬁ

o EEL2 R o A

iﬁ*ﬁdwmmm?*ﬂﬁgﬁﬁﬁgﬁﬁ&m-ﬁyﬂﬁﬂ%ﬂ%ﬁ
R[S 2013 E TN FEHIFL cFLRESHET o HIE
Wﬁ”dwmmm?ﬁﬁ&%iﬂ%&ﬁéi?ﬂsiﬂi&%ﬁﬁgﬁ
i A B TS s s L R G T T2 LR AP A F e e 2
AT gty % e ¥ 2B R EF 2 TRA 3%‘56?39::}7;4 A 2013 #
# OB 4aiE (70 ¥ A B 4 2016 £ [15]% 2019 # [16] & & %Wopr%
ﬁﬁ,@%ﬁzr#@#mﬁﬁw»w@&,memb T %&%ﬂ
e ERMERF LB ER AL AL RN ERETR %’ %
AR ARAPIT P R F FHF R 2 o

N

| 4

A58 2A B 2B ¥ TRk E% 2 % > QUEST[17]# VENTURE[22]4 78
CH TR RGN EER  FREBTEE L o SRR EEF

>
59

@ % 2A B TRn R Rk A5 5 NCT01312961(ACT11457) » ek p 2011 & 3 * 3
2012 # 10 % - RS e - HR CEWA R X EAER - TEL B2 RhER £ 104 =
o A ARML AR dupilumab B A e s A E# A 18165 K2 B P ERFHE
Fvh(Favera - &) 8 ¥ F%’ﬁ.‘ri']ivﬁ & 3 =300 cells/mcL =% 7% ¢ F‘;;’.‘r?zr* v om IR 5 =3%:
e s 4$w3a»wﬁﬂﬁmmuiﬁﬁUWAﬁﬁ*Jwr¢&#~ﬁﬁm%r
- X FRHRFFAFEEPFAE2LPATHEABI R A Al &Y c BHR P 12802
ERgivlpre A%y 4% Bt R Bieiz* LABAZY > 3% % 631 9% > %% ICS- i
& f gtk A AR (O o RS %57 > dupilumab jeg % B G 4 2§ R & e (T
b & Wl 5 6% 44%(odds ratio 0.08 ; 95%CI 0.02 to 0.28 ; P<0.001)[14] -

% 2B ) 5k 3ok chE 5% 5 NCT01854047 (DRI12544) » 2= p 2013 # 6 * 3 2014
E6 o APHL-FR WAL R XFRER T FLEZRAFER Rk 218 16 B R
Fh 769 a5 B B A t«u #ﬁ;“ﬂff}%ln\ M3 dupilumab (£ 611 ~ )& % & & - i h T
¥oEds 486 R(EE L 5 130) - FELF 4L - & > c 259 1 5 4E ICS 22— f8 LABAGE
THEL - B )"5%/* 7 ’f»#"’ﬁf }E?T‘?‘ v - B RS EERET A E T RS I TR T
pi (bursttherapy) & 5 7 Fef & a § Glx~ &2~ F & F R/l ;&5 ()Y V*ﬁxr*n il 53
Bolg & o 325% 5 24 3% 0 dupilumab Ja o £ A e B TR 4 T U de 200mg & 300mg ~
BFNE T IR oo AR )T»#F]f%—m BRI R 12 F o oL ¢ “;ﬁ&f“i_v o k=300
cells/mcL J 4 h% — )% 4 v 5 & (FEV1) % i i = & Blip % %% #¥ (intention-to-treat, ITT) <4
PR AR 2% FAlEAp 5 IR 4% - % dupilumab it st g 4 R h FEV) i
B4 (A B £ B)[15] -

bl

(=3
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72 1, (European Medicines Agency, EMA) % # 3r £ [47, 48] ~ 8 &
B! TEJ_ (U.S. Food&DrugAdmlnlstrat|on FDA) % Em"ﬁ 4 [49] " E xi*é‘:—"* =
PEROHF DT ETR - APREDNT S TR

W Dupilumab * *t & 8 12 2 b g ehgs e end BT F 8 g
EMA =1 ehis o 8 5% (pivotal studies) # 7z % 2B ) & & 4F % #F %
(DRI12544) 12 2 QUEST ¥ VENTURE # 7 % = # Tehk i85 > ¥ 4 12
5 2A RS R F = ) TRk iR ot @325 (TRAVERSE study) #icds -
MEAFEMITT - E R USFDAR| L &8 = i fe®% 5 F & R4

B QUEST 2 VENTURE & 38 % = ¥ fe/k 335 &2 H 1t ¥ 225 cnd 2L 7 0
B RS o B L R A K A ded T AR -

Bie% 20 2% - QUEST % = H iRk 2% ~ VENTURE % = 3 Tk # %
22 TRAVERSE 2t ® ¢85 a9 3 %% > »v 00T = 8¢

W 2L OCS i Alm 4 ¢ 995 % 2b W i#s 2 QUEST 35 iy # i + R
E*‘ﬁ# v B B2 MR 0 22k FAI4p e > dupilumab * 3t & #2812 oo
P BREARROEE R A ek ¥ nEFEHAEFGEES
e vy g mata o Ad o eh G & IR RAE A e
B o QUEST @Bk in@ & 2 MG MF > A B4R RppiT - 2
e dupilumab e 4 e F v B(4.1%[52 4] vs. 0.6%[4 <]
IFJ* falte o IRH 5 fi(eosmophllla)

M OCS i#df 4l ¢ ¢ 1945 VENTURE 3# & dicdh 2 i = KB 2 4%
dupilumab ;5% 16 0 BE F v B R IR b OCS enffFimT™ » %
EEME R EBEF FF L eI o - FhL PTG T
oA TR L RAPIT 0 (23S P F dupilumab B A 7 BE v 51 (14% vs.
196) 1 R etk v sk TRH 5 e

B TRAVERSE f i 325 % » }if = 38 8% r’v'ﬂfflis A F ¥ %4 dupilumab
300mg infr B E I 96 F(S3HTAES 48 )  FT B
A B A B R T B 2 B tRahd A R Y AT
TSR AERPF G 6.4%(187 A )N EREHRES M 2
3 AFE R F‘%’ﬁfﬁ'b‘_é ROEs S I S ZUIF*frxra‘# FIRIAC I el
= ¥ { (eosinophilic granulomatosis with polyangutls EGPA) » 7 + Fl@
¥ 413:8% - TRAVERSE #5% ,F;« (Wechsler et al., 2021)*% < ;‘Jr - N
F O E R T g A ;,L% s AP i %‘uﬂ?/‘%i‘f’ﬁ if A2
TREEAPM T o
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+ QUEST :#% - VENTURE :£% ¢ TRAVERSE 2 # ;32 i & 325 4 %
*[17, 22-24]

QUEST 3#2%

ER Y

1. AR5 628> i 4 g vd g & M 8 1% 5 (annualized rate of severe asthma exacerbations)

(1) ITT *£3£(1,902 +)
W Ap# 200mgP - i % 200mgD %7 r1E op 4 F o B E &R E 5 1T 47.79%(P<0.001) -
W ip 300mgP % i % 300mgD %7 v Mop 4 f o B E & & 5 175 46.0%(P<0.001) -
2) \fg Fatd v o 3% =300 cells/mcl *%#£ (831 4 )
W 4 200mgP % > & * 200mgD % ¥ "% R 4
B jp 300mgP % & % 300mgD % ¥ r1 7 i 4
(3) ## 12~18 pheng » & g5 4 (107 4 )
W jpd 200mgP # » f% * 200mgD #w vtk M b E i A g B E LM EFITF 46.4%-
B D » 300mg £ P % 300mg c& Bl § £ R o
2.0 #F%A b1 ¥ 12 L“EEI? Cp A FEVIE R £ (T 91E)
(1) ITT *%3
® D ®200mg 0322 vs. P*®200mg 0.18~* (& %% £ 0.14 = ; P<0.001)
m D e 300mg 0342 vs. P®300mg 0212 (& %2%% 013+ ; P<0.001)
(2) £ & 12~18 kg > & 5 4
H D ®200mg 040# wvs. P % 200mg 0.03+
Hm D ® 300mg 046+ wvs. P % 300mg 0.18#

C el B & & (T2 65.8%(P<0.001) -
Ced B E A1 175 67.4%(P<0.001) -

*T —Fr

FrL 2R

REWE L L EE g2 2 AE R bldpiT

Fir A AF 2 47) Dlegp L 8L0%vs. 7 Pl 4 83.1%

EEpE A AT 4 D Egpt 82%vs. “TF P e 4 8.4%

EiR2 AFEERIFELF 5 Dl b 0.4%vs. 4T P legh 4 05% ;5 Bk bR R
FleatiraRmEran -

VENTURE %%

ER Y T35 4

toigok 24 KW 0 D gp A0 i@ % 70.144.9%:7 OCS » P i 4 gt 8 % 41.9+4.6%¢5 OCS »
3 w0 4 B iE 534 ¥ (P<0.001) ¢

By riEht
PR L e R AT a0t bip i
EiP A L b’“r“ﬁ fgp 4 62.0% vs. 7% Pl 4 64.0%

ERpE? AF G Dt 0.0%vs. A1 P legs 4 6.0%
ER2AFEERI@FHFC ) Dt 0 vs Pt 0

TRAVERSE 2t i 825

RER R (5 = &R 4 1E)

Bk 96 WP (L PRI ERRERFT L 48 ) FrFAELES Pk
(annuallsedexacerbatlon rate) g it -
£ OCS ix #3 4 I 4
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L% 48 % 2b B F;sgm@ 4 (532 )¢ QUEST 3% cips £ (1,530 #) - i& » At ¥ 3#s 42X D
ISR T URRT I - H MR AR ES Ty - PPN R -
A A

A% %87 VENTURE 8 e £ (187 4 )0 i » hut W 5238 % D Bin 16 0 7 R BT 4
MFrhApEgiroiey - 2 AT un R4 -

B.F s A (89 A )il AF R AR YR -

FFE 28 HGitEeRE)

GRS %K MR i3 AF @ (TEAE) el :

f{i
GF
W

£ OCS i #f 4] 5 £
W R hp % 2b ¥ % QUEST sk f;édﬁ » H TEAE 4 I+ 873 BB
F APIT o
% 2b #) +QUEST 22 TRAVERSE -5 2b #/ 3% | TRAVERSE - QUEST 2%
i Pz D#¥ P-D # D-D ¥ P-D & D-D ¥
792 * 1,567 * 111 + 421 + 517 * 1013 +
i o TEAE 81.4% 80.6% 79.3% 87.6% 80.1% 77.9%
f& TEAE 7.8% 8.1% 12.6% 10.0% 9.3% 10.5%
TEAE 5 > 0.4% 0.3% 0 0.7% 0 0.1%
IE,':; ®4 4.3% 4.7% 2.7% 45% 2.3% 3.1%

2.0CS i #f 3] J5 *
W EHEYRE o hp VENTURE #5% % éi&‘dﬁ » H TEAE £ .+ &k p QUEST 5 e
W A RAPT -

3.F v Ep A A AF RS A 2T

*ITT(intention-to-treat): &, W5 f *% 3 ; P % (placebo): ¢ & #| ; D # (dupilumab): & % % & ; OCS: v PR A J 4 7
i3

i E#61 1 fopd

VOYAGE 25 (NCT02948959/EFC14153) = — 5 B % ¥ & “~ 7 ~Mgid A~
PR X AR G 5212 % = B TRk ;%556% ° ;%556% B %= dupilumab
P EH6T I A(F)L ERFRBLOR AL 2L -

AERLED > GFFALEFILF R LE > 2 B T 2HE ICSH
- A ES TR AEICS, & TR AE ICSH- A AIES | oKD 0
SR D AR BT - B Aupd o BR YA G HHEA
FEV1<95%7f #§ & ( & FEV1/forced vital capacity[* 4 % =& ]+ £<0.85) -

;]);«1 AZE e - T LA ARFiTa R DEMEHBRS TR ALK
iR B gt th o F g P ikﬁﬁpv Fe v i 3f B # <150 cellssmm3 b &

© BT MNR RS o BT & 74T ﬁ:ﬁf;g‘_ » # A4 e dupilumab &
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B e 20% 0 L RELIER S FHE<LE 2T AAD RS i
7% BB > 1500 cells/mm?

NE%p 2017 £ 40 BT 2020 £ 80 R d 0 =5 408 fi:])%ﬁ_,u 2:1
WG AR A % E D Z e (dupilumab) g P Z e (% FAE) o RSk Fé‘*ifi‘e
< dupilumab ie B & A F A T LM - o ME =30 TR

dupilumab 100 mg ~ % £>30 = '7 %+ dupilumab 200 mg ; #77 -}]35 T E R B.i?

BORGE O RSR T BR R Fu e

J BB a‘;q 5 %i‘ﬁf% 52 FHE » 73 % ?;?5"“ FrhEEE TR IS
(annualized rate)® o £ 3 & =t B 20T J}p i@y 1205 Lk
LR R A allmFEvl B R R R A R o35 I
»edp “/]E TG R BlISR *fp.%i—(lTT)mz\» Bz th o @ spARR L4 TR 2 A
2L F vk # A (type 2 inflammatory phenotype) | ~ ' i& » 385 pF 5 @ ‘Z%’ i e
v ow I Hc® =150 cells/mm® |~ Tig » :xzhprn » v;% fadte o 3R HcE =300
cells/fmm? ; 122 TFeNO=20ppb ;, % 7 b % H X2 F hd R« Ef % 244
P RS E AT d - A2 384 A £ (part of one dose):Esk E e 2 EFE o
B R %;;:#% it N LR f o L,&Tﬁ #-4] (negative binomial regression
model ) ~ 45 > T ird|E# s A#HDHEL (3027 ERH30 27 )
B E B~ LA ‘“‘%,’ Felre o sk ® (300 2+ 22 4% 300 cell/mm?) %@EP
FeNO (=20 #2<20 ppb) ~ A ##H ICSHE (¢ 2 FHE ) BHw - &£ p
SR Ed B

PR BE R o ik B ¥ 2_(hierarchical order) = Vi 7 5 £ 72 & €o
EH M A Bokod 2 o

%2 ~ VOYAGE 3% A~ 172 7 | %8 ¥ e £ #c[26]

T 4 (A /%) P&w D#Ew 2 4
B R RS A A i 135(100.0%) 273(100.0%) | 408(100.0%)
Focdh Him
FRUREY S 135(100.0%) 273(100.0%) | 408(100.0%)
%A X F eh AR 114( 84.4%) 236( 86.4%) 350( 85.8%)

W Higa 7T da - 1R LML FHEAMI T L Fieha LAY R R

P REM AT ER AT RENFL PP ERE S FE 2B A ERI AR

CA RIS A F RO R A - R REMZEEF AR And BRREY W= B A
EREMF P 2B 12 RY A FEHEMT L FEVI At VR 22 B
L 24 % pF§ ek 4B % -7 (Asthma Control Questionnaire 7 Interviewer-Administered, ACQ-7-
A) & Ad it - FRD O FHMERF=ZB- 2  Fupizs g “‘%’ﬁﬁz'rié I
300 cell/mm3 1z + ~ 150 cell/mm® 2 b ~ & = A1 X p fod 5 BE F 22 AR A5 - A WmF
I v,jé,‘ fedt v & 2k 150 cell/mmd vz + ~ 300 cell/mm?3 1z + o
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o 4 F (X %) P#x D#i 230 4
£ ¢ ARG 3R 2150 cells/mm? 108( 80.0%) 223(81.7%) 331(81.1%)
£ ¥ ARG 3R 2300 cells/mm? 84(62.2%) 175(64.1%) 259(63.5%)
FeNO = 20ppb 62(45.9%) 141(51.6%) 203(49.8%)
E TR e
Bk 2l RN 134 271 405

iR BRI E ok 0 B 2 PR S ok

T o720 Ed#63 11 ka2 RS RESTHY ERF S II%’EWJI%
30 & dupilumab s4e s iE 150 T BT H b B A E S (P
T g by 5 gttt ARRRAFAR G L FHM Y o depilumab e % dp ik
TR F RN A A BB 2300 o dupilumab e g & R

B ARPIT BT L 2 FE 2 Pﬁvﬂkt}i Fviv),lgk\j,z, A
RN § - TR % & M(eosinophilia)’ 7 dupilumab ‘& vt & % 5.99%(18
A~z |AEE 0.7%(1 A) - Dupilumab EHALF LA IR
. “’W@%ﬁ%% 16 4 > F 2 i i bR SR B 7 A E
(SAE) > H P — = I ek & Gkl - S8y Th@E% -

%= ~VOYAGE #& i =t & fpredp iRt &5 & 2 1 pihi= i B % 2 F 4 [26]
PV e W] X i (D # vs. P )
D% P& P ¥t R & (95%Cl)
iRRrcdth - RR2AWE ) ERF FAKE AR S
pRIREE s 273 135 0.46(0.31 t0 0.67)
¥ oAk F ek £ A 236 114 0.41(0.27 t0 0.61)
s ¥ PR s o dicR =150 cells/mm? 223 108 0.39(0.26 to 0.58)
s ¥ PR s o iR =300 cells/mm? 175 84 0.35(0.22 to 0.56)
FeNO = 20ppb 141 62 0.38(0.23 t0 0.65)
X RFpredp e - HFRY 1200 LFFRYAF FREHD DFEVL B8 A i
AR D% | P% St
B T Tio £ B (95%CH)
LR R 264 131 4.68(1.87 t0 7.49)
¥ oA L F e A A 229 110 5.21(2.14 to 8.27)
s ¥ E et i 7 =150 cells/mm? 216 104 4.98(1.83 10 8.13)
s ¥ E et i T =300 cells/mm? 168 80 5.32(1.76 to 8.88)
FeNO =20 ppb 141 62 6.74(2.54 to 10.93)

ClI, confidence interval -

TRk 5wl o i o i 23000 cells/mm® -
9 HE wpéfﬁau B MM FREEE T FREEEREL 9T HOCS AR
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%~ ~ VOYAGE sk 2 #4 % > i =% % % 3 & 4 [26]

D # e P#®
715 4 (4 H/%)

EICR AL A2 225(83.0) 107(79.9)
7oA R NGRS 5(1.8) 2(1.5)
A 13(4.8) 6(4.5)
L S R S A A
$ e 50(18.5) 29(21.6)
FEESE R A 35(12.9) 18(13.4)

BR m % > VOYAGE 3% & % 7 > dupilumab 825 e s iz » * 3t 6
A A EEF ol pRL? EAF AR S AS LA RARE 0 &
e 52 L’tﬁPF'& BRI x"&.}fia 3 rn;r, AN TR Ly o B
AR AT REFFP 0 < XA 3 2 dupilumab * 2t F 0 & e & 4
%QWﬁo

B. JkSuH e fEAT Y pr

*ﬁ%ﬁﬁﬁﬁﬂﬁwﬁiﬁﬁ’£E@17%%%%2M8312%&&@&
i ,.,]4?}*%'?*;@?/ IR F\“\‘?}Ek,bbiﬂ\dtﬁﬂ AkEARM o HY 05 6 K
%”W%.gﬂﬁ“iwdwmmwrm%x* R ALY
}Ekmﬁﬁi LTS TV R R A AT 0 RE F R/ A LF o 4 e
AMAR M L R AT RS T GRET Y 0 3
BakpiiEzsho

BEL R AN 2 5 TRk dupilumab ook & 2R A R
Yk ﬁpi‘ > é;fuﬂ’%#kp mﬁ’f 3~ 2 dupilumab iEsed 5~ AR £
Frde g EREHEYRENT .

(@F 7 1482 "= dupilumab s »c22 % 2 AR | F i

B Zaazouee ¥ A [31]3+ 2022 # g 2 i 3£ » I3 (%5 (¢ 2 7K RCT

S EEUAN) T ER A  BHE AN R ERFAAR
BAF e L pt o %5 dupilumab Al 6 R e ® 12 &%
24 ks> 7 e op A HFEVL &~ FeNO i~ IgE & ~ § b 441 %
(ACQ)~ i dpth > P rx alpt » LR P LA HF o > 2%
) ke 4p vt > dupilumab ‘n)ﬁw Gl d EE G L SRR RS AL B

E.‘«up"‘f{;{ﬁ; o His 2 2 E E 4IPS 24 IRApiT o

hhg @ 4 2% 5 AstraZeneca F 2+ v 1 E 5 Sanofi # xS o
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W Lin % A[32]>" 2023 ## £ w77 » 25 » 23 B RCT 9,153 A (i
dupilumab * ** % e if ) F7 7 B % ko022 % FA4p 0 & % dupilumab
e R Egm A RE Dk e T IR S P (conjunctivitis)(risk ratio[RR] 1.89 ;
95%C11.34~2.67) - feigthehfiin A &g 4 G R b L F Loy 4 o H i
SR RIS A EL

O CIE S EEE TR S FETCER T LT R,
LR

AT AMBINERFLREERL IR AFUR DR R kg i &
@ﬂmﬁﬂkﬁﬂw‘ 4mpf’FifMJﬁ%/g;W‘?ﬁmpm&i
A FARR A kB RN 4#@%%%&@$%@ o
BARH LG L RS AMRS 2B AT FRBOARET TR
Flap LA ea G g o

M

AR R AFE H: Al?-ﬁlfgé‘f’l'ﬁ?‘;{é‘_?; 5}5[3‘3’%‘%&,'- [SEEY SINLS R-8
PR Lx?k(head -to-head)s= 5 & & ek g o e B AT AZORER T
AP EFieEe RE TR HEE o LK FRI-AE L AR

B AL S w8 A\’}’?f”\ PR dp d E Y A % P R
it 4 #ﬂ?iffﬂﬂ*m:f%’”%rﬂ%"? AR LR IR I S ]
Becud ok o gpot 0 W00 T 5o A% ST BE F el A e o E RE A G
o AR P AR LA mﬂﬁ%m BY TR
TR A G TR 0 BE A R L S w04 0k F R 6 e

ER N

C. EF¥ Ridpiphsmy

APk S iR F O 3 £ R 19 3 ) [44-46] 5 4 5 2020 & 5 2022 &
g A RS hi o hidp> pto &AL LM £8P
FREHB L 2 3R Y 0 G- /??3[46]& L IR S o W PRY L)
A RE G R AR L A R R ERR PR R Rk
Py o A3 f/?ﬂwg‘-ﬁ?f%#ﬁ%ﬂzw‘a% ¢ dupilumab 4p B cHE F & % #icdp ;*J<
W5 - R[44] > R (7S E ST S A PR

i RR 2.43 ; 95%Cl 1.8410 3.12 -

i RR0.71 ; 95%Cl1 0.43t0 1.13 -

kk ﬁg;},];igf,; s ?’rfégifé;}gp;%‘%fgr s %—"Tﬁupw? Nb;;z,gg;:{* p';'»'}l% EQA ;p#ﬁ&r}n ra tﬁ;:ﬂ Lo
g [t 300 cells/mmB gLz o fe B0 SRy RPIM-2 ARL S ORE A T R AT T TF 3 2~3 %
LHFUM L SRR ] Ty B f kiR et B B -

I 4h%t k% 2 B.cdp i TR Fiﬁ%} FEFF R~ % 2b I FE% 2 QUEST ~ VENTURE % & 18 %
3Y TR RH LA L E LTV MY 2a BB 0 a £ k% 4 5 » VENTURE-
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F F A &3t 2020 & [44]2 2021 £ [AS)RFFenw iy o AR EIE R DR

13 Feden pt Fhart 2 R4 flis - B F Beef X s 4 o4& dupilumab e

;)%Eg—g-;fjpivﬁqa -‘53-1-_\_' ykg,:%;o&%?é;_— Iﬁpff‘?‘)‘ ﬁq;fﬁsz\ﬁi,b N :r;i—» e,
f’f s TF O E BRI AT 7L k=

Dupilumab ** 2019 # 3 * B ag# 3 - 2 ML &% L f ¢ (National
Authority for Health)*>* 2017 & 9 # 3 2018 & 1 * ¥ » #7pF L3585l K 7
BT E g2 Rop A (RRATE S F - A wfy?‘f””) O R
dupilumab J5 % o B 1771 % 2 > dupilumab Tk R R 72 > 3F 5 2 R
B r Fle Rl 2L R OCS m?rﬁt#“f’“’é‘%?’ SRR g
CRER TR R SRS VIR I EXE A F A T8 dupilumab - =% - 43
oA E 5 600mg > 2 f8F &S 300 mg -

ey 12 B0 B #&-A,L"’——Mr-}%""f)%Ziﬂ;Gﬂr/"4)351/‘
RERIERFY cop AL P OE(Y )5 21 K (IQR10t040) - i& »
Ay pEenE (Y )5 51 R (IQR 44 to 61) ~ 12 ¢ 53% > s 4 PR
FREBAR LE L 162%  f LF ¥ 30.0% &R dupilumab i
Few— # o BREF b AR Fansdk(? i) 40 2 2P 5 48%(18/58
A)E v HFe- =~ 18%(28 A )F & ICU inf o Fdop 4 A iR GINA
%I FEES LR 0 ¢ 35 84%4 X omalizumab ~ 17%3#% % mepolizumab ~ 12%
B LEPHIH &< omalizumab £ mepolizumab /5 m;l;‘s A L
86%%7 80% Fipf % RT ik % o 250075 4§ ‘v » TRA AR o

N—r

Fies s RET  RABWHAREGIDEE §Fip L 0 &S
dupilumab 12 B * jaf t6 » ¥ MAE Fex L F e fr e w0 o e
OCS * Efr iy e L8 (el - ML H R G 25% s L AR T I Irg
Felt v & TRH % }jz(>1500cells/mm3) — 3 AF R 1A% 4 R g
.f‘~§6?[# P B BN APPSR Ay ARRBAINFY ok
Fx *Fiﬁﬁp" # %23k 0 4% dupilumab s S 4 R RE R P o
Fetie i R iR > X AP RS LR S L FE T
El R P S

D. ##73
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B A
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Cochrane Library ~ PubMed £ EMBASE % 7 + Tl E chPid § # 7o 40F
# B £ 13 K TRk 5k Eé)gk 17 % s %% riv;g wap/:;gz,,\ﬁ ﬁéﬁk
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62 1lpARL | MpLhfraEls | &

et s et iy o

W - 02 B> Ry
187 7 64 3G Fio R F3
R F ol op 4 0 BdR
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— A AFEREET L
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F ERH RS 1R 2020 # i R B R R T SRR
% = 318 X F R(type 2 inflammation) s 5 18417 i € § 5 A m £ 50
B o i TP FIF A R IF—*F‘]”‘ 2017 # 1 " 3 2020 &= 2 *
B ARES HO6BRRTOLFFE MR R BT t i Fie
B ARLDTEAN  EEORE I RIARNBARRLE L B3
E

-‘])% AeR o B¢ o 2 32 QUEST ~ VENTRUE ~ TRAVERSE ¥ VOYAGE % 4
TR KT - AR RFL - TP R EBTH 125 i
Bl e

2. l’ftrq’g,}ﬁ;‘é};JeJ —;;—_2{1, #&418|\-ﬁ )&'ﬁ\‘}'”#u/\#‘?dUpllumab?%'\:},Vi’

F Lo TRk ek TR TRAVERSE 35 it (Wechsler et al., 2021)%
> }];Jtﬂ B2 % - tg%;mg(;y%jz_g’ thog A% o NP aEaE kit }Ek;}fl
FEAT AFEE TR ERE A EF TR R BRERT AT
T -

—_—

B AZFE Rdpine o & &ﬁaﬂ 2022 £ A s d R A
RANTFMEAER o G AP Al e pApFERY § ABIA T g
gk 0 B RS RS flE R ?’*3{:})‘;&\’}’?4% Rt gk A
FEAY BRI S FERE AP RZ rr%z&vwﬂdgigz.:ﬂm
Lo o oged o EREREF T réi%fr:r'ﬁﬁ Eﬁﬁfﬁlﬁxﬁ’{@ i 39 s TR
B AT VA B R B R BEFE- hk e

3. i Qﬁ%ﬁi«ﬁ: el X & > 454 dupilumab #* 3t F ed iR I0 A 0 &
# 0 AL & g A £+ CADTH 2 PR SEAMPBACLTH ~ B R
NICE 2 f%f;fal:i :

HY o mFIA ﬂf}f{al TA751 2. %rf,%f;fi#iéﬂ’—fé 3F 2 2. ¢k 444 dupilumab
261 11 ;%:])%ﬁ_tb - EH > ﬁi;i;"ﬁ it T i g8 NHS England 2017 # 5 *

2 # 2. T Commissioning Medicines for Children in Specialised Services j» 4+
A8 T hp A 0 R R P& AFii R4 2 NICE Technology Appraisal =
FRE A ER > NHSEngland ¢ %6 i Ap B ch% 000 0 B i@ 3 F £ < e8]
REFR NERE

o R RPE R(F 12F) - AELE R LRI LB HIER

" Bl e —F* SRS &/ SLEWAR L

oo Lé;igiﬁ AMEFFTR AR TH AP FHEF S Iﬁfif‘j‘;%%ﬁ’!ﬁ#ﬁ@}%‘&r'f o

https://www.england.nhs.uk/wp-content/uploads/2017/03/commissioning-medicines-children-
specialised-services.pdf
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7 R 1% & - 3E i i+ (criteria) 4 2 = 2% 8w 7 fii%(condition) » A w]
(1) Criteria

B The medicine has a license for use in children and both the indication for use
and the age of the child fall within those specified in the adult license ; or

B The medicine is listed in the BNF(British National Formulary) for children
with a recommended dosage schedule relative to the age of the child ; or

B The child is post pubescent.

(2) Conditions

B The patient meets all the NICE TA/NHS England clinical commissioning
policy criteria for the proposed medicine/indication.

B The patient does not meet any exclusion criteria for the medicine/indication
in question.

B The use of the drug has been discussed at a multidisciplinary team (MDT)
meeting which must include at least two consultants in the subspecialty with
active and credible expertise in the relevant field of whom at least one must
be a consultant paediatrician. The MDT should include a paediatric
pharmacist and other professional groups appropriate to the disease area.

B The patient has been registered via the NHS England prior approval web
based system.

iﬁ;i;—*ﬁ W F TR g T ik A pl2 #rik ek B 0 F] Dupixent © 3t
FIP~18 ] 24 s i Ik 0 vk 6~11 R 23 v ik TATSL chis iAo it
Dupixent jof 5o ¢t ™ it F & & - 9 B F & F# & T Commissioning
Medicines for Children in Specialised Services ; #.# » NHS :#-ix pg TA751 i
BHARE > B 63 11 fopd &% dupilumab inf > R HER LT R 2
R AR A EZR (Gl4o@®E ~ PR T iEE B R

I~ ROATER B

4l

[
o

4 5

jx*ff—‘,i;i:}fw BHPREEFEL T6 KM 2 v*f&wn v Ik E IRA L
Wb 4 0 A% dupilumab R ”q‘%c.,&#%mf,%n BRI s d
ATC 7 ~ BN P B ATin R dp sl 2R~ IREH AT 2 T g
R APRE AMERF 0% 4 &3 benralizumab ~ mepolizumab %

#
£
28k
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omalizumab® - {& dupilumab £ % i v* e - erip $HR e P HFR > 1 B
Wl 1T % 0 & & B 4R EE Sk (head-to-head trial) B2 & 7 01 % o

2. ARFHPHFREFBHEHK

‘v £+ CADTH ~ /2% PBAC 22 # R NICE ~ R % i " © 3k b 1R
iP%T’éﬁwﬁdwmmw**&éiﬁﬁ&éﬁ°$H%iﬁ%ﬁ?
FREAFL A -2 THERE | BT o

3. T FAL P A

L4tk %7 3 4 48 T dupilumab A g2 o2 ES;E% R RN S
Cochrane Library ~ PubMed 22 EMBASE % 7 + Tl E chP-id § # 7o 40F
# A Lk 13k TRk RERAT Y R 1T Rk SR e g R S 2 AT Y B
A 3R B R Bcdy v prig- ﬁ?ﬁ“““ﬁ’ﬂﬁﬁﬁuTﬁﬁA’i

(1) PrHeiE@ 124Kk F R B/ Tz AREREERLEFY
HheEd61 1l AR - AReiE% ¢ 5% FHERER 2R
Pad &7 2 @B JWRFTT LR o

& i‘u'l“}?'f”%‘?")é;‘/ﬁé‘- AR ?'f”v ISl B o= Tl IR AT 2] A S S
g,v/l%mp %R Iﬁi/%’fr«r‘ PP TERE T AR AR R
AREREET A P WA NP Fp A e R E A A G B A
P2 EHR B AT PR ARBET TR F RN
Mg oATR s F AU IR R o IR £ &_JﬂzzLﬁ?/"v i
’f—lp PFRToFRNER - R EBRRL §RGFARET T2 %'h ik
P rr T2 G GRS BE R A e o E R A G G
S SRRy Y R LU

(2) TeAkiEkE L7 R EIpFBEiop 2 460

B8 ko dupilumab B s e AR E 0 T L MBE F e A o

hig fhaf Tl g & "8 M0 JREE AR R df 3lp 4 HOCS * F 7
£ % 3EZ% % 148 i o Dupilumab e g7 & F&l e - 403 2 E 22 E

F AE i BApIT o fERE ﬁ’x Mo w3k 5z (TEAE) dupilumab 3 4
FRF o

12 3 18 fh 7 > & 5 4 cndcdp(107 £ )2 £ p QUEST #% 3% 1 52

PR A T SRR SRR o
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(-) EHRFRDLRP EFF LHTFY

ERE T ALR A S HERR AR L LRSI

*4F4 2 & 4<% CADTH/pCODR-PBAC % NICE 2 %z%;fi:}if‘ﬂ‘—féi 2 2 iE
REREZFTH ARG EH R R FREPHTRE ERE LS
CRD/INAHTA/Cochrane/PubMed/Embase #p B < jt - 11BY i3 1 & F 5 140355
B2 B HBRE PR A RREET RS

\rn

P FE P

CADTH/pCODR 12/ F fvh i 52021 & 6 0 22

(v &) 63 11 ey 1502023 827 24 o

PBAC (;£) %2020 & 11 % 22 o

NICE (# &) 12/ F Fwh o 52021 & 12 7 22 o

H 14 sl ’I.

;;Fﬁfﬁﬁ v SMC (e i) ¥R #4463 5 >0 2021 £ 3 0 22
TR CRD/INAHTA/Cochrane/PubMed/Embase 7% & % -
FRERELTAH | ERF AR EPMTH

7+ 2 CRD % Centre for Reviews and Dissemination, University of York, England. <5 % -

INAHTA 5 International Network of Agencies for Health Technology Assessment 5%
1. CADTH/pCODR (4t £ )

e £ X B2 FRAHTR #¢ 4 ( Canadian Agency for Drugs and
Technologies in Health, CADTH ) &%t dupilumab * ** g v} » Tk ik 2 Ip £ #6438 7
Tl oo A R 12K EFEZE 63 11 ROEFE 0 U L RP

| 12;%15,1‘1_P 55;:3“_;?\:%,’

CADTH ** 2021 £ 6 * =433+ [10] > 5 5 I & % & dupilumab iF %
it 4e dF 5% (add-on maintenance therapy) > * »t 12 F b EE Z AlE R R
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(type 2) EW?F-—,’ fatt e o 3k (eosinophilic > EOS) # A& # 7 » & U JREF
#p% (oral corticosteroid » OCS) &g 4| § v o & if i 4ofd ¢

(1) s * 4% % # £ ICS (fluticasone propionate> 500 mcg & % ) 1~ - f&
f"#‘ | %4 15 0 Foeh A0 R X ] e

(2) & EOS=150cells/uL & OCS @ #f § v -

3 l_+_Fl€ 4 dupilumab 7o 2. o > B4R X Garriang eh i dI R B3R it Feho
ARFHNEA) o

(4) dupilumab 7 *% % -

EARGTFE PN B LA D R4 2 Ase* & 47 (Cost-utility analysis,
CUA)» PR3 5 % 2 2| & v M4 WAL v JRIT AR R 2 § i ¢ 0 i
#g 5 dupilumab # * 52 5% (27 fj 4L DUPL SOC) 21 8 * f2k 5 » 11 §
T4 A A B L T P (5-substate model ) 2w =t P £ (4-substate
model )i& 7~ 47 7 = FF Bl 2o 2 & Bk i Tk g F B 41500 ACQ-5
score %) 2 EHAG(A P RABE) o w APFARAZ 0 B B R ki
FRECED (ARE P 5 BRE) ANFRAEFIFEEmAs o 137§
BBk B4 2 Sl 1R K QUEST s (% = A& fpitfg) 2
VENTURE 2% (v JREEFRE 00 3§ v ) o A B 2 47 500 e 3 8 41
2 (network meta-analysis) #t>* dupilumab % H s 4 3= @] #|:& {71 i o 305 Hp 7
52 E(Adpinh ER G AB RO M2 AR L 4 AT 5 1.5% -

CADTH 3" B 3 SSAA 7 0 B B 44 (s
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® AT IEIEY o FeRin I AR E LS A s RS e

e VN ot TR ’ﬁtﬁ ™ T £ ACQ A B j &l ez d (p
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(2) 4 Z dupilumab &3 & 4 R M2 B B RFHE  wE YN REF h AP
RN e i A

@)%%bmiﬂbﬁﬂmf%’m%&ﬁﬁppﬂlﬁ’#$%$%$%
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(4) Fap abcdl? BRFHE&ZE 837 F > 2R # dupilumab
Ak E G %ﬁiﬁ”’ﬁ“'fﬁ“’;n P RPN F R AfRA R FRIET -

(5) BRI RH A F P F oK OTRA T F ’f‘ir@'hyy){#&x/r%‘% 52
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shichEE2 GINAZ G > G 5 el (wigich 42 618)
BEFFEG %%ﬂiﬂﬂiir}%ﬁ}@‘g‘#zglzé&,u k& ki i oo
FERECT2F R 2 g8 b FrydbdlnanF Rz R

(6) R BEAlax a2 3N > AR LB R > @ CADTH 2
L Bz ) & H E5% o

(7) dupilumab * ** 3 > & ch A & 2 PR FIH A 47T 2 0k E &
B A AN BT R L S AR DR ER

(8) #¥+>* dupilumab 300mg #| 3| 2. = A»x 5 & % P FE > FIR B R 52 247 &
e kk 5 QUEST #5 11200mg ‘e

CADTH £ AT T A7 LA Fw U] (et AFKL F B Tp$h %
2 QUEST 3% - K ~ Bk & 587 = 4 B4 2 ¥ ~ Bof % 52 3k ehk Bi®R )
ey T ERAU] ¢ g WEIEEFL R RER LD TRE T LT
FEE R~ 452 300mg AHF|E 0 EH AL TR e A d MEHS N RE R LS
MR > CADTH & = }:5@”3)’9\;@ Ptk iz #A] o CADTH £ 374 178 % 8o >
Ap g H % R 5 > dupilumab 7 ICER & 2 4c % 721,678 < /QALY gained ; &
%3 Mg 50,000 # &~ R F *E i 93%-CADTH 1= & i #| %_dupilumab
T H B A AL S A F o ¥ b $ 0 PR B AR (R 4E 2 %3 > dupilumab
1 ICER & % 4r % 425,333 ~/QALY gained » %@ st %% 24 & & 4 /2 o

B 61 11 ARE G

CADTH #+ 2023 & 2 * o2 =532 [11] » F & % & dupilumab i® 3
'f4e 524¥ 5 % (add-on maintenance therapy) > #* % 6 3 11 & )g't% Z A L FE R
PRI R R AR E o 0 2 T PRI FIPR AR A F R o B R Ae

(1) prattdEpier FHEICSER ™ P /FHEICSH I - Bird|E 4
F oA A% g -

(2) # & EOS=150cells/uL -

(3) tidea- &Y T OF IEBKELN -

(4) R4 dupilumab ip B 2 5 0 3 SRR B IR SRR A R
ApdlEa e

(B) FEWAFR LB PR FIFLEF 5 LEH H A FEETF ok R

F vH AR B S5 2 %F*ﬂiﬁ/p%‘
(6) dupllumab TEWY
(7) dupilumab # s 2 s 4 H @ H P T o

s

B #2 - % ksc* 447 (Cost-utility analysis, CUA) » i& * & & % 7]
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AT PHR%FIALZ 6T 1L AF - *“é’ﬁfré‘:'ﬂ%%#‘”%' "Rt § o
g~ Fhtp EOS=150cells/uL £ FeNO ™">20ppb s i #Ti: F v 2 + > A » K ug
% dupilumab™ & * &% ;58 (background therapy, BT)® » 1 it 5 H # £ 870
Koo 2B kiR : VOYAGE :#% 2 EXCURSION 5% » =R P RF 2 % 4 o

CADTH $*t R S d] 71 0 B 2R U4 s

(1) I P EEAY F R dlir 2 A 5ak L & g 2Rk o

(2) A AR ‘/F"JmHl‘ A TR RS - Ko AT SR e
SR 0 B SRR i A B e @ A VOYAGE 25

3 EIREM & * dupilumab ¥ *f 1L A FL A o

3) firﬁ BRFAERE ¢/ F 7~ & o B3R dupilumab g 42 & § &
EnFiE g o RV IMA T A LTk iRk Y FIEE o

(4) AP Rk F R TE 0 A F PF R oK enTRR F R e

(B) ¥ RArBE & T RS F A R o i ® dupilumab T & 2
AR o IE AR E T A dupilumab o

(6) R Bl ® R N BAFMZ 42 LB P R > CADTH ffd| %
TP F IR Ao

(7) & 42 dupilumab BHU A PR ERVCRTE R R DT
B REE G 2 A & dupilumab Ap it H i 2 4 B 2 TRk R
'-"U“ﬁ“*% 7B fi?rﬁ‘a'rb pAEEIRG His 2 #ﬂ‘r‘f“iém,ﬁtﬁ,a?* w6 1
W gkz %3, Livd AL BEIEBERIF 2 B

(w,

CADTH &7 £ ATA T2 A T :dupilumab hoDd R 2 LRk E A
v & 4 kER| R T QUEST stk eni Bl S H BE B2 5 b %
R % 52 izﬂ%‘ﬁ B2 3™ s TR 23 Aindp? 2 BEE DI o
# f Akuz sxF {5 & 7 dupilumab i QALYS 2 M1 5 @ TR * = A2 3
> 7% dupilumab iR S A 2 s AR K o @ CADTH &2 f344k 2 2
WA PR H D Bt RS E LB TRE TS 2 A AL o CADTH & 374 47 2 %
Bt o ARt H % 4R 5% - DUPL BT $¢ 3 %= F % 7 »z > dupilumab 57 ICER &
5 40 % 209,655 ~/QALY gained - % & if F| (0B % 4 & 50,000 £ ~ 0 B 3
14 98% o @ kAR HtH i 4 4 A2 & ksc g o CADTH 1 & % 2 % o

RSN

mwmw:x&

WXl e ai®L 2B 02283 - IFEEEC 3209

mm FeNO : fractional exhaled nitric oxide > »* § - ¥ i* s E & °

" dupilumab & * & & #3 L 430303 60 27 Zm A *E-#F FE L 200mg F 2iF- =
2 300mg # 43— =t S HE 60T (7)) Pt RG 200mg£ 2% - =X o

00 LN & 7w Mg FFR (inhaled corticosteroid o ICS) ~ £ sz = A gAY G oA
(long- acting B2 agonists' LABA )~ ICS/LABA~ 5 = 4 < 48 #:4#]( leukotriene receptor antagonist
LTRA) ~ £ »x 3] # & 4k v » 4| (long-acting muscarinic antagonist - LAMA) ~ % 4 (theophylline)
ferre = Al gAY & & (Short-acting B2 agonists © SABA ) ©
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2. PBAC (;&#)

R E LG L R ¢ (Pharmaceutical Benefits Advisory Committee,
PBAC) ** 2020 # 11 * 2—; PR 3R 2 [12] > 25k e dupilumab * » 5%
PRI B E R RS v S AL 0 R AT & IR (OCS) #

i o LLL*'i;Kzik%?.nz— - FJ‘—np Hp R~ v i dupilumab 27 B A ﬂ\mﬁ« vh A p
B A 2 B > & & +7 (cost minimization analysis, CMA) &% » @ H & x2z 3 &
FTHRL DML 2L GHPN FHEAT

MERLT- PE S Aadr 0 4 % 5 dupilumab o v g e PR
benralizumab ~ mepolizumab % omalizumab z_ 4cfg 2 & » ot 247 R AR 2 f
dupilumab #3c 5 2 % >4 > & % % >t benralizumab~ mepolizumab 2 omalizumab -

Bk R MR 2 B R L % E (equi-effective dose)
RS & B S R 2K Thvk - A1 o PBAC ﬁﬁr@ ERERENUT R

(1) PBACHp &1+t #i&-:E 3% benralizumab~mepolizumab % omalizumab £_£ i 57
Ra et b X ADF SR AP EUB o A REL g g o

(2) =Y FAZE 3 £ > RIPFEFK ISR L > dupilumab :#5% 5 24 3 52
F U RGERHR P24 3 56 F o i TR AFL Y o PBAC § il 1 &b
PR g £ 32 o

B At F p ¥ & TR A2 B HEP 0 ¢ Z % ¢ dupilumab ~
benralizumab % mepolizumab z_ ;* &+ = ~ (MBS 82215 ) » 12 % 25 37
omalizumab z_ 4 ¥ £ 1@ ¢7 % 2 (MBS 82200 ) ~ jitis Ak B % B (MBS
82210) % iEacF Jio (PBS 8689T):‘E)ﬁ1ﬁ;§ kBB -PBAC L | gdp -
ATAsT aod AEFLLEFRGF > m 2% MBSIE P 48 > 1 MBS 5 p
ILI%F b grg o Hoa Ak oogtob s fmagd 4T3 BRI UES ‘FPEEFF;@{-* Lo
B 4 AGEILA R T p 7L o PBAC 3 U F R B ST ﬁﬁ'w:@fazﬁ )i
= iE'Ji :@faqﬁ Z@;;pd,%: » %5 47 omalizumab & = & » 25 E_ L ¥ oo
R A TSGR S AR MR > I AR 2 RSB FR T

(4) R Maxrfe B A A dupilumab ik @ 2 2 benralizumab ~ mepolizumab
% omalizumab = & ; @ & 472 % &1 dupilumab ;5% = 4+ omalizumab
{ gwﬁ‘ 3 FUL) PBAC#F] NFEATG “;CI% Rtk | 2 A7 =t R
g € 327 P v & (Pre-Sub-Committee Response, PSCR) » B & #75 755

b2 2 4 @A32% 1 omalizumab 2 & = A& > & dupilumab 2 % -7

(Rt n?;fﬁ T o

g RAATe o F i ce e g 2 7 4 47 dupilumab s -6 0

AATEL S AT R A P FILE S 3R omalizumab i f hfE s T

Al BN o e

-
Yan

(5)

/\ F_* Tk SRy
/‘
'“:“

wﬁ

\:t

pER
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BRI R B INA 0 R BR F vh A WA -7 € 7] dupilumab o~
citm AL PR FLBEREER AT A RS2 2 WA Ra o 1

PBS 10%%% + #icdy &g o1 > ] benralizumab 0 » &1 - @ 7§ of 2 5 @A cnd F- 0
B £ o 3R b iE j&:izkg'};;gqrm;ga z R dupilumab
PrBHEEL LA —%é%wv i ATt g e EFE o A E i
* dupilumab 7 § & A3 68 & pldEACE & o @ PSCR L5 o dupilumab o » %

° LL %‘/E/b?‘:"

it ¥ » benralizumab =
oo RE TR

it 2 E > XIEY
A dupilumab 3 » %

EpEers @ & IL-5ind 2 s 4 390 X
it 6&w

UL RIEE SV N A

fe PP A& 2T 5 B A4 47 ¢ K e omalizumab & £ (545.5mg) %

i) & A& 47 ¢ ki INNOVATE 85 #13Kk
¢ B~ 4§ hromalizumab £ % - ESC 3% % dupilumab %
S HH e PIRREF G F DR - PBAC 3R 5 MIRT R

€51 398mg o+t #-33k dupilumab
HisrERfep2 44

> 5
AT e

- EFRERERARERT
& S K R
dupillumab QUEST -~ DRI12544 % VENTURE 5%

benralizumab

SIROCCO ~ CALIMA 2 ZONDA :# %

mepolizumab MUSCA ~ MENSA 2% SIRIUS #5%

omalizumab INNOVATE #52%

A 24 i~ VR

12 b type2 A1 KL Foip 4

#& OCS & if
# 43 - = > 4 7 ;1% mepolizumab
100mg -

(la)*f A A B L 5«

dupiluamb 42 45|
£ 5 400mg > @

RN R

[

af

3 ME 4o misE 8-
= » g 7 ;1 %+ benralizumab 30mg

_ <& % 200mg & 4% - =& > A 724 Omalizumab
(1b)iE AT B & F 4 398mg ; & & 23— = 199mg
(Bt A AL E & IgE dci)
4 OCS i
T ;15 mepolizumab 100mg(+ 4
. - =)
(Za)pk PREBCL £ (djaupvlluamb A A T ;3 %+ benralizumab 30mg(= 3 |
£ » 600mg:> @a|,_ e )
PSP ke i Sl
_ %% = 300mg # 4 3F - = > g 7T 1% Omalizumab
(2b)iB AT B E F v 398mg ; & & 2 it - = 199mg

(Bt A W E & IQE #eid)
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3. NICE (# &)
B 1240 F el

®RE RGE R T RE S A 7 2 (National Institute for Health and Care
Excellence, NICE )>* 2021 # 12 * = 4 — » =13 3 2 ( TA751 )[13] 2= 3 dupilumab
% 5 %4 224% )5 % (add-on maintenance therapy) » * >t 12 g b % = A1 L F i
TREFHER A TEABFE SR ALIEI L EEFER LR

1—* LT i iE

(1) A=4o®E 5 400mg > @ (6= fE— FiLéF- =X ~ =& =t 200mg °

@ it R LR

(3) Jp+ 2 - &¢ > F & EOS=150cells/uL & FeNO > 25ppb » & 3 -
N VIR O LS, s

4) ot A it & £ mepolizumab -~ reslizumab # benralizumab ;5% > & @& *
WA EUBEF B @F o

(B) 7 %7 153K PP & dupilumab o

6) B*ariE  FRALBELIEZ12B 8 KEF
iz A&

v g ki F M 50% o

)
é*-‘-

NICE %% & & DUPI, SOC 2. & A »¢ ¥ iz 24 & £ NICE ¥ £ % q‘%@i#ﬁé’%

FEL o T ETIE type 2 B E F om 4 R0 AR XhF &> @ dupilumab

fh i OCS 2% eh¥ — fBisfdfh o ot 2 kg imR A 224 £

F| dupilumab ¥ # ¢ i 4 OCS ez » 5]t NICE 2% 2% dupilumab( 200mg )
Winp A £ il type 2 B F b

| 3

-

RF R - P FRRE ST e FRE T A RIS AT type 2 B E f o g
i~ 5 % £ DUPL SOC » v i 3 B % AR 280 o WA iR 35 0 Bk &
BABRR T AEEA R S A RE A REE Y
REARM 2 2 B RFIZ S REIRF BEE G ERET SR 50% 1
WL AR F 2B TIER c FF oM F BRI @ % dupilumab - E E Rl
3H AR o TR 2 o Sk p 3t QUEST # o

AR ERFaEASHRE e e A R AH LR Lo

(1) A ik P AR EH O A U FIH IR P YR S OTRk R 0 R
PR EIRHENG 24 A P LEB AL URFTRIEHET G 144 -
(2) FIQUEST i#SBZT|chE it F M F B8 &l f R AL i3]y £ 8E

PPt T ¥ piR 4k i dupilumab 2. # #4740 & o
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v & 4% — 3k #c(multiplier) » = ERG ( Evidence Review Group ) & & & i

BQUEST#HZ% 2 EitFa 2 75 » fBomfp REER{ AT AH 8

LR g ER

B9 &y (real-world evidence, RWE ) E_& g chF a4l kik » ¥ 12 5 &

Eitashf BTN o fphk b wﬂ dog gl Lfl‘ft»i‘%)»/r"},% S E B A

#F At QUEST 2% 1 7 > FlaidSdH R FlElid% 2 Bms {7 &+ %

FRF R T g FRETORE LR NI NEFERFAT L

LA RN A HEBR A L

4) % B €5 Mp Rt Jc* SOC ® 10 & 1+ 7= & (20%) @ » £ *
RURE SUE § A PES O SN PR e waéﬂ,:z Béwmsip *
AR ELEEDICER B % > & REE- 247 o ] L 37 h"lﬂ“‘lfﬂ?'
F#cts »SOC = K% 5 16.7% - 2 A % 55 3 64 /& u_l‘m}ﬁs Azt Ko
i “rde s N ICER B 5 %43 28,929 < /QALY gained ; & 51 * NICE #f>*%
mepolizumab 2. #* H 3%k 4p 31 17 5 B 1t 45252 3% 2 R ICER & 3 #43 27,257
~IQALY gained - £ R € sl S - St L efga eiv
R

(3)

Bofs o BT BRI R BT R {5 Al (AR ARE SRR K
= dupilumab fpfie>t 8 # £ 858 2 ICER & 5 # 43 28,156 ~/QALY gained - ¥
HEFFBAR AL 7 ¢ B dupilumab 2 — #7558 F i 5 2 & dupilumab
AT H R B E B AR R R i%"a‘%?“%’ Pl 5 g2 Biv R 20 3l
* mepolizumab 2. NICE 3%k 4p 51 5 #4737 55 3 64 fk ffas £ 1 g e =

FRPE e KA o AHBRHN Y AE R NEER & o

AR g4 I AAES T AR i 72 FRE 0 B R T 0 ICER @ 5 H 4
28,929 = /QALY gained: s* f 3+ i At NICE 7 4255 s Ao ¥ 4 Fl2 A4 6 2 -
Bm oo $3type 2 BoE F A p ¢ 0 dupilumab FOIT S ¥ - fEn B 5 2 A A
et BRI EWIRY OCS 2 4pk A2 glit* ;A kprdF 4 4 F (nasal polyp)
2 B =4 % (atopic dermatitis) 2 5 4 7% it j&_dupilumab & £ % 2 2cF o
Fb oo 4 F g5 dupilumab $£3% type 2 BeE e A A s F HERRE o sk
ICER i % 43 28,929 ~/QALY gained 5 ¥ 4% % e A »c i 8 Fl2 + *Lig> e NICE
ERE e

B 63 11 5&REF+4
FHOI UL A A2 BRI FRE Fri2 QL L 0e 0 A TATSL 3¢
20 EFREEW 12 frr b A NICE 7 £ #1003 e 18 173565 5 fe & i3 & NHS

FL k2 3% 2 NHS England and Improvement sz i 2 % i i5 2 7 > NHS # % i
dupilumab * »+ 18 g 2 2t e
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4. R FRAHER BB
(1) SMC (@t )

gt Ww#+y £ R ¢ (Scottish Medicines Consortium, SMC)*+ 2021 # 3 * 5 p
N4 - 3ER AR 2 (SMC2317)[51] » &3k 5 % 2 dupilumab T 5 ffse s
o B 12 A1 type 2~ T JR* B AR ICS 2 H @y B 15 v A E prd 2
B fenp b o UpliFE Sop A F & 0 OEOS= 1500e||s/uL . FeNO>25ppb ~
@i - EF9 QL 4 P ECFNSQ@FELEE B 4 H @ R4 anti-IgE &
anti-1L-5 z_ ;5 o pt 22 2k (2 A > dupilumab 2. % = #3E% 3% ¢ 1 % &% £ ICS
$ﬁ112ﬁk$ﬁ%m%ﬁrﬂx WA ¢ ARgEet % A dupilumab
M F v E R A hgee L H s o ptaz 3k (3 * >t dupilumab Bop At Fv
:ﬁr'ri"‘v % (patlent access scheme, PAS) Ta g R A E o N PAS BRI A
3 LY u% IR o

eI S SR TR 5l SRR TS A Y SR TR e
TR ESEEE 2P WA anti-IgE & anti-IL-5 2 in o 2 F rEp X o %iﬁ-x W
#F M v PRIE FFE (maintenance oral corticosteroid, mOCS) 755 2. i A LIS 8
* DUPI, SOC = H * #3858 (¢ 3 F A £ ICS 4 LABA) 2 2 5% > @ 5
AP 4R X mOCS ;‘ér}% 2 A0 R dupilumab % mepolizumab #7
benralizumab o 2 = F# £ B ¥ % #4] - % 3L DUPI, SOC ~ H * R85 2 2L 5 v
wwﬂ<$’$%rmﬁﬁ&9;5@%@2@%7i“&-°&%§%\%£
EHlF P REC S EREET 2 Fogiphl = o AR LR &t IR
SN RIS ﬁ@;ﬁ; C BBREY S A FRYF L (100 £ ) AP FRA
* QUEST 825 ¢ 2. 0 %# { X 3 #H £ ICS /5% ~EOS=150 ~ FeNO=25 * -

ER R VEY S 3 K S TR mg - 38 N aﬁ 4] (binomial regression
model ) &1t B 1‘%—%&1 (- #9324 ZFBME) 2B b R EA

Jap >t QUEST #3c & 2. EQ-5D-5L P L o PAS T faq\ra A HBFE LIS S
vt - %2 £ = o

%2 ~PAST Z AAHLSYTEER AT %

F5 AL AT T FrH R T ICER i&
I S A
1. AAH LT £22,967
A X LR 2
) BT E i‘L-fi ﬂx*‘;ﬂi ki s BTS |NHS % & 2 # £24560
Fxip B = & | Diffcult Ashma | (DZ15M — DZlSR)
Registry
3. EpmMic | Bl cF2R | E M icRkx | £26417
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K 20K Z (42~ 3 E | Kk 2R NICE =
%~ i) k>t BTS ;iz;fﬂ 71(TA431)
Diffcult Ashma | & i 4p B i5 F 2.
Registry O S B
4 dupilumab &5 # £31.825
=% (QUEST)
> §f§ o Pl v gt s ;fjjip © | 829,563
20 & £26,186
BaliR- e 100 & 10 & £35,837
: 5# £49,152
5 SMC & RAiS3f 4e 2 g & 41
TioEdry 48 A | TimE# L 421
9. | E& (£ QUEST =% | & (£ >% Scottish | £26,092
) data )
= F A NICE | #73 is i 3% 22
o, |FAAETEE B gy Sl e R
= ¥ (TA431)ERG 2 3k | (Roberts et. al.
cd 2013)
%~ )I% (Heaney et
* %A fé S % i al ?010) v‘ ESRSS 4
11. | * mOCS ;5 y v (4% % mOCS | £30,586
s mOCS e 2~ | . . ..
o I S
41.7%):& {7 4c 1
EEHFR 49>
12. B EE Yotk # AT £57,974
1011
2 B H w2 R R
1 g ICER
= mOCS m)%a;ﬁ; A (¥ dupilumab 2= PAS)
1. H o LR £40,907
AFeX mMOCS ipf 2 it (Rypt #FL2 §)
) dupilumab »x % fie £ 7 = AR F -
2 Mepolizumab mepolizumab £ F = &z F g4
3. Benralizumab £66,234
Omalizumab £296,996
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SMCi ﬁ gwuﬁriﬁﬁfkqllrﬁiﬂﬁlﬁ‘léié

(1) SMCZ f ¢ & 73 73X mOCS vt 2 F i BRERRF > 27 it L}
Betind G R R ERED %“5?%1 o~ Fet mOCS s 4 e
Ra o PRpA iR EER * dupilumab 7 £ = A E o
@) FU’? #- dupilumab erfe/k 3+ i 3K 5 4 % ¥ X i anti-IgE 2 anti-1L5 {5 » p*
T )?5 AR R H W A B RARSR  Ra RRTRA S REER R
EHRTT LR R $ o AL p A Bl 2 2 R e e g
% B A7 % Ao dupilumab Apat H @ 4 R T A E S AL E o
() Aredfnl 7= SHHpE G AR BREL R TR RS %o
FERET AR OB AT AT F RS 2 &%‘%5’%?1‘}5
T Bl R g 304 dk i dupilumab 7 F 5 QALY AR F & o
Mm% iE 1 ICER & o
(4) B s (52 &) (8 M- FBR 4D mnF b F o KA o PV e
BB R RIS EAF B P R R PR A g
TR G o FF S BETE R § R ICER BAFH 4 -
() ri AAT hEESE AR IR F AP S FER TR 5 6
PE-TETFE#E D ICER Hite o @ F BT A RIS TR RE
R

5. R FRLMM S
(1) 05

A 4F £ * 3+ 4% CRD/INAHTA/Cochrane/PubMed/Embase 7. + 7 # £ 2

WP 4T

(w

"1 5] PICOS # s 0 iF 4 > THF & AR B RATELHEE T 2 4
¥ (population) ~ ;5% > ;2 (intervention) ~ & »c ¥t B 5 (comparator ) ~ 4 % ip|
2k (outcome) % 7= 3 &+ > ;2 (study design) > H H&F if it LI 4o

4~ 0% %t asthma
Population
B GER DAL

Intervention (dupixent) OR (dupilumab)

Comparator A%

Outcome A% L
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cost-effectiveness analysis, cost-utility analysis,

Study design cost-benefit analysis, cost-minimization analysis,

cost-consequence analysis, cost study

% pe + itz PICOS: i% i CRD/INAHTA/Cochrane/PubMed/Embase % ~ ;F%;]*
FLE - %2023 # 6 % 21 p o+ o 2 Tasthma |~ Tdupilumab | # i B 4E5 & 748
= :I,'%’EE ,“f\“p FF ’FLKI‘]'%"‘ °

) 7%

%+ CRD/INAHTA/Cochrane/PubMed/Embase it 3% » 53 ﬂffﬁ; » T iE
THEEERELEEEGS PHFIOS R ?‘JI?%PE’ AR 2 TRt 2. 2 kE4p M o Midwest
Comparative Effectiveness Public Advisory Council *+ 2022 & 3 % 2_ 5L & & 47 > W&
I a4 @A (¢ 7 omalizumab ~ mepolizumab ~ reslizumab ~ benralizumab 2
dupilumab ) *f4e >t R LR 2 W RN 2 N A E 0 B NI AE
-&}iﬁaj’EiICERl*”b;ffluJ’-&}i Fl ]pi$3f§’;b7f'&’|CERl_a_Ll 4
@E % £ 3253 ~ % 39.1 § ~/QALY gained - # v)glcﬁl*“% fod JiB 7 A

FAFA S AN 247D AT H RS 124K (7 ) M OCS kg2 A%
fﬁ*#' B # %% % > 12 dupilumab e 3t A B s 0 # benralizumab £ 3 5t
1%~ i mepolizumab £ & ks F o & FLT Pl A K Al B E F vi':;}% A
¥ % > a3t mepolizumab %2 dupilumab - benralizumab 5 & ig$ 2 5 Rk EH# o
ERG T ARE SR 2 “*f.‘rxr* ZAIFRE F hm ¢ 0 i€ * dupilumab ¥ £_7
L &k -"117*&%« ?‘fer\ A R U

e The Effectiveness and Value of Biologic Therapies for the Treatment of
Uncontrolled Asthma- A Summary from the Institute for Clinical and Economic
Review’s Midwest Comparative Effectiveness Public Advisory Council.[52]

Midwest Comparative Effectiveness Public Advisory Council »+ 2022 # 4 # \*
I a4 @A (¢ 7 omalizumab ~ mepolizumab ~ reslizumab ~ benralizumab 2
dupilumab ) *if4e 3t jnfy 2 W% R0 hfRk 7 3E o A Rpocdp s F R
vz pnz 4 mn«%‘rmw:i o f Ay E T A EAE B R g
BB MR 0 & 8 A 47 (meta-analysis) & % 5 i (7 L 3 (summary
estlmates) » 12 % & dupilumab t% .= 4 ;é%;w:m‘a o FEMT > I AERIORE
Eioxrgiy 50% F HGip® A< REM M F 334 F % (Asthma Control
Questlonnalre ACQ) fﬁ"’%i & & R % (Asthma Quality of Life Questionnaire,
AQI—Q)’L'\?;/PW? L a5 g EFRE T B PR EF L% o ¥ o
lﬁwmﬂ*ﬁﬁﬁw“ﬁ&@@$i@&wiéﬁﬁo
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;‘;i/;,};:riaj\z = ,}:‘*‘J:II /;r_]p % r';;t: SOC z ,;\;j\-,;.;:;—: , ﬁ:ill:{ & g—ﬁ :‘—/B‘
1'1@*?}3‘%;]*5‘.*?%?'5.%1 (E'FB#‘*W}E;P—) *W,u/}?i,ﬁ;:(égocs
PRATE S FEpED fo’fﬂﬁ’:glﬂj’b)}""‘ (¢ ZFehAnM > 2 8

H
RF = X ) SRR G rf«:‘«"r"ii‘.ﬁﬁ‘ééﬁﬁﬁ BLE AT R E I 2 rﬁﬁ#%«
d s #’n‘@iﬁw e P oK 0 AR T 4 4 WAl Rt SOC £ f R 2
PRV ARFLFRFF O FLEHNAD L A v e 7T 'UFEFE
T2 #ie l sé%#anp v & G ESS S W S EFE -~ EBRT OCS i)~ SOC
ZEELF o “zﬁ 2 EREYZICER By FREF N5 24345
~Z2_ 5 ICER &2 i3+ qsalﬁp % 4£3253~13 391 ,‘QTi/QALYgalned(@ e 2
) B¢ AL BESE A RURIN R R DR E o TR AR
R ERESIOE % el #ﬂ’%lf*ﬂ]? ‘Jﬁs“’”bﬁff“ EEKRET L ERET T ka7
FETM; &k fEBRG TR T ARRIE ,p%‘#pﬁgmﬁf HLB T
POEPE S F B PR F R M 2 5P S M2 e

Ze ~Tice 8 4 (2022) P Al A58 2 A2 & Ao F A

4 b WA ERER (£2) ICER /& (/QALY gained)
Omalizumab 28,900 325,000
Mepolizumab 29,500 344,000
Reslizumab 28,900 391,000
Benralizumab 27,800 371,000
Dupilumab 31,000 351,000

e Cost-effectiveness analysis of dupilumab among patients with oral
corticosteroid-dependent uncontrolled severe asthma in Japan.[53]

Yuji # 4322022 &0 p AGEE RGP i%f‘l&»’ﬁ‘%« CIE BV A AR
L kokF A4 o L 12;%(3)oncsx;¢;\ ﬁ:;&—é* cF ROENL
s dupilumab 2 B &5 4 $ R 1F 5 4t A B ISR (background therapy) z_ 5 %
350 Kﬁ:i/&: = dupilumab z_ 9z 3#% VENTURE %2 QUEST :#3% -~ v[f& .
PAF>FREZRIAL ITRFIKRLL 2% &{p~ 7 ~“55=%;'—F P F R
benralizumab % mepolizumab - & * dupilumab ¥ "% M€ T i* {252 {2 4 &
ELAFERTREA bE T EHEAR ﬁ;(willingness-to-pay, WTP) R & 5 p %
500 # ~/QALY gained > dupilumab #p #>* benralizumab 3 #& i 2 5% Wvd (iR
A A HR S QALYS) 5 dupilumab 4p#>t mepolizumab = & = A3z 7z » H
ICER i& % p % 101 & ~/QALY gained ( # £ 9,190 ~/QALY gained) ; dupilumab
Ap 3t omalizumab B 7 & & A »cF 5 ICER & 5 P % 1,080 § ~/QALY gained( 2
4 98,203 ~/QALY galned) Ty B E o fp A2 dupilumab fde 3t F B SR
# benralizumab £ 7 53¢ g4~ # mepolizumab & = A F o
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e Cost-effectiveness of benralizumab versus mepolizumab and dupilumab in
patients with severe uncontrolled eosinophilic asthma in Spain.[54]

Mareque % 4 3t 2022 # 1 F 317 B4 A BEF £ > FH 57 X HAE
A E AT o8 g B AL A2 B f rdp ¢ 0 vt % dupilumab £ benralizumab
% mepolizumab 2 = & »c g o & 3 4% ¢ 5 31%<ps 4 F #x OCS ~ 69%:hp; 4
AP WURS R o FrefEa (¢ 28 B2 OCS &if ) > fedt
B fs2 Bi v~ ) EQSBD 2Bk A ER K22 B o Ay BT o
benralizumab (52.21 QALYSs)** mepolizumab (51.39 QALYs)% dupilumab (51.30
QALYS)# 3 »x - 7 B & it 75 » benralizumab # & (2.87 = & i ) ~ mepolizumab
» 470 = & i ~ dupilumab & 511 X B it o & 5 ER AP/ o L =7
* > benralizumab 3 & < (%~ 56,093.77 = )~ mepolizumab % 59,280.45 ~ -
dupilumab 3 62,991.76 =~ - #4p#>t mepolizumab % dupilumab > benralizumab
R A F R (MR k> FA RS QALYS) 2 ik iEH o

e Cost-utility analysis of dupilumab add on therapy versus standard therapy in
adolescents and adults for severe asthma in Colombia.[55]

Buendia % 4 3t 2021 # 8 4 - E U E ¥ XA AT A3t {722 F 07
TH RS 2R G ?“V*ﬁ’xf}z\lﬁ NEE F rh2 1 DR E & E }F‘s A s FL@J&,\
DUPI, SOC ¥ & * SOC (ICS+LABA) e 2= ﬂ\ Ak DG HR R KA o T
%% & 5r > dupilumab £ & # % #% (dupilumab % % £ 5,719 =~ ~ SOC % 1,214
<)~ QALY i (dupllumab % 4.06 ~SOC % 3.97)- ICER & 5 # £ 50,160 ~
IQALY gained » ¥ & # 5 &y 2 FE i % = % £ 19,000 ~/QALY gained - r«:? i
]“}Eg;ﬁ‘s}vi” L E R G\-ﬁ-‘}P‘s g * dup|lumabq\7»,§1s\zlw:ﬁmo

*  Dupilumab in children with moderate-to-severe asthma: A cost utility
analysis.[56]

Buendia % A+ 2022 £ & — £ 1B ¥ 2 HAEF A A2k S5z 2 F 08T
TGS EMEARABE § AL D854 (E85 611 &) kst DUPI
SOC &2 * SOC (ICS+LABA) iofz. = A 2»x* o L#ick ik 5 NCT02948959 &
B o ,Fﬁii‘ﬂﬂp 2% LlpﬁPF'&,’-r 5% c 7 REET G DUPIL_SOC
BrH % SOC 2 s> 54 32 QALY # 4 5 0.85 %2 0.84: & xﬂ}}%&#TiiiﬁP
Lwul G % £ 379 % 19 ~ > ICER 2 5 # £ 24,660 ~/QALY gained » % & & xk
w2 B R S # £ 19,000 ~/QALY gained: r-r:v* el BeE F b2 24 R
% dupilumab m)é‘qj NN S A= i

6. EmyREL AL SR FmY T
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CBC : ZM#kEH# (complete blood court) ; CRP : C- KMER (C-reactive proteln) ; Ig : RRHER (mmunoglobulin} ; CXR : BB X ¥ (chest X-rays) ; HRCT : ST EIEEE (high
resolution computed tomography); DLeo : —E{LEMINEES (diffusion capacity of carbon monoxide) ; DEXA: BERER (dual energy X—ray absorptiometry); ICS : IRAREERE (Inhaled
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6.2.6. Omalizumab (4= Xolair) : (97/6/1 ~ 100/6/1 ~ 103/10/1 ~ 111/2/1)

1. 2 A

(1) 12 ghrr bz 55 & & X gigipp 7}1 [t AR R PR LTS
"TERFHIF «fﬁs.& L i 7? BAEH O FRETANEE .

I TRs o & B 5 B A REATS ] RN E% (4 skin prick test) s 48
*t IgE #2% (4- CAP ~ MAST ~ RAST ~ FAST ~ ELISA test &) % 5+
F R -

. = TLER Iy IgERZHR S % o LBk F-v Total IgE & % % %
& Zp A 30~13001U/mL - e i@ * o IgE B {4 IgE Bt E(‘JF.]/ AL
(103/10/1) -

M = 3% % & & 87 Fps 24 = ~ & (F > £ < > 400 mcg belcomethasone
dipropionate/day 4 } gt i #F B AR F o o AlAp %A E 5o 4 <0
800mcg beclomethasone dipropionate/day 14 + & H i 4 B ik % 4 5~ H|
AEHE) 2 Er Hw sk o b Ece = 4w & (B 2-agonist) ~ ¢
PRAR FIfR o ~ v PR theophylline # v = f % 47 8 & v 417 25
LB R R (¢ 4 P S B 2 5 £
FX T~ R F RS PR TR G R E A F A
s f“b FAEGEE 2% &1 %) (103/10/1) -

Vo R AABCSFEET A AR L A AR
FEV1 reversibility 42 i& 12%.%5? B ER 4 200mL 2 oo 2R 5E FIER
s FEV1 3 4 20% + (103/10/1) -

(2) 6 RBI3J L GNP P TP ETRAREPFELELE
BEFRF A HE o AT IEE 2 (100/6/1 - 111/2/1)

I TRs o & B 5 B AR AT ] RN E% (4o skin prick test) s 42
* IgE #2% (4~ CAP ~ MAST ~ RAST ~ FAST ~ ELISA test &) % 5+
F R -

N & Ftknt T AAEY IgE % %% o LT 0 Total IgE # % & %
% 4% 30~13001U/ML » 2 ¢ * 45 IgE SLA15 IgE B KK 7 gt

1!510
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M. = &% 3 & &2 725> ~ & (+ 3 400mcg Beclomethasone
dipropionate/day r } & H s spEfE o ~ BiAp EHE) 2 A F H @
e o Aot Lo Z AliEr &) (B 2-agonist) ~ v PREE FHEE IS K~ UK
theophylline & #v = % R 8% & 7417 2 H oD d o R
'ﬁﬂﬁzﬂ (¢ 450 BV 5 %4238 2 =~ p ¥ 2 H LT~ F &

PR TR FIER S Z B EMRANEF A ARE280 0 B E
i Hr iF i 2 4 &1 b ) (103/1071) -

V. et F 4 am ¢ 2 ﬁ+£?i$w%%’i%%%%$%%ﬁ
FEV1 reversibility 42 38 12%2 & 4 & 3 4r 200mL 2+ > & i * 47 Ffg
6 FEV1 3 4 20% 2 + (103/10/1) -

REFVFAPALRY o
E R A FARE 2 e

Be¥e et dEimze i b B0 (Flie s M52 % (4o PEFR @ FEVI
B)2 &1

B* 16 FEFTH BEARY Db Ro Rk mF L o VR o

FirTopsfkecd | P ARG HF P PEFR eed o 25 v RS AR
B i o Rt 2R Rw ;;m—kﬁi‘\‘%?)f?& A fa=x #c o

6.2.8. Mepolizumab (4= Nucala) ~Benralizumab (4= Fasenra)( 107/11/1~109/3/1 ~
109/11/1) :

1.

(1)

(2)

mqrfxgnqwog?,fi TR gs,p?sgm/»% ac—%’ = f]%(c ﬁg‘r’})n o Ik e

BeE & 74 #2417 2 (severe refractory eosinophilic asthma)?\ 18 ey b A
B ko P FEW 12 B0 P e ? Pg * f'r:‘(v fald)e = 3% =300 cells/mcL > ®
F & T AEE 1 (109/111)

@&éﬁﬁ&ﬁhﬁ%ﬁﬁ%f@;6%@%@%?rmﬁﬁﬁ
prednisolone + = I -> 5mg & % i % & (equivalence) -

ERPE RN P E S
R

FEEvFAbAGRY .
R

(1) Mepolizumab & 4 % * 2 1F42:E 1 =< o
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Reimbursement condition Reason

Initiation

1. Patient is inadequately controlled with high-dose inhaled
corticosteroids, defined as = 500 meg of fluticasone
propionate or equivalent daily, and 1 or more additional
asthma controller(s) (e.g., LABAS).

VENTURE enrolled patients on high-dose inhaled
corticosteroids. QUEST and Study DRI12544 enrolled patients
on moderate- to high-dose inhaled corticosteroids; however,
clinical guidelines suggest maximizing inhaled corticosteroids
before stepping up to biologic therapy.

Patient must have an eosinophil count = 150 cells/pL (0.15 =
10%/L) or have OCS-dependent asthma.

Type 2 eosinophil phenotypes are generally defined by
eosinophil cell counts = 150 cells/pL. The QUEST and VENTURE
trials demonstrated efficacy of dupilumab over placebo in
reduced annualized rate of severe asthma exacerbations in the
subgroup analyses of patients with elevated baseline eosinophil
counts.

VENTURE provided support for the reduction in annualized

rate of severe asthma exacerbations with dupilumab in 0CS-
dependent asthma.

A baseline assessment of asthma symptom control using a
validated asthma control questionnaire must be completed
prior to initiation of dupilumab treatment.

Needed to objectively assess response to therapy (see Renewal
conditions).

Renewal

. The effects of treatment should be assessed every 12 months
to determine whether reimbursement should continue.

Allow sufficient time for patients and clinicians to assess
response.

Reimbursement of treatment should be assessed using the

same asthma control questionnaire used at baseline and

should be discontinued if any of the following occur:

+ The 12-month asthma control questionnaire score has

not improved from baseline, when baseline represents the

initiation of treatment

The asthma control questionnaire score achieved after

the first 12 menths of therapy has not been maintained

subsequently

* The number of clinically significant asthma exacerbations
has increased within the previous 12 months

* In patients on maintenance treatment with OCS, there has

been no decrease in the OCS dose in the first 12 months of

treatment

In patients on maintenance treatment with OCS, the reduction

in the dose of OCS achieved after the first 12 months of

treatment is not maintained or improved subsequently

Achieving and maintaining asthma control and reducing the
frequency of severe asthma exacerbations were identified by
patients as important outcomes and recommended by the
clinical experts as clinically relevant and feasible to assess.
Dupilumab reduced the annualized exacerbation rate compared
with placebo in 3 clinical trials.

Listing multiple measures provides flexibility in assessing
response to treatment.

Reducing the need for OCS to control asthma was determined
to be a clinically important outcome for patients and clinicians.
In VENTURE, dupilumab decreased OCS doses by 28%, or 7.6
mg per day, from baseline in patients with 0CS-dependent
asthma.

Presci

ribing

. Patients should be managed by a physician with expertise in
treating asthma.

Specialized training is required to manage severe or refractory
asthma, select the appropriate treatments, and conduct testing
to assess response to therapy.

Reimbursement condition

2. Dupilumab should not be used in combination with other
biologics used to treat asthma.

Reason

There is currently no evidence supporting using mare than 1
biclogic at the same time to improve outcomes in patients with
asthma.

Pricing

A reduction in price

The lack of direct comparative evidence and limitations with
the sponsor provided ITC prevented estimating the cost-
effectiveness of dupilumab compared with other biologics.

Based on the CADTH base-case reanalysis comparing
dupilumab to SOC alone, a 93% price reduction would be needed

for the ICER to be less than a $50,000 per QALY WTP threshold.

ICER = incremental cost-effectiveness ratio; ITC = indirect treatment comparison; LAB
life-year, WTP = willingness to pay.

2. #8631 11 fop A [11]

98/

A = long-acting beta agonist; OCS = oral corticosteroid; QALY = quality-adjusted
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Reimbursement condition

Reason

Initiation
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Implementation guidance

1. Dupilumab treatment should only
be initiated in patients aged 6 to
younger than 12 years with severe
asthma with a type 2 or eosinophilic
phenotype who meet all of the
following criteria:

1.1. Symptoms not controlled
despite optimal treatment,
defined as daily use of
medium- to high-dose ICS plus
1 controller medication (e.g.,

LABA) or high-dose ICS alone.
Eosinophil count = 150 cells/pL
(0.15 x 10%/L).

Uncontrolled asthma with at
least one severe exacerbation
in the past 12 months.

1.2.

1.3

The VOYAGE trial enrolled patients

on mediurm-dose ICS with a controller
medication, high-dose ICS with a
controller medication, or high-dose ICS
alone. Clinical experts reported that
limiting chronic ICS use in children aged 6
to younger than 12 years is important.

Type 2 eosinophil phenotypes are
generally defined by eosinophil cell
counts = 150 cells/pL. The VOYAGE trial
demonstrated the efficacy of dupilumab
over placebo in reduced annualized rate
of severe asthma exacerbations in the
type 2 inflammatory population (baseline
blood eosinophil count = 150 cells/

pL or baseline FeNO = 20 ppb) and the
population of patients with eosinophil cell
counts = 300 cells/pL.

Patients enrolled in the VOYAGE trial had
at least one severe exacerbation within
the past year, defined as having been
treated with a systemic corticosteroid,
hospitalized, or having visited an
emergency department for worsening
asthma.

Clinical experts indicated that when
managing children with severe asthma
who are not well controlled on a medium-
dose ICS plus another controller, they
would step up to a high-dose ICS with a
LABA, then consider adding a biologic.
Clinical experts indicated that it would
be uncommeon for patients who were
not controlled on high-dose ICSs alone
to have a biologic added on without first
adding a controller medication to their
maintenance treatment.

In children aged 6 to younger than 12
years old, a high-dose ICS is defined
as greater than 400 mcg fluticasone
propionate or equivalent daily.

A severe asthma exacerbation is defined
as worsening of asthma resulting in
hospitalization, an emergency care

visit, or treatment with systemic
corticosteroids.

2. Abaseline assessment of asthma
symptom control using a validated
asthma control questionnaire must
be completed before initiation of
dupilumab treatment.

A baseline assessment of asthma
symptom control is needed to objectively
assess response to therapy (refer to
Renewal Conditions).

A validated asthma control questionnaire
includes the ACQ or the ACT.

Renewal

3. The effects of dupilumab should
be assessed every 12 months to
determine whether reimbursement
should continue.

To allow sufficient time for patients and
clinicians to assess response.

4. Reimbursement of dupilumab should
be assessed using the same asthma
control questionnaire used at

Asthma symptom control and reducing
the frequency of severe asthma
exacerbations were identified

Scores demonstrating a benefit of
treatment for renewal of reimbursement
are either of the following: a decrease

Reimbursement condition

baseline and should be discontinued
if any of the following occur:

471. The 12-month asthma control
questionnaire score has not
improved from baseline,
when baseline represents the

initiation of treatment.

4.2 The asthma control
questionnaire score achieved
after the first 12 months

of therapy has not been

maintained subsequently.

4.3, The number of clinically
significant asthma
exacerbations has increased

within the previous 12 months.

Reason

as important outcomes by patients,
caregivers, and the clinical experts.
Dupilumab reduced the annualized
exacerbation rate compared with placebo
in the VOYAGE trial.

Implementation guidance

of 0.5 points or more on the ACQ, or an
increase of 3 or more points on the ACT.

A severe asthma exacerbation is defined
as worsening of asthma resulting in
hospitalization, an emergency care

visit, or treatment with systemic
corticosteroids.

Prescribing

5. The initial prescription of dupilumab
should be by a pediatric respirologist
or allergist with expertise in treating
asthma. Patients should be managed
by a physician with expertise in
treating asthma in pediatric patients.

Specialized training is required to manage
severe asthma in pediatric patients,
select the appropriate treatments, and
conduct testing to assess response to
therapy.

6. Dupilumab should not be used in
combination with other biclogics
used to treat asthma.

There is currently no evidence supporting
using more than 1 biologic at the same
time to improve outcomes in patients
with asthma.
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(1) #p 4
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Category / Program:
Section 100 — Highly Specialised Drugs Program — public and private
Prescriber type:
B<IMedical Practitioners
Restriction:
PJAuthority Required - In Writing
Severity:
Uncontrolled severe
Condition:
eosinophilic or allergic asthma
PBS Indication:
Uncontrolled severe eosinophilic or allergic asthma
Treatment phase:
Initial treatment 1 — (New patient; or Recommencement of freatment in a new treatment cycle
following a break in PBS subsidised biological medicine therapy)
reatment criteria:
Must be treated by a respiratory physician, clinical immunologist, allergist or general physician
experienced in the management of patients with severe asthma.
AND
Clinical criteria:
Patient must be under the care of the same physician for at least 6 months; or
Patient must have been diagnosed by a multidisciplinary severe asthma clinic team.
AND
Clinical criteria:
Patient must not have received PBS-subsidised treatment with a biological medicine for severe
asthma; or

Concept ID

Patient must have had a break in treatment from the most recently approved PBS-subsidised
biological medicine for severe asthma.

AND

Clinical criteria:

Patient must have a diagnosis of asthma confirmed and documented by a respiratory physician,
clinical immunologist, allergist or general physician experienced in the management of patients with
severe asthma, defined by the following standard clinical features: (i) forced expiratory volume
(FEV1) reversibility greater than or equal to 12% and greater than or equal to 200 mL at baseline
within 30 minutes after administration of salbutamol (200 to 400 micrograms), or (i) airway
hypermresponsiveness defined as a greater than 20% decline in FEV1 during a direct bronchial
provocation test or greater than 15% decline during an indirect bronchial provocation test, or (i)
peak expiratory flow (PEF) variability of greater than 15% between the two highest and two lowest
peak expiratory flow rates during 14 days; or

Patient must have a diagnosis of asthma from at least two physicians experienced in the
management of patients with severe asthma.

AND

Clinical criteria:

Patient must have a duration of asthma of at least 1 year.
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AND

Clinical criteria:

Patient must have blood eosinophil count greater than or equal to 300 cells per microlitre in the last
12 months, or

Patient must have blood eosinophil count greater than or equal to 150 cells per microlitre while
receiving freatment with oral corticosteroids in the last 12 months, or

Patient must have total serum human immunoglobulin E greater than or equal to 30 IU/mL with past
or current evidence of atopy, documented by skin prick testing or an in vitro measure of specific IgE
in the last 12 months.

AND

Clinical criteria:

Patient must have failed to achieve adequate control with optimised asthma therapy, despite formal
assessment of and adherence to correct inhaler technique, which has been documented.

AND

Clinical criteria:

Patient must not receive more than 32 weeks of freatment under this restriction.

AND

Clinical criteria:

The treatment must not be used in combination with and within 4 weeks of another PBS-subsidised
biological medicine prescribed for severe asthma.

Population criteria:
Patients must be aged 12 years or older.

Prescribing instructions
The following initiation criteria indicate failure to achieve adequate confrol and must be
demonstrated in all patients at the time of the application:
{a) an Asthma Control Questionnaire (ACQ-5) score of at least 2.0, as assessed in the previous
maonth, AND
(b) while receiving optimised asthma therapy in the past 12 months, experienced at least 1
admission to hospital for a severe asthma exacerbation, OR 1 severe asthma exacerbation,
requiring documented use of systemic corticosteroids (oral corticosteroids initiated or increased for
at least 3 days, or parenteral corticosteroids) prescribed/supervised by a physician.
The Asthma Control Questionnaire (5 item version) assessment of the patient's respanse to this
initial course of treatment, and the assessment of oral corticosteroid dose, should be made at
around 28 weeks after the first PBS-subsidised dose of this drug under this restriction so that there
is adequate time for a response to be demonstrated and for the application for the first continuing
therapy to be processed.
This assessment, which will be used to determine eligibility for the first continuing treatment, should
be submitted within 4 weeks of the date of assessment, and no later than 2 weeks prior to the
patient completing their current treatment course, to avoid an interruption to supply.
If a patient fails to demonstrate a response to treafment with this drug they will not be eligible to
receive further PBS-subsidised treatment with this drug for this condition within the same treatment
cycle.
A treatment break in PBS-subsidised biological medicine therapy of at least 12 months must be
observed in a patient who has either failed to achieve or sustain a response to treatment with 4
biological medicines within the same treatment cycle.
The length of the break in therapy is measured from the date the most recent treatment with a PBS-
subsidised biological medicine was administered until the date of the first application for
recommencement of treatment with a biological medicine under the new treatment cycle.
There is no limit to the number of treatment cycles that a patient may undertake in their lifetime.
A multidisciplinary severe asthma clinic team comprises of:

+ A respiratory physician; and

+ A pharmacist, nurse or asthma educator.
At the time of the authority application, medical practitioners should request up to 8 repeats to
provide for an initial course of dupilumab sufficient for up to 32 weeks of therapy, at a dose of 400
mg as an initial dose, followed by 200 mg every 2 weeks thereafter.
The authority application must be made in writing and must include:
(a) a completed authority prescription form; and
(b) a completed Severe eosinophilic or allergic asthma Initial PBS Authority Application - Supporting
Information Form, which includes the following:
(i) details of prior optimised asthma drug therapy (date of commencement and duration of therapy);
and
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(ii) details of severe exacerbation/s experienced in the past 12 months while receiving optimised
asthma therapy (date and treatment); and

(1ii) the eosinophil count and date; or

(iv) the IgE result; and

(iv) Asthma Control Questionnaire (ACQ-5) score.

Prescribing instructions:

Optimised asthma therapy includes:

(1) Adherence to maximal inhaled therapy, including high dose inhaled corticosteroid (ICS) plus
long-acting beta-2 agonist (LABA) therapy for at least 12 months, unless contraindicated or not
tolerated:

AND

(ii) treatment with aral corticosteraids, either daily oral corticosteroids for at least 6 weeks, OR a
cumulative dose of oral corticosteroids of at least 500 mg prednisolone equivalent in the previous
12 months, unless contraindicated or not tolerated.

If the requirement for freatment with optimised asthma therapy cannot be met because of
contraindications according to the relevant TGA-approved Product Information and/or intolerances
of a severity necessitating permanent treatment withdrawal, details of the contraindication and/or
intolerance must be provided in the Authority application.

Administrative Advice:

The Services Australia website (www servicesaustralia.gov.au) has details of the accepted
toxicities, including seventy, which will be accepted for the purposes of exempting a patient from the
requirement of treatment with optimised asthma therapy.

Administrative Advice:

Formal assessment and correction of inhaler technigue should be performed in accordance with the
National Asthma Council (NAC) Information Paper for Health Professionals on Inhaler Technique
(available at www_servicesaustralia.gov.au or www.nationalasthma.org.au); the assessment and
adherence to correct technique should be documented in the patient's medical records. Patients
can obtain support with inhaler technique through their local Asthma Foundation (1800 645 130).

2. AEIEXILE - (HIORER

Category / Program:

Section 100 — Highly Specialised Drugs Program — public and private
Prescriber type:

[<Medical Practitioners

Restriction:

B Authority Required - In Writing

Severity:

Uncaonfrolled severe

Condition:

eosinophilic or allergic asthma

PBS Indication:

Uncontrolled severe eosinophilic or allergic asthma
Treatment phase:

Initial treatment — Initial 2 (Change of treatment)
Treatment criteria:

Must be treated by a respiratory physician, clinical immunologist, allergist or general physician
expenenced in the management of patients with severe asthma.

AND

Clinical eriteria:

Patient must be under the care of the same physician for at least 6 months; or

Patient must have been diagnosed by a multidisciplinary severe asthma clinic team.

AND

Clinical criteria:

Patient must have received prior PBS-subsidised treatment with a biclogical medicine for severe
asthma in this treatment cycle.

AND

Clinical eriteria:

Concept ID
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Patient must not have failed, or ceased to respond to, PBS-subsidised treatment with this drug for
severe asthma during the current treatment cycle.

AND

Clinical criteria:

Patient must have had a blood eosinophil count greater than or equal to 300 cells per micralitre
measured no more than 12 months immediately prior to commencing PBS-subsidised biological
medicine treatment for severe asthma; or

Patient must have had a blood eosinophil count greater than or equal to 150 cells per microlitre
while receiving treatment with oral corticosteroids and that is no older than 12 months immediately
prior to commencing PBS-subsidised biological medicine treatment for severe asthma; or

OR

Patient must have had a total serum human immunoglobulin E greater than or equal to 30 1U/mL
with a past or current evidence of atopy, documented by skin prick testing or an in vitro measure of
specific IgE no more than 12 months prior to initiating PBS-subsidised treatment with a biological
medicine for severe asthma.

AND

Clinical criteria:

Patient must not receive more than 32 weeks of freatment under this restriction.

AND

Clinical criteria:

The treatment must not be used in combination with and within 4 weeks of another PBS-subsidised
biological medicine prescribed for severe asthma.

Population criteria:
Patients must be aged 12 years or older.

The authority application must be made in wriing and must include:
(a) a completed authority prescription form; and
(b) a completed Uncontrolled severe eosinophilic or allergic asthma Initial PBS Authority Application
- Supporting Information Form, which includes the following:
(i) Asthma Control Questionnaire (ACQ-5 item version) score (where a new baseline is being
submitted or where the patient has responded to prior treatment); and
(ii) the details of prior biological medicine treatment including the details of date and duration of
treatment; and
(1ii) eosinophil count and date; and
(iv) the dose of the maintenance oral corticosteroid (where the respanse criteria or baseline is
based on corticosteroid dose); or
(v) the IgE results; and
(vi) the reason for switching therapy (e.g. failure of prior therapy, partial response to prior therapy,
adverse event to prior therapy).
An application for a patient who has received PBS-subsidised biological medicine treatment for
severe asthma who wishes to change therapy to this biological medicine, must be accompanied by
the results of an ACQ-5 assessment of the patient's most recent course of PBS-subsidised
biological medicine treatment. The assessment must have been made not more than 4 weeks after
the last dose of biological medicine. Where a response assessment was not undertaken, the patient
will be deemed fo have failed to respond to treatment with that previous biological medicine.
An ACQ-5 assessment of the patient may be made at the time of application for treatment (o
establish a new baseline score), but should be made again around 28 weeks after the first PBS-
subsidised dose of this biological medicine under this restriction so that there is adequate time for a
response to be demonstrated and for the application for the first continuing therapy to be
processed.
This assessment at around 28 weeks, which will be used to determine eligibility for the first
continuing treatment, should be submitted within 4 weeks of the date of assessment, and no later
than 2 weeks prior fo the patient completing their current treatment course, to avoid an interruption
to supply. Where a response assessment is not undertaken and submitted, the patient will be
deemed to have failed to respond to treatment with this biological medicine.
At the time of the authority application, medical practitioners should request up to 8 repeats to
provide for an initial course of dupilumab sufficient for up to 32 weeks of therapy, at a dose of 400
mg as an initial dose, followed by 200 mg every 2 weeks thereafter.
A multidisciplinary severe asthma clinic team comprises of:

+  Arespiratory physician; and

+ A pharmacist, nurse or asthma educator.
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Category / Program:

Section 100 — Highly Specialised Drugs Program — public and private
Prescriber type:

[<IMedical Pracfitioners

Restriction:

P{Authority Required - In Writing

Concept ID

Severity:
Uncontrolled severe

Condition:
eosinophilic or allergic asthma

PBS Indication:
Uncontrolled severe eosinophilic or allergic asthma
Treatment phase:

Confinuing treatment

Treatment criteria:
Must be treated by a respiratory physician, clinical immunologist, allergist or general physician
expenenced in the management of patients with severe asthma.

AND

Clinical criteria:

Patient must have demonstrated or sustained an adequate response to PBS-subsidised freatment
with this drug for this condition.

AND

Clinical criteria:

The treatment must not be used in combination with and within 4 weeks of another PBS-subsidised
biological medicine prescribed for severe asthma.

AND

Clinical criteria:

Patient must not receive more than 24 weeks of freatment under this restriction.

Population criteria:
Patients must be aged 12 years or older

Prescribing instructions:

An adequate response to this biological medicine is defined as:

{a) a reduction in the Asthma Control Questionnaire (ACQ-5) score of at least 0.5 from baseline,
OR

(b) maintenance oral corticosteroid dose reduced by at least 25% from baseline, and no
deterioration in ACQ-5 score from baseline or an increase in ACQ-5 score from baseline less than
or equal to 0.5.
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Cochrane Library 20230620 #1 MeSH descriptor: [Asthma] explode all trees 14,981
1800~2023 #2 dupilumab 943
#3 #land #2 79

PubMed 20230621  Search: (dupilumab) AND (asthma) Filters: Full 636
text Sort by: Most Recent

(("dupilumab"[Supplementary Concept] OR
"dupilumab"[All Fields]) AND ("asthma"[MeSH
Terms] OR "asthma"[All Fields] OR "asthmas"[All
Fields] OR "asthma s"[All Fields])) AND (fft[Filter])

1950~2023

Search: (dupilumab) AND (asthma) Filters: Full 49
text, Meta-Analysis, Systematic Review Sort by:
Most Recent

(("dupilumab"[Supplementary Concept] OR
"dupilumab”[All Fields]) AND (“asthma"[MeSH
Terms] OR "asthma"[All Fields] OR "asthmas"[All
Fields] OR *"asthma s"[All Fields])) AND
((meta-analysis[Filter] OR systematicreview[Filter])

AND (fft[Filter]))

Search: (dupilumab) AND (asthma) Filters: Full 4

text, Randomized Controlled Trial Sort by: Most
Recent

(("dupilumab"[Supplementary Concept] OR
"dupilumab"[All Fields]) AND (“asthma"[MeSH
Terms] OR "asthma"[All Fields] OR "asthmas"[All
Fields] OR *"asthma s"[All Fields])) AND
((randomizedcontrolledtrial[Filter]) AND (fft[Filter]))
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1950~2023 review'/exp OR 'meta analysis'/exp)
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[article]/lim AND [humans]/lim
#3 'asthma'/exp AND 'dupilumab’ AND [randomized 143
controlled trial]/lim
#4 'asthma'/exp AND 'dupilumab’ AND [randomized 47
controlled trial]l/lim AND [article]/lim AND

[humans]/lim
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T R S A RSN
&+ IgE=1001U/ML[§ > & % 3 %

52.2%FH & - & = (Bif)i * OCS A€ (¥ i~
#)10.0mg © 44.0% 55 4 F BF R % A 5 E f (4o
ICS/LABA) > 53.6% k P& i¢ * = f& & 4 (4
ICSILABA/LAMA) 41 45 - -

3R edy R %

1. 23885 52 F ) > & e ig e (adjusted) s ehg v
BEEBEFITS

(1) ITT *%#3

D & 200mg 0.46(95%Cl 0.39~0.53) vs.

P % 200mg 0.87(95% Cl0.72~1.05)

tAg P %R DEE MR A F AR ERER

i€ % 47.7% (P<0.001) -

D & 300mg 0.52(95% Cl 0.45~0.61) vs.

P x 300mg 0.97(95% Cl 0.81~1.16)

PP %oy DB MR FEREEREY
i+ % 46.0% (P<0.001) -

(2) vg ety 5 3k =300 cells/meL % 3
(GF £ B2 4 1)
D = 200mg 0.37(95%Cl 0.29~0.48) vs.
P & 200mg 1.08(95%CI 0.85~1.38)
tAg P %R DEE ML FrARLEREY
it % 65.8% (P<0.001) -

D i 300mg 0.40(95%Cl 0.32~0.51) vs.
P 300mg 1.24(95%Cl 0.97~1.57)
RPE R DEE K A F R

LRk 24 F D A Bv it 70.144.9%
s710CS » P s 4 > i * 41.9+4.6% OCS > =
o f B st 8 ¥ (P<0.001) -

BLE T OCS A &t > v b ¢ i

D ‘.:—100% (= A = §e—100, —62.5)

P :—50% (= A =§£—100, 0)

ARRPEF > X B ENR AR F e A E 2
(TEAE) > #4riitsr L = o EEIEL R 2 A’ &
BT AU KRR R A R s iREk N
I o 4 HeNR o 9T T RS B BT
FoF PERPFNLIEESTRT M FLIEATE
o ‘Tiﬂ\%é%%:}fﬁﬁﬁi%' A BOEARBE AL o
1. 22 OCS i #f 35 *

Fp % 20 % A QUEST

5 s 4 st 4
L s % |DD% | P-D% | D-D %
111+ | 421+ | 517 « | 1013 «
TEAE | 79.3% | 87.6% | 80.1% | 77.9%
f_&EiE 12.6% | 10.0% | 9.3% | 10.5%
;EQE o |07 | o | 01%
LEQE 27% | 45% | 2.3% | 3.1%

SOEME R AT 22 % 2b HEs e QUEST
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it % 67.4% (P<0.001) -

DUPIXENT(n) Flacebeoin] Rate Ratio (98% C1)

—-— 3 321 Ds4mas 068
~ Overall |
PR | &3] anz 052 .41, 058
= s o .
=500 -
- —-— | 138 &8 03 L, 0.604
=300 - <500 |
y-3 e I 1% EEd 0.5010.29. 0.84)
3 — . 56 035, 059
I 2150 - <300
z —— 173 & 11, 1.02)
= e 161 L] 115075, 1,77)
150 |
3 = — 193 BS 092058147
e
+ DUPIXENT kattor | Plasshs hanar—s

= DUPXENT 300 mg QW . placet:
—8— DUPIXENT 200 mg Q2 s

2.0 B4 41 % 12 %P0 ITT %2 EH P FEVL ¥

[l

D » 200mg 0.32# vs. P % 200mg0.18
(5 2 Z % 014 2 ; P<0.001)

D » 300mg 0.34# vs. P % 300mg0.21
(@ 2% % 0132 ; P<0.001)

W A o FEREA T ¥ R TEAE § i +F)
WL F AN ® o B ¥ e
TEAE 5 # v B & 1% 17(0.5~3.6%) 2 2 »
(0.7~2.7%) - F13 TEAE 7= ek » ¥ & D
Flo > 3khp 2bFEEKGFLESLER

M 12 R 1)1 ik p QUEST 35 (5 5]
LT e i) o

2. OCS i # 3l *

(1) VENTURE &%

1§ VENTURE 325 f5 £
ik P-D # D-D #
97 « 90 <
TEAE 76.3% 77.8%
P& TEAE 12.4% 11.1%
TEAE 3 7 0 0
TEAE 53 ! 4.1% 5.6%

B¥ e TEAE § AFIL ~ L FF L% - 575
12 =(6.4%)f * BAFFptS w3k A F e § 0
PIYR REALE YR S 4 i F K (eosinophilic
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hiEsk ¥ 12 3 ITT %3 FEV, & A # (8 oh
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Rem P b5 A%y 2FTFReETLE
IV dF4AziE 12 1%

D®200mg 21.3% vs. P 200mg 12.1%
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B a7 OCS A B " Mo B F 4T > mE BpF 2b# BB QUEST
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K EEE R w2 o T 3E = A B 5 A
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i . . . .
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=75% 68.9% 39.3% 48~96 0.310 | 0.327 | 0.278 | 0.277
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0% 86.4% 68.2% Qi * X 5§ FHEHMDHFEVL B
#\ ;"E’ /. é‘?l] T N ) . ,
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EEEIES L3 %

Lo ¥ 24 pF > 2 A iBdp ot » 4 B0 i@
* OCS #| & =50%:" &) » D 23 80% P =
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2.0 % 205 X % OCS @£ 305
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£ B 538 F (P<O.00D) - B2k » {345 % K

£ R £ SR AR A TR AT § i
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* %
F2E0 10026 | - +0.30 | -
PN
O | 022 | +027 | +033 | +031

R % 208 A QUEST

Tioi | s A .5 4
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OCS #| & % i+ (T35 ; mg/day)

4 RBAHE 11.6 11.0
RE% 0 6.4 3.1
* s 48 it 4.9 2.2
~ % % 96 i 3.0 12
OCS #| & & > =50%¢* & (%)| 22 L7 i 4p -]
ik P-D# D-D #
PR 238 o
94.9 95.9

*E%F 48 &

100.0 100.0
*FE% ¥ 96 &

OCS & * &£ <5mg +* &](%)

64.9 85.6

A ER SR
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i8> WLk OCS # % o pH IR A
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(3) /8 * X 4 ¢ yh%EA N FEVL B % 1+
§ T 4T dvo e FEVL R RiE- 4
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e
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TR L
97 « 90 +
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AEHR T 23
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A% 96
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97 « 90 *
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FLADNI Y. 22
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P
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»E5 ¥ 48 i
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>~
iF
*=

107 o A fids 52 W F hi &R ocdp R4
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0.36 - 4p§>t P # 200mg > & * D # 200mg ¥
TN R R RN RS 3§ FE s
46.4%- D % 300mgvs. P 2 300mg 7% JLAJIZF
AR T b 3 "/"41‘:)?5 A hEE 12 ¥ pF e FEV)
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Fra L&A T (P=0.03) o ¥ b gm A B
W 12 A FEV S > 1D u(s BAE
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J R M IgE (perennial aeroallergen-specific IgE)
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i A ARV o s A gl E 4E(44.5 Fovs. 525
)~ F v o E (216 fovs. 34.2 ) ~ B4 -
EFHBRE &AL ITT I i 1 (1.94 vs.
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PR B L AT A F R BRE &
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# v | (95%CI 13.4~54.0%) | (95%CI 26.0~59.9%)
A P=0.004 P<0.001
2L i 47 | D %' 11 60.0%% T | D #' i1 44.6%% i

122/138




112CDR04028_Dupixent(0 0 )

QUEST trial

NCT02414854 (EFC13579)

VENTURE trial
NCT02528214 (EFC13691)

TRAVERSE trial
NCT02134028 (LTS12551)
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- BEBATABERAE N EKY 5 kP
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ILFEF o PFFFRLFREAT K LR
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3 61 4 (32.6%) - QUEST 35k » > & 2 CRS-NP
A B CRS-NP:}I% A ESRE T - &SR
2 IR ST SLAEEE  CXRE
/[FeENO #cie # % o VENTURE # =% » » &2
CRS-NP A it > CRS-NP A e i OCS |
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2 %3 [20]

Adjusted annualized severa
Placebo, Dupllumab, exacerbation rate ratio

Subgroup n n vs placebo (95% CI)
Comorbid CRS/NP

With o 17 0.332 0.210-0.52%) B,

Without 212 387 0.578 (0.440-0.750) Ay
Blood ecsinophils {celta/ul)

=150 253 451 0,458 (0.360-0.582) .

=300 150 272 0.374 (0.275-0.504) i

2 500 85 148 0.290 (0.197-0.444) ——
Exacerbations in prior year

=1 281 504 0.497 (0.393-0.629) [BER S|

=2 185 28B4 0L405 [0.304-0. 54 [

23 b 141 0,364 (0.242-0.540) —p—

24 50 66 0.343 |0.208-0,581) - .
Allergic phenatype

With 180 272 0.539 (0.306-0.735) e

Withaut m 232 0,448 (0.309-0.643) ——
Pro-bronchoditator FEV, (L)

<108 133 252 0402 (0.351-0.899) .

=1.68 148 252 0,464 (0.331-0.08) ——
Pre-bronchodiiator FEV JFVC [%)

<70 220 381 0404 |0.350-0.542) [ R

=70 ] 122 0.542 (0.330-0.890) . |
FEV, reversibality [%:}

<n® 141 251 0.393 (0.283-0.547) .

22232 140 253 0,624 [0.446-0.573) ——
Aoge at asthma osed [years)

< 40 190 357 0.548 (0.411-0.728) ——

=40 -1 147 0,352 |0.251-0,583) . ]
BMI flg/m)

<30 180 o7 0.473 {0.344-0.850) .

230 121 210 0.534 [0.378-0.757) ——
Sex

Maks or 186 0.638 (0.423-0.962) .

Femake 184 8 0,449 (0.337-0.500) R

Dupilumab better | Placebo better
©c o0z o4 08 08 18 12 14
Adjusted annualised severe exacerbation rate
ratio vs placebo (95%: Ci)

Fig. 1. Forest plot of annualized rate of severe exacerbations. Divided by subgroup for patients treated with dupilumab combined doses vs matching placebo. All
patienits had type 2 asthma and were treated with high-dose 1CS at baseline, BMI: -body mass index; CRS/NP: chronic rhinosinusitis and/or nasal polyposis; FEV,:
foreed expiratory velume in 1 5.
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DEY TR S EY SETE RIS
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Eosinophils =150 cells-ul ™" Eosinophils 2300 cells-pL ™" Feno =25 ppb
Combined Combined Combined Combined Combined Combined
placebo dupilumab placebo dupilumab placebo dupilumab
[ =1 exacerbations in the past year I
Subjects n 469 EB9 230 541 334 609
Age years 47.8+15.0 47 4+15.4 47.5+15.3 470152 47 2+15.8 47.2+15.3
Female 63.3 60,1 60.7 61.2 59.6 59.3
Severe asthma exacerbations 2.24%1 87 2.059+2.47 2.34+1,99 2.1922.03 227194 2.1143,02
experienced in the past year n
High-dase IC5 use 539 50,7 54.8 503 50,0 49.9
Medium-dose ICS use 45.2 48,1 44.5 48,6 49.4 49.3
Pre-BO FEW, L 1.7640.59 1.80+0.61 1.7640.61 1.7820.62 1.79+0.61 1.80+0.62
Post-BD FEV, L 2.1620.71 2.19:0.72 2174071 2.1740.72 2.21+0.73 2204075
ACQ-5 score 2794077 2. 78:0.80 2.82+0.73 2791082 2.71+0.76 2.74+0.80
Baseline blood easinophils 48793235122 462,31+371.85 654.86+416.61 623.662359.43 485,38+442.092 457.11+427.30
cellspul™?
| 39.28+32.79 3B.73+35.01 45.85+36.48 454623937 55.2T+36.73 54.74+36.19
l =2 exacerbations in the past year I
subjects n 260 425 158 286 183 303
Ape pears AT.7+14.4 47.7£14.7 47.8+14.6 48.0214.5 47.0£15.5 47.2+14.5
Female .6 519 62.3 63.6 59.0 61.4
Severs asthma exacerbations 3.23+2.02 3.28:3.17 3.45+2.12 326232 332+2.11 3.24+2.38
experienced in the past year n
High-dose ICS use 596 60,2 61.0 LE.4 519 58.1
Medium-dose ICS use 39.2 39.3 3g.4 41.3 47.0 41.6
Pre-BD FEV, L 1.7340.54 1.76+0.61 1.7140.55 1.7120.60 1.78+0.57 1.76:+0.64
Post-BD FEV, L 2.13+0.65 2.13+0.72 2104066 2.0820.70 2.19+0.69 2.14+0.74
ACQ-5 scone 2.88+0.79 2.84+0.86 2.8THL.TE 2.5420.86 2.T6+0.80 2.79+0.81
Baseline blood eosinophils 520.15+446,84 525,25451,58 T12.264450.34 GT6.802481.57 544,13£509,07 52228451499
cellspl ™
in 42,00+36,44 41,42+38.47 49,35+41.01 472544230 58,74+43.19 57.20:440,23
' =3 exacerbations in the past year I
JERER] 119 200 B3 140 ar 141
Age years 47.4113.6 48,0+14.6 47, 2+13.6 49.0114.3 47,0+14.2 47,7147
Female 65.5 65.5 62.7 85,7 60.9 64.5
Severe asthma exacerbations 460223 472418 4.78+2.21 4562276 4.7T+2.32 46T+2.90
experienced in the past vear n
High-dose ICS use 60.5 635 63.9 629 55.2 62.4
Medium-dose ICS use 38T 36.0 34.9 371 43.7 376
Fre-BD FEW, L 1.69+0.50 1.67+0.61 1.68+0.48 1.6310.62 1.73+0.50 167H0.62
Past-BD FEV, L 2.0540.56 2.04£0.75 2.0440.55 2.0040.75 2.11+0.58 2.03+0.72
ACQ-5 score 2.90+0,88 2,960,904 2,030,856 2.930.96 2.84£0.80 2.9640,90
Baseline blood eosinophils G608 T4+455 18 562.35+547.84 T79.88+500.71 T13.364553 56 610,69+554.79 G579.29+632.32
cellsul ™
Baseline Feyo ppb 40.09+28.04 44,34+42 95 44.75+28.67 50.15+47.19 52.82+27.01 60.55+45.33

Data are presented as meansso or %, unless otherwise stated. Feyo: exhaled nitric oxide fraction; ICS: Inhaled corticosterold; BD: bronchodilator;
FEV;: ferced expiratory volume in 1 5; AC0-5: five-iterm Asthma Control Questionnaire,
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FIGURE 1 Reduction of annualised rate (35% CI} of severe exacerbations during the 52-week intervention period in subgroups of LIBERTY ASTHMA
QUEST patients categorised by a] baseline bload eosinophils 150 cells-ul ", b} baseline blood ecsinophils 2300 cellsul ™" and c) baseline exhaled
nitric oxide fraction 235 ppb (intention-to-treat (ITT) or high-dose inhaled corticosteroid (ICS)). ***: p=0.001 versus placeba.
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f45 - = ~TRAVERSE i il 3% 2 £ 34 A#F 1 & 1 & B 03= 5 4, 1h(TEAE)

47 % [23]
Patients from Pzb Patients from QUEST Fatjents from VENTURE
Placcho-dupilumab  Dupilumab-dupilumab  Placebo-dupilumab  Dupilumab-dupilumab  Placsho-dupilumab  Dupilemab-dupilumab
(=111} (n=421) (n=517} (n=1013) (n=47) (n=30)

Age, years 43-1(123) 458 (12:5) 48-2(15-1) 479 1152) 513 (12-4) 517 (12-9)
<18 0 ] 32 [6-2%) 55 [5-4%) 1(1:0%) 1{1-1%)
18-64 101 (S1-0%) 374 (BE-B%) 4232 (B1-6%) 826 (B15%) 81(B3-5%) 80 (B8-5%)
=65 10 [5-0%) 47 (11-2%) 63 (12-2%) 132 (13-0%) 15 [15-5%) 8 {10:0%)

haw
Female 69 [62-2%) 259 [BLEH) 335 (64-B) 618 (61-0%) 57 158-8w) L3 {58-9%)
Male 42 [37-B%) 162 {38 5%) 182 (35-2%) 355 (39-0%} 40 [41-2%) 37 141-1%)

Dingoing atopic or allergic condition 881110 (B0-0k) 3420 {75-3%) 426 (B2-4%) 839 (B2-8%) 71[73-2%) 65 {72 2%)

Foarmer smoker 2B (25-2%) 93{221%) 98 [15-0%) 195 [19-2%) 15 [15-5%) 15 {21.1%)

Nuriber of sevare asthma exacerbations in 237(2-49) 237(222) 222 (1-87) 208 (2-00) 218 (231) 1-90(1-65)

the year befare the parent study

Pre-bronchadilatar FEV | 1.80 [0-53) 1.82 (0.54) 177 {0-58) 174 (0.62) 1.62 (62 1.53 (0500

Pre-bronchodilatar FEV, 5% predicted 5978 (10-75) 6071 {120 S8.38{13.25) 5848 (1341 5247 (15-46) 51:76 (15:37)

FEY, meversibility, % 2851 (14:31} 2675 (16:-B0) 2579 (1316) 26.35 (22.95) 1796 (2547 2179 (24540

ACO-5 score, scake O-6 263 (0-77) 274 {0-80) 273 (0-74) 276 (0-79) 2:60(1-11) 243 (1-14)

AQLO globsl score, scale 1-7 437 (113 298 (110) 4.25(1-01) 429 {1404) 4-34(113) 436 (1-14)

High-dose inhaled corticosteroids BAI109 [50-5%) FI5411 [54.75%) 292 [56-5%) 545 (53-B%) BE (90-7%) B1/EG {910%)

Eload eosinophils, Giga/L 0-33 (0-29) 037 {0-52) 0-3%{0-35) 0-35 (0-35) 0-32(0-29) 038 {0-33)

Tatal IgE, ILmL 4236 (700-1) 4412 (7673 407-1(672-3) 4539 (796-3) 4506 (920-8) 452-4 (6BS7)

FeMi, parts per billion 3763 (33:54) 40-16 (35-94) 36-78 (34-700 3470 (3238} 38-98 (33-09) 35-20 (29-48)

Drata are rean (S0 ar r (% ). The patients from P2k and QUEST were nom-OCS dependent and the patients from VEMTURE were DCS-dependent. An atopic medical histoey or srgeing atopic disesse was
considered to be present if the patient had ar has any of the following diseases: atopic dermatite. allergic conjunctivitis or alkergic rhinitis, dhronic rhinosinusitis, nasal pobypasis, food allergy, or hives. Asthma
axacerbation before the study wes definad & any treatment with one systema: {oml or parentermly sterald burst or mom forwarsening asthma, or hospital admission ar an emengency or urgent medical care wisit
far worsening dsthma. Dwing o substantial dfferences in study design and sample sice, EXFEDNTION data are presented inthe appendix (p 14). F2bephase 28 DR 0CS=oral conicostencid. FeR0=fractional
exhaled nitric caide. ACQ-S=five-item asthma control questionnaine. A0LO=asthima quality of Be questionnaire.

Table 1: Baseline characteristics
Patients from P2b Patients from QUEST Patients from VENTURE
Placebo-dupilumab  Dupilemab-depilumab  Placcho-dupilumab  Cupilumab-dupilumab  Placebo-dupilumab  Dupdumab-dupilumab
{n=111} (n=421) (n=517} (n=1013) {n=57) {n=510)
Patlentswith any treatment-emesgent 88 (79-3%) 369 (B7-6%) 414 (30-1%) 789 (77-9m) T4(75-3%) FOTT-B%)
adverse syent
Per patient-year (per 100 patient-years)” 88725 (121.4) 3692287 (161.4) 41412936 (1410}  789/613.6 (128-6) F4/57.0 [129:8) 70/53-8 (130.0)
Patients with any treatment-ermengent 14 (12 6%) A2 [10.0%) AR (0. 3%) 106 [10:5%) 12 {124%) 10{111%)
SeTioUs acfverse pvent
Per patient-year (per 100 patient-years)® 1402070 (6-E) 4217942 (53) ABI74T-4 (6-4) 10614576 (1-3) 121255 (90) 101194 (B4}
Patientswith any treatment-emengent (1] 3 (D7%) (1] 1 (0-1%) 0 (]
adverse avent leading to death
Per patient-year {per 100 patient-years)®  0/232.3 BT 6 (D4} 7805 115434 [<0-1) o376 0/124-8
Patients with any teatment-ermengent F(27%) 19 (4-5%) 12(33%) 310(3-1%) 4i4-1%) CigB%)
adverse event leading to permanent
treatmient discontinuation
Per patient-year (per 100 patient-years) W5 i1-4) 19/822-4(2-3) 1FIF1{15) 315344 (29) 4/136-4(2-9) BI123-5 (4-00
Treatment-emerngent adwverse events ccourring in 2109 in any treatment group by preferred term:
Nasophanmaitis 27 (24-3%) 109 (25-9%] 99 (19:1%) 191 (18-9%} 17 (17-5%) 16{17-B%)
Eranchitis 15 (13-5%) 80 (19-0%) 63 (12.2%) 118 [11-6%) Fi9-3%) 14(15-6%)
Upper respiratony tract Infecthon 18 (16-2%) 60 (14-3%) G5 (12-6%) 130 {12-B%) B(8-2%) G(6-TH)
Influenza 5 (4-5%) 45 (10-7%) 30(5-E%) 69 (6-8%) 9i9-3%) Fi7-B%)
Pharyngitis 16 (14-4%) 37 (8-8%) 26 (50%,) 59 (5-8%) 1(2-0%) 4{4-4%)
Headache 13 (11-7%]) 47 (11:2%]) A7 (9-1%) TA(73%) 4 (4-1%) Gi5-6%)
Injection-site erythema 26 (33-4%) 55 (131%) 35(6-8%) S0 [4-0%) G(5-2%) 2(2-2%)
Injection-site peuritus 12 (10-8%) 16 (3-8%) 15 (2-9%) 7 (07%) 2(21%) o

Diata e n {5 of patients with one or more treatment-smergent advere event (MedDRA preferned tesm). The patients from P2b and QUEST were non-0C5-dependent and the patients from VENTURE were
QOC5-dependent, All safaty results wers summarised with descriptive statistics using data from the averall exposed population, defined as patients wha ecelved ane ar mees dases ar part of a dose of dupdumak
in theopen-label extension For patients with an esent, patient-pears are calosated up to the date of the first incidence; for patients withaut an event, patient-years cormspand to the lergth of study cheenation
period. Drwing to substantial differences in study design and samphe size, EXPEDITION data are presented in the appendix (p 33). MedDRA=Medical Dictionary for Begulatary Activities. 005 =oral corticosteraid.
F2h=phase 78 DRL *Data are number of patients with any event per patkent-year inumber of patients with one or moee event per 100 patent-years). TCauses of death were metastatic lung cancer, gastric
adenacardnoma, craniccenbeal injury, and respeatory falun, Sadvesse sants inthis categony were reported acoording to the prafemed tenms in MedDRb version 2.0,

Table 2: Dverview of treatment-emengent adverse events in the overall exposed populations of non-0C5-dependent and 0C5-dependent patients fram P2h, QUEST, and VENTURE during
the open-label extension
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Baseline Characteristics and Biomarkers at PSEL in Patients With and Without CES-NF Enrolled in TRAVERSE From QUEST and YVENTURE

Patients Enrolled from QLEST Enrolled frem VENTURE
With coexisting CRS-NP Without coexisting CRS-NP With coexisting CRS-NP ‘Without coexisting CRS-NP
PROJTPL DPLIDPL PEC{DPL DPL{DPL PROJTHPL DPLIDPL FEC{DPL DPL{DPL
n=111 n= 206 n =408 r =805 n=36 n=25 n=61 n =65
Ape, mean (SO, v 51.7011.4) 52.2{11.7) 47.2(158) 468158 5008 (13.7) 49,9 [12.6) S16(11.6) 5230131}
Female, n [ &) T5(67.6) 122(59.2) 260(63.7) &b (B1.6) 22(61.1) 18 (72.0) 35(574) 35(53.8)
Race, n (%]
‘White o7 (87.4) 176 (854) 350 (B5.8) B66 (82.7) 34 (94.4) 24 [96.0) 5T(934) 62 (95.4)
Black /ol African descant 109} 41,8} 16{3.9] T0(48) 1] 0 1{1.E] Z{3.1)
Asian 13(11.7] 26 [126) 38(9.3) B0(11.2) 0 ] 1[1.6) 0
Other 0 i 4{1.0] a{1.1) 1(28) i} 1{1.6] 1{1.5)
Bady mass index, mean [5D), kglm® 2958 [5.74) 28,53 (561) 20,24 (6710 28.97 (6.74) 30,79 [5.88] 29,30 (6.73) 20,34 (5.95) 2873 (3.61)
Apme at asthma onset, mean (S0, y 325(19.4) 3.E{176) 250018.2) 256(193) 284(16.1) 29.7(194) 32T(168) 005 (18.4)
Mumber of severs exacerbations 2.36G (2.00) 2.39{2.539) 2.21(1.89) 20 1.79% 236G [2.47) 2.32(2.23) 207(232) 1.74(1.83]
experienced in the year before
parent stucy, ream (500
Previous smoker, n (%) 25(22.5) 41 (19.9] T4(181) 153 (19.0) 3(83) 4[16.0) 12{19.7) 15023.1)
High IC5 dose, n (£ 65 (59.5) 107 (51.49) 217 (53.2) 0t (5004 — — — —
Medium ICS dose, n (%) 45 (40.5) 949 [48.1) 190 46.6) 395 (49.1) — — — —
Lowe 1C5 dose, m (%) 0 0 1{0.2) 4(0.5) — — — —
Optimized daily OCS dose,” - - - - 1257 (5.59] 11,30 {5.96) 11.02(6.16) 1085 (6,30)
mezan (S0, mg/d
Frebronchodilater FEV,, mean (5D L 1.73 [0.56] 1,78 {0.54) 1.78 (0.59) 1,78 (064} 1.77 (0.58] 1.63 [0,50 1.54 (0.64) 144 (0,50}
ALCQ-5, mean (30, soore 0-6 277 (0.71) 485 (0.81) 272(0.75) 274078} 241 (1.20] 231{1.13) 2,71 {1.04) Z4801.14}
AQLE, mean {500, score 1-7F 424(1.03) 4.28 [1.02) 4.24(1.01) 420 ( 109} 443 (1.23) 4.46(1.38) 4.20(1.08) 432 (1.05)
Biomarkers, mean [S0)
Blood eosinophils, Giga/L 055 [0.48) 0,46 [0.36) 034 (0.36) 032 (035) 031 (0.32) 046 [0.31) 0.33 (027) 034 (033)
Total IgE, ILjmL 367 48 [SEAET) 365.85(603.51) 41762 (607.67) 47674 (83811) 506,17 (00E41) 30756(526.12) 41728 (934.20] S08.14(730.21)
MO, ppir 4335(3223)  42.62(3333)  34.36(34.95] 3LT0(31.56) 3974 (25.39)  3IGO60(ZT08)  3ESI(IT05)  HE5(3057)

Abbreviations: ACQ-5, 5-ltem Asthma Control Gueestionnaire: AQLEQ, Asthma Contral Questionnaire; CRS-NP, chronic rhinosinusitis and nasal polyp; DPL dupilumab; FeMO, frac-
tional exhaled nitric oxide; FEV,, forced expiratory wolume in 1 second; 105, inhaled corticosternid; U, international unit; OCS, oral comicosteraid; PED, placebo; pph, parts per bil-

lian; PSEL, parent study baseling

“High-dose 1C5 requirement was an enrollment criterion for VENTURE.
UPrednisone ar prednisolone or equivalent [5-35 mgld at PSELL
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With coexisting CRS/NP

W Placebo/dupiumab M Dupilumab/dupilumat

el TRAVERSE Year priar to ] TRAVERSE
QUEST . 96-week QUEST . B6-week
treatment period treaiment period treatment period treatment period
25
B
e
S 204
15
1.04 o9
05 0.51
. = P . =
. y o v
Placeba Duplh.lmab Placebe Dupilumab Placebo/ Dupilumaby F‘Iaoebo Dupllumeb Placebe Dupilumab Placebo/ Dupilumaby
n=111 n= n=111 n =206 dupilumab dupilumab = 408 - n =408 n = 805 dupilumab  dupilumab
n=111 n=206 n = 406 n =807
459 69.9 70.3 728 61.0 69.8 734 6.5
M Placebo/dupilumab M Dupilumab/dupilumab
With coexisting CRSINP Without coexisting CRS/NP
Year prior to VENTURE TRAVERSE Year prior to VENTURE TRAVERSE
VENTURE 24-week 96-week VENTURE 24-wesk 96-week
treatment period traatment period treatment period treatment period
2.5
2.36
== 228 )
2
£ 207
E 2.0
=
]
a
:
= 15
o
S 10
g
0.68 a
0.45 §
035 3 05
:
i}
Placebo Dupilumab Placebe  Dupilumab Placebo/ Dupilumak/ Placebe Dupilumab Placebo  Dupilumab Placebo/ Dupilumaby/
n=36 n=25 n=36 n=25 dupilumab  dupilumab n=61 n=65 n =61 n=865 dupilumab dupilumab
n=36 n=25 n=61 n=65
36.1 76.0 72.2 72.0 59.0 78.5 82.0 70.8
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#2 (dupixent) OR (dupilumab)

#3 (Cost-consequence analysis) OR (costbenefit
analysis) OR (cost-effectiveness analysis) OR
(cost-utility analysis) OR (cost studies)

#1 AND #2 AND #3
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#2 (dupixent) OR (dupilumab)

#3 (Cost-consequence analysis) OR (costbenefit
analysis) OR (cost-effectiveness analysis) OR
(cost-utility analysis) OR (cost studies)

#1 AND #2 AND #3

Cochrane [112.6.21 [#1 asthma 1 0
Library #2 (dupixent) OR (dupilumab)

#3 (Cost-consequence analysis) OR (costbenefit
analysis) OR (cost-effectiveness analysis) OR
(cost-utility analysis) OR (cost studies)

#1 AND #2 AND #3
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