ISSN 2759-6478 (Online)

Academic Technology Assessment Group (ATAG) Reports

Cost-effectiveness evaluation of
tezepelumab for severe
uncontrolled asthma

2024;2(4)

Kensuke Moriwaki'?, Ryo lketani”, Kotomi Sakai",
Shintaro Togashi®, Munenobu Kashiwa"?,

Kosuke Morimoto™®, Tomomi Maeda'®,

Takeru Shiroiwa®, Takashi Fukuda®

" Comprehensive Unit for Health Economic Evidence Review and Decision Support
(CHEERS), Research Organization of Science and Technology, Ritsumeikan Uni-
versity

® Division of Health Policy and Management, Department of Biomedical Sciences,
College of Life Sciences, Ritsumeikan University

% Center for Outcomes Research and Economic Evaluation for Health, National In-
stitute of Public Health

* Faculty of Pharmacy, Institute of Medical Pharmaceutical and Health Sciences,
Kanazawa University

% Department of Health Informatics, School of Public Health, Kyoto University Grad-
uate School of Medicine

® Graduate School of Health Management, Keio University

National Institute of Public Health (NIPH)
Center for Outcomes Research and Economic Evaluation for Health (C2H)



ISSN 2759-6478 (Online)

Academic Technology Assessment Group (ATAG) Reports
2024;2(4)

BEEsEICE->THaYFA—LT
ELRVESEREICHT I TERL
< 7 D& AR

D ALY, e )Y, | EEY S EAE,
e, A mEstY, BiE %
EH &>

D I BEEAE BARISERITRME ERERFTME - BEREXEI - b
(CHEERS)

P UGS EHRPE EGERER ERECE - TEYHRE

Y B RREER R RREREF MR & —

Y BRAE EERGRREESR

Y mBAE AR EXARE REREERY

O BREEDRF AR BEYRT AV MFRE

E 3z fREEERR B (NIPH)
R ERR A FEA R > & — (C2H)



ADSHTACE -+ -+ e eseeseeteett e st e st eae e ee e etk et e et ettt e e et ettt oLttt et e e et bt bttt ettt 5
OO OO PO O PSSP PTTOPOOPOOPRPRPOTOY 6
i P 7
O SIMTHEEELA, «-verereememmeeeseses et e et 3
1 ZENEOEBRTTILET I 451 B ITHETR «vvveerrrrrerrrreemmreesmere st e e st 10
1.1 STASE B DAIES «wvoveeereeeseoees et es et et ettt 10
1.2 BEIRGEEEICL ZENEOEEBMPMEREICHE T TFMMED L £ 2 — oo 13
13 I ITE T BB EIIR «+voveeeereoeereeeee e e et 13
D BIMEIETFEE DO IR - -voverereeveseseseses e meses e et ettt 21
D1 I BT B RT T T A 9 & LB m e weomeeese e ettt 21
21 1 EIDHAIETE LI U m T T RT3 3 woverermememmrmmaseiee et 21

D 1.2 TEHEMITRAL -+ervevereereeereeeer et e 21
213 BEBRRTTE DM A A ALELE X R AT <ooveveremereeee et e et 21

D 1 4 (B L 72T — A A R eeeeeeee e 29

D 15 RS L FRRZREE «evererererses e et e e e et e 29

D 1B ARFRIEEER «eeeeereseoees e e et o5

2 17 BEBRTRBRODAEES ovovevereeeseites et e sttt 27

2.2 BUERFEEEICLIDVRAT YT AV I LE 2 —ERNIICE T AL Ea —fEROBEE «vvvvrrrnnnnnnns 30
201 BUEIREEEIT LD RTTT A Y T L DD UNT woeeremaremameieae e 30
2.2.2 HERTEEDOERBLIZATIT A v 7L Ea—EDRERDERITDNT v 30
[BUEERE 2 DIEHER (S AT T A v I L B2 )T B L B 2 R ] 31
2.3 BLERFEEREICLZBMBERETME RIIDITICH T DL B2 —REROBEE oo 31
2.3 1 HBUEBRTSEEE (T L BIBNEIAFRIESTAH «reeorvvvrreeerrrrrreeemmmnrree st e e 31

2 3.2 ABIMIT BT B L B 2 B wovereeeee et 32

D 4 BINHIE I DA (CET T B IR c-voveverererereeneren e e et 36
(Bl AR 2= IR B R CEMNEIEEME) (TSI T B L 2 — 5B wrerrrreerrrreesmereaniire et 38
3 BBFITIBNE DI TRE vereveverereeeereseee e e e 39
3.1 BLEIRFTEHRICLDZEAMNMETMEAMOITICE T DL E 2 —EROBPFT v 39
311 FHERILTTE B L BB DBLEE e oveeeeeeeeeieee oo 39
3.1.2 BEOEMFNEA S L CBEREEWBE LI-BRAMEDNTITT T D RME o 41

ATAG. Rep. 2024;2(4)



2/

4

32 LEa—BBICL BB DT LR DATHE - wovereerereereeeseeasetaeeta ettt 44
3.3 EHEA B AT AATOMEEE cvovevereren ettt 44
3.3.1 BREPDELADMFECNAIA—LBRE (BB [BRADEZENRENIH D) oo 44
3.3.2 BRFDPBEBDMFEC/NTA =L EG 3 ILSLD B D) v 45
34 FBHEAGERIZER DEEAKE NE) 1T DN TOESMDPIEL - vverreremeremeseeeeeisinineineieaen. 45
341 HFETHRITIE T BRIEMRBIT D UNT vovereerereeseees e e et et et et et et ettt 45
(B RE 22 BN D ZR] -+ vevevereseseesesees et es et ettt 46
3.5 3 ALUMCRRIT A AE A ST 85 1T B EEOATIIPIEL woveereereererrereseneaseos ittt 46
3.5 1 AEMEAHBUE] OO IRENER |2 D LA T weverrereereeseoseos et e s e et e et 46
(B ARB 2R BN DO PIZR] -+ evereseseesesses et et ettt sttt 47
3.5.2 AWMFMBA B L7 T DAAERDEIEZEICH IF DRHERMEISDUNT  covvvrerrmreneees 47

(B RE 22 BN DO IZR] -+ evereeseseesesees e es ettt 48

B AAFEEER eoveeeeeee et 49
A1 FEONIT BT BEA M DEEE. coeoverrereenees ettt ettt 49
4.1.1 BAMICBI2EEDNOERMR. BABMA. BABRIIRIL oo 49
4.1.2 BESWICHIFREMNE. OB, EOBFAINEHL DTS e 51
4.1.3 BAMICIERBL WAL, EEMISEDERMRIICHEEEZEZ D 2EE o 51
4.2 BT BT BEREE AT DR «oveovereoeeseeten ettt 52
4.3 FEONITBIT B F U A DR cooveereereresete ettt 53
431 BRI E B R CRE S AT F U A AT overrerrerreeeeee e, 53
£.3.2 ZDHID S F U 5T weereemeomeimeeeeen et 54
B4 ANAFIEBIIMRIR -+oveoveverereoseseeses ot e et es ettt ettt 57
4.5 AHARTHEEIRODEE Jp orveververeoseseoseseases et e et es et s et s et h et s et s et 58
B BBEETTHR oveovereoreeee ettt 59
B, ADPEIAIX +#++ s+ es s es et e b 61

ATAG. Rep. 2024:2(4)



Abstract

The Academic Technology Assessment Group (ATAG) reviewed a report submitted by the manufactur-
er of tezepelumab (AstraZeneca K.K.) on the additional benefit and cost-effectiveness of tezepelum-
ab for severe uncontrolled asthma. This report summarizes the results of the review and reanalysis by
the ATAG.

In assessing additional benefit, the manufacturer referred to data from clinical trials of tezepe-
lumab (NAVIGATOR trial) and other biologic agents used in the published network meta-analysis
(NMA) by Menzies-Gow et al. (2022). The endpoint was the ratio of the annual asthma exacerbation
rate (AAER), which was considered the primary endpoint in phase Ill clinical trials of tezepelumab.

The manufacturer determined ‘no additional benefit’ or ‘cannot be judged to have additional ben-
efit’ because there were no data comparing tezepelumab with a comparator (dupilumab) in the (a-1)
type 2 asthma population (blood eosinophil count =150/uL and negative IgE antigen sensitization).
For the (a-2) type 2 asthma population (IgE antigen sensitization positive), a NMA was conducted us-
ing data from a subgroup of the randomized controlled trial (RCT) of tezepelumab and the RCT of the
comparator (omalizumab). The manufacturer claimed that the results showed an additional benefit of
tezepelumab, with a clinically meaningful reduction in the rate of asthma exacerbations. For (b) non-
type 2 asthma patients (blood eosinophil count <150/uL and negative IgE antigen sensitization), a
subgroup analysis of the NAVIGATOR trial comparing tezepelumab with standard therapy was per-
formed, and the additional benefit of tezepelumab was shown to be a clinically meaningful reduction
in the asthma exacerbation rate.

The results of a systematic review by the ATAG were generally consistent with the results from
the manufacturer, and it was determined that all articles important for assessing additional benefit
were included. In addition, in populations (a-1), (a-2), and (b), the claims of additional benefit made
by the manufacturer were deemed acceptable. It was therefore appropriate to carry out the cost-
minimization analysis for population (a-1) and cost-effectiveness analysis for populations (a-2) and
(b), and the ATAG examined the analyses submitted by the manufacturer.

In the cost-effectiveness evaluation, the manufacturer used a Markov model that classified the
health status of patients with severe asthma into five states: ‘well-controlled’, ‘poorly controlled’, ‘ex-
acerbations from well-controlled’, ‘exacerbations from poorly controlled’, and ‘death’. Cohort simula-
tions were conducted.

The ATAG judged that the correction for total mortality in the Markov model could lead to devia-
tion from real-world settings in Japan and that the cost-effectiveness of tezepelumab may have been
overestimated, so a reanalysis was conducted in each population with the correction factor eliminat-
ed. Reanalysis by the ATAG revealed a cost increase of JPY 1,253,869 in the tezepelumab group com-
pared to the dupilumab group in population (a-1). In population (a-2), the incremental cost-
effectiveness ratio (ICER) of the tezepelumab group to the omalizumab group was JPY 41,602,810/
quality-adjusted life year (QALY). In group (b), the ICER of the tezepelumab group against the stan-
dard therapy group was JPY 16,959,488/QALY. In addition, the ATAG conducted a scenario analysis of
the relative efficacy of tezepelumab in populations (a-1) and (a-2), assuming the worst-case and
best-case scenarios, and estimated the range of variation in the ICER to be JPY 35,090,236~JPY
336,747,436/QALY and JPY 35,938,488~JPY 53,132,935/QALY, respectively.

These results suggest that, from the perspective of public health care in Japan, ICERs for tezepe-
lumab against comparator technologies are likely to belong to the ‘equivalent (or inferior) in effective-
ness and expensive’ interval for population (a-1) and to ‘more than JPY 10 million/QALY’ for popula-
tions (a-2) and (b).

Keywords: tezepelumab, asthma, cost-effectiveness analysis, health technology assessment
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AAER Annualized Asthma Exacerbation Rate
ACQ Asthma Control Questionnaire
AQLQ Asthma Quality of Life Questionnaire
ASD Asthma Symptom Diary
ASMR Amélioration du Service Médical Rendu
CAD Canadian Dollar
CADTH Canadian Agency for Drugs and Technologies in Health
CDSR Cochrane Database of Systematic Reviews
CENTRAL | Cochrane Central Register of Controlled Trials
Cl confidence interval
CMA Cost-Minimization Analysis
COPD Chronic Obstructive Pulmonary Disease
CPRD Clinical Practice Research Datalink
Crl Credible Interval
CUA Cost-Utility Analysis
EAG Evidence Assessment Group
Embase Excerpta Medica database
EQ-5D-5L | EuroQol 5 Dimensions 5-Level
FEV, Forced Expiratory Volume in one
G-BA Gemeinsamer Bundesausschuss
GINA Global Initiative for Asthma
HAS Haute Autorité de Santé
HTA Health Technology Assessment
IgE Immunoglobulin E
ICER Incremental Cost-Effectiveness Ratio
ICS Inhaled corticosteroid
IL Interleukin
IQWIG Instituts fur Qualitat und Wirtschaftlichkeit im Gesundheitswesen
ITT Intention-to-Treat
LABA Long-Acting Beta-2 Agonist
LAMA Long-Acting Muscarinic Antagonist
LTRA Leukotriene Receptor Antagonist
MAIC Matching-Adjusted Indirect Comparison
MCID Minimal Clinically Important Difference
mOCS Maintenance oral corticosteroids
NA Not Available
NDB National Database
NHS National Health Service
NICE National Institute for Health and Care Excellence
NMA Network Meta-Analysis
OCS Oral corticosteroid
OR Odds Ratio
PAS Patient Access Scheme
PBAC Pharmaceutical Benefits Advisory Committee
QALY Quality-Adjusted Life Year
QOL Quality of Life
RCT Randomized Controlled Trial
RR Rate Ratio
SMC Scottish Medicines Consortium
SMR Service Médical Rendu
SoC Standard of Care
SR Systematic Review
STC Simulated Treatment Comparison
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Severe asthma in people 12 years and over, when treat-
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maintenance treatment has not worked well enough
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The recommended dose is 210 mg of tezepelumab by
subcutaneous injection every 4 weeks.

Tezspire is intended for long-term treatment. A decision
to continue the therapy should be made at least annually
based on the patient’s level of asthma control.

ERRICRL

g

Standard care plus add-on biological treatments, and
standard care alone

o EMFOUHOBEHIOBE | BELRE+ EW
ERET
o EYFORAOTBEHIOBE | EEARE

FEH
EAOERMELOE

e For the subgroups eligible for biological treatments, the
committee’s preferred base-case incremental cost-
effectiveness ratios (ICERs) were all below £20,000 per
quality-adjusted life year (QALY) gained.

e For the subgroup not eligible for biological treatments,
the committee’s preferred base-case ICER was at the
higher range of what NICE usually considers a cost-
effective use of NHS resources. But the committee not-
ed that when the CPRD mortality rates were applied
the ICER was below £20,000 per QALY gained.

ERICEL
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BEREEE | BT
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B SMC
SR D URLA: & | https://www.scottishmedicines.org.uk/medicines-advice/tezepelumab-tezspire-full-smc2541/
S SRR FERILTT ERICEL
SR ST EHE ERICE L
LERUALEOBTES LAY FO—ILRE
DEFEREEET, DBEIEMITPHRCEDS
- adults and adolescents 12 years and older who either (i) | [ DOEEAFE L, £O2LFIAXTAA FE(C
experienced at least three exacerbations in the previous | £ 2 #iFEEA = F TWA L, 7 (i) M EF
ST EHER DISA | year and are not receiving maintenance treatment with | B2Ek = 150/uL <. O3 FaARTFAOA FE(C

i3 Z DSRMOEH

oral corticosteroids or (i) have blood eosinophils = 150
cells/microlitre and are receiving maintenance treatment
with oral corticosteroids

& AHEFFEEREZITTW S,

NHSScotland Patient Access Scheme(PAS) 7%
ARIN, HEORYE 4 > 7B AN SR MmD
BEMRLEINTWDHAE. 5 WIEPAS/EM
MPRENZNUT THIHEICOHRBRAING,

S SRR

Add-on maintenance treatment in adults and adolescents
12 years and older with severe asthma who are inade-
quately controlled despite high dose inhaled corticoste-
roids plus another medicinal product for maintenance
treatment.

ERICE L

7= ()

administered subcutaneously at a dose of 210mg every 4
weeks as a long-term treatment with a recommended re-
view at least annually to consider treatment continuation
based on patient’s asthma control.

EXICE L

LB ER

CUA: Standard care (without biologics) for the biologic
ineligible population.

CMA: Benralizumab, mepolizumab and omalizumab as
active comparators for the biologics eligible population

ERICEL

FEL
BoBEMRMRLLOE

e The base case CUA in the non-biologic eligible popula-
tion produced an ICER of £14,008 versus standard of
care (SoC) at PAS price.

e The base case CMA in the biologic eligible population
resulted in cost savings against benralizumab mepoli-
zumab and omalizumab at list prices.

ERICEL
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https://www.cadth.ca/tezepelumab
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ERICEL

BRTEES

SpEf &

ERICEL

UM EHEOBE
I3, TOERGEOFFMA

Tezspire should only be reimbursed if prescribed by an
allergist or respirologist with experience managing severe
asthma and the cost of Tezspire is reduced. Tezspire
should not be used in combination with other biologics.

ERICEL

M SRR R

Patients with severe asthma who are 12 years of age and
older if their asthma is not controlled despite using a high
dose of inhaled corticosteroids (ICSs) and at least 1 addi-
tional medication, and if they have experienced 2 or more
asthma exacerbations (also called asthma attacks) that
resulted in hospitalization or required treatment with sys-
tematic corticosteroids for at least 3 days in the past
year.

ERICEL

fERTECK)

The recommended dose is 210 mg of Tezspire by subcu-
taneous injection every 4 weeks (Q4W).

A patient may self-inject Tezspire or the patient’s care-
giver may administer Tezspire after training in subcutane-
ous injection technique. Provide proper training to pa-
tients and/or caregivers on the preparation and
administration of Tezspire prior to use according to the
“INSTRUCTIONS FOR USE”.

ERICEL

teBod R

Standard of care

ERICEL

FEL
BAERMRLOE

The incremental cost-effectiveness ratio (ICER) for teze-
pelumab was $1,334,178 per quality-adjusted life-year
(QALY) compared with standard of care (consisting of
high-dose ICSs and a long-acting beta-2 agonist [LABA]
alone, and OCSs for OCS-dependent patients).

ERICEL

1.2 #5&

EREEIC K HHIE O EREIMFEAREICH T B FHEBEEOL Ea—

FHE O ERBRMFEEEOTHHRE ICOWT, RDTICH TS L £ a2 —DfER, BERFEEE(C
L2HMEECEBTNEKRTH 5 I AR SN,

1.3

BB IICEITEEEEER

OB O ERKMFMEEEORSICEWT, DR TDSE LR > 2EBZ TRICINZELT,

<NICE>[1]

e LEIRFEEZEIITENRILITTDOEHDERE LT, R=ATAVHLOBEF/EIROILFIART

04 FEE520ED #1RE L7-A. Appraisal committee (EELR) TIIEOREOZ YMHIZDOWNT

DiFEmH DY

RIS, UTOEHOEEIERBI N,
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H]. EfRiEwebz ALz,

2.1.5 EFHLE®RERR
SR o RAEUT DFE2-1-5-1~2-1-5-4|27R T,

#2-1-5-1 PubMedicxt L TRHW=1&%ER

BE RR TERE
1 Asthma[MH] OR asthma[TIAB] OR bronchial[TW] 272,666
’ tezepelumab[NM] OR tezepelumab[TIAB] OR tezspire[TIAB] OR “amg 157”[TIAB] OR “amgl57”[TIAB] 164

OR “medi 19929”[TIAB] OR “medi9929”[TIAB]
3 Omalizumab[MH] OR omalizumab[TIAB] 3,647
4 mepolizumab[NM] OR mepolizumab[TIAB] 1,390
5 benralizumab[NM] OR benralizumab[TIAB] 759
6 dupilumab[NM] OR dupilumab[TIAB] 2,482
7 #2 OR #3 OR #4 OR #5 OR #6 7,087
8 #1 AND #7 3,220
9 #8 AND (systematic[SB] OR “Meta-Analysis”[PT] OR “meta analysis” [TW]) 149
BiR%FRH2023E8820H
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$2-1-5-2 Embaselc¥ L TAHW=-1&ERR

BE BRI TERE
sl | EMB.EXACT.EXPLODE(“asthma”) OR ab(asthma OR bronch*) OR ti(asthma OR bronch*) 664,240
EMB.EXACT(“tezepelumab”) OR ab(“tezepelumab” OR “amg 157" OR “amgl57” OR “medi 9929” OR
s2  |“medi9929” OR “tezspire”) OR ti(“tezepelumab” OR “amg 157" OR “amgl57” OR “medi 9929” OR 687
“medi9929” OR “tezspire”)
s3 | EMB.EXACT.EXPLODE(“omalizumab”) OR ab(omalizumab) OR ti(omalizumab) 11,732
s4 | EMB.EXACT(“mepolizumab”) OR ab(mepolizumab) OR ti(mepolizumab) 4,929
s5 | EMB.EXACT(“benralizumab”) OR ab(benralizumab) OR ti(benralizumab) 2,518
s6 | EMB.EXACT(“dupilumab”) OR ab(dupilumab) OR ti(dupilumab) 6,302
s7 |S6 OR S50R S4 OR S3 OR S2 19,863
s8 S7 AND S1 11,351
<9 (EMB.EXACT(“systematic review”) OR ti(“systematic near/1 review”) OR ab(“systematic near/1 review”) 624439
OR EMB.EXACT.EXPLODE(“meta analysis”) OR ab(“meta analysis”) OR ti(“meta analysis”)) ’
s10 | S9 AND S8 574
sl S10 not (rtype.exact(“Conference Abstract” OR “Conference Review” OR “Letter” OR “Note” OR “Editori- 379
al” OR “Chapter” OR “Conference Paper” OR “Erratum”))
Ri&&FEHA2023E8H20H
#+2-1-5-3 CDSRIC¥ L THW-RERR
BE R TERE
#1 | MeSH descriptor: [Asthma] explode all trees 15,019
#2 | (asthma):ti,ab,kw OR (bronch*):ti,ab,kw 57,355
#3 | #1 OR #2 57,360
4 Etezepelum?’b):Fi,ab,kw OR (tezspire):ti,ab,kw OR (“amgl157” OR “amg-157"):ti,ab,kw OR (“medi9929” OR 179
medi-9929”):ti,ab,kw
#5 | MeSH descriptor: [Omalizumab] explode all trees 352
#6 | (omalizumab):ti,ab,kw 1,058
#7 #5 OR #6 1,058
#8 | (mepolizumab):ti,ab,kw 415
#9 | (benralizumab):ti,ab,kw 272
#10 | (dupilumab):ti,ab,kw 982
#11 | #4 OR #7 OR #5 OR #8 OR #9 OR #10 2,788
#12 | #3 AND #11 1,610
in CDSR 7
BE%RHE2023F8820H
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#2-1-5-4 [EdiEweblIxt L TRHWRER

BE RR TERH
#1 | E/TH or B 5 /TA or asthma*/TA or bronch*/TA or A% < /TAor TAE/TA 94,058
2 Tezepelumab/TH or tezepelumab/TA or amg—157/TA_ or\amg157/TA or rfed\i—19929/\TA or medi19929/TA 65

or medi-9929/TA or medi9929/TA or tezspire/TA or T XA 7 /TA or T ~IL~< 7 /TA
#3 | Omalizumab/TH or omalizumab/TA or < YU X< 7/TA 1,894
#4 | Mepolizumab/TH or mepolizumab/TA or X R X< 7/TA 1,001
#5 | Benralizumab/TH or benralizumab/TA or X>Z U X< 7 /TA 500
#6 | Dupilumab/TH or dupilumab/TA or 7 2 L= 7 /TA 1,434
#7 #2 or #3 or #4 or #5 or #6 3,924
#8 |#1 and #7 1,940
#9 | (#8)and ((PT=JEMIIR#E - Ik <)AND (PT =288 <)) 809

(RF=T4 v 7/TA or ZFHI/TA) and (L7 2—/TAor L E 2 —/TA)) or (systematic/TA and review/

#10 |TA) or RD=XX7F UL R or XXT7F+ U ZX/ALor X% - 7+ 1> ZX/AL or meta-analysis/AL or “meta 12,837

analysis”/TA

#11 |#9 and #10 12

BiR1%%H2023E8A20H
RCTO®RERAE U T DER2-1-5-5~2-1-5-8|ZJ,
#2-1-5-5 PubMediz3t L THWERERER
1 Asthma[MH] OR asthma[TIAB] OR bronchial[TW] 272,666
’ tezepelumab[NM] OR tezepelumab[TIAB] OR tezspire[TIAB] OR “amg 157”[TIAB] OR “amgl57”[TIAB] 164
OR “medi 19929 [TIAB] OR “medi9929”[TIAB]
3 Omalizumab[MH] OR omalizumab[TIAB] 3,647
4 mepolizumab[NM] OR mepolizumab[TIAB] 1,390
5 benralizumab[NM] OR benralizumab[TIAB] 759
6 dupilumab[NM] OR dupilumab[TIAB] 2,482
7 #2 OR #3 OR #4 OR #5 OR #6 7,087
8 #1 AND #7 3,220
9 #8 AND (“Randomized Controlled trial”’[PT] OR “random*”[TW] OR “placebo” [TW]) 679
RIERRE2023FE8H20H
%2-1-5-6 Embaselc¥ L THW-RER
sl | EMB.EXACT.EXPLODE(“asthma”) OR ab(asthma OR bronch*) OR ti(asthma OR bronch*) 664,240
EMB.EXACT(“tezepelumab”) OR ab(“tezepelumab” OR “amg 157" OR “amgl57” OR “medi 9929” OR
s2 | “medi9929” OR “tezspire”) OR ti(“tezepelumab” OR “amg 157" OR “amgl57” OR “medi 9929” OR 687
“medi9929” OR “tezspire”)
s3 | EMB.EXACT.EXPLODE(“omalizumab”) OR ab(omalizumab) OR ti(omalizumab) 11,732
s4 | EMB.EXACT(“mepolizumab”) OR ab(mepolizumab) OR ti(mepolizumab) 4,929
sb | EMB.EXACT(“benralizumab”) OR ab(benralizumab) OR ti(benralizumab) 2,518
s6 | EMB.EXACT(“dupilumab”) OR ab(dupilumab) OR ti(dupilumab) 6,302
s7 S6 OR S5 OR S4 OR S3 OR S2 19,863
s8 S7 AND S1 11,351
<9 EI\/I3.EXACT.EXPLODE(“randomized controlled trial”) OR ab(random*) OR ab(placebo) OR ti(random*) 2 200,528
OR ti(placebo)
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s10 |S9 AND S8 1,861
<11 S10 not (rtype.exact(“Conference Abstract” OR “Conference Review” OR “Letter” OR “Note” OR “Editori- 612
al” OR “Chapter” OR “Conference Paper” OR “Erratum”))
BE%EERA2023F8F20H
#2-1-5-7 CENTRALIZH L TRHWERERR
#1 | MeSH descriptor: [Asthma] explode all trees 15,019
#2 | (asthma):ti,ab,kw OR (bronch*):ti,ab,kw 57,355
#3 | #1 OR #2 57,360
4 ‘(‘tezepelumfib):.ti,ab,kw OR (tezspire):ti,ab,kw OR (“amg157” OR “amg-157"):ti,ab,kw OR (“medi9929” OR 179
medi-9929”):ti,ab,kw
#5 | MeSH descriptor: [Omalizumab] explode all trees 352
#6 | (omalizumab):ti,ab,kw 1,058
#7 | #5 OR #6 1,058
#8 | (mepolizumab):ti,ab,kw 415
#9 | (benralizumab):ti,ab,kw 272
#10 | (dupilumab):ti,ab,kw 982
#11 | #4 OR #7 OR #5 OR #8 OR #9 OR #10 2,788
#12 | #3 AND #11 1,610
in CENTRAL 1,601
Hi&&5%=H2023E8/520H
#2-1-5-8 EfiEweblc3xt L THWRERR
#1 | "% E/TH or B5/TA or asthma*/TA or bronch*/TA or B A % < /TA or B A E/TA 94,058
4 Tezepelumab/TH or tezepelumab/TA or amg—157/TA_ or‘amg157/TA or Ted\i—19929/\TA or medi19929/TA 65
or medi-9929/TA or medi9929/TA or tezspire/TA or 7 XA 7 /TA or THE~IL< 7 /TA
#3 | Omalizumab/TH or omalizumab/TA or #< U X< 7/TA 1,894
#4 | Mepolizumab/TH or mepolizumab/TA or XK1 X< 7/TA 1,001
#5 | Benralizumab/TH or benralizumab/TA or X> 5 U X< 7/TA 500
#6 | Dupilumab/TH or dupilumab/TA or 7 2 EJL~ 7/TA 1,434
#7 | #2 or #3 or #4 or #5 or #6 3,924
#8 | #1 and #7 1,940
#9 | (#8)and ((PT=YERIEE - FHIFR <) AND (PT=23E8BR <)) 809
#10 RP: R LR, T 2 & LLHEERER or 5 > 4 L/TA or random*/TA or placebo/TA or 7*5+ 41,928
F/TA
#11 | #9 and #10 10
=BT HE2023FE8F20H

2.1.6 #®RFHER

SRIKRDSROFER, A¥ FA— L ARRDOEEDTHEEE Z MWK E LI-SROREFHIILIHRTE &
Nz TDIBLTENILTY T DENIZNE % 7T L 7=
n

723U 2 MEBERISR T,
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T =R RN—RRBH LHFE L 72288548 (n=547)
[PubMed(n=149), Embase(n=379). CDSR(n=7). Editweb(n=12)]

!
| BB OHM (1 =410)
!
| 2ov—=>rte-00 | - | FRAMER (0= 333)
!

BoMEEL (n=58)
(BN - WRERDEWV (n=33),
B O REE (n=77) - | 7Y rHLDENN=13), HETH
4> (n=7), ®EHAX(h=3). T

f(n=2)]

B L 7SR D H# (n=19)
TERILT 7 OISR T L 725X (n=5)
Z DD EYFRIRF % 5T L 725X (n=14)

‘pepnlow‘ ‘ Anaqisi3 ‘ ‘8U!ueews‘ ‘uoneounuepl‘

K2-1-6-1 7O0—F % — b (SRAHHKNDSR)

RCTHEROSROEER, & HAFHHABA IZ 3 | 2 BINEHE RO TEICF A TE & Z X 5N 3RCTO
EEATII20, BEENT-, 20557 EALT T ORCTORLATHAEE = h 1= (02-1-6-2),
B S MBI R N EBIRICRT .

o
S F— &R —ZREN DEE L7 REEE (n=2,902)
= [PubMed(n=679), Embase(n=612), CENTRAL(n=1,601), Erikweb(n
= =10)]
S
- !
o| | BERAROHK(N-1972) |
3 l
& | | ®ou—=>ropme-1972 | — | BRoMER (n=1,816)
!
BRAMES (n=127)
= [BRoMERER @ HREF DEL (n=40),
5| | ERETEEONSHEE(1=156) | — |7 kHLOEN(N=31), AADE
g Wn=7), HRTH 1> (n=3), &
L #(n=3), HWEHER(1=43)]
- l
= FE L 72RCTE#HRX D44 (n=29)
2 THERILTTORCT(n=T7).
= A< VYU XTT7DRCT(n=6), R¥Z Y XTT7DRCT(n=T).
o AHRYZYTDORCT(1=3), F 2 LA~ TDORCT(n=6)

E2-1-6-2 7A—F ¥ — k (RCTHKRDSR)
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217 E&

SRTCEEINFBEERERBD S b, TERILTTICEITAZFEATIET > X THBNAVIGATORIER
[6]. PATHWAY=E&[7]. SOURCE=ER[8]IcD\W T,

HER DB

HBRMEZ FR2-1-7-1~2-1-7-31CFENT 2,

#2-1-7-1 BREKRHBROBME
AERZ NAVIGATOR[6]
Menzies-Gow A, Corren J, Bourdin A, Chupp G, Israel E, Wechsler ME, Brightling CE, Griffiths JM, Hellqvist
shpap A, Bowen K, Kaur P, Aimqvist G, Ponnarambil S, Colice G. Tezepelumab in Adults and Adolescents with Se-
ESIE]

vere, Uncontrolled Asthma. N Engl J Med. 2021 May 13; 384(19): 1800-1809. doi: 10.1056/NEJM0a2034975.
PMID: 33979488.

FERSERZ SRIEER | NCT03347279
__ |18 E(TLEYF A—R T U T, ZRUT TIVN hFR 7TV A KAV A RFT T,
B A = L 7= 18 ; . _ o .
RRERIELIBH | o " mmm 0o 7R, 405757, BT U BB 99544, RE. KE. < br
SER 0 2 SR HARY 20174118 ~20204%98
IREM BETIY FA—LERBORAB L UOEEREEE
o BN 12~80E TH D,
e B EH120 AR, EMICL YMBEBIENALZ EHATREINATUVS
e MR EHL12H AR, TAHEBE/-IIEHENICSICLZMBEDY FO—F—KEEASUAINTND
chABELIFESAEBDICSICL 2 BEED R EH3I ARZIITL S,
o EHEMIEEICH > TALRCEDLIBEORED Y PO —5 —HDEIMEENDLETHY ., P EH348
Btk MDA DETH B,
- e DR E I REFEAFFEV, A ES FAMED80% K (12~ 17 DHEEBRE 1390%K5H),
CLUTFTOVTNAICL > CGRANDZHEEDORI : BE12» ARISFEV,ARER12% LA DHEE200mLIL
ECHoZ E(REREESY), Fld. 7Y —= v SRICREIRREGREFEV, AREZ12% U £
A OWEEB200MLUETH 7= & (GEALESH Y),
¢ 125 BUAICA K EH2EIOMEEEREASH 5,
e 2RV —ZVIBBLUT Y LELEADACQ-6X AT HALELULETH B,
o I B LA DS
o DA O BT
o BRIRAY I E K 7 BRYE 0 BEAE [
o BUER F 7o IFBUEFEA10 pack-yearsd LD iFEEE, BLUOBEFRXNIEZECVAPER S ZFER L TWL 545
e
AR
i 12 B LUADIBHRE T L 3 — L £ 7 (355, O B I
o BREUAF#. CRUBF# *7-IZHIV
o ITiRep F 72 (3R 3L
o EMFRBFNC L BZEBERICTF 747X —DBEELDH D,
o KB F /- I3 BED T NI T ORBOHERE
AT =D EE T ALY 7210mg % 4B Z & IC52BRE T RS
HES BB D EE4H TS5 RELAR T & IC2BRIR TRE
HERTH A LHEERIERE. T2 X LMb, WTHEEINRR
Bk ZEER. 77 ERRE
FEMER 2EFICE T B52BEOREMETOAAEREEIEBDOER[BEHEIAESL Y DA X MMF]D)
o SEXHAREFARIFEV,OR—ZXF A v b DEL
e ACQ-6X207
SEIRKFHMAER | e 12BN L0 BEE[R E L/ EQOLERZ (AQLQ[S] +12)
e ASDZ a7
o FH ALY TEDAAERIF0.93(95% Cl: 0.80~1.07) TH 7D L. 77 RBETIE2.10(95% Cl: 1.84
S ~2.39) TH - 7= (rate ratio=0.44[95% Cl: 0.37~0.53; P<0.001]),

o [MAEFELEREL <300/uLDEFTIE, AAERIZTE~IL < 78 T1£1.02(95% Cl: 0.84~1.23),
1£1.73(95% ClI: 1.46~2.05) T - 7= (rate ratio=0.59[95% Cl: 0.46~0.75; P<0.001]).

75w REET
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Zek

e THEARIRTETTITIN %, 77 uHET08%DEBENEEEREHREL. TNTNI8% LI TR N EEL
BEERERE LT

e KL RN BEEERIIEMWEAL,
VISR H HNTZ) TH o7z,

i R, BME(INIETERALS7EIV LT 7 8RETL

AARAERICH1T2
HpHE[9]

HATHEINLIFIOBEN T VX LlbENZ(TERILYTE, n=58; 75 wRE. n=39), b2BEHED
AAERIZ, TE~RIL < TETL.54(95% Cl: 0.90~2.64) TH 7D L. 7 FEREETIE3.12(95% Cl: 1.82
~5.35) TH - 7= (rate ratio=0.49[95% Cl: 0.25~0.99]; 51 %5 ~),

HAAERICHIT S

EEFROEESEBFHEM CRBETH > 72 (TEILT TE 186.2%, 77 1REE 1 87.2%),

Z4[9]
+2-1-7-2 BRKRHABROBIE
HEp PATHWAY [7]
Corren J, Parnes JR, Wang L, Mo M, Roseti SL, Griffiths JM, van der Merwe R. Tezepelumab in Adults with
EFER Uncontrolled Asthma. N Engl J Med. 2017 Sep 7; 377(10): 936-946. doi: 10.1056/NEJMoal704064. PMID:
28877011.
EAREBESRIE®R | NCT02054130
. __|12pE(FLHFY T, Fxa, Ay AHY— AZRFTIN, BA, FET, ULTZT, EZALET, RONF
HE == CiE N \_ N N N ~ ~ ~
RRERIELIE | 5 " 55 ) 5. %E. 9554 +)
SER D ZEREAR 2013128 ~2016%F 124
HREF BETIY FA—ILRRDOEAEE
o FERA18~T5m T 5,
* BMIA'18~40kg/m’. FEH40kgl L TH B Z &,
e BERICL YR LB TWEZ &,
TS EAE s FHEF/IITEHEDICS+LABAICL 2EBEBEZEMANLUAINTWE I &,
¢ [CS+LABAICMZ THEEERAMAL TWLW5IHA. BNOBEBEROAENLELTWSE L,
o WEIFAERERTETI2 7 BLUANIC, DA & H2ROmEEEE/-IZ0 R L HIRIOEEMRBIEEICL 5 ARE
NH»5Z &,
o EHMEET S, RIGCHSERETSERE., BYRB LUy 7 RE, £/ 13X 0MomEICEEIL 72E
Wh'd s L2ranTuns,
o BAEE X - (FMEREAY10 pack-yearsA ETH B,
RS o BUEFEA10 pack-yearskKimDiFE, DA EHIEMEEL TULWAITNIETRER SR,
SPRIRET CEREMAEMSEN. AREOMEA, HREOREM L IIHBRBEROMINICKEE S 729 & HIHT L 212 0%38
BREOAH W BUAEMMERER L),
o KA DEHEE
HE
e THEANLTTTOMgELBR T L ICR T RS
e o FEAILTT210mgELBR T L ICE TIRE
IATEORE | | 2 Lv7280mg s 28H T & 1R TS
(4BRC L DB EDBE, hROKERICT 7R 2R THE)
LEES IS BR oD ZE 4 TR E2ZBABI IR TERS
ABTA >~ SHERIRE. 7 & Lfb, WTHEEATHR
BRLE ZEEBR. 7R NER
FEFMEE 52 B D REHREI R DAAER(HEBEDER[BEIAEHT-Y DA N> D)
e [REXIRER S L VREZHREERDFEV,OR—=XF A4 U b DEA
¢ ACQ-6X 27
FRRIRMFHEIEER | e AQLQX 7
e I BAERR AT
A
S52EBICH T BAAERIE. T ERBEDOT2ICH L, TENIULYTREDERAER. PHAEH. SR8 TX
Bk NZEN0.27, 0.20, 0.23TH o7, 77t HRBEL LN AAERDIBIHAKIZ, ZNZEN62%(90% Cl: 42~
75; P<0.001). 71%(90% Cl: 54~82; P<0.001). 66%(90% Cl: 47~79; P<0.001) T& - 7=,
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T RBETIE65.9%., TENRILY TEREDEAEH TIZ67.4%, RHEEH TIE65.7%. SAEH TIE65.0%
PO EHIHDEEERERE L. ENTNI3.0%,. 123%. 95%. 131%2 DL L HIHEDEELETE
EREBE LT

HAAERICEITS

Bt NA
BAANERIZEITS NA
rae
#2-1-7-3 BREKRHABROBME
HEEs SOURCE[8]
Wechsler ME, Menzies-Gow A, Brightling CE, Kuna P, Korn S, Welte T, Griffiths JM, Satapa K, Hellgvist A,
Almqvist G, Lal H, Kaur P, Skarby T, Colice G; SOURCE study group. Evaluation of the oral corticoste-
EEIER roid-sparing effect of tezepelumab in adults with oral corticosteroid-dependent asthma (SOURCE): a ran-
domised, placebo-controlled, phase 3 study. Lancet Respir Med. 2022 Jul; 10(7): 650-660. doi: 10.1016/
S$2213-2600(21)00537-3. Epub 2022 Mar 29. Erratum in: Lancet Respir Med. 2022 Apr 5;: PMID: 35364018.
FePRAERE ERIESR | NCT03406078
REAEM LB | TOE(TLE YT, FA4Y, BE, KB, 77 74F, bral B=F2F)
SRER D B SR HAR 201838 ~2019F9A
IEREM BOLFIRT AL MKFEERE DR EH
e GINAHA FZ A4 vIcfEw, EELADOHBEZ/ZIESAEICSE PR EDH12 AEEEEINTWDE I &,
o REIM HAA IN/-LABAL SHEICSH D L H3n ABEEINTWS Z &, ICSELABAIZEEEHID—
BTH, BlADBAGRZTHEELTH LW,
e O I MYTVERAEEREWLTRA)., 7474V v, REBERREIY VE(LAMA), BIBEEXTOA
FUCS) 7 &, BEMMGERE LRI > THREREEOBINERIROOND, INHDOEXOERILLD
R<EH3p BEEHINTLRITIER SR,
kL o WEREIL, RV —Z v 02 EL60 BRI OMEREDIZHICOCSEHZSEINTHEY, PhdE bl
= » AR, 187.5mgl E30mgU F £ S 1BEYBORE L LRE52Z T TWE I L,
e HOKE ZIARIERIOFEV, I3 F R IEFEES0 % K58 TH T AL 5Ly,
e 12h BURICAHR L EHIADOBEBEELAH D Z &,
e 7V X LbEID14B R, eDiarylCREH S N8I F DOCS, ICS, LABAB LU Z ot BiAEE % RE
10HMESFL WA T &,
e b e H120 B, EEICE 2MmEZHARLHRINTLE I &,
e
o i B LA DERFRRI ICEE A i B () - 1MRAEMMERE (COPD) 74 &), F 7ol B U 0 RIBF BBk # D
T REHORERE LIS BWER LIS NI ENHDLW : TLAF—UREIHT XA RILFILZE
HE).
o LMER. JHILRRFR. . B, SRR HEER. BEE. ASBR. RER. MERFHN, BHER
B, FHRRFERSENEZTL TN INSICREINAVWEET, ARETEAORBICEVWTEELT
o7, ABRPMP. HBREORESMICHELXRITT. ABRERCRINICEEZRITT. EI3HBRENT
NTOHBHPE AR TS I 2T 2A8EEI»H 2 D,
F R BRONESE o JEDEL{EFF
o BB F - (FMUBFES10 pack-yearsA L DEERE, BLUBEF LN EETVAPERREFEA L TV A5
#, BIEFEH10 pack-yearsKiFDTRREE S L OVAPEXZ 23 BF X NI ZOERAE X, ER1IBETICA
B EH6r BEAREAFIEL TVWEIRELNDH D,
e 125 ALIAICIBHNA 7L —ILE - REYILBOEEENH B,
e 30HUANICEZHINLFARTAA FOFERAE/-IZOCSHIFRAENEE2 M ELTI2HDEET., AREFE
ER D RBARIC K BERIRIVICER 4Mm S DIERE,
A
NN E D THERIILT 7210mgZ 48R Z & ICA8BRE TS
s R o A 77 REMGEAR I & ICASBR R TRS
HERT YA LHERHER. 7 & L, WATEMEIRER
sieik —EE®R. V7 ERNE
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FEEEE

BEDY FA—LAET L TUANRETOOCS 1BRE5EDISBREICHEITER—ZF4 v hbDhTTY
— (LS NIEA R

(h7TU—DEFE : 90% U E100% KA. 75% LU EI0% KiEHD. 50% LU ET5% K HA. 0%LLE50
%FRBHED. ZH L ELEEMOVTAL)

* ASE DRI R OAAER (FEBBOFR[BEIAEH /Y O 4 X MEKD)
¢ ABERER TIAH 7Y DOCSKEENR—Z T4 ¥ H 5100%FED L 2 EE 0#lE

FREIRNFHMIER | « 48BRFSATIA B Y DOCSKEEHLEMgUT TH - 1-HBREDEIS

¢ ASERE S TOCSHLIAH Y DEREEBHNR—ZX 54 »H 550% L LR L 7-#EaE DEE

2EFICEVNT, 48BARBSTIAHY DOCSEREENR—ZAFA > OAT T - DRI %ZERT IR
BAy g, TERLMTTEE TS0 RE e CRRETH -7 (0R=1.28[95% Cl: 0.69~2.35; p=0.431),

BEhE e N—2 74 v OMPIFEREKBLZ150/uLOEFTIE, BEA Y X772 RBLV LT ERLTTEHDIZS

N@n -7-(0R=2.58[95% Cl: 1.16~5.75]) A, M AEHFEREkEL <150/ uLDERITIFEA -7 (OR=0.40[95
% Cl: 0.14~1.13]),

TESRUVTTOREMIEIRIFT, Z2UICET2BTRRBOoNGED 5Tz, TEARIL T TETAF HE34(72
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BLERFTEEDETNICE T2 ERREIIATOBY TH -7,

s THENLT T, TERLYTHEEICL > TEERR UKL CEHREEEE, FHMEER
Ik 2 A&, mOCSE5ENETT %,

o LB IBEM O FEIGEIBRER, FREMEEEICL 2 ARKIIEELLEIC & Srate ratiox AL T
EaFITBHEDN, TNLAMNIRCARI A=W 5,

c BEDMECEEBEREERIINMPAMZBEL C—FELT 5,

¢ S2ERFRDMRHNE CENFHHAN OB SREAP LN ZRE L, FLOGEIFEEREICRIT
I5,

s EMFMBEFC L 2BEBRICL2EMEACHAERD ITER LR,

o BEDIRREIL, OCS/N—R b, BBAE, ABRDODSKEDOVWTNIICEITT 5,

C MW ROY T/ N—TI1CHB T 2T —2HRVWHRIILHRER L RZ LT 5,

BIERTEE ICL 2EADTOMERIZKRS-1-1~3-1-30@8Y TH -7,

£3-1-1 EXpiRoHER(a-1£H)

40

LEEFOERM) ZDibnER(H) HERM) woERM)
FERILTT 4,868,224 3,423,763 8,291,988 1,406,363
FarLwS 3,461,862 3,423,763 6,885,625
#3-1-2 EEXSIFOFER (a-25H)
HE AR , ICER
= 428
(QALY) (QALY) 2 (F) AEM () (F3/QALY)
FERILTT 11.692 0.222 8,286,404 2,487,469 11,207,735
FTURXTT 11.471 5,798,935
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#£3-1-3 BEHHORER (bEED)

BUES AR : ICER
ilaElé/\
(OALY) (OALY) I PER ) (F3/0ALY)
THERIL T T+ IR 9.728 0.544 8,416,853 4,880,739 8,966,106
BRI 9.183 3,536,114

3.1.2 BIF0EMFENRAS L VEERE LB LA-BRAMDRSTICHT 2 RME
RIS E DL E 21— DR, HERTEELVABV-ETILOBEPQOLE - BEFR/(7 XA —4
DEEAEEEBOCRIEEEEZONT, — AT, UTOmIADVZET >N,

HIEETEICHT ZMERBICOWVT

UEARFEEE L. ETICAL. BREL TOLWARVERKEBEBEL TV 2RI TRL 2 BBHER
ZEAL7. BELTOAVRERETIE, £0RDOBONIEMIETEN S, HEEZERLE T
BHRCEZRBLIBeANTEY, —REFERBEORTERTHS I EARMEINTWE, —A,
BELTCWREERRETIE, REICEIT2ARBOMERBZEDIRTERICEAT 2 >DOMEH, HHETL
TEZFAWT Wz, IR CESIRFEEE L. COBEBEXRICEDENNTET LA oeTt I NI REE
FEHORTEQRT~3.6%/2F)N. 77V AOHEBARICE T2 FA—LRREEHAEREES
(FHFEE2R. BHEDBIEGA3%) ICH T 2HIETERQBO%/2F) 2 RELTE-72E LT, BEHICE
BT HEIIC, BWELTVWAEERENOECADBBERIC—EOBERK(X2.74~4.20) #F L
AR L 72[11, 13]1(k3-1-2-1), LA LAA S, BEICSRBLAXTEIR. 77 XOBREM
ROLOTHY, BADEDEICEFE VR EZLTLHELIRRLAWAREEASD S,

#3-1-2-1 SMETNCTHE L HEGMOBIRTE & FHIERK[11]

AMETILTHELT:

TREH BIER ORI % FIERE
(a-1) 28 8 (i AFEREREL = 150/ ul h DIgEHTR BAERR M) 3.6% /24 2.74
(a-2) 28une B (IgEH B R e 1) 2.1%/2%F 4.20
(b) FE27m% B (i 47 BRIREL < 150/ uLh D IgEFR BAFR1E) 3.3%/24 3.03
(a-3) {FEEER s B (IL-534E/IL-5Radu A n & 5.) 2.9%/24 3.79
(a-4) 7 b & —Ans 2 (RIL-53/IL-SRaF A LA D EYFHEEI N S) 2.7%/24 4.20
(a-5) 28unE B (M FEREREL = 1500/ ul D IgEFT R RAERR1E) SHTAEE

FI. 77V AOBREMRTIE. FHEHEI/NRZEOERICH 228570 RTEEII,
Matched general population T 3.4%. Asthmatic control Th.7%. Uncontrolled severe asthmatic
population8.0% & &SN T LA [13](K3-1-2-1), F7-. Matched general population(Z&d %
Uncontrolled severe asthmatic population®ZET=d U X 7 £h132.35(95% Cl: 1.70~3.29) & IE S h
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TW3I[13],
1.00
0.95
>
=
o
©
Qo
o
=
2 090
©
2
>
£
3
2]
0.85
Group
Asthmatic Controls
===« Controls - General population
0.80 e Uncontrolled severe asthmatic population + Censored

0 2 4 6 8 10 12 14 16 18 20 22 24

Follow-up (months)

®3-1-2-1 75 Y ROBARFROER[13]

INICH L. BARTIEAOBRRETORBESFERRTH - FTRICLVIHREZIERE T2 EE
FETRMNEROT~1.0% ERME SN, ERHEBIZIFZIFEIEVTHB[14], F7-. YamauchinlZ Lk b
DPCT—RZR—X% 4 L ICHEBEBARZAE L/RE CHEBEORADIETEI G IL12%EE &
WESNTWB[15],

MZT, BEWEBEREDRERICOVWT, #5734, Tryv—27 AZVT7 AFXVRARS Y
DR EREL TWBHAR— MARICE S &, FHFHDSHDOANF Y ADEERSBELZEEL L
TEE (L INT-BEORTE, Lo PICKREOEEREBEICE TS, 283X 704 FrE, K345
ORI, AL W7 BBBRIEHOETIE. ThEThFk3-1-2-2, 3-1-2-30&Y £ &5 [16],
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#3-1-2-2 EEWEBEICHTIRETE[16]

FooR Frw—7 A% 7T 1F¥UR ARA

LT (/1,000 A5) 11.3 14.6 11.6 14.8 13.0

#*3-1-2-3 EEMEREICHITZEERIEMOLIET[16]

FooR Frw—7 A %7 1F¥UR ARA
B (/1,000 A 4) 11.1 17.8 15.1 13.1 56.8
RCEE 1.1% 1.8% 1.5% 1.3% 5.5%
INBICEBE ARSM v ERE, BERICEBEL S BRICLOHRWVGEETRTEXICK

TREFRL, T MEBEERRIFURNORTEEIFLI~18%THDL I EARINTEHEY, ik
DHEADHEHME L b ITZDONE WV, MATINLZEDIRTEIGIE, 2FH7Y TERX B E2.2
~3.6%CHY[16]. [P ETLTHE L/HERIOMETE]| LRREDEEZRL WS, £7H
RIZH T2 NOBEEFREIC L 5 &, 60-64DILT-FK(3549.3/1075 A (5.5/1,000 A 5E) 12 & R &
ENTVWB[1T], I H1IERORTEE%055%, 2EMTLIO%ET DL, 77 ZOERH
° 25T B Matched general populationMZET=EIE3.4%/2F (2B KA ATEEMEAH 1 . Uncontrolled
severe asthmatic population®FETEIE8.0%/2EHRIERICEBAREEZ H5NS[13], TD8.0%/2FE &
WO RTEIEDIBARTH S Z Lld, BRREFARDRBREICL > THXRFINTWE, —ATTIITVAD
BRMATEONSZY R/ L2355 RTEIAELI0%/2FICEL D &, 2659%/2F Y. [HFET
LWTHE LIHERMORIETE] tAREDEZRLTVWS, 2OIED DL, 77V ADEEMRD
REEEEEINEE L TSRBLBET 2 & EZYTRVWEREENH 5,

UELY, BERTEEICLDIIACOBGHEEOMEIL., HAADEBEERICHEITAETY X7 %
BRICEEH2ID0THEEEZONT, £/, [HWETATCHELAHENORIETE] IFEAE
CHEAEOFEELARENETHZ I b, RO TIEBIETEICH L THERKERE LA
WZ & THOMAERT 52 EAEH & HR L7,

EYFHEFOFERBEICOWT

BLEMRFEERE (. AP REGT I O B BB OEXE . HHSETA =R O 2ERM =
ICEDEEHL TV, LAaL, BH6ESASHFER TT 2 EU~Y 7, A7 Y XY 7OEMOLBTED
ERINT-D, BHRAROMEZAVWTEIMTZERT 20BN H 5 &ML 7=,

EMRRRF| L LB L7- & ZE DAAEROEREIEICH T AFREERICOWT
BIERRSEEE L. AAERDLEELIZ D UL TMenzies-Gow 5> DNMAGRX CHE I N TWLWSE THKR3-1-2-40
EBrslRBL, EADH(a-2), > FHUF o (a-2)EFTIET FE—BBEDY 7/ IL—7I12H1F5
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22/’

ﬁvav7&@%E%%%\7+Uﬁ%ﬁ@ﬂ%ﬂ?@ﬂ¢ﬁ%ﬁﬁéwwm@ﬂ77”—7t
BIFARVIUIITEDHBIER% .

WHEICE® L ZNENDICAW:,

#3-1-2-4 FTERLZTICHTEEEMENRFIDOAAERDLE

YT TabILTT TabEIILTT RYSYRTT s XAEY TS
200mg 300mg
. 0.84 0.91 0.63 0.63 0.94
BRI =
AT BEERE = 150/l (0.54~1.33) (0.58~1.44) (0.49~0.82) (0.43~0.94) (0.68~1.30)
0.57 0.67 0.67 0.61
- e g
7 b RS (0.18~1.39) (0.20~1.65) (0.20~1.65) (0.24~1.16) NA

o D2EARH LN, MAFEEKE =150/
TheE—BEEOY 7SI —TTlEa

LA L., TERLY 7 EREYFNRF OBMZEICIR
uLoY 7 70— 7 TlE R HEEEH0.63~0.94 D EFH (1
HEEEN0.57~0.67TDEHEHICH B, FFICMAFEIKE=150/ulLn Y 77— 7 Tld, £YFRA
OBHEICL > CREFEL LEFICH D ZENRINTND

UEEY, TEALT T EMOEYPZNEFIOBMEICET 2H#MEICOVTE, FATES T —
S OIS B ICBEWTHERELTHEEELIHD, TOIEITEBIMNEREDEICE T 2EmD
BYTHD, 2I T NMATREN TV EIRLBFRMENKREVWEEDEBERRA M F U F) ERHE
BEANENEEZDE(T—R M F U EBVT, BEDHECF AL E2ERL, EROMER
UAHERT ILENH D LHT LTz, £ FUFot(a-DEFTIE, BMNERECEICEIT S
FROBY ., HERTEENTFMICAWAEREICET 2T 4o, RUIUITT LY AR
X2 7D LB BT E L CTHYBRAREEITRINTWD, I T, HZEFITELWTXARY X<
7 H BB E LI BADREICOVWTHREEMMT (S F U A58 & L TEHL 7=,

3.2 LEA—RRICLZBHTOLELEFROFE

O %kl — RETTIRTY
M Y -  DUTIcH<
O Zoi( )

3.3 REFRDELBSTOME
3.3.1 BRADVBELSMFECNTIA—LBE(FELR[BRANODEEHIFKEV]DHD)
a) ¥EFETEERITI T B M IEFREK
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3.3.2 BRHAPDBELEDWFEERECNNTIA—2HEEG. 3. 14D H D)
b) £ ¥ FRIRE D EEI|E
C)AEWF BRI L LB L 7= & E DAAERDEIRIZEICH 1T A NFEEM

3.4 FELRABRICEZDZHEEN/KZVR)ITOVTOBESTORR
3.4.1, METRICHT BMIERKICOWT

#3-4-1-1 WERFTEEICLIBETOXLIS

BERFEEE DRI LIREEFICBIT

o gy ~—TH BETES (H B WIINERES)
4.2.1 AEM - LeMEZEDNT A — KD P132 #£4-2-1-2
[ER&EEZHDR]

@FETICET 2 /X7 A —%

FETICOVWTIE, MEBEBICL BB C L mEBELAORREICL 2T AT [FHEEFRT))
ICATTCETNMICRME 7, WREHICHITIRTERDIFTRIMGoNGD o7l BBIRTERLE
BB CEIIEWREFICH L TRILEZ AL,

BT, WEARI > TLWAWRE, 2EYTLIT7ETILO [avbA—ILEEF] & [O
YEFA—ILARR] OREICEVWTELCEL 2 0E L, SI3EHBEDEISL] N HE LN Fin
BIFETED . BH3FAOZRERAE[86]DHEZIEAE T HRTEXREZRMLU/EZR W,

BEBERCRBBBHIRELGEORTE) I, REICH T2 ARBROHKEBEDIRTRICEY 2=
DDOHFR[87, 88]. 3 L UThe National Review of Asthma Deaths[89]h H1§ o M7=T — & Z LN,
ZENICEDTAL65(R > 5 U X~ 7 DSingle Technology Appraisal) [74] LRI A ETEHR L7,
#(x [Appendix A BERRTCERDOHESE] 2SRRI N/V, ETILTERLAEBEETCEEZX
4-2-1125x L 7=,

®4-2-1-2 SHETINCTHE L HEGORITIE L HIERE

AN = “il\kk - N W
HRER e | W%
(a-1) 285 B (M AT EEBRE = 150/ uL h D IgEHR BAERR ) 3.6%/24 2.74
(a-2) 2805 B (IgEFUR BAERR 14) 2.7%/24 4.20
(b)FE27UnE & (M R AFERBR ¥ < 150/ uLh D IgEHR BAFRRIE) 3.3%/2& 3.03
(a-3) I B BRI B (FUIL-53UE/ IL-5Radu A A 1% 5) 2.9%/2%F 3.79
(a-4) 7 b =R B (FIL-530E/IL-5RaFUELA O EH)FHEEI A% 5) 2.7%/2% 4.20
(a-5)284ms B (1 P47 ER Bk EL = 1500/ uL D IgEHTR B AFRa 1) DITAEE
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BB ATORE]

BIRODE ) BIEIRFEEE L. 77 VY ROBREMBEOT—X2SRBIT 52 LIcL Y, AFPOADERE
Bateah— PIROMEEZ LRIZFHTCEZRELTWED, EAMEZMAS I ETHERICES
LEERERA OREZBLLENDLDH D, INITHEL, TENILT 7OEREMEHIBAICHmS Nz
AREED B 212, DS TIELTOPITHRER (BRI, BESH L T) ICH WL THIERE
% RBE L T2,

mHE. PIHRER () ICD W TIFRIERTESE DD THERHICERDELE(EL,00075 F/QALY % T
El>TW=Zehn, TROMEBZAWTHILTE (RBERE) & ICEROHER ORERIMEZ M L 7=,

#3-4-1-2 SHWNREH(b) DREAINICAWEFRTOBBRERICHT 2 HIEREK

PHETILCTRE L HERORIETER FIERE
3.5%/24F 1.08
4.0%/24 1.29
4.5% /24 1.50
5.0%/24F 1.72
5.5% /24 1.94
6.0%/2F 2.16
6.5%/24F 2.38
7.0%/24F 2.60
7.5%/24F 2.82

3.5 3 AUAICRFADPBELRICHEITIEZBATOAR
3.5.1 EWMFHMHRAOEHRICOVWT

#3511 WBREEEC L 2 HEBORLHS

BERFEEE DRI LIREEFICBIT 2

o gy ~R—TH BIETES (H DV IINERES)
4.2 DHTEBLIERTX—% P107 *4-2-1
EREZEZ D EER]

®4-2-1 SAMREFICHBONT A —%&

T4 & SE HERHL
15 H 1Y) DEEE[AF] 176,253.0M 17,625.3
1HEH1) DERE[TaELTT] 61,775.0M 6,177.5 SHSET B KR O2ERM
1E5H1-Y) 0FEFE[F~ ) X< 7] 46,652.0F 4,665.2 SHEEICEH[82]
BEHTY OEHE[RV T XTT] 319,342.0M 31,934.2
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(EFHEBSROAE]

BT D38 V) BUEARFE A (3 I R O LB R AT ©H 2 R EYFNRKOERZ. B
SETARROZERMABICEIEEHL TWS, LALTabeT7, FTUXTTITO0TE
TEROBYEMPIBUEINTEY ., DNICAVWIEREMAZEEL TWLW5, RN TIE. &HKR
Offitg & AW T & £ L 7=,

#3-5-1-2 FabeTEeFTYITTDEXE

. i [REEMICES< o FEMICED <
SECXK| SEC sl
£ |=E-Sii Py HER A 2 R 5T
TaE sty FETFIE300mMgRY
(Fatiw?) 58,775 61,775 61,714 64,7141
VL7 ETE150mg> Y vy
(F= U Zw7) 29,104H 46,652 21,786 35,676

3.5.2 EPYFHRFN LB L= ZDAAERDOFBEICH ITHFREEREICOWVWT

#3-5-2-1 HERTEFICLIBWEEOZLIBS

BLEIRFEEE DRE LT-REEFICBIT2

ovav R—TH FIR1TES (H 2 LW ITRERES)
4.2.1 A - REUED/S X — K DM P133 #4-2-1-1
[REEF D]

P133
OFH & M HBE £ DARXIR
SR TEALEAT A =205 b, FRISBR L FRBBEAREICOWTIE, A3 L oLy
BE C OBMEOEE KRS €570, MELBOEREEAVE,
ERBBERUEMEBAREICOV T, RAAOHE /T A — K IZZNThERE2-1-1TRUE
421212 T AR U A% LEHBREMORS /7 A —2 & LTz,

®4-2-1-1 FRABEROBHHR

HRES LERER | EREERO L R
(a1 2B B (M BRRHE150/ul A IgE | __ . 1.00 HB T — DL, %
HURB R WEAZ) | LRE

1B B AEFS M 2B ] -

(a-2) 2205 8 (g BB AE TR 1) F2U X7 1.64 O MERREARELE
(a-3) P BR SRR B (Fo -5 A/IL-BRaGLEE | . _ . . 1 B L50 | 0 BE A &
PIEE) nyTVANT 159 ¥ LANMAKE S
(a-4) 7 b & — B0 B (FiIL-5 5 f/IL-5Ra i o EHERFBEEEENRE L
FELUSN O e W OB 53 ) T AR 1.64 NMAD R
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z’H

(BN LB ITOAR]
BIR D@ Y . BLEERFEEE F. AAERDLEEIZ D UL TMenzies-Gow 5 ODNMASR X THRE I N T WS

xSl LoWZEERL TV,

W3, £Z

ATFEROIERMEZER T 5720

FHERIILT T EEEYFRE

FlOBEEEICIZIES2ENBHON

2. NMATREN TLWEIRLEBEAKET W E

EOERA T IR ERLBAENNSVWEZDBE(T—ZX M FIUF)ZANT, BREST(E

FUADI) ZEREL Tz, EADHT(a-2) BL O F U F 9 (a-2) £EH.
mz <. Exof(a-DEFICOWTEH, BRMESTZERL 73
BN RERATHW-AAERD LI TEDOE

> U Ao (a-1) EFIC
e DS R ZHER L 7=,

YTdH D (NMADFER DWW % DT ICAE W),

#&3-5-2-2 BHMHNKREFORES T THWAAERD L

DI RER FRB BB Al N2 b FYF J—2 b FUF
_ . 159Ny YR T xldA~ ) X< 7 o e L
EALN _ e 42 o =
Aot (a-1) FarILwT b o LB ) 1.06(X R Y X< 7 & DHEHER)
S, N P
EARDHT (a-2) FvUX<T 1.75(F 2 L= 7200mg & D L EHER) L49(7 2 EL~ 7300me X etk > 7 Y

A7 EDHBHER)

> F U F S (a-1)

RyZ Y%7

159RY FJURT T ERIFATY X7

L DHEBHER)

106 (AR Y X< 7 & DHBHER)

> F U FH(a-2)

FTUYRRT

1.75(5 2 B % 7200mg & O He Bt &)

1.49(F 2 < 7300mgE fzlE > 5 Y
AT 7L DHERER)

F 7=-Menzies-Gow 5 DNMAGRXX TR S LT W5 ZEE D
DB BREMIENY T U7 L) HARY X THZ
A= 7% LB BT E L1156

DREEDH (2 F U F D7) IS

AR IE D
LR AREED T RENT WS, £ I TXRY

5. ¥ FUADH(a-D)EH

DWTCHERELZ, BLWEERTEIXTE

Bl ThB,
#£3-5-2-3 FUFG@-DICBVWTARY X7 2ILEWNBE LI EICHAWENRNTA—4
IRT A=K & R EARL
X—Hh 7 ETEI00mg~_ > DEM159,891M(C, BLERFEEE O A EICHRWEE

A 1658917 | w ot ppmmmmp w3 1
1FEB D 5HEE 13[5] LBIC1ERE D=5
1EB LV BROBESEE 13[A] ABIC1ERE DT
AAERD L 1.06(1/0.94) Menzies-Gow 5 DNMAZR
AAERICE 2 AFRD L 1.85 Menzies-Gow & DNMAZE
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4. SAER

4.1 BARICBIFIEERFTOER

(a-1) 28Um% & (i b 4FEE3REL = 150/ uL b 2 IgEH B BIER 1)

O BRDRSTEESERDRILEELT D)
BRARMDITIRIEAF L L TERZERY 2)

O Zoft(

(a-2) 2805 B (IgEH R BAERZ 1)

0 «

O Zoft(

ERDRAMMTELERVDRLZEHT Z)
BRARMDITIRIEEE L L TERZERY 2)

(b) FE28!ms B (M AP AFERIREN <150/ uLh 2 IgE R RIERE1E)

BRMRINEDERIRZELHT 5)
O BRAsMOWTEOIRIIASEE LTERZLERT %)

O Zof(

4.1.1 BOMICBIFZEXFITOESHR. BIBERA. BIERAMRL
PITNRER Z & DERDTOERETRT,

AN RER (a-1) : 2802 (M IFERERE = 150/ uL h DIgER R RIEREE)

HERTEE EBONMOEEANTDOERZFKAL-1-1-1, 4-1-1-2I2R7, BOMOKR., 7€~

< 7'1%1,253,869H D ERIEIN & 4 > 72,

®4-1-1-1 SERFTEEFICLZIEXRFHOER

LEEAOER (M) ZotoER (M) #WERM) #HEA (M)
TERILTT 4,868,224 3,423,763 8,291,988 1,406,363
TatLwT 3,461,862 3,423,763 6,885,625
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#4-1-1-2 BAWICH I HEXFITORER

LEEANOER (M) Z oD ER (M) HER M) #rER M)
TERLTT 4,914,566 4,620,717 9,535,283 1,253,869
TaELTT 3,660,697 4,620,717 8,281,415

A REH (a-2) 1 28R (IgERRRERE)

BERFEEE - BONOERDITOBEREZ FKAL-1-1-3, 4-1-1-4I17T, BOFOBR., TE~IL

~ 7 DICERI%41,602,810F/QALYTH Y. 1,000/5F/QALYU ETH - 7=,

®A-1-1-3 WERFTEEFICL ZEFSHOHR

R AR A ICER
$43,
(QALY) (QALY) BAF) ARMAE) (F3/QALY)
FERILTT 11.692 0.222 8,286,404 2,487,469 11,207,735
FUXTT 11.471 5,798,935
FK4-1-1-4 BOWICBII2EXSTOER
HhE EAMER A ICER
E=3 BPAN -]
(QALY) (QALY) s (F) AEM D) (F3/QALY)
FERILTT 15.902 0.075 9,583,836 3,117,022 41,602,810
FTU T 15.827 6,466,814

AT REE (b) : FE28E 2 (M A5FEEERE <150/ uL > DIgEHRRZRAFRE 1)

SEARFEEE BN OERDIT OB E A KL-1-1-5, 4-1-1-6lCRT, BOFOHER., TE~IL

<~ 7 DICERI%16,959,488F/QALYTH Y. 1,000/ F/QALYU ETH - 7=,

#®4-1-1-5 WERTHREFICL HEEXHITORBER

R HEHHR ICER
= AN
(QALY) (QALY) BRF) AR ) (F3/QALY)
FE AT T + IR 9.728 0.544 8,416,853 4,880,739 8,966,106
A 9.183 3,536,114
F£4-1-1-6 BOWICHB T2 EEXPTOKER
HE B ANIES ICER
7 o E
(QALY) (QALY) BRI B ) (F3/QALY)
FHERILT T+ 13.404 0.289 9,951,457 4,894,759 16,959,488
A 13.116 5,056,697

ATAG. Rep. 2024:2(4)




4.1.2 BERICBITZELMR. BHERM. BHIERAMRILLOHER

BoICB I 2BEAR L DTRERICN T 28 2k4-1-2-1

4-1-2-3I2FK9 5,

AN RER (a-1) : 2802 (M IFERERE = 150/ uLh D IgER R RIERE )

F4-1-2-1 BARICHEIIZEIER, BIERAMRLLOHRE

- \ ICER
BOWOREAE ¥ ER (M) (F3/0ALY)
U IRFEEE O EANHF DR 1,406,363 ZEREM
a HTEEORBERBAERALARVEEICEE 1,420,120 ZREM
b TaELTTOEREMAEEE 1,241,662 BB
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