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Abstract

The academic technology assessment group (ATAG) reviewed a report on gefapixant’s additional benefits and
cost-effectiveness compared to non-treatment or watchful waiting in patients with refractory or unexplained chronic
cough (RCC/UCC) submitted by the manufacturer of gefapixant (MSD K.K.). This report summarizes the results of
the review by the ATAG. In evaluating the additional benefits of gefapixant over non-treatment or watchful waiting,
the manufacturer submitted data from COUGH-1 and COUGH-2 trials, as the only clinical trials that evaluated ge-
fapixant were the COUGH-1 and COUGH-2 trials. The primary endpoint was the mean change in 24-hour cough
frequency at 12 weeks in COUGH-1 and 24 weeks in COUGH-2. The safety and tolerability of gefapixant, includ-
ing adverse events (AEs) and discontinuations due to AEs, were also evaluated. Gefapixant significantly reduced
objective 24-hour cough frequency with an acceptable safety profile in these trials; thereafter, the manufacturer in-
sisted on the additional benefits of gefapixant over the comparator. The randomized COUGH-1 and COUGH-2 tri-
als were also detected in the ATAG’s systematic review. The ATAG judged that the manufacturer’s method for eval-
uating the additional benefits of gefapixant based on the COUGH-1 and COUGH-2 trials was appropriate. Thus, as
the cost-effectiveness analysis was appropriate, the ATAG examined the manufacturer’s analysis. The manufactur-
er performed a cost-effectiveness analysis for each population using three-state (on-treatment, off-treatment, and
death) Markov models. The base-case analysis showed that gefapixant incurred an additional cost of JPY 107,160
and conferred an additional 0.006 quality-adjusted life years (QALYs) compared to the non-treatment or watch-
ful waiting scenario. This resulted in an incremental cost-effectiveness ratio (ICER) of JPY 17,569,051 per QALY
gained. The ATAG judged that the overall analysis by the manufacturer was considered appropriate. However,
the ATAG identified the following limitations of the manufacturer’s analysis: the health states of the Markov model
were not based on cough frequency or severity, and the difference between the mean quality of life scores of the
gefapixant groups and placebo groups was not statistically significant in the COUGH-1 and COUGH-2 trials. In
conclusion, for patients with RCC/UCC, the results by the ATAG suggested that the ICER for gefapixant compared
to non-treatment or watchful waiting is likely to belong to over 10 million per QALY from the perspective of public
healthcare payers in Japan.

keywords: gefapixant; refractory chronic cough; unexplained chronic cough; cost-effectiveness analysis; health
technology assessment
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B&EE EAF&RE
Cl Confidence Interval
CADTH Canadian Agency for Drugs and Technologies in Health
eGFR estimated Glomerular Filtration Rate
FEV1 Forced Expiratory Volume in 1 second
FVC Forced Vital Capacity
HAS Haute Autorité de Santé
HRQOL Health-Related Quality Of Life
ICER Incremental Cost-Effectiveness Ratio
IQWIG Instituts flr Qualitat und Wirtschaftlichkeit im Gesundheitswesen
LCQ Leicester Cough Questionnaire
MMRM Mixed-effects Models for Repeated Measure
NICE National Institute for Health and Care Excellence
PBAC Pharmaceutical Benefits Advisory Committee
QALY Quality-Adjusted Life Year
RCC Refractory Chronic Cough
RCT Randomized Controlled Trial
SMC Scottish Medicines Agency
uccC Unexplained Chronic Cough
VAS Visual Analogue Scale
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#51% 128 8 o B EEE O ZEEE (KA F1g)
75t R (n=222): 13.4[E/F(R—X 54 > 30.4)
F—77EFH > b 156mg(n=227): 12.6[@/FF(R—X 5 A > 25.8)
T —77EEH >k 45mg(n=217): 9.1 [E/B(R—Z 5 1 > 24.1)
Y XZEAS (T —77EFH > b 15mgvs 75 HR)
-2.95%(95%Cl -25.19 to 15.33)
MY RIZBAT—77EFH > F4bmgvs 75t R) 17.68%(95%Cl -0.50 to 32.57, p=0.056)
B5% 1288 IC 24 BRWHEEAR—X 54 v 5 30%UHET LIZEEDEE
ey 75t R (n=222): 65.9%

F—=77EFXY > b 16mg(n=227): 66.2%

F—77EEH > b 45mg(n=217): 69.9%

Fyv Xt —7 7 EFHY > h15mgvs 7 FtR) 1.01 (95%Cl 0.66 to 1.55)

F v (T —7 7 EFH > b 4bmgvs 7T EK) 1.2 (95%Cl 0.77 to 1.86, p=0.42)

BE5%12EABEDLCOBRATHARN=RF A H 5138 A v U FEIIL -BEDEE

75+t (nh=217): 61.3%

F—77EFXY > b 16mg(n=226): 68.8%

TF—=77EFXY > b 4bmg(n=214): 67.3%

Fyv AT —77EFH > F15mgvs 77 4K) 1.39 (95%CI 0.92 to 2.12)
Fv X —7 7EFH > F45mgvs 75 1K) 1.30 (95%CI 0.85 to 1.98)

BE5%12BE OSHEREEVASHAN—RZ7 4 »H 5 30mmULFELZEZDOEES

754K (n=237): 31.3%

=77 EEH b 156mg(n=241): 36.7%

F—77ExH > b 45mg(n=234): 41.2%

F v (=7 7 XY F15mgvs 754 K) 1.27 (95%Cl 0.86 to 1.89)
F v (P —7 7 ERH > F45mgvs 75+ K) 1.54 (95%CI 1.03 to 2.30)

ATAG. Rep. 2023:1(1)




Bt

BE%1I2BBORWEREEBRN 13RSV PAEFLERX—RFA VDB 2T R PUEETL

BREDEE

e 13K A > hLLE

754K (n=237): 52.4%

=77 EFRH > b 15mg(n=241): 62.1%

=7 7 EFH > b 45mg(n=234): 60.5%

FyvR(F—7 7 XYk 15mgvs 77+ K) 1.48 (95%Cl 1.01 to 2.18)
F v (=7 7 XY b 45mgvs 7Tt R) 1.39 (95%Cl 0.94 to 2.05)
e 27RA > hULE

754K (n=237): 28.6%

=7 7 EFH > b 15mg(n=241): 37.9%

=7 7EFXY > b 45mg(n=234): 40.1%

Fy (=7 7EFH >+ 15mgvs 75+t K) 1.53 (95%Cl 1.01 to 2.30)
Fv AT —7 7 XY 45mgvs 75 1K) 1.68 (95%Cl 1.11 to 2.54)

®B5%12BEDEHEEEROFEERE
77 R (n=243): 52.7%
7—=77EFHY b+ 16mg(n=244): 55.7%
7 —7 7 EFRY b 45mg(n=243): 75.3%

BE5%12BEORANGCEEEROHEEE S
77 R (n=243): 2.1%

7—=7 7 XY b 16mg(n=244): 2.9%
T—=77EFH b 45mg(n=243): 2.9%

HE%12BEDOERICEHEYT 2BEEERORLEEE
77 R (n=243): 13.2%

7—=77EFHY b+ 16mg(n=244): 18.9%
T—=77EFHY b 45mg(n=243): 62.6%

BE®I12BEO®EICEET 2 EEEROFKEES
77 R (n=243): 3.3%

7—=77 xRS b+ 16mg(n=244): 10.7%
7—=77EFH b 45mg(n=243): 58.0%

BE#I12BEETOBEERICL BT ORER S
77 R (n=243): 2.9%

7—=7 7 EFRY b 16mg(n=244): 3.3%
7—=77EFHY b+ 45mg(n=243): 16.9%

HAANERICH T 2EME | ZLHL
HAAEHICB T 2Z2E  |[ZELL

#2-1-7-2 BRERABROBE
ABRE COUGH-2

e McGarvey LP, Birring SS, Morice AH, et al. Efficacy and safety of gefapixant, a P2X3 recep-
tor antagonist, in refractory chronic cough and unexplained chronic cough (COUGH-1 and
COUGH-2): results from two double-blind, randomised, parallel-group, placebo-controlled,
phase 3 trials. Lancet. 2022;399(10328):909-923.[4]

FRPR R B SRIB R NCT03449147

e =i L 7245 20 E 171 MBE%

R 0 B R HER 201843 A 15H~2020410A30H
HHREM AN E - I RRATB OB EZ R EE
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cfIELL > b Y BENIIMECT(R Y U —= > 7 /2 IEWEIZZH 5 5 FLUND DIBMERMARER
ICEBFEINLLO)ICLY . BERMICECFEST 2 EEX 0N RE F3ABREEEPERY
BEDRBICL Z2MOBRKNICERLMEENRHONA N &

« EOAMIBMEW X 1 IRERHOREEWM e ST s i igtEmE s ad e b 1FUERLTVS

TS EAE it
e ZHEDHE, TIRL TWAWRIARTIEE W/ RETROAIEEEN 2 W/ BITOIREICHK S Z &I
RAETDZL
e A VT F—LFRAVEYFEZIF, BRBR7ANINMT I EIVEHEBREREBOFER, KB —
FPORAEEL)DESFATIRRLENNHD L
CIMERBL TCWAH, RZU—Z=v 512 # BURICEEL /-, £72138EI1C 2 pack-years& )
ZBEL T\
o WERSRRAEDBEN S 5. £/ IIRIFOIREICERNICERLBZA H - 72
o BMREXKDEHEREAH B
CIRIE, TUIFT U EMBEHERAERIACENEZRALTWS, £IERX7Y—=v7D3 7B
MNICACEIZERLI-C & H D
e XU Y —= v SO TELRIREEBE (eGFR) A 30mL/min/1.73m? k&, 713X 2 —=v /K
DeGFRAY30mL/min/1.73m” L. 50mL/min/1.73m’ K& CEMEEENRLETH 5
e SELNICEBUESOBRERENH %
FE R EAE o BEGFFERM) OB EEY OER, EYO T I —ILOEA, FIEEYREES 7L 3 — UREED
BEELH D
e RIEYT I RRMEMB £ IO R K Y T I RREFIHT I TF 74 7F > —F1-13RE
BIER (2 8EROBEIIMLA V) OBEELNSH 5
=T FEFY Y MNIRTIZEMOT LILEF—BBUELH D, F/ET—T7 7 EFY Y FAER
WLInhTWwd
o =T XY FOYERS SBERLAIC LB EOBRIMZT -7, £FHm L
CBEICT—T7 7RV NOBREEZ T ENH D
CIMIENAZMHESBEARREBRICSMLTWD, £/4ERI7U—Z>27%4T75 30 AUARICSMLEZ &
NSRS
A ATk 2 L7 —7 754> b 45mgit 1 A 2% 24 BRI RS ERDHAIM % 288/ £ T)
et 25 =7 7EFY > b 15mgie 1 H2[E% 24 BREEARS EROGEHAE % 288K £ ©)
LEESS BR oD ZE A 7 7Rl B20% 24 BEROKRS(EROBELM % 288 £ ©)
HEBTHA RCT
Bk _EEm(EREmRE. £E)
s EFNICL B 1EESH Y 0 24 FEFEAZW O KA 24BE/R—X T A V)
FEFMER CGEEHETRE LT =Ty THEPRIO B EH I DDEEERERE L -SNEK
e HEFRRICLYESEFRIELI-SIELK
e ETILIC L 2 BERIFEEHRNZWMOKAFILQR4BE/N—X 71 V)
s ETINICLZ 24 BED 1 BEH-Y D 24 BEBRENEEON—X 74 b DEH-30% U T
Tho1=sMEDEE
e ETNCL DI BEMBKEREEHZED 24 BEEHRAITICEVWTR =X T4 Y1 5H-13 R A1V b
UTFToZE#RLI-SNEDEE
EARERMFHmER s ETIINCL B FIPBRREREERGD 24 BEAFTRAATHR—=X T AV 5-27TRA Y FUTOD

ZAbz R L& OEE

e EFIINICL B 28 BEADKDEEEVASA AT DR—ZF A 1 dDEAA-30mmUTTH > 7%
EDOEE

e EFILIC & B 24 BE D Leicester Cough Questionnaire(LCQ)DIB X AT HAR—ZXZ 4 »H 5 1.3 7K
14> FUAEZE LIz mEOEE
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B

51 24 BE 0 24 BB MSERS (S 7 1)

75 4R (n=419): 8.3[E/E(R—ZF A > 19.5)

=77 EEY 2k 16mg(n=415): 8.1 /B (~—Z T A > 19.4)

F—7 7 XYk 45mg(n=409): 6.8 E]/BF(N—X 5 A > 18.6)

HERY R ZRD(F—7 7 EFH > b 15mgvs 77+ K) -1.14%(95%CI -14.02 to 14.27)
YRS —7 7 %Y b 4bmgvs 7T 1 R) 14.64%(95%Cl 1.43 to 26.07, p=0.031)

#51% 2458 B 0 RBEEEE O B MEE (KT F )

7'Z R (n=419): 10.82[E]/FF(~— R 5 A ~ 25.8)

F—7 7 x5 b 15mg(n=415): 10.30[E/FF(R—X 5 4 > 25.6)

F—77EFH > b 45mg(n=409): 8.63[E/K(N— X5 A > 24.3)

AU RZBN T —77EFH > F15mgvs 77t R) 3.03%(95%Cl -12.12 to 16.14)

Y X ZBA (T =7 7 EF Y > F45mgvs 7Tt R) 15.79%(95%Cl 2.50 to 27.27, p=0.022)

B 5% 24 BEIC 24 BREZBEENAR—X T4 v h 5 30% U HET LARE0IE
754K (n=419): 66.9%

F—77EFH > b 15mg(n=415): 67.4%

F—7 7 EFH b 45mg(n=409): 72.9%

Fyv (=7 7EFH >k 15mgvs 75+ K) 1.03 (95%Cl 0.75 to 1.40)

Fyv AT —7 7 XY F45mgvs 7Tt R) 1.33 (95%Cl 0.96 to 1.83, p=0.082)

BE5%24BEDILCORAATHAR=—AFTAVH 513K, b EENLAZZ2ZEOEE
75+t R (n=406): 70.1%

=7 7EFXY > b 16mg(n=404): 75.9%

=77 EFXY > b 45mg(n=399): 76.8%

Fyv A —7 7 EFH >k 15mgvs 77t iR) 1.34 (95%CI 0.97 to 1.85)

Fy AT —7 7 EFT > F45bmgvs 7T 1K) 1.41 (95%CI 1.02 to 1.96, p=0.040)

BE5%24BBOEMEEEVASHN—ZF74 > H 5 30mmUEHELZEEDEE
75t R (n=428): 40.9%

F—7 7 EFH >k 16mg(n=426): 51.4%

F—7 7 EFH >k 45mg(n=425): 53.3%

Fyv (T —77EFH >k 15mgvs 75t F) 1.53 (95%Cl 1.14 to 2.05)

Fy (T =7 7EFH > b 4bmgvs 75t R) 1.65 (95%Cl 1.23 to 2.22)

BE% 22 BEOEHELEEALN13FA Y PUALFALER—RFA v H 2T HA >~ FPUEETFL

LBEDEE

e 13RA v UL

75t HR(n=428): 69.1%

F—=77EFY > b 15mg(n=426): 74.8%

B =7 EEH Y b 45mg(n=425): 77.1%

Fy AT —77EFH >k 15mgvs 77t R) 1.33 (95%CI 0.96 to 1.83)
Fy AT —7 7EFT > F45mgvs 7T K) 1.50 (95%CI 1.08 to 2.09)
o2 7TRA Y PULE

754 R (n=428): 41.0%

=7 7EFXY > b 15mg(n=426): 46.6%

F—=77EFH > b 45mg(n=425): 55.2%

Ty AT —7 7EFH > F15mgvs 7T EK) 1.25 (95%CI 0.93 to 1.69)
Fv X —7 7EFH > k45mgvs 75w R) 1.77 (95%Cl 1.31 to 2.39)

ATAG. Rep. 2023;1(1)
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BER2LBEDEREEROREEEE
774K (n=432): 72.5%

F—77 XY+ 15mg(n=442): 78.7%
J—7 7R b 4bmg(n=440): 87.0%

BE5#%20BEOFIN B BEEROFEEEE
75+t (n=432): 3.7%

F—7 7 XY b 16mgn=442): 2.9%
F—7 7 XY b 4bmg(n=440): 3.2%

BE5#%24BEOEEICEET 2BEEROEERE
75t (nh=432): 20.3%

F—=77EFXY > b 16mgn=442): 31.3%

F—7 7 XY b 45mg(n=440): 70.7%

BE#% 20 BEOKEICEET 2EEEROKLEIE
75+t (n=432): 8.3%

F—=77EFY > b 16mg(n=442): 19.5%

7—7 7 XY b 45mg(n=440): 68.6%

BE5%2 ABEETOREERICL 2 BRTHOREEE
7' 7R (n=435): 4.8%

F—7 7 x> b 15mg(n=440): 7.7%
7—77ExH >+ 45mg(n=439): 20.0%

HAAERICE T 2B ZYaL

HAAEBICE T 22eMh ZEaL

22 HWERFTEEBICLDZIVRTIT4vILE2a—LRRNARICHEITZLE2a—FEROBME
F=77EXY Y L OBMNERMZRETT 27-OICRHERTEENEBLIZATITA v 7 LE
1 —TIE, COUGH-1, COUGH-2ERD2:tE % MK ICIRE L 2 1IXEASE S iz, DRI AT-
TV ATRT Ay 7L E 21— DRRNRIMIF2023F1816HE TTH V., BEIRFTEE DT - 7-HH
(YRFTT 4 v LE2—(32020610A58 £ T, PubMed/N> R4 —F 32022 7A1IHE T) L ER
5H, BERFTEEDVRATIYT A v/ LE2—DERETRIC—E LT,

[RERFGEEDRHEER (YRF9TF1v2LbEa—)IcdT3LE21—HEER]

VRTFRTA v LEL—DFRIZ, HERFGEEDREHLA-D DL

U 2L TWD,

O BsLh—HL. EMNEREOTHICEELR/IIETRTEENTL D,

O BRICEELH Y. BMNEREHMICERLXEARITT WS,

O % Ot )
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2.3 HERFFRHFICLZEMNAEREFMHE ANARICHEITE L E 21 —EROBE

®2-3 HERTEHFICLIWEEOZRHES

BIEIRGEEE DR L REEZICHIT 5
wyav R—IH BIA1TES (H 5 LW IIRRES)
3.8 44-45 *14
BREEZE 0 EiR])

COUGH-1TId, FEFMIEBEE TH 3 128K D248 O WAEE (1M H 72 1) OEH) DR IS L
T, F—77E%Y > MomgEild 7 7 RIS L TEBIMEZ TR L (0=0.041; WFHER L 7-WEE
EREBERME LR T — RBHESEANTET V)., 77 2R THRIE L 7R EKI£-18.45%(95%EFEX
f: -32.92, -0.86) Td - 7=,

BEZRIE. ¥— 7 7 XY FA5mgEE85.6%(208/243%1). 75t REET5.7%(184/2436) (2528
N, FIEICESTBESERIE. ¥ — 7 7 055> FAbmgst 21.0%(51/243 f). 75t 18 5.8%(14/243
BB b,

COUGH-2IcsWTH, FEFMER TH %2480 02485 O WHEE (1M H 7= 1) 0 [EH) DR
ICBELT, =7 7 XY MEmgBEZ 7T wRBHICH L TEBIEZ R L (0=0.031; 3402 L 72
BEZREBLZHE LEEET — g BASBAINET V)., 752 R THIE LB EIE-14.64%(95%(5
FEXR: -26.07, -1.43) TH - 1=,

BEFERIE. ¥— 7 7 XY F45megEE90.7%(399/440%)), 7't RE£80.8%(349/4324) (2508
N, RIEICES-BESERIE. ¥ — 7 7 5> Mbmgst 22.7%(100/44061), 75 4 RE5.8%(25/432
BNICERD b Nz,

FROEREREZ, ¥ — 7 7 EFX Y F45mglaCOUGH-1, COUGH-2mER M D EEHHIER T
Had. TNTNI2ERE, 24RO 24 OZRIEE (1EEH7-Y) ORE)ICEWT T 7 REFICH LT
BHMARLI-ZE, RRMICOVWTHHRARELR 7O 7 7ALEAELTEY, REUIHEREI N
En, EEAMCAEERMEX IZIRETE) DEMEEWMEE (O L CEMNEAEEET 2 & ¥k L7,

<K WICEBITELEL—HER>
BLEIRTEE CRAKIC, ¥ —T77EFY Y R ET T ERELELZRCTIZ, COUGH-1, COUGH-2:%
BlAloATH o7y ZTD7=, COUGH-1, COUGH-2EBDIERA#|ME L - Xkx AL CBMMERK
DIRETZ 1T > 7=,
COUGH-1, COUGH-28BTld. WFhbt 4 —7 7 XY > F1bmg, 45mgdixs ZNZN T 5t &
L7z, BihEZFHMET 2 TZFMEB FT T NEE5RI2BE,. 2488 01KEH 72 V) 0245/
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20

AR (AT L BBE L 7o RERAREBR O24FMZWHEE (L. COUGH-10%R5®I12BE Y —7 7
B Y M ASMgBET.1E/BE (N — X T 4 »18.2[E/K), 77t REL0.3E/B(R—X T A > 22.8[E]/8).,
COUGH-20#% 5#24BE T — 7 7 £ ¥ %> FE#6.8[E]/BF (R — X T 4 >~ 18.6[8/K). 7' 7 tKRE8.1[A]
JBE(R—=ZF5 4 V195R/B)THoTce T—77EFY > MBI T 5 0REEE KB L T, COUGH-1TI&
FBAT Y R 7 54+18.45%(95%Cl 0.86 to 32.92, p=0.041), COUGH-2 T3 5#%24BE A8 1) 2 7 FH 4
14.64%(95%Cl 1.43 to 26.07, p=0.031) &, WEFNHFT —7 7 EFY ¥ FBETHINERICEVERHIR
SNz,

COUGH-1, COUGH-2E& T3, ZeMnFEFMER & L CREBBS L7 +0—7 v 7HEF
DEESROREBLIVEESBRICL 2 8EFHERTE LT, BRASROBEAMFPOEEETRORE
I¥. COUGH-1TI37 —7 7 ¥4 > +8$183/2436(75.3%). 7' 7t /R EE128/24361(52.7%). COUGH-2
TS —7 7 €54~ FEE383/44061(87.0%). 75t REE314/4326)(72.5%) TdH > 7=, FTHEKREZFT
BT HEEERERBLLSMBFIZCOUGH-1TIZY — 7 7 €5 > FEE141/24361(58.0%). 7 F &R
2£8/24311(3.3%). COUGH-2TI34 — 7 7 £ ¥+ > L E¥303/440%1(68.6%). 75+ REE36/43251(8.3%)
THoTeo Foo RERFICHRVLWTREINAEETERIDEAFER(OE, BR. TH)T. COUGH-1
TR =77 XY EE27/24300(11.1%). 7 7 £ REE12/24361(4.9%). COUGH-2TIZs —7 7 EF
> FB£92/44061(20.9%), 75t RBET51/43260(11.8%) TH - 1=, BREABOBRPHPIOEETER
12 & ZBERTIE. COUGH-1TIES — 7 7 © 54> NEF41/243061(16.9%). 75t REE7/243(1(2.9%).
COUGH-2TI3# — 7 7 %t > L BE88/43941(20.0%). 75 £ R EL21/43501(4.8%) T - 1=, HKEIZES
HEIOEEBEROKESLIVEEERICLZBEFMD T 7R LR L TE L ZR2EICOVWTHAR
BERTR77ALEBLTWVWS, H2VEIREUNH D & T 2HHEARIMITESNED -7,

ATAG. Rep. 2023:1(1)



2.4 EMHEREOEEICEY 5 FE

F2-4 F—77EFY v roBMNEREICEY 3 5EE

IREM #AE BB R
A F—TrERH R
teBo g AR - ReER
T AL 1R 7= 1) O 24 B RS WA
vz enmesREsY
BNKEREOEE O EemmERMERL] H2W0E [HY & FHErcEin]
O Zof( )
O RCTOAZTHYTR 4 BE—nRCT
_ O FiE & 0L BEERT R O RCTORIEELLE
" =
Hr DRI E 57T — & O EESBROLE
O Zof( )

T=T77EXFY U NETTROEMEELE L 7ZRCTTH 2COUGH-1, COUGH-2 B
Tld, TEVMHEB TH D IBRHY D4 BREKWEEIZ, ¥ —7 7 XSV NEEHZT S
BN EREOEEZHNLZEH | CREEEBRL TRANEEICEVWERARE N, [COUGH-1(&5% 12 B8)MExY X
27 F A 18.45%(95%C1 0.86 to 32.92, p=0.041). COUGH-2(# 54 24 B B) ¥ U 2 75D
14.64%(95%Cl 1.43 to 26.07, p=0.031)]

[ELEIRFEEE DREER GEMKARY) IS8T 3 L E2—#ER]
BonfzT—RICEDICE F=77EF Y MIEEE - BASHRICHL

U BINNERMAB T EEZ NI, BREDWESITIEYTH S,
O EMMNERMEAZET S TRV, BRASIMUOTHNE Y TH D,
O Zoft( )

3. ERAX R 0 5 il
3.1 WERFTEBICLIIEAMNPRFME ANINICHEITELE 2 —BEROBE
311 &EaE - BBHRLURLE-BAMDRSTOBME
BLERFGEENIT > - BADBEDITISEEREICEDE, ¥—7 7Y ML EAE - 68
REDZNZTNIZ DO W TBEEEM(on-treatment), JAEHK T (off-treatment), JET D32 DRZERIKAE
NOBRENDITLATETIICLEAKR— T al—2arvatiThns, SREMOBEHE
EDREICIE, COUGH-1, COUGH-2iBR% & L 1o X7 — % [4] BLURERTEENRET 5
T—2hREWo N, STEARIE52BM(1ER) L REINT,
BRICIE, BEEREE L TCRRERICH»2B2R. REREER. XHE, RREBERLEE
NTW, RHREBRERICOVL TR, BEREDBERRICT T 2 BEN L BRAERIEIII A TL
BmWZ e, BERTES LY BREMIR(ERFAREZME)ARIRZ TV, REICEDEZHFLZRL
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2/

HHIBRIRER, 64 A2 L ofhiRE, RRE, ECFRE. XEBEANER L L TRAI N,
EEEROABEBEERIL. BERILEICLYRETZ2LOREICEIZOMEHES SN, BERIIETE
R B s Ry oI N,

T—77EFRY Y MR ECELE - BBBEEEOQOLEIX. COUGH-1, COUGH-2: 5 THRIERTT
FEENINE L XA RKFKDEQ-5D-5Lh b FE S Nfz, EQ-BD-5LIER—XZ A >~ N AKI2EM.
20BRO3F R TINESI N, HERADOBERK[B]ZAWVWTQOLEAFTEI N, Y—77EF Y B
DBEIC L DERE - AR LB L2 L 20Q0LERE X, KIEAE DRIEEATT L(IMMRM)
ZRVWTHR. BEHRE, R—X 74 0OQ0LELAELDHEEZRHELFAEIN, T—77EF
B FEOBRERT (off-treatment), 77 L REEDIBEEM (on-treatment), 77w REDIBERT
(off-treatment) 3D DIKEETIFIAEIC L ZQ0LEDIED (F0DIREE BV FLLBEEEROHE
IZ& 5QO0LMENET X, EQ-5D-5LICKBRENTULWE EWHREICEDEERINAEN 7,

HERFTEE DT > LEBRAVRIT O FiE% K3-1-1-1ITR,

#*3-1-1-1 HERTERZFEOEAMMRIFMOFiE

e LEIRFEEE DR E
B & gﬁﬁhiﬁ—ﬁ
IR E T BER #attogrswEaE 5
¥2al =22 BIFA | COUGH-1, COUGH-2 MERICED X, BIAFHIL 684, RILWEA T4T%L R |,
TOEEDEHR & MR L ESRES NI,
e BR L - RBERR 5
D DIGEBROHEE | ANEEREDIIHR T, BERIIANEEREED A 5
MRIEE QALY 5
EFLYA T 345 A 48
SR 52 ERI(1ER - 494 7 L) 5
215 BRRUVHRE HICFEEK2% 5
EARAY 7T I 7L TR 72
YIial—yarvoEE |YAITVETLICLEZAF—FYIal—vay 46
ETIINTRET L7 BIREE | BEE(on-treatment), JAERR T (off-treatment), JETCD 3 D DEEETIKAE 46, 47
AAE COUGH-1, COUGH-2 iAo = ZFFMIEE TH % 24 MBI E D St 12QO0L 50

EOHETREINDEVWIREEE WL

COUGH-1, COUGH-2 HERICHE W TREZ AN SRULEN DT TR ELB L 72

BEER EEREZNEOEN L0%BULTH > -HREEETLBBEZICOLT, AR S L |50, 54-58

EHICERELT

COUGH-1, COUGH-2 B IcEWTEEEsNET—2LY 1Y A 27ILB, 2H4

B, 3V A ZIBEUEOEETIEEESAERELT

TR EAHBENRERT I2HMIEMGEDRICL 24 - FHIETER 46

=T FEERY Y FOEFE

e BLERFGEEICL FRAEMR(ERBARNEIE)ANOBRRBEEUICE OV E

Z#H BTS2 ICEL 2 EREDR. EAERIZEA. 6 4 B 2 & 0MREEE |50, 51, 61, 62
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