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Abstract

The academic technology assessment group (ATAG) reviewed a report on bimekizumab' s additional
benefits and cost-effectiveness compared with ixekizumab in patients with plaque psoriasis who are not suf-
ficiently responding to existing treatments submitted by the manufacturer of bimekizumab (UCB Japan Co.
Ltd.). This report provides a summary of the results obtained from the review and the reanalysis conducted
by the ATAG. In the phase of assessing additional benefits, the manufacturer identified 102 randomized con-
trolled trials (RCT) by conducting a systematic review and performed a network meta-analysis (NMA). The
manufacturer asserted that bimekizumab has additional benefits over ixekizumab due to its higher percentage
of achieving psoriasis area and severity index 75, 90, and 100 thresholds. The ATAG reconducted the NMA by
adding several RCTs. They were concerned about uncertainty regarding the NMA methodology; however, they
concluded that bimekizumab has additional benefits compared to the comparator.

The manufacturer conducted a lifetime cost-effectiveness analysis comparing bimekizumab with ixekizumab
using a Markov model. The model assumed that all patients would initiate treatment with either bimekizumab
or ixekizumab. In the event of discontinuation of the primary treatment, all patients were assumed to transition
seamlessly to a secondary treatment with risankizumab, which would be continued for the rest of their lives.
The results of the base-case analysis reported that incremental costs were -453,808 Japanese Yen (JPY), in-
cremental effects were 0.198 quality-adjusted life years (QALYs), and the incremental cost-effectiveness ratio
(ICER) was dominant. The ATAG conducted a reanalysis due to the identification of several challenges in the
analysis. First, the manufacturer assumed that a certain number of patients receiving treatment with main-
taining the initial treatment interval would occur during the maintenance period of each treatment. The ATAG
decided that the estimation method for the ratio of maintaining initial treatment interval had some challenges
related to validity. Therefore, the mean medical costs per 2-week maintenance period were estimated using a
claims database. Additionally, the secondary treatment setting was an obvious cause of increased uncertainty
in the model. The ATAG noted that the secondary treatment assumptions, including the initiation of secondary
treatment by all discontinuation of the primary treatment patients and a discontinuation rate of 0% regard-
less of secondary treatment outcome, may differ from real clinical settings. Therefore, the ATAG decided to
conduct the base-case analysis considering parameters up to the primary treatment, and also performed a
scenario analysis varying the secondary treatment initiation rate and time horizons. In the base-case results,
for bimekizumab compared with ixekizumab, the incremental costs were 360,189 JPY, and incremental QALYs
were 0.183, resulting in an ICER of 1,965,600 JPY per QALY. Slight changes in the key parameters had varied
the results of the analysis from dominant to positive ICER. The ATAG considered the estimating cost of bime-
kizumab and the comparator to be approximately comparable. Hence, there is a question regarding the appro-
priateness of calculating a point estimate for ICER. Finally, the ATAG concluded that it is most probable that
ICER was included in the less-than-2-million JPY per QALY range.

keywords: bimekizumab; psoriasis; cost-effectiveness analysis; health technology assessment
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B&EE EAF&RE
AE Adverse Event
ASMR Amelioration du Service Médical Rendu
CADTH Canadian Agency for Drugs and Technologies in Health
DLQI Dermatology Life Quality Index
EQ VAS EuroQol visual analogue scale
HAS Haute Autorité de Santé
ICER Incremental Cost-Effectiveness Ratio
IGA Investigators Global Assessment
IL-17A Interleukin-17A
IL-23 Interleukin-23
IQWIG Instituts fur Qualitat und Wirtschaftlichkeit im Gesundheitswesen
NMA Network Meta-Analysis
NICE National Institute for Health and Care Excellence
PASI Psoriasis Area and Severity Index
PBAC Pharmaceutical Benefits Advisory Committee
PBS Pharmaceutical Benefits Scheme
PGA Physician global assessment
QALY Quality-Adjusted Life Year
SAE Serious Adverse Event
SF-36 MOS 36-ltem Short-Form Health Survey
RCT Randomized Controlled Trial
RR Risk Ratio
SMC Scottish Medicines Agency
SMR Service Médical Rendu
TNFa Tumor Necrosis Factor-a
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R BE VIVID

Reich K, Papp KA, Blauvelt A, Langley RG, Armstrong A, Warren RB, et al. Bimekizumab versus
Bt ustekinumab for the treatment of moderate to severe plaque psoriasis (BE VIVID): efficacy and
EERE]

safety from a 52-week, multicentre, double-blind, active comparator and placebo controlled
phase 3 trial. Lancet. 2021;397(10273):487-98.[19]
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BE RADIANT

Reich K, Warren RB, Lebwohl M, Gooderham M, Strober B, Langley RG, et al. Bimekizumab ver-
sus Secukinumab in Plaque Psoriasis. N Engl J Med. 2021;385(2):142-52.[18]
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HERZ BE READY
Gordon KB, Foley P, Krueger JG, Pinter A, Reich K, Vender R, et al. Bimekizumab efficacy and
EFER safety in moderate to severe plaque psoriasis (BE READY): a multicentre, double-blind, place-

bo-controlled, randomised withdrawal phase 3 trial. Lancet. 2021;397(10273):475-86.[16]

PR R B SR IE

NCT03410992

HEBAEER L 725 EERER(BAEZEET)
SHER D& SRHAR Between Feb 5, 2018, and Jan 7, 2020
HREF FEENCEEORELLE
e 18 E
*PASIZ a7 1250 E
CHEEICEEL CLWARERAEREN10% UL
«
BiEEE ¢ |IGA3 = £
Ry —ZVIRIOSEELBEIM NS 60 BUE
o 2B EE R U/ T HIREE OB
o B X ¥ X7 TRERE
o HTIL-17 HR F 72 (F4RIL-17 UA DA T 1 R EW
TR BT T — U BRI RN D EZRE
SR o O R RIE, BRMUERAE, EUBLEDRE L 2 IBERE,. EBEo /- rEE a5
Kig %
hEEELIEENDAD OF. EHMOBRSEE-IIERITHOSENH D
NAFTEDEM E' X X< 7 320mg% 4 BREERE S (n=349)
LB BB oM 7S5t A% 4BRIRRR S (n=86)
HETY A > E R E 248, RCT
BERLE —EE®
FEHMER 168K = DPASI 90 ZRK &, 168 R DIGA 0/1
o ST 168K PASI 100 Z &, 168 SIGA 03K E] 4. 16:8EFmscalp-IGA 0/1:EKEIE. 56 B
EARERMFHMER S PASI 90 HEI2
16 BEFAPASI 00 M EA: EXFXTT7(91%), 73w HR(1%)() 22 % 89.8% (86.1-93.4);
ot p<0-0001 )
* 16 B R DIGA 0/1FEREIG: EXF XX T7(93% ). 7728 (1%)(U X7 7%= 91.5 %(88.0-94.9);
p<0-0001)
e 3 SAERAEE: EXF XY THQ% ). 75t REBE2%)
BARAERICH T 2BE | L&A L
AAANERICEIF22aE | ZHEAL

ATAG. Rep. 2023:1(3)




*2-1-7-6 #if=ICFE L 7-ERARABROBE 1

RERZ NCT02982005
Seo SJ, Shin BS, Lee JH, Jeong H. Efficacy and safety of brodalumab in the Korean population for
EFHIER the treatment of moderate to severe plaque psoriasis: A randomized, phase llI, double-blind, pla-
cebo-controlled study. J Dermatol. 2021;48(6):807-17.[20]
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A4 POETYK psoriasis -second

Strober B, Thaci D, Sofen H, Kircik L, Gordon KB, Foley P, et al. Deucravacitinib versus placebo
Bt and apremilast in moderate to severe plaque psoriasis: Efficacy and safety results from the 52-
=k B

week, randomized, double-blinded, phase 3 Program fOr Evaluation of TYK2 inhibitor psoriasis
second trial. J Am Acad Dermatol. 2023;88(1):40-51.[21]

BEPR R E SR IE IR NCT03611751
e A R L /25T EBRER(HEAEZEET)
SHER D Z IR 201846 A ~2019411 8
IFREM hEENSEEDOSE MR
e 18 E
Xy U—ZVIENIC6s AU LS EMREEDOZH
WA ePASIZ a7 12 F
HIREICTEERL TLWBIEREEN10% MU E
ePGAX a7 3SEU L
F AR EAE T A—USNUFZT TTLIZA ML B HER
NATTED M Fa—0 5" FZ76mgx1H1EES(n=511)
et B () ES T7LI7Z2b30mg 2 1H1EHRE (n = 254)
LB IR o A S ra 1B LER S (= 255)
HETY A 2148, RCT
BRLE —EER
FEHMER 16 B PASIT5 ER B A, PGAO/1EREIA
FABIRAEHMIER 24 BREFSPASITS EREI S, SRR, DLQI
o 12 B SPASITS EREIE: T 21— 27 SNV FZ78(53.0%). 77L 35X FE(39.8%). 771K
Bk P
B£(9.4%)
Eraeicd SAERAREG: Ta—0 7NV FZTE(1.2%). 77 L I 7 X MEEL.6%). 77 RE(0.4%)

HAAERICHET 26890 |Z&EuL

HAAEHICEB T 2%EM | R#EsL

28 ATAG. Rep. 2023:1(3)



*2-1-7-8 #if=ICFE L 7-ERARABROBE 3

NCT03364309 [22]

Efficacy and Safety of Ixekizumab in Chinese Patients With Moderate-to-Severe PlaquePsoriasis:
60-Week Results From a Phase 3 Study. Int J Dermatol Venereol. 2022.[22]
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s LOTUS
Zhu X, Zheng M, Song M, Shen YK, Chan D, Szapary PO, et al. Efficacy and safety of ustekinumab
2B in Chinese patients with moderate to severe plaque-type psoriasis: results from a phase 3 clinical
trial (LOTUS). J Drugs Dermatol. 2013;12(2):166-74. [23]
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Tsai TF, Ho JC, Song M, Szapary P, Guzzo C, Shen YK, et al. Efficacy and safety of ustekinumab for
EFHIER the treatment of moderate-to-severe psoriasis: a phase I, randomized, placebo-controlled trial
in Taiwanese and Korean patients (PEARL). J Dermatol Sci. 2011;63(3):154-63.[24]
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s Papp 2013a
Papp KA, Langley RG, Sigurgeirsson B, Abe M, Baker DR, Konno P, et al. Efficacy and safety
EFER of secukinumab in the treatment of moderate-to-severe plaque psoriasis: a randomized, dou-

ble-blind, placebo-controlled phase Il dose-ranging study. Br J Dermatol. 2013;168(2):412-21.[25]
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s METOP 2017
Warren RB, Mrowietz U, von Kiedrowski R, Niesmann J, Wilsmann-Theis D, Ghoreschi K, et al. An
. intensified dosing schedule of subcutaneous methotrexate in patients with moderate to severe
=anls s plaque-type psoriasis (METOP): a 52 week, multicentre, randomised, double-blind, placebo-con-
trolled, phase 3 trial. Lancet. 2017;389(10068):528-37.[26]
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%, AERICK Y F7— 0 B L - BERFTEEDOAEOAN, A7 7L E1—DFE LY #EY)
EEZLNT,

—%. TRICOVLTId, BAFTERT 2BENH B LEX bNT-,

FAERDHBRT — 2 DAY KL

BLERFEEE INMAICHEAN R AREDEEREEEMTTRE LAA DL, VATFXTTD
AN ERT] EOBREREGE TH 245mgIEMBITHRDL LR L TWio, BERFTERE ICKRAEH%
BELBER VXTFXTT7OREIR, BATREEICEOVLWIEREINTEY, AEOEVLE
FIZTVRATHF X 745mga&k 5 L VWBRKRRBO T -2 ERICHELZ 52 2 LB 5729,
EDREIEZRT, L L, BERFTEEDT — XEURVAEICIE—BEL LV, 2D/, EET D
RCTOARABRD T —ZIZ2WT, ThoDEBRAN O VAT FX YT 45 mgDEF 2 EMNT 2BELNMNE
EEZ DN, BEORRE LEHRIZ. VRTF X< 7T ORER DE(45mg, 90mg). LB B (T
K3t 7 b B0mg, FIE7 7R OB ESTRCTAHAER[28-30] TH - 7=, BIERNAHFK2-3-2-1
ISR Y
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£2-3-2-1 RRBMICL B2V RTF X7 ORCTHBET — 2 DEERE

; FRXTER

No AERE A/ et iE Ty P ———
T2+ 7 b 50 mg B2 347 347
1 ?ZCS?EPT 9 AT %X <7 90 mg 12 AR 347 347
Y RTFEXTT 45 mg 12 BER 209 (2N
_ 75wk 31 31
2 '[gzzaaSh" 002 S % %~ 7 90 mg 128MR 62 62
VAFF¥FXTT 45 mg 12:BRE 64 FRo\
75wk 255 255
3 [P;l?EN'X U (o255 %<7 90 mg 1280R 256 256
w27 % X< 7 45 mg 1288 255 Bt
75wk 410 410
4 E’g?EN'XZ 927 %X ~v7 90 mg 12:BHE a1 11
927 % X <7 45 mg 1280 209 B4h

EBINKNERETEEIC L EL B OEENE

HERFTEEIF. VATIT A v 7L E21—DREREEIN/I02HBRENMAICHAN Tz, BIER
TEEDVRATITA v ILE2—DOFRZT0OHDIFZY T, BINNERETHEICES 4 REH R
BENTW, L L. BRSO RTIT (v 7L E2—DORER, #F7oIl, BIF AR CHRERNT
PRPEENCEEOSEULESZWRIC. EYFONEF X 72 1IFEMFHORA % 5@ L 7ZRCTH
THBEEINCH, INZEBMLEZBIMHIBELER NI,

23.3 AMNSHRIZESNMA

2331 Ak

NHIDHTIE, BEERFTEEANMAICEANTZRCT 1028 IC. XPDMAY R TIT A v I L
Ea—CRELLTARZEINL T, 55109 Z BITHRIC L7, NMADBRITI SR % &2-3-3-1
ISRY . REDHTAEI L 7ZTRBROERIEHRZFIRLIC, BEHE L OPASI 50, 75, 90, 100:F
FLEBEHE BIR2ICRT, WISRFEEE OEERSITITA > T PASEEMBIE DM ICIZREZR—X
SAVYRVRERENRET LV EA W, EXF XY T DOPASI 50, 75, 903FEM A v Xt STE
ICld. REZR—2 54 v ) RV RERENRET L%, PASI 100ZRA v XL DS IC [FREZ A —
AT7AVIRVFABRBEEHRET L EZR W, BITICIE, RISRFTHEEHIIRE L72JAGS (218
EFI), OpenBUGS (ZIEEFTIN)D 7RI Z L&AV, 50,000@0~</Ld7E#EEYTHLAD
YIalb—YarvziEERL, BERO—BMHTHETL
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& 2-3-3-1 NMA D fE R &R

RS SLEMRITEE
BRI BEHK AERE BEH
2IPSESY 109 41,797 102 38,902
PASI 50 AT X5 49 13,855 45 12,515
PASI 75 BEAT XS5 106 41,484 99 38,589
PASI 90 FRAT TR 97 40,264 91 37,431
PASI 100 AT XI5 60 27,656 65 30,167

2332 R

PASI 50;ZR 8 &

B X ¥ X~ 7320mgDPASI 50 EI & 14, 0.943(0.916-0.964) &, M EHF| & LB L C5EBICEH
Dol A4 FEF X< T780mgDPASI 50:ERLEIE 130.952(0.932-0.967) & #EE = N 7-(Fk2-3-3-2-1),
A FtF X< 780mglixFd 2 PASI 50:ERH v XLE1£1.18(0.41-3.27) TH - 7= (K2-3-3-2-1),

PASI 75281 &

B X ¥ X~ 7320mgDPASI 75:EREI & 14, 0.920(0.888-0.946) &, D EX LWL TR &N -
7o A FEF X< 780mgdPASI 75:E K E]414£0.896(0.868-0.92) & #EE & 1L 7=(F2-3-3-2-1),
F X< 780mglxdd B PASI T5:ERA v XLE1£1.40(0.91-2.14) T&H - 7= (K2-3-3-2-2),

PASI 90;ZR 8 &

B X ¥ X~ 7320mgDPASI 90:EREI & 14, 0.837(0.788-0.879) &, D EF LWL TR &N -
7o 4 F £ F X< 780mgDPASI 90:FE K &4 1£0.739(0.693-0.783) & #E7F & 11 7=(F2-3-3-2-1), A
FL ¥ X~ 780mglxdd BPASI 903ERA v X Ebix1.79 (1.18-2.72) T & - 7=(K2-3-3-2-3),

PASI 1008 &

B X % X< 7320mgDPASI 100:ZR4E & 14, 0.574(0.500-0.644) & fhDEH| LB L TR BN -
7o A FEF X7 780mgDPASI 1003k E| & 140.392(0.340-0.446) & #FE = 7= (F2-3-3-2-1), A
FL ¥ X~ 780mglxdd BPASI 100:ZR A v X Eb1£1.15(0.63-2.14) TH - 7= (K2-3-3-2-4),
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#2-3-3-2-1 EEXIOPASHEREIE (BERTR : 109

HER, 41,79741)

PASI 50 PASI 75 PASI 90 PASI 100

X FANT 320 me <o.9$'6?g.3964) (0.82(%)59—%?946) (o.7g£g.7879) (0.586)5—2%644)
X XA 80 me (0.93?-2??).2967) (0.8%2?(?92) (0.6337-%?783) (0.3263-%.244@
VY FANT 150 mg <o.9§'3?g.98) (0.826%%.8916) (0.6257-%?765) (0.3%3.349@
7 REN%T 210 mg (0.9%—905;76) (0.825%[.1915) (O.68i7—£(1).7799) (0.38{9%%?533)
7N 7% 7100 mg (0.925??).2969) (0.82'1%?)%.3892) (0.60%?(()3.715) (o.zgég-%:.l379)
7 FXNT 300 mg (0.9(1).5??).96) (0.82-38-3.9873) (0.685%?684) (0.2313-3)?359)
¥ 7UF2~ 75 me/ke (o.sgﬁ%gze) (0.7257—?)%839) (O.4$é5—?).5609) (0.12'32-2?329)
L PYRTT AT400 me (o.sgég-lo.l%e) (0.702-2?06.84) (0.42'15-%)?594) (o.1gi1-g.3231)
VATEXNTZ 90 me (0.83?.1%.7915) (0.6%-702;84) (0.33'1[{?).7524) (0.18-81—?)%206)
VAT HERNT 45 0r 90 mg (0.82.7%?)?903) (0.66(3)-57-%)?761) (0.48'5[{%?513) (0.1261-%.1231)
YA A 20 me (0.806.0907) (0645.077) (0.359-051 (0.107-0212)
7 FX7T 150 me (o.sgig.zgm (0.62217-?)?759) (0.3%;1?(}.50) (0.1%11—%?189)
7HEYL¥T 40 me (0.786%3%3876) (0.6%—609.338) (0.4%?(?.50) (0.1251—2)%208)
VATERNT 45 mg (0.7823[(;.2887) (0.61%—6(?.745) 0.32.3%?).35(06) (o.1?é1-%.3202)
FLETFANT 200me (0.705'?()3.@01) (0.58%—607.746) (0.302%(()).3187) (0.18'117?).1211)
FHETFZTT 100 mg (0.7%%?885) (o.5z(1)'7§€?712) (0.28.5312(.5464) (0.009'-15.?93)
TaFALET b 50mg (0.7357-%.1797) (0.4%-5(}.253) (0.2(())4.12-?)%268) (o.o%?ggsz)
~ e 0.656 0.444 0.227 0.068
TaT7IAYF =7 6me (0.527-0.77) (0.346-0.541) (0.155-0.307) (0.038-0.108)
Y7 AARY > 255 me/ke (0.5gé(5-%.7789) (0.236%.7562) (o.ogél-%.lzsg) (0.05.50—1(1)?098)
TRANET | 25mg (0.58216-2.2728) (0.301.?07.?146) (0.1(()).11—15(.)188) (0.0?59(3).1056)
7 NS AT 120 me (0.4?65—?).7708) (0.2%-3(;224) (0.08211-%(.)295) (0.0?593%098)
AR PLET R 7.5-25me (0501.0.666) (0.295.0.457) 0114022 (0.025-0075)
T7LIF A 30me (0.5255-%[.1644) (0.23'23-?)?396) (0.185'31-?).9175) (0.02'30-?).5051)
Lo 0.424 0.209 0.074 0.013

(0.266-0.591) (0.101-0.345) (0.024-0.159) (0.002-0.038)
- 0.151 0.053 0.016 0.003

(0.127-0.179)

(0.041-0.068)

(0.012-0.023)

(0.002-0.005)
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[ 2-3-3-2-1 EX ¥ X7 7 DOPASI 50 ERF v RLL(BRTx5R @ 493BR, 13,855)
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B2-3-3-2-2 £ X% X< 7 DOPASI 75ER# v XEL(BRMxd sk © 106 Bk, 41,484 41)
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B2-3-3-2-3E X £ X2 7 DOPASI 90+ v XLL (BB XI5k © 97 Bk, 40,264 451)
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[ 2-3-3-2-4 E X ¥ X2 7 DPASI 100K # v XL (BRI d5R © 6055, 27,656 1)
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2

2.4 EMHERAME

DOFEEICEIT % 5T

$£2-4-1 € X £ X 7 OEMGEREICET 5 FHE

HEEHE BIF AR CHRT OB B BIELRE S X
A EXFITT

HOBE IR (FurRvT

77 NhL

N—254Hh 510~ 1688 S DPASEEREIS

BMHERKEOEE

W ENNEREH Y
OBEmERKERL] 20 THY &FHTTcER ]
O % ofts( )

BT ORI E 5o T — &

ORCTOAZT7F YR [ E—DRCT

O gym & OLLRERZRE B RCTORELER

O BEEEBR O K

O Z o ( )

BHNRYE I D 8 % FIlT
L7-¥mh

o NN HERE L ENMADFER., X F X< 7 DPASIEREIS 1L, PASI 75: 0.920, PASI 90: 0.837.
PASI 100: 0.574 &, A F+tF X< 7PASI 75: 0.896, PASI 90: 0.739, PASI 100: 0.392 ICtkXTEh >
7=

o ' X F X< 7 DPASI 50, PASI 75, PASI 90, PASI 100 MER A v X4 £ F X< 7)E. ZhF .
1.18(0.41-3.27). 1.40(0.91- 2.14), 1.79(1.18-2.72). 1.15(0.63-2.14)& . SHEEIF—BELT1%B
ZTW=,

o XD ANEECNMAFEDEWICL > THENPBRRZHELH D EEZ LN, BRIC—TFEDOTHE
EUNFET L L ICBBEIVDEEER ONT,

(BLEIRFEEE DIRBER CEMNERY) KT 2L E1—ER]
BonfT —2ICED <& FHIXREM (& LB BB 123 L

B ENNERMZE T 2EEZoNID., BRMRINMNIEZETH S,
O EMNEREZET 2 LHiCEhWien, BRATRMOMAZETH 2,

O % D i(

)

3. ERAXI%HR O FF
3.1 RERFFRFICLIEAMMRAME XS HICE TS L E 1 —FROBE
3.11 HWERFEREICLIERAMRITOBIE

LS IRFTEE X
I L TR=—RZ
RAshE DT % EHE

B ELSECHERTOAREEREREICBEVNT, EXFATv T i/ FvEx <
A H10~16BREEDOPASEERRKICE W CEBMNNERYAET 3 L ¥k L, &
L7ze BRAMEDIICIE. BAEE. #E A& (PASI 100, PASI 90LL E100K,

PASI 750 _F905K3%. PASI 50U E 755k, PASI 50&%) k42 &0 v/ a7ET L2 AL ("
3-1-1-1), DHTEARE EEBOFE) & L1z, B EMEICEM2%DE| KA BHL. aK— b Ial—
vavilEoTHEEOER, R, ICERZH#HEL 7=,
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BEOYY B EHFER3-1-1-2I0R LT, RIEEIK— MIEABEOREN O I 2L -3y
BB T %, BABKRBEPIEABHORRREICEST Y., DRERHEBH(16:BE) LU IX. #RFH

DRBRIREICEITT 5, PASI 75 EZER L 7 BE (&, HERHAE(PASI 100, PASI 90LL L1007,

PASI 7550 E905KH) DIERIRAEICHEAT L. ER LD > 7o BEF2RBEICHEITT 5, PASI 7501k
DREFRETIHARTEANRY FORELAVRY, #HROREREICEX S, 20, TAH
ICBWTAENRE LBE R, 2RERICEBITT 5, 2RAETIE. 18BRRDOPASIEREIGICED
WT, #MFRIAROBERIREICBITT 2, 7. 2RARDARFIEANY MIRELAWVERE L 7,

PASI 100

a v N\

#Hisamn
90<PASI<100

AR

2 TORENSETIZBITARE
S HERR AP R ICAROBIERA~ BT

E3-1-1-1ERMRAFOET IV

15a%

( 2R ]

i e it ol o |

| AGHEE week 1-2 B A A week 1-2
A GES week 3-4 B week 3-4
g§g;§w$’k%§® B AHAE week 5-6 = BAHA week 5-6 EEHI-BEBARED
e AR week 7-8 . BAEH week 7-8 Ll

HA AR week 910 T AR week 9-10

IR S 4 O HhE 5% © DbdE

WA AR week 31-32 = | BAAROETHERISHT

W BPASIZaFIZETSINTE
#i3 a9 PASI 50 \ Pkgg:l_ff:ﬁ'f%ﬂm
~

BAEREORTHRRAICET B/ AR week 31-32
APASIZOFIZETNTE

PASIZROTI=H I+ D HkE #EE A8 PASI 50
B|ABT

#iFEM PASI 75

Hiﬁ‘ﬁﬁ PASI 75

-Tﬂ-’f b=t PASI 100

| SN > B 1 Dbdin - B

##EFriaAk PASI 100

E3-1-1-2 iaBmovl Y BA&H
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2

PAETNMCH B ERRE

CEXFRTT AFEFATTOMBRICEVT, —E0EETEHERSHBREHMOEMRIKS)
NHRET D, 12/2L. @AEREGICLBPASIT Y M HLDOWREIFER LAEL,

CEXFATT AFEFATTICL B IR BEOERGAEII2ZRAEE TCLE L. 2RBETIRY Y
FATTICLDBEET I,
LRGEEDE DA TPASI T5FREM. AE. &2 WIIAETIEA XY F A FE L-BHE L, 26112
TBEDENBEICHEITT 5,
IRBEOBEFRIERIE, EXFAvT7 AFEF X700 EX IS S %,
2R DIAEH IEE(LREEN(PASI T5:EM)BEEICBEEL O T0%E L. 2RAREEERKT 5,
LRGBEFR TPASI 7L EiZEpk, £7:1d. 2RAEPOBREICH VT, HRPAEORBREMOBLT
1Z L7 W (PASBERL L N LRI DFATIZ L AU,

ERMNPRETLNTERINS/NNTA =4
BERFTEENEAMNHRETVICERAL-BE. 2. QOLE. A, sAER58%3
BDONRTA—ZOHFHEOHE, T—XY/ —R %, kR 3-1-1-1IZZ&HL 7=,

R3-1-1-1 BANMRET VDT A =R

N s BEIRGEEDRE

TR H = 3

A T EDHE -1

T EXFXTT L PYRTT RILORCTOHAAT —ZICEDE, R—R7— 66

e ZDEH, BE (EERE L,

PASLEREIS BAHORCTIZL Y RESNANMADIER D 5, ZEEOPASHER SIS ZH#ET L7, 66-67

N . HEFRERICEOE, EXFAYT16HEE. (FtFXv716@E. UHr£X

7 o == JE]) H#

ShE¥| B <18 LT, 67

AEDFER EXFZAYT, UHVFIYT A FEF AT DRCTICEDWTHE L 7=, 67

geres sagec %2y | NN - - £ 5=, A %t % X7 7HOB)

MERIAOERTILR/28 | o e ttere U, @Rt aB il L o, 68
ZREREDQOLIEIZ. R—RX T4 » EPASHEREIEHICEE SN/, QOLIEIE

QOL1{& EX* X2 7DORCTL WBSNIZEQ-5D-3LO T — LT —RICHLTHEDZ Y 7 68
FEALTER L,

P BMRBERICEDE, RFXER. EEER. REEM. ABAREREEALITT 20-71

o BH L7,

i (M R EXF XY T DOERAEREDEELAIE, RCTF/—ILT — &85 BPASI 90 kiE

= b A T

) EEBA D EEEED D, 4#)@2\?%7&17_%\1 izorpcL+ 7 + 7 — 4 71

3.1.2 ERXMMRFMOER
BERTEEICLD2BEADROMOERDNTOMEREZRS-1-2-1ICRET 5, EXFITTHOIE
SEF1%-453,808M., HEBH3hE(1£0.0198 QALY ICERIZ F I+ b TH - 7:(F3-1-2-1),
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®3-1-2- 1 EFXHHEROEN

2 R R =] ¥ ER ICER
(QALY) (QALY) (M) (F9) (F/QALY)
EXFX2T 20.9190 0.0198 49,460,059 -453808| FKFIF> b
5b) 1RGAE 3.7915 0,1987 9,580,982 -39,785
2 RhE 17.1275 -0.1789 39,879,077 -414,023
1FEFR27 20.8992 - 49,913,866 - -
3b) 1RGAE 3.5928 9,620,767
2 RRE 17.3064 40,293,099

IRBEICBWT, EXFATTHEA XTI AT THOBRADEIR. FICEKHNEROEICERT
%, EXFATTEHITIOGBLURE, A FEF A 7EHIII2ZBURICEAERSICL > TEXER. B
BEANMMSICARIENE —RETH, EXFIXTTEOERIFI,580,982M, 1 ¥ ¥ X< 7EHOD
Z&M139,620,767H, BEHEM(£-39,785M TH -7z, QALYDZE (L, PASEEMREIEDEICERT %,
LIGAEORBIREEICE 1T 2QALYIE, E X F X< 7E3.7915 QALY, A FtF X< 7E#3.5928 QALY,
A NEI£0.1987 QALY TH - 7=,

2RGBEICBWT, EXFITTE AT EF AT TEHOBBEZIZ. VY X TIC&32k58
BANDBITHERDEICL > TEL S, 2RABE~NDBITIE, LRAEICHIFDPASI ToRER(E X F
Z<7M%. 1 ¥+ X~ 7Hl%). AE(E X ﬂvz“77‘-%\ 1%t x <7 M%). BEDLE
(A EX) O VWITNDOBERET 5, 2RBEROEFREICHIT2EMA. QALYIE, X *X
~ 7#£39,879,077M, 17.1275 QALY. A F 4 X~ 7840,293,099F, 17.3064 QALY, #HERMIL
-414,023M, #HIEIL -0.1789 QALY TH > 7=,

313 AFEFXTLUBRLA-BRAMREMTICHT 3 REF
BLEIRFTEEDEAMNESICIE. UTOREICEENH Y. BAMHIREELER T,
3.1.3.1 SHERS(HMERKRE) ORELRETIERNFA—4
BLERFGER L. EXFATT LA FLF AT OMFHIC, —BosAERS (HHEHEERS)
BENRETDERELZ. EXFIATTOGHERSDEHRE S, RCTO S —ILT—RICED
= BAHIICPASI 0% EZEM LD o 1-BEOI% I H - 2% L RE L= 1 FEFIXTTED
£2E2 451z, DPCLt 7 b7 — I - W - 5 LT
EAH0~16EK7), #HIFHACBERKUR) OEXER, EBEMAIE. sAER5DEEEA TN
BFYL2BMH-Y OFHERZEH L 72(X3-1-3-1), INZXLIAT7ETLOZY A 7IL(1
YA 7 I2E)IZE E LT,
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#3-1-3-1 AR, #iFHOTFHEXNER. EBERM/2:8)
EX¥XTTE# A FEXXTTH#
EXIEH EHEER At EHIEH EEER a5t

ECYN -

0~ 16:@%3E 156,587 475 157,062 151,931 850 152,781
TEKE 156,587 475 157,062 148,952 831 149,783
SHEkRS 167,571 950 168,521
163811 82,052 249 82,300 86,392 1,205 87,597
IZHER S 78,294 238 78,631 74,476 1,205 75,681
SHE®RS 156,587 475 157,062 148,952 1,205 150,157

I LT AT ORELDH D,

LERFTEEIEAF AT T7TOGAEREOEEIEZIE RE L7-H. +9 4% ERI
NRBINTUWEN 72, EXFITTORMFERB2ICIE, [BEDRKREICIE U TI6BLUE
HLABMBETE T ENTE S| LREINTVWDIOAT, SAERSOHELEEICOWTIZHA
ONTIEAEWL, oy IDOREEZXFFILHRUL RO ohd 7,

A FELF AT OSHERSEBEINCDOHAEICOREN H D, WERFTEEIL, L7

FTF—%2ZRAVWT, IRBETAFLF AT 7 2AAINBELZARIC, HRPAERBE, S
180HMD., A XA T1AH Y OFHRERRE) ZEH L. @AERS5 BEREKRS)
ICRY L= BHBAEHET L. AODITIE. B2 L7 MER - ERRFERZEIER(NDB)
AWT, ZoFE0ZY xR Lz, L L., LEZMIREFEINA-ZZEHCAAE L, E
BROBSERBOMR. BITHREEDBREELHNARABOLEBICL > T, SABRED
BEINGODHEEBROEFNKEDN > 7,

CPIZIE A FEF AT IIBERE CIIMTHICABRER. SRAERS TIE2ERME & IRTX

FICREDNH DD, REDBERFZDOL D ICETNWLERTIEEKRE T2 & IFRoA WL, HIZ
FF3ERBE TR L. EEEZBRERELHIS 20, sRERSCHIT 201EL 71
BROATE—RICIERESL L, LD >T, LET T —20Hhh o, BIFNBERICE
DEHAH LSAEBREDEEEGZ. BRAMRIMICAWVWS ZLICITRENH D,

BT, aAEREDBETEEZERTH2DOTIEAL, NDBEYEXFITT LA ¥4

FAXTZENZTNICOVWT, ERICERINC(BERS ESRERSZBU)HRFHICEITS
BB OFHEFREZEH L., INZAWEBONMEERT 52 &N EH YT L7,

3.1.3.2 2REBEDHRTE
SRS EED O ETILICB T R 2REBEDRTFEIZONT, LUTF3DDEEHISH 3,
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1RiaEZEPIE LEBHEICHE T H2RBEDREKE

HUEREEE L, EXFIATT A FEF AT L3I0 EEARIEL-E2FED S 5100%1

QREBERFRT D ERELZ, LA L, ERKTIE. BENERZEZESOKARERL L, 27T
DBEHD2REEEAZITD I EIEEZICTC W, DRAERI2ZRAEAHIKLT 2 EBEHEE%2100%E
T HRERTEEDHRE L. BRI TDH 5,

2R aEDiBFERIEF

BERFEEDODITET L TIE, 2R DAEP IERIGBEEN(PAS| 75FR) 0B EICEH S
FO%ELTHEY ., 2RABEZEERET 2 LIRE L1z, 2KEED Y ¥ F X~ 7 O E[33]
i NMEBEUWISERRIGHE o g WEE, REFTEOREZEEICHEET 22 L] CRHS
ncH Y, BESMPASI THER)NMEONED > 7 BEICEVTHAEPIEEIRELBLEWVD
REIZ., REEREREHL TVDARELNH D, I oI, HERFTEENEE L - TEHCAELSL
CHBRABRERY O2RAEOFRIENRET E2EEZbND, LIh>T, 2RBELSEDARESD
WERZBERETEIE, THRODBEEICHIZ > T2RIAELZMET 2 LIRET 5 Z & ICIFREED
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