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B EE EXREE

AE Adverse event

AIC Akaike's Information Criterion

AL Amyloid light chain

ASCT Autologous stem cell transplant

ASMR Amelioration du Service Médical Rendu

ATTR Amyloid transthyretin

BIC Bayesian Information Criterion

CADTH Canadian Agency for Drugs and Technologies in Health

CDSR Cochrane Database of Systematic Reviews

CEESP Commission d’évaluation économique et de santé publique

CENTRAL Cochrane CENTRAL Register of Controlled Trials

CI Confidence interval

CR Complete response

dFLC Difference between involved and uninvolved free light chains

ECOG Eastern Cooperative Oncology Group

eGFR estimated Glomerular Filtration Rate

EMN European Myeloma Network

EQ-5D-5L EuroQol 5 dimensions 5-level

ERG Evidence Review Group

ESC Economics Sub-Committee

HAS Haute Autorité de Santé

HR Hazard ratio

ICER Incremental cost-effectiveness ratio

IPD Individual participant/patient data

IQWIG Instituts flr Qualitat und Wirtschaftlichkeit im
Gesundheitswesen

IRC Independent review committee

ImT Intention to treat

MOD-PFS Major organ deterioration—progression free survival

NHS National Health Service

NICE National Institute for Health and Care Excellence

NR No response




NT-proBNP N-terminal prohormone of brain natriuretic peptide
NYHA New York Heart Association

OR Odds ratio

(O} Overall survival

PBAC Pharmaceutical Benefits Advisory Committee
PR Partial response

PRO Patient-reported outcome

QALY Quality-adjusted life year

RCT Randomized controlled trial

RDI Relative dose intensity

SBP Systolic blood pressure

SMC Scottish Medicines Agency

SMR Service Médical Rendu

VGPR Very good partial response
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B&EE LoAY

BMd Bortezomib + Melphalan + Dexamethasone
(RIVTIST+ANT7IU+THFRHARIY)

CyBorD Cyclophosphamide Hydrate+ Bortezomib + Dexamethasone
(P VBRRRIFZIRKMY+RILTIST+TXHARIY)

DCyBorD Daratumumab (Genetical Recombination), Vorhyaluronidase

Alfa (Genetical Recombination) + Cyclophosphamide
Hydrate+ Bortezomib + Dexamethasone
(FSYLRTGEGFHREZ) - RILE7ILOS—E 7ILI7(EEF
HHZ)+2O0RRI7IRKIY+RILTIIT+THHAZYY)
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®1-1-1 FEFICHTHFHEO—ER

E3E e

A

4R NICE |- Z0fth (FFEi+)

C FHBERT—R2RFSTR

EREICFELC[1]

SMC - 0t (FHEH)

EHTEHE(RERFT S A Patient Access
Scheme TAEL-EIIRTEREFRELI-EE)[2]

IoVR HAS - SMR: Substantial
- ASMR: IV(minor)

- ShERMEETE: RCEEL

- SMR: Substantial

- ASMR: IV(minor)

- RhEEMEE: HY (X4 ICER DfiE: 64,381
€/QALY)[3]

k1Y IQWIG | - Minor additional benefit

EiIZRLC[4]

Vi et CADTH | &fftEiesE

EICFEL[5]

F—RS)7 PBAC | JE#iE

E&IZRLC[6]

& 1-1-2 FEICHITSEARRAMEREDH 5

E4 HEE # I3 RIS
23 N
AF1YZ NICE | &l (F5Th5Y) ERIZAL
SMC | Effi Y




TR HAS HY IR
KAy IQWIG | &Y ERIZEL
Vi CADTH | %Y EiIZELC

F—RSUT PBAC HY EiIZELC
& 1-1-3-1 /XYX(NICE)IZH+5E ARl R (FHE) D&
KBRS DD
E4 NE P
PR A NICE
FEE#ER D URLAEE | https://www.nice.org.uk/guidance/indevelopment/gid-ta10656
BalipoE 353001 Daratumumab SC for use in combination with EREICFEL
cyclophosphamide, bortezomib and
dexamethasone (DCyBorD)
FF{l#E R Below is the information from appraisal evaluation | ZiIZEL

document. Note that this document is not NICE
final guidance on this technology. The
recommendations below may change after

consultation.

e Daratumumab plus bortezomib,
cyclophosphamide, and dexamethasone is

not recommended, within its marketing

10


https://www.nice.org.uk/guidance/indevelopment/gid-ta10656

authorization, for treating newly diagnosed

systemic AL amyloidosis in adults.

e This recommendation is not intended to
affect treatment with daratumumab plus
bortezomib, cyclophosphamide and
dexamethasone that was started in the NHS
before this guidance was published. People
having treatment outside this
recommendation may continue without
change to the funding arrangements in
place for them before this guidance was
published, until they and their NHS clinician

consider it appropriate to stop.

EHTEHREDIZEIZ | Not applicable EEICEL
(. EDEHDEFEM
Tl REE Adults with newly diagnosed systemic AL EEICELC
amyloidosis
ERAE Daratumumab: 1,800 mg (15 mL vial; 120 mg per | Z&EIZEL

mL) injected subcutaneously over 3-5 minutes

e Week 1 to 8: every week

11



e Week 9 to 24: every 2 weeks

e Week 25 until progression or maximum of 2

years: every 4 weeks

Bortezomib: 1.3 mg/m? subcutaneously - max 6

cycles

Cyclophosphamide: 300 mg/m? orally or IV - max

6 cycles
Dexamethasone: 40 mg orally or IV

Weekly dose on Days 1, 8, 15 and 22 in every 28-
day cycle

H B IR

The committee agreed that, for people newly
diagnosed with systemic AL amyloidosis, standard
care in the NHS is bortezomib plus
cyclophosphamide and dexamethasone (CyBorD or
bortezomib in combination in the appraisal
consultation document) and hence it is the most

relevant comparator.

EsRIZEC

FER
BOERMRLEOE

The cost-effectiveness estimates ranged from
£34,000 to £62,000 per QALY.

¥ KU ERG O ICER (&, NICE A NHS YV—RDfERE
LTHBTEDEEADERAEEZ LE- TV,
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& 1-1-3-2 /XY ZX(SMC)I=H11+2E Axt )R FMHE RO M

BIEIRTTESE DEIDHT
E# E I
a4 SMC
SIMEEER M URLEE | SREEL https://www.scottishmedicines.org.uk/medicines-
advice/daratumumab-darzalex-al-full-smc2447/
ST ot R 43 HMEEL DCyBorD LY Av
EAlEEES HMEEL S TSR
S EHEDHZAIC | MEEL BiEIRFT a4t AY Patient Access Scheme TAELT-EI35]
(. EDEHEDEH RTERAZRBLI-BE
S X R B HMEREL FKAEBODEEM AL 7IA(R—I R
ERAE HMEEL F5YLITELT 1,800 mg %. B 5MME 1~8 BB F
T 1 B, 9~24 BB FT 2 AR, 25 BB LER
BDETET A4 AMBERBTRTHRET S,
FeER B wmEEL CyBorD LAy
FEL MEEL R—R7—ZADE5HHHER 29,991 RUK/QALY
BOBERMRLOE

F 1-1-3-3 752 X(HAS)IZE1+5E FAxt#h R R0

B EREES NP i
E4 TSR
HERE A HAS
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FHEFER D URL 2 E

https://www.has-sante.fr/jcms/p_3320599/fr/darzalex-amylose-systemique-a-chaines-legeres-

daratumumab

AT fiff ot SR BT

Daratumumab in combination with bortezomib,
cyclophosphamide, and dexamethasone
(DCyBorD).

EsEIZFEL

FHl#ER

Opinion in favor of reimbursement in newly

diagnosed systemic AL amyloidosis.

Actual benefit (SMR): Substantial. The actual
benefit of DARZALEX (daratumumab) is substantial
in the treatment of adult patients with newly
diagnosed systemic light chain (AL) amyloidosis, in
combination with bortezomib + cyclophosphamide

+ dexamethasone.

Improvement in actual benefit (ASMR): IV (minor);
DCyBorD, provides a minor improvement in actual
benefit (ASMR 1IV) compared to CyBorD, in the
treatment of adult patients with systemic

amyloidosis at newly diagnosed light chains (AL).

E&EICREL

K EHREDZE
[F. EDEHDEH

Not applicable

E&EICREL
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Tl R & B Adult patients with newly diagnosed systemic AL EEICEC
amyloidosis
FERAE The recommended dose is 1800 mg of DARZALEX EICEL
solution for injection by the subcutaneous route,
administered over approximately 3 to 5 minutes,
according to the following administration schedule:
e Weeks 1 to 8: weekly doses (8 doses total).
e Weeks 9 to 24: dose every 2 weeks, with
the first dose on week 9.
e From week 25 until disease progression:
dose every 4 weeks, with the first dose on
week 25.
Jnd ¥l CyBorD EEICEL
FELR Not reported 64,381 €/QALY (#ZFiHE- A REEZE S (CEESP)IZ&L
BrERMRLEOE BIRFEEH - )

#* 1-1-3-4 FAY(IQWIiG)I<H T2 EAXZRFMER O

BLERTESE YN:Ob iy
E4 (N
HEA IQWIG
FHMEfFER D URL AL | https://www.g-ba.de/downloads/39-1464- https://www.g-
E 5236/2022-01-20_AM-RL- ba.de/bewertungsverfahren/nutzenbewertung/723/#english

15




XII_Daratumumab_D-715_EN.pdf

BT > SR B Al Daratumumab in combination with EEIZEC
bortezomib, cyclophosphamide, and
dexamethasone (DCyBorD)

FHEfE R Minor additional benefit for adults with newly | #$=zIC&£ 5% AL 7EAAF—S REBBMENTZRA DI L,
diagnosed systematic AL amyloidosis for CyBorD LY AvhvEtl i akiA TéH A% :Minor additional
whom CyBorD is the appropriate therapy.” benefit

RILTFIITLUNDER, VORI T7IRRUTF Y A2 U TH
MENBHL T AL HEYEEIETHAE | An additional benefit
is not proven
FHFEHEDE | Not applicable EIZAL
BlE. TOEHDFH
#
Tl REE Adult patients with newly diagnosed systemic | ZiEICFEILC
AL amyloidosis
ERAE The recommended dose is 1800 mg of EfRICEL

DARZALEX solution for injection by the

subcutaneous route, administered over

approximately 3 to 5 minutes, according to

the following administration schedule:

¢ Weeks 1 to 8: weekly doses (8 doses
total).

16




e Weeks 9 to 24: dose every 2 weeks, with
the first dose on week 9.

From week 25 until disease progression: dose

every 4 weeks, with the first dose on week

25.

Jnd 3ol CyBorD ERICFEC
FELG Not applicable EEICELC

wF

BOBERMRLED

N
o

5% 1-1-3-5 hF 45 (CADTH)IZH T35 E Axt sh R iTli#E R 0

BERFTEE Nk X
E 4 h+5
4B CADTH

FHEFERD URLGE

https://www.cadth.ca/sites/default/files/DRR/2022/
PC0257%20Darzalex%?20-%20CADTH%?20Final%?2
ORec%20Final.pdf

https://www.cadth.ca/daratumumab

EaliPoE 53001 Daratumumab SC for use in combination with EEIZEC
cyclophosphamide, bortezomib and dexamethasone
(DCyBorD)
TSR Reimburse with clinical criteria and/or conditions EEICELC

17




EHHEHROBA
I, T D&H DR

. Treatment with DCyBorD should only be

initiated in adult patients (=218 years) with

newly diagnosed AL amyloidosis who meet

all of the following criteria:

Histopathological diagnosis of
systemic AL amyloidosis based on
detection by IHC and polarizing light
microscopy of green bi-refringent in
congo red-stained tissue specimens
or characteristic electron microscopy

appearance

Measurable disease by serum M-
protein =0.5 g/dL or abnormal serum
free light chain ratio or a difference
between involved and uninvolved

free light chains (dFLC) =50 mg/L

Involvement of at least 1 organ

system

Adequate hematologic, hepatic and
renal function (eGFR greater than or
equal to 20 ml/min/1.73m?3)

EiRICEC

18




2. Patients should have good performance

status
3. Patients must not have any of the following:

Prior therapy for AL amyloidosis or
multiple myeloma including
medications that target CD38

Previous or current diagnosis of
multiple myeloma including the
presence of lytic bone disease,
plasmacytomas, 260% plasma cells
in the bone marrow, or

hypercalcemia

Planned ASCT during the first 6

cycles of treatment

4. Treatment with daratumumab should be

discontinued upon occurrence of any of the

following:

Evidence of hematologic progression
or organ decompensation on

treatment

19




ii. Unacceptable toxicity

iii. Renewal of daratumumab should be
based on the absence of hematologic
progression or organ function
decompensation up to a maximum of
24 months.

5. Monitoring for hematologic response and
progression should include the following: M-
protein, free light chains (serum and urine),
cardiac biomarkers (NT-proBNP/BNP and
Troponin T), serum creatine, electrolytes,
and alkaline phosphatase performed every
month for the first 6 months of treatment,

then every 3 months up to month 24.

6. Daratumumab should be given in
combination with CyBorD for 6 months
followed by daratumumab monotherapy
(starting in week 25) until disease

progression or a maximum of 2 years.

7. Daratumumab should be prescribed by a

hematologist or oncologist with experience

20




managing patients with amyloidosis or

multiple myeloma in a cancer centre setting.

8. A reduction in price

Sl R & B Newly diagnosed AL amyloidosis FzIZZSNzEAD AL7EA/F—2 R
ERAE The recommended dose is 1,800 mg administered | Z&ICRIL
subcutaneously, over 3 to 5 minutes, weekly (total
of 8 doses) in weeks 1 to 8, every 2 weeks (total of
8 doses) in weeks 9 to 24, and every 4 weeks from
week 25 onwards until disease progression or a
maximum of 2 years.
Jad o CyBorD EEICELC
FEL The incremental cost effectiveness ratio for EEICELC
BHRERADRLEDE | DCyBorD was $67,484 per QALY compared with
CyBorD.
# 1-1-3-6 #—XF517(PBAC)IZHT5E Ax R M#E R O
BLERGERE NP iy
E# F—R3)7
HEA PBAC

FHE#ER D URL R E

https://www.pbs.gov.au/industry/listing/elements/pbac-meetings/psd/2021-11/files/daratumumab-psd-n

ovember-2021.pdf
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ATl ot SR AT

Daratumumab SC for use in combination with
cyclophosphamide, bortezomib and dexamethasone
(DCyBorD).

EiRICEC

FH#ER

The PBAC recognized that there are no treatments
on the PBS available specifically for this condition,
and it considered that the addition of daratumumab
SC plus CyBorD offered high added therapeutic
value. However, PBAC considered that there were
uncertainties in the cost effectiveness analysis. As
a result, it was not recommended. The PBAC
nominated the Early Resolution re-submission

pathway for this submission.

EsRIZREC

K EHREDZE
[E. ZDEMD M

Not applicable

E&EICREL

ATl ot SRR B

Newly diagnosed AL amyloidosis

Hi-ICZEshi-28% AL 7EA(F—V X

ERAE

Daratumumab is administered subcutaneously at a
dose of 1800 mg over approximately 3-5 minutes.
It is administered weekly for the first 2 cycles
(each cycle is 4 weeks in duration; a total of 8
doses over weeks 1 to 8), every two weeks from
cycles 3 to 6 (a total of 8 doses over week 9 to 24)

and then once every 4 weeks from cycle 7 (week

EsEIZFEL

22




25+) onward until disease progression, the
development of treatment-limiting toxicity, or a
maximum of 24 cycles (=2 years) from the first

dose of treatment (whichever is first).

5 d ¥l Main comparator: CyBorD EREICEL
Secondary comparator: Melphalan and
Dexamethasone
FEL Not reported RTFHEREZHAWN =V F)A 2 TICER (X
BYERMRLEOE $75,000 - $95,000 / QALY,
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1.2 SLERFERICLHHINEQERZTAMBEICE 1T SFMEHEOLE21—
ASNE O ERE M AR B (T AR R MO I DNTLE2—Z 1T o= #ER . 8LER
EEEDHENRE. LTORADEFELN. BELREHLGLDTHoT=,

® AFYX(SMC)DFHilL, HERFTRERSH A TIFER TH o=, TDK. 2022 &
7 A 8 BIZ SMC OFHliRAEA ARSI W RXM IR M A ESHELER SN TV D, [2]

1.3 2MAFICHEITH55EEIE
ANEOEREMTMEECETHEREFEFFEMMPOLOEST . )EREAL. AMI
DSEERGYIDLDEUTDESYEELE,

<NICE> [1]

® NICE [Z&1T4 DCyBorD LAY DFFfl X #E TR THA A, Final appraisal
document T, ANDROMEDA E&® OS A¥ immature TH5m. KU 0S DETILIE
[CERZEMENOREBIVF RSO AV -RREICB TP EEEOEIFERHLTL
%

<SMC> [2]

o MAFMEIZEDICOS FRICIFBRAETHS EMN23 ARG TINS,

e ANDROMEDA HEB TR SN=DERHART— [1Ib BEE£M D ICER (TELT,
EMN23 tRZRL =Y J@HrhiThi. 37,986 RUKE/QALY LEHEIN TS,

<HAS> [3]

o RMWETLRECHIZQOLEOBELE=EISHERTZE(DFLISESE0E-
0.199, MAEH =& ZHD%E-0.1)IE. KHMMBFL DL BEDHMEL TILMABH
OHEFET BEVSERE—BE T FHESN D ABEI AL S TR H D,

<IQWIG> [4]
® ANDROMEDA RHERIZHA—TUSRNILHEBRTHHZ ML, BAEICEAT S PRO RUMEEE
E QOL EIZIFZ/ULVNATRIRIMNBH B EERHIN TS,

<CADTH> [5]

o RHBBRASKEIERIN 0.231 ® QOLEDFED &, ETHEELF2IZETS
XAREIZE D0, REPEH A EREOZOMOAE(BARAE X TETHEOMERR)
LEEET S QOLEDFEAVZEHT LERBLIZEDTIERZEWATEEELNH D,



KEABBLEEEFD 100% A MEBHZERITEHETDHREE. ETILICETS 2 DDOIR
E(l. RPBHRFE~NOBITEERIDLFLERUVETEDAANVINRERIZEOVTRE
Loni-[EZEA. 2. XREPEFZFLD QOL EXEHLFLDEEER). RUKHAFS
RETIEDEOEEDH. BROBEENDH. MEROEEDEIC3 DO2/THHEHEL
SEREMARODERE—HLLL, REBHEFEITHETHIEIFLREL. CyBorD D#
AR MEBREEEL TS EREMEA S, DCyBorD BICHFIH/NAT7AMNEL TS ETEE
HENH5, CADTH (&, REIERASRBICEVTHRBENZZ(TEH5EDEIEE 50%.
QOL {EMiFE A% 0.041(ANDROMEDA FHE&ICH(THRA—RX 51> QOL fED F 1y
0.731 LIMZEBHBEDXHICE DS QOLELEDEN)ET B FUFSHEERMBELTL
%,

ANDROMEDA HER Tl R 5MA T RIE 11.4 MA RO PRBFORBERICELT, #
ERE D 86%MNEFELTEHY. OS M Kaplan-Meier T—2(Z (X RN TS—MEES
Nz, CADTH (. ZD &3 T—2DNEITE LB L BV HEEHEFESEDT
HOEDRMBTHREL—HLI,

CADTH (%, ANDROMEDA 58 L #1225 32 (Kastritis, et al.2021 [7]) DR REFAD
HHEOLRIZEVNT, FDEBEHRT—(Mayo RT—2)DEIEMNERSIEEHEREL
fzo ERTERIIDBRART—DICEYELLTED T A—XF/42TD Mayo A7—20
BN OS [CEDEREZEL-MNITHTHS,

<PBAC> [6]

PBAC MsFi Cl&. ANDROMEDA SRER (3 fiE 11.4 A A% TOHYRET)TlE MOD-
PFS AFE®D 200 HIZxtL 87 D FELEICEEEY . mature BEDEITE L EH L R A
EEh T,

TEMRBEN-ET LTI, MBRFHEMEICOS FRICITREARTHS
Palladini, et al.2012 [8]A LGN TS,

ESC [FMERFHIEIE OS DEFRERET HMAHY ., ThIX EMN OT—ETLER
[FonTLEEDD, REIOEFEICDONTIE, FHEEMEAZLSELTLVS, PBAC (F, M
BEHEE OS DERIEZIFTANLNDZEDD . I 5V LITDRANGIENMERICIE
THEEMENHLHEIERHLTLS,
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2. EMMEYE At o 5T

2.1 2HERWITBHESRATITA4v I LEa—

2.1.1 AHSHHBRELEIVY—FITRAFa Y
DM TIE F5F1—ADEMHIFREERE T H=HIZ. K 2-1-1ITRTUHF—FI/T
AFAVIZEDICRCT DV RTITAVILEa—IEEINT=,
HEEHIL KEBEDLEM AL TSAAF—REL AR UVLLEXEEIL, DCyBorD LY
AU RU CyBorD LIUAVERTFEL -, 7ML, BHE(IMRFHIZHECR %), MOD-
PFS R OS)&L. B IR REEM L= 2022 £ 8 A 16 BETOE£HMELT=,

& 2-1-1 2B TEILRATIT4YILEA—D)Y—FIIRFav

15H NE
R &M KAEBBEDEEM AL 7IO(RF—R
DCyBorD LAY
A/ LR . )
(EeBE BB : CyBorD LY AY)
TIRhL A (MEFHEE(CR ), MOD-PFS XU 0S)
METHA> RCT
kA% 3R EA R BREXREBFEFTOL M

2.1.2 REDFHEH

FS5F1—O0EMHEREOTMICL Y, ERERY —EX- XHIRROEFMRN, U
—FOIRFAVIZEDVTRRAZBEL. IEDT —IRN—REAVRRZEML- B
[T RXDTITRARSUMEDRY) =207 RUEENIZHEGEME RS ED=H DX
RV RCT ZRHETHEEMNOHY. 2 BOMIL-LE2A—T—ICLYERT TEREINT -,
X DRE(E, FANEEL-EREE(R 2-1-3)I[T-THESN -, XMDEBIZE T
ALFLEa—T7—ROHERROT—EFE. MEOREICIYEHESNI= FHESNT=RCT
DMEZERNL. & 2-1-7 ITHEREFLDHT-,

2.1.3 BERMEDHAANEEDORINEAE
SATRTAVILE A —DELRBEEREEFLUTIZRT,

%= 2-1-3 B

A ANELE PROVEZE
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HREH - FICBESh. RAEDES |- REENHLIEHMALTIOLA

AL 7IO04K—Y R F—L &

18 MLl - 2N ALT7IOAR—IRLUS
DTIAAR— R(GEEMEN Y
AHALFU(ATTR)7IA(R—

DAREEMN GV S HETER
ATTR 73A/R—S 2 %)
SRMERE(ESMEALTIO
AF—LRZEHFELTLDLDZE
FR<s)

NA/LLEXER | DCyBorD LY A2 /CyBorD LU Ay | & 90/RAI77IRKMY ., RILTVS
TRIETFH AT UEED.
DCyBorD LY A X CyBorD L

AP DLD A
T AL Bt —
CR %
MOD-PFS
0s
HwRTHI RCT - HIEEREER
HEFalER
B RBEARESN TGN
ABR
HER
DATRTavILEL—FLEa
Rk, MR FEPIFRE R UOA
vk
XHEKDIEHE — FRWE
EL BAREXITHEE —

214 FRALET—4R—X
HERPRDIREIZE, FROT—ER—REFEALT=, 128, Cochrane Library IZEALTIE.
CDSRIZEWT. £5 % AL7IACMR—L RIZHELT= Cochrane Review N EELGLNEE
ALTWS,
e MEDLINE(via Ovid)
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e Embase
e Cochrane Library: CENTRAL
e [EHEEweb

2.1.5 FRALEBERR
BB TDYRATITAVILEA—IZBEVT, FT—HXN—RADREFETHAL-RERER
2-1-5-1 A3k 2-1-5-4 [T7RT,

% 2-1-5-1 MEDLINE D#&% (via Ovid) CHEALIBRR

#%%H:20224 8 A 16 H

mE A BERH

#1 exp "immunoglobulin light-chain amyloidosis"/ 1,485
(amyloidos$2 or betaamyloidos$2 or "beta
amyloidos$2" OR "beta-amyloidos$2" OR

#2 paraamyloidos$2 OR "para amyloidos$2" OR "para- 27,017
amyloidos$2" OR betafibrillos$2 OR "beta fibrillos$2"
OR "beta-fibrillos$2").ab,ti,kf.
(amyloid$4 ADIJ5 (al OR immunoglobulin OR
"immuno-globulin” OR lightchain OR "light chain" OR

#3 "light-chain" OR primary OR systemic OR senile OR 52,487
abeta OR fibril$1 OR tumor$1 OR tumour$1l OR
deposit$1l OR plaque$1l)).ab,ti,kf, kw.

#4 "amyloid neuropathies"/ 602
(amyloid$4 ADJI5 (neuropath$3 OR polyneuropath$3

e OR "poly neuropath$3" OR "poly-neuropath$3" OR 2 562
polyneuritis$2 OR "poly neuritis$2" OR "poly-
neuritis$2")).ab,ti, kf, kw.

#6 "cerebral amyloid angiopathy"/ 2,074

#7 (amyloid$4 ADJ5 angiopath$3).ab,ti, kf, kw. 3,715
(("hereditary cerebral hemorrhage" or "hereditary

#8 cerebral haemorrhage") ADJ5 206
amyloidos$2).ab,ti, kf, kw.

#9 "familial mediterranean fever"/ 4,022

#10 famil$3 mediterranean fever$1.ab,ti, kf, kw. 3,819
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(("muckle wells" OR "muckle-wells" OR "wohlwill

andrade" OR "wohlwill-andrade" OR "urticaria-

#11 293
deafness-amyloidos$2") ADJ5 (syndrome$1 OR
disease$1)).ab,ti kf,kw.

#12 ((hchwa OR fmf OR mws OR uda) ADJ5 386
amyloidos$2).ab,ti, kf, kw.

#13 "plaque, amyloid"/ 5,917

#14 ((neuritic OR senile) ADJ5 plaque$1).ab,ti,kf,kw. 7,069

415 #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 78,421
OR #9 OR #10 OR #11 OR #12 OR #13 OR #14

#16 daratumumab.ab, ti,kf. 1,193

#17 (jnj54767414 OR "jnj-54767414" OR "jnj 5
54767414").ab,ti kf.

#18 "945721-28-8".ab,ti,kf,rn. 1

#19 LO1XC24.ab,ti kf. 0

#20 4Z63YK6EOQE.ab, ti kf.
((cd38 OR "cd 38" OR "cd-38") ADJ5 ("monoclonal

#21 antibod$3" OR mab OR mabs OR moab OR moabs OR 550
humax)).ab,ti, kf,kw.

492 ("dara sc" OR "dara-sc" OR darzquro OR 37
darzalex).ab,ti, kf.

#23 dalinvi.ab,ti,kf. 0
(dvcd OR "d-vcd" OR dcybord OR "d-cybord" OR

#24 daracybord OR "dara cybord" OR "dara- 6
cybord").ab,ti, kf.

45 #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR 1,472
#22 OR #23 OR #24

#26 "drug therapy".fs. 2,520,865

#27 exp "randomized controlled trials as topic"/ 160,984

#28 "randomized controlled trial".pt. 575,121

#29 ("equivalence trial" OR "pragmatic clinical trial").pt. 3,145

#30 rct$1.ab,ti,kf. 67,411

#31 trial.ab. 612,748

#32 "controlled clinical trial".pt. 94,988
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"adaptive clinical trial"/ OR "clinical trial, phase II"/

#33 57,937
OR "clinical trial, phase III"/

#34 (randomi#ed OR randomly).ab. 1,007,908

#35 (random$4 OR randomi#ation$1 OR | 428,606
placebo$1).ab,ti, kf.

#36 ((singl$1 OR doubl$1 OR trebl$1 OR tripl$1) ADJ5 193,267
(mask$2 OR blind$2 OR dumm$3)).ab,ti, kf,kw.

#37 (open ADJS label$1).ab,ti, kf,kw. 51,562

#38 groups.ab. 2,394,767
#26 OR #27 OR #28 OR #29 OR #30 OR #31 OR

#39 #32 OR #33 OR #34 OR #35 OR #36 OR #37 OR 5,764,664
#38

#40 exp animals/ NOT humans/ 5,037,247
(("case reports" OR review OR meta-analysis OR
"systematic review" OR comment OR editorial OR

441 lecture OR letter OR news OR "newspaper article") 7.356,557
NOT ("randomized controlled trial" OR "controlled
clinical trial" OR "equivalence trial" OR "pragmatic
clinical trial")).pt.

#42 #40 OR #41 12,111,174

#43 #39 NOT #42 3,834,835

#44 (japanese OR english).lg. 30,154,728

#45 #15 AND #25 AND #43 AND #44 37

5% 2-1-5-2 Embase DR ZETHEAL-BEX

B%¥H:2022 %8 A 16 H

BE BN BRH%

#1 'al amyloidosis'/exp 3,432
amyloidos*:ab,ti OR beta?amyloidos*:ab,ti OR

#2 ) ) o ) 37,680
para?amyloidos*:ab,ti OR beta?fibrillos*:ab,ti
(amyloid* NEAR/5 (al OR immuno?globulin OR
light?chain OR primary OR systemic OR senile OR

#3 56,523

abeta OR fibril* OR tumo?r* OR deposit* OR
plaque*)):ab,ti
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#4 'amyloid neuropathy'/de 1,517
amyloid* NEXT/5 (neuropath* OR poly?neuropath*

45 (amy /5 ( p poly p | 091
OR poly?neuritis*)):ab,fti

#6 (amyloid* NEXT/5 angiopath*):ab,ti 5,496

47 (("hereditary cerebral hemorrhage' OR 'hereditary 590
cerebral haemorrhage') NEXT/5 amyloidos*):ab,ti

#8 'familial mediterranean fever'/de 7,262
famil*:ab,ti AND mediterranean:ab,ti AND

#9 5,881
fever*:ab,ti

#10 'muckle wells syndrome'/de 797
(("muckle wells' OR 'muckle-wells' OR 'wohlwill
andrade' OR 'wohlwill-andrade' OR 'urticaria deafness

#11 534
amyloidos*') NEXT/5 (syndrome* OR
disease*)):ab,ti
((hchwa OR fmf OR mws OR uda) NEXT/5

#12 342
amyloidos*):ab,ti

#13 'amyloid plaque'/de OR 'senile plaque'/de 14,244

#14 ((neuritic OR senile) NEXT/5 plaque*):ab,ti 8,755
#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8

#15 94,427
OR #9 OR #10 OR #11 OR #12 OR #13 OR #14

#16 'daratumumab’/exp 5,063

#17 daratumumab:ab,ti 3,491

#18 jnj54767414:ab,ti,cn OR 'jnj-54767414":ab,ti,cn OR 0
'inj 54767414":ab,ti,cn

#19 '945721-28-8":ab,ti,rn 4,826

#20 [01xc24:ab,ti 2

#21 4z63yk6ele:ab,ti 0
((cd38 OR 'cd 38') NEAR/5 (‘monoclonal antibod*'

#22 OR mab OR mabs OR moab OR moabs OR 1,721
humax)):ab,ti
'dara sc':ab,ti,tn OR 'dara-sc':ab,ti,tn OR

#23 231
darzquro:ab,ti,tn OR darzalex:ab,ti,tn

#24 dalinvi:ab,ti,tn 0

#25 dvcd:ab,ti OR 'd vcd':ab,ti OR dcybord:ab,ti OR 'd 36
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cybord':ab,ti OR daracybord:ab,ti OR 'dara
cybord':ab,ti OR 'dara-cybord':ab,ti

#16 OR #17 OR #18 OR #19 OR #20 OR #21 OR

#26 5,880
#22 OR #23 OR #24 OR #25

#27 'randomized controlled trial'/de 724,353

#28 'equivalence trial'/de OR 'pragmatic trial'/de 1,888

#29 rct*:ab,ti 98,969

#30 'controlled clinical trial'/de 437,650

#31 (controlled NEAR/8 (study OR design OR 423,978
trial)):ab,ti,tt

432 'adaptive clinical trial'/de OR 'phase 2 clinical trial'/de 150,586
OR 'phase 3 clinical trial'/de

#33 'randomization'/de 94,536

#34 random¥*:ab,ti,tt 1,821,794
randomized:ab,ti,tt OR randomised:ab,ti,tt OR

#35 randomization:ab,ti,tt OR randomisation:ab,ti,tt OR 1,217,380
placebo*:ab,ti,tt

#36 'intermethod comparison'/de 288,509

437 compare:ti,tt OR compared:ti,tt OR comparison:ti,tt 952,633
OR trial:ti,tt
(evaluated:ab OR evaluate:ab OR evaluating:ab OR

#38 assessed:ab OR assess:ab) AND (compare:ab OR 2,547,025
compared:ab OR comparing:ab OR comparison:ab)

#39 'double blind procedure'/de 198,272
((single OR double OR singly OR doubly) NEXT/1

#40 (blind OR blinded OR blindly OR mask OR masked OR 266,706
dummy OR dummied)):ab,ti,tt
((treble OR trebly OR triple OR triply) NEAR/5 (mask

#41 OR masked OR blind OR blinded OR dummy OR 1,946
dummied)):ab,ti,tt

#42 (open NEXT/1 label):ab,ti,tt 98,634

#43 (parallel NEXT/1 group*):ab,ti,tt 29,865

#44 crossover:ab,ti,tt OR 'cross over':ab,ti,tt 117,983

#45 ((assign* OR match OR matched OR allocation) 425,556
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NEAR/6 (alternate OR group OR groups OR
intervention OR interventions OR patient OR patients
OR subject OR subjects OR participant OR
participants)):ab,ti,tt

#46

assigned:ab,ti,tt OR allocated:ab,ti,tt

454,750

#47

volunteer:ab,ti,tt OR volunteers:ab,ti,tt

272,074

#48

'human experiment'/de

589,494

#49

#27 OR #28 OR #29 OR #30 OR #31 OR #32 OR
#33 OR #34 OR #35 OR #36 OR #37 OR #38 OR
#39 OR #40 OR #41 OR #42 OR #43 OR #44 OR
#45 OR #46 OR #47 OR #48

5,961,749

#50

'animal experiment'/de NOT (‘"human experiment'/de
OR 'human'/de)

2,452,990

#51

(‘animal'/exp OR 'animal experimentation'/exp OR
'animal model'/exp OR 'animal experiment'/exp OR
'nonhuman'/de OR 'vertebrate'/exp) NOT

("human'/exp OR 'human experimentation'/exp OR

'human experiment'/exp)

7,568,513

#52

(rat:ti,tt OR rats:ti,tt OR mouse:ti,tt OR mice:ti,tt OR
swine:ti,tt OR porcine:ti,tt OR murine:ti,tt OR
sheep:ti,tt OR lambs:ti,tt OR pigs:ti,tt OR piglets:ti,tt
OR rabbit:ti,tt OR rabbits:ti,tt OR cat:ti,tt OR
cats:ti,tt OR dog:ti,tt OR dogs:ti,tt OR cattle:ti,tt OR
bovine:ti,tt OR monkey:ti,tt OR monkeys:ti,tt OR
trout:ti,tt OR marmoset*:ti,tt) AND 'animal

experiment'/de

1,169,354

#53

'cross-sectional study'/de NOT (‘randomized
controlled trial'/de OR 'controlled clinical study'/de
OR 'controlled study'/de OR 'randomised
controlled':ti,ab,tt OR 'randomized controlled':ti,ab,tt
OR 'control group':ti,ab,tt OR 'control
groups':ti,ab,tt)

317,891

#54

'‘case control*':ti,ab,tt AND random*:ti,ab,tt NOT
('randomised controlled':ti,ab,tt OR 'randomized

20,071

33




controlled':ti,ab,tt)

'systematic review':ti,tt NOT (trial:ti,tt OR

#55 218,011
study:ti,tt)
#56 nonrandom*:ti,ab,tt NOT random*:ti,ab,tt 17,981
#57 'random field*':ti,ab,tt 2,724
#58 ('random cluster' NEAR/4 sampl*):ti,ab,tt 1,574
#59 review:ab AND review:it NOT trial:ti,tt 1,004,855
#60 'we searched':ab AND (review:ti,tt OR review:it) 43,069
#61 'update review':ab 122
#62 (databases NEAR/5 searched):ab 56,482
((random* NEXT/1 sampl* NEAR/8 ('cross section*'
OR questionnaire* OR survey OR surveys OR
#63 database OR databases)):ti,ab,tt) NOT ('comparative 2,902
study'/de OR 'controlled study'/de OR 'randomised
controlled':ti,ab,tt OR 'randomized controlled':ti,ab,tt
OR 'randomly assigned':ti,ab,tt)
464 'meta analysis'/de OR sreview/it OR 'conference 3,861,926
paper'/it OR editorial/it OR letter/it OR note/it
#50 OR #51 OR #52 OR #53 OR #54 OR #55 OR
#65 #56 OR #57 OR #58 OR #59 OR #60 OR #61 OR 12,541,598
#62 OR #63 OR #64
#66 #49 NOT #65 4,674,224
#67 | japanese:la OR english:la 35,930,586
#68 #15 AND #26 AND #66 AND #67 113

& 2-1-5-3 CENTRAL ORFETHEAL-EERX

#%%H:20224 8 A 16 A

mh ~"amyloidosis"] OR [mh "immunoglobulin light-
#1 [ y ] [ g g 147
chain amyloidosis"]
(amyloidosis OR amyloidoses OR betaamyloidosis OR
beta-amyloidosis OR "beta amyloidosis" OR
#2 717

betaamyloidoses OR beta-amyloidoses OR "beta

amyloidoses" OR paraamyloidosis OR para-
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amyloidosis OR "para amyloidosis" OR
paraamyloidoses OR para-amyloidoses OR "para
amyloidoses" OR betafibrillosis OR beta-fibrillosis OR
"beta fibrillosis" OR betafibrilloses OR "beta-
fibrilloses" OR "beta fibrilloses"):ab,ti, kw

#3

((amyloid OR amyloids OR amyloidosis OR
amyloidoses) NEAR/5 (al OR immunoglobulin OR
"immuno-globulin” OR lightchain OR "light-chain" OR
primary OR systemic OR senile OR abeta OR fibril OR
fibrils OR tumor OR tumors OR tumour OR tumours
OR deposit OR deposits OR plague OR
plaques)):ab,ti, kw

722

#4

[mh ~"amyloid neuropathies"]

12

#5

((amyloid OR amyloids OR amyloidosis OR
amyloidoses) NEAR/5 (neuropathy OR neuropathies
OR polyneuropathy OR "poly-neuropathy" OR "poly
neuropathy" OR polyneuropathies OR "poly-
neuropathies" OR "poly neuropathies" OR polyneuritis
OR "poly-neuritis" OR "poly neuritis" OR
polyneuritises OR "poly-neuritises" OR "poly

neuritises")):ab,ti, kw

226

#6

[mh ~"cerebral amyloid angiopathy"]

11

#7

((amyloid OR amyloids OR amyloidosis OR
amyloidoses) NEAR/5 (angiopathy OR
angiopathies)):ab,ti, kw

62

#8

(("hereditary cerebral hemorrhage" OR "hereditary
cerebral haemorrhage") NEAR/5 (amyloidosis OR
amyloidoses)):ab,ti, kw

#9

[mh ~"familial mediterranean fever"]

51

#10

((family OR familial) NEXT ("mediterranean fever" OR

"mediterranean fevers")):ab,ti, kw

131

#11

(("muckle wells" OR "muckle-wells" OR "wohlwill
andrade" OR "wohlwill-andrade" OR "urticaria-

deafness-amyloidosis" OR "urticaria-deafness-

12
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amyloidoses") NEAR/5 (syndrome OR syndromes OR

disease OR diseases)):ab,ti, kw

((hchwa OR fmf OR mws OR uda) NEAR/5

#12 6
(amyloidosis OR amyloidoses)):ab,ti,kw

#13 | [mh ~"plaque, amyloid"] 22

neuritic OR senile) NEAR/5 (plaque OR

414 (( ) /5 (plaq 45
plaques)):ab,ti, kw

#15 #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 1 350
OR #9 OR #10 OR #11 OR #12 OR #13 OR #14 '

#16 | daratumumab:ab,ti,kw 505
(jnj54767414 OR "jnj-54767414" OR "jnj

#17 30
54767414"):ab,ti, kw

#18 | "945721-28-8":ab,ti,kw 41

#19 | LO1XC24:ab,ti, kw 1

#20 | 4Z63YK6EOQE:ab,ti, kw 1
((CD38 OR "CD-38" OR "CD 38") NEAR/5
("monoclonal antibody" OR "monoclonal antibodies"

#21 224
OR mab OR mabs OR moab OR moabs OR
humax)):ab,ti,kw

#22 | darzalex:ab,ti,kw 21

#23 | dalinvi:ab,ti,kw 0

494 (dved OR "d-ved" OR dcybord OR "d-cybord" OR 6
daracybord OR "dara-cybord"):ab,ti,kw
#16 OR #17 OR #18 OR #19 OR #20 OR #21 OR

#25 576
#22 OR #23 OR #24

#26 | #15 AND #25 39

& 2-1-5-4 EdFE Web ORETHEALE-RER

B®EH:2022 %8 A 16 H

#1 | [73RA4F—2R—REI DT EH]/TH 489
#2 | 7EAAF—IX/TA 12,379
#3 | #1 OR #2 12,468
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44 Daratumumab/TH or "Dantumumab-Vorhytturondase 446
Alfa"/TH

#5 daratumumab/TA 198

#6 #4 OR #5 469

#7 #3 AND #6 31
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2.1.6 BRFRER

DATRTavILEA—DO#ERIE, PRISMA JO0—Fvy—hr45EICH 2-1-6 DLEBYERHS

E 2-1-6 7O0—Fv—Fk

na,
. T—AR—ARRTHEL-HH
& (h=220)
= [MEDLINE (n=37).
g*- Embase (n=113).
> CENTRAL (n=39). Ethi web(31)]
!
FERNZDHE
g,’ (n=152)
l
a RAO)—=U % BRIME 21
(h=152) (h=138)
l
- BRIME 21
a WAL M ETM Dt R 3 (n=12)
= (n=14) [ohRen (EHEHY): FHMIL
= (n=1). XHOEE(n=12)]
l
5 A=k %
= (n=2)
g [EEFREAERELT n=1]

DATRTAVILEA—DFER . DCyBorD LU AV E, CyBorD LU AV EZXEELEELT-
RCT &L T 1 HDiER(ANDROMEDA FHER) A ESN Tz, DN TDIURTITAVILE
A—IZBEWTHESNT- ANDROMEDA RERICET 5 2 O XBIILUTDOELYTH S,

1. Palladini G, et al. Daratumumab plus CyBorD for patients with newly
diagnosed AL amyloidosis: safety run-in results of ANDROMEDA. [9]
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2. Kastritis E, et al. Daratumumab-based treatment for immunoglobulin light-
chain amyloidosis. [10]

2.1.7 RERRBROME
BB TDYRATITAYILEA—ITEWNTHRESNT- ANDROMEDA HEBROBET., &
2-1-7 DEEYTH S,

& 2-1-7 BRFRFEEBROBIE(ANDROMEDA B5R)
HER % ANDROMEDA %82 (AMY3001 ER)
® Palladini G, Kastritis E, Maurer M, Zonder J,

Minnema M, Wechalekar A, et al.

Daratumumab plus CyBorD for patients with
newly diagnosed AL amyloidosis: safety run-in
results of ANDROMEDA. Blood 2020 Jul
EIEHR 2;136(1):71-80. [9]

& Kastritis E, Palladini G, Minnema M,
Wechalekar A, Jaccard A, Lee H, et al.
Daratumumab-based treatment for
immunoglobulin light-chain amyloidosis. N Engl
J Med 2021 Jul 1;385(1):46-58. [10]

B PRERBR B SR IF ¥R NCT03201965

HEREETRL=5FT 22 M E 109 %

HERD B R HAR] 2018453 H~201948 A 15H
HREH BEOESH AL 7IAO - R

o 18 M(RIFEBRMAERESINIIGEFRICH VN TEMICRER
IO TR FER) L ETHAHE

o =51t AL 7IO/R—LRATHAERIBMBBFMICZHTS

FroEREE hTWBZE

& EETHAZALTIOAN—IX(MEFMEBMNO.5g/dL
LLE . XL E g4t 5.0 mg/dL A E(k /A LD
BEE#5, )EHLUL dFLC A5 mg/dL L L) THBZE
AL 7IOAMR—S RDABRBEENHDHE
EREHET—F I —TOHEREICKYEENES

FRRRVELEE
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RUEBHMETHLILEEBDHONDE

® ECOG Performance Status a7 2 U ETHHZE

® eGFR A 20 mL/min/1.73 m?KHETHH &

& RHYY—ZUHBEEIZELNT, NT-proBNP A% 8,500 ng/L
BTHHZE.SBP A 90 mmHg RiFHTHH L. X
NYHA S ETUDRBREART—2 b £ LI IV THSHIE
BEEXRGDMEREDINEFT S

® JFALETIOAMNR—IRIZERELTNDIE

o HERRE6YAUIL(LHY4(44)L=28 BE)DEIZASCT
ERITDBFENHDIL

AT EDFM

o RIEFIA=SF—t 7ILI7(EEFHHEZ)30,000 B
MM EEINAFY LT (EzTFHEZ)1,800 mg &
#I(15 mL)Z. Y4)L(28 BRE)1~2 Tlx&EHA 1 @, 4
A7)l 3~6 TIEfRE 1 [, z0D%. mHET. RAER
A, ISR ESHBRERE 24 Y1LBELTOLThL
BOEBAETE4BEC1 @R TRET S,

® RILTVYIT 1.3 mg/m¥/E(ETFEES)RUIIOEKRRTF
SRR (EKDHE)300 mg/m2/E(FFIRAEZES XL
BO%5)EEE 1 @ARE 6 YAIILET. TEHAJY
40 mg/EI(FIRMNTEXFROHRS5)EEE 1 BHAT
%,

FE 3Rt B D 3

ARILTYIT 1.3 mg/m?/EI(ET)RUIIAHRRT7IR KT
YI(EAKPIRE)300 mg/m?/El(F#IRAXIEEN)EEE 1 [H
&R 6 YAUIET. TXHAZYL 40 mg/El(FIRA X (F5F
Mz&EE 1 E%RE5T 5,

HEBRT YA

SRt RIEEHRERX R RCT(5 111 85:48R)

BRIEE

FEERHBRTHSHM, IRC AU N—TR L TEHTERIIFARLAE
WboEsh TS,

FEEEE

ERE7IOMR—L RFE—ARDRHEREEICEI(CRE

FLEIREFHOERE

® MOD-PFS
® OS

FoAEMMHE

2020 £ 2 AR (Z40—7y7HREPR{E 11.4 HARRF)

® CRZE
DCyBorD LY AVEE: 53.3%
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CyBorD LU AVEE: 18.1%

OR: 5.1 (95%CI 3.2-8.2, p<0.001)
® MOD-PFS

HR: 0.58 (95%CI 0.36-0.93, p=0.02)
e OS

HR: 0.90 (95%CI 0.53-1.53)

2020 £ 2 AR (I40—7yJHiMPR{E 11.4 NARH)

® JL—K 3 X[I4DFEAER0 VRIA-BELYDAR
zeH V)

DCyBorD LAV EE: 10.55

CyBorD LAV EE: 18.96

BARAEHIZHTHEMHE ZEEL

BARAEHIZHT2REMHE ZaEL

2.2 AERFTESEICEDIVRTITAVILEAa— QMR HICEITELE—RBROBE

AZX1—O0EMHEREEREGETH5-OICRERTEENERLLORATIT4VILE
21—l [RZFFHXEL T ANDROMEDA ERHERIZEE Y % 2 XEAESNT=,

DR TIAONEVRATITAVILEa—DREXRREAMIL 2022 £8 A 16 HETT
HY. BERFTEEMNT LM (2005F 1 A 1 AN 20224 1 A 19 BHFET)EERD
D BAHSIIZHEFELATITAVILEA—ICBLVTHESNZREZER/XIILThE
ANDROMEDA 8% 1 FHERICEIT 23D THY . ERTREFICLIRRDOBERE—ELT=,

D&Y, BERFEFERENMRELEVATITvILEa—(E, BINMAREOFHICLE
BIRXAEENTI =,

[(RERFEXREORHER(CATITIYILEL—)ISHTHLEL—FRE]

VRATRTAVILEA—DRERIE. HERFTEEDRHLI-LDL

TEICT—HLTLS,

BHTHLh—HL. EBMMAEREOFEICEBLRIIITRTEENL TS,
RBRICERENHY. BMIEAMTEICEELXENARITTLS,

Z D Ath( )

O 0K O
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2.3 SERFEREFICIHEMIAREFEEANAFTICETHLE1—HEROME

& 2-3 BERTEEICKIBEEOZLRS
SLERFTEEDRHLEBEEFICEITD
oay R—=U% FRIRITES (HAHIVIIRRES)
3.8 78-83 % 3.11

[(HEZF DR ()]

<Hematologic response>

® Primary results from the ANDROMEDA study (50, 62) indicated that
proportion of subjects achieving CR was significantly greater in the DCyBorD
arm compared to the CyBorD arm (53.3% vs 18.1%; OR: 5.1 (95% CI: 3.2
to 8.2); p<0.001)).

<MOD-PFS>

® Data from the ANDROMEDA primary analysis (50, 62) indicated that survival
free from major organ deterioration or hematologic progression (ie, MOD-
PFS) was longer for subjects in the DCyBorD arm compared to those in the
CyBorD arm (HR 0.58, 95% CI 0.36 to 0.93, p=0.02).

<0S>
® Overall survival is not reported since data were immature at the time of the

primary analysis.

<AHDHFIZHITELEL—FER>

WERFTEEFLREHHKIZ, DCyBorD LY AV E CyBorD LY AVZFHE LTz RCT (X
ANDROMEDA RERD A TH 1=,

ANDROMEDA HED X EEFMIEE THS CR ZE[L DCyBorD LU AVE T 53.3%.
CyBorD LS AV BT 18.1%. OR [Z 5.1(95%CI 3.2-8.2, p<0.001) THEH M- E SR
E=hRESNT=[10],

FEEIREEMIEIZTIH S MOD-PFS TOARUMEAERIE. DCyBorD LU AV ET 34(Mi&k
FHREET 8. TELEAIMAE T 1. 3E15:25). CyBorD LU AV T 53(MMiRF K E
#1T:25. FELIEISMEEE T 7. 1 21) THo1=, FRIICROON=BITICHELARY
R 200 [ZEIFELTULVELV =8, immature 77 —42712H%, DCyBorD LU AVETHEEICE
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R 5tERMAASNT-(HR:0.58, 95%CI;0.36-0.93, P=0.02)[10],

—AT.0S [2DoWTIK, BELGEMNRENGEMN 5= (HR: 0.90, 95%CI; 0.53-1.53)4A%,
FRNTROON =B ELGFZH(MOD-PFS DA R REAY 200 IZEE)ZimE-LTLVE
=86, I HHAMA T+ 57 THYFHHE R EETHo1=[10],
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2.4 EMme9HAEOFRIZEE T SEE

5= 2-4 DCyBorD L' 4> M CyBorD LY AVIZxtd 238N E R (<B4 25

R &M KABOLEM ALTIAAF—R
A DCyBorD LAY

Jad i CyBorD LT A

T IMAL CR #&_ MOD-PFS, 0S-

BINHEREORE

v Em#ERESHY

HIBF ORI o 17
—5

O NEMMERELZLIHDINEIHY LIFHIBTTELRLN

O ZDh( )
O RCTDARF7FHITR A B—DRCT

O miMZEOLEHRHZE O RCT ORMELE

O BERROLE

O Zofh( )

EMEAERAEORHRE
ZHIMTL =3

SRAFITAYILE 1—D#ER, DCyBorD LAV E CyBorD LU AVE
Le# L= RCT (& ANDROMEDA B D#H ThoT-. TEFHMEEE THD
CR E[ZBELT. M FMNICHELENTREINTZ(OR:5.1, 95%CI:3.2-
8.2, p<0.001), Ft-, MOD-PFS Tl&. DCyBorD LAV THEIZE
K9 HERLAHDNTz, —A.OS [FBERHMA T+ THYFMFEETH

Of:o
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[BLERRFERE QREERGEMMARL)ISHTHLEL—HER]

Bonf-7—2(ZEDS<{&, DCyBorD LY AV (&, CyBorD LU AVIZHLT

-

U EBMHMERMZEZETAEEZAON-O. BRAMRSTAZRETHS,
O EMMARMZERETHEHITERNO ., BRARMEI LR ATHS,
O Znh(

\_
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3. ERAXHE DT

3.1 WERTREICLIBARNDRTME AN NICE T I LEL—RROBME

3.1.1 CyBorD LAV EREBLI-BRMESTOHME

SHFE

BEHRSE %% (L. ANDROMEDA #E&THoNT- IPD £5F A= 1,000 AREDREIR
—hEREL. RERA 3 NARBATOSYRY—I@FTICE SR FHIEM(CR, VGPR
X[ PR £L<I& NR(ULTFIPR/NRIEWS, ) TRAME T HRERETILE. BAESNh =R EE
JR—MATR AT S5 DOBEREEZHBTEIIIILITETILETERSINIBEEETIL( Y14
V=28 BE)ZHEEL. BRAME S HZEITolz. TILATETIIIZENTIE, MERFEREHHA CR
XIE VGPR THoF=F . [—IABEOMEIKEE L. [BAR(GAEIZ CyBorD LUAVEEEZ
(FTTWHEE) &K 24 Y1 DFFF1—0EBEF|IE5(GBEIC DCyBorD LU AVEEEZ
[FTWEE)REL T ZRERREB IRV RPBHIS2IRE IO 4 D2 MRFHEHIN
PR/NR THo1=E L. I ZHERKREBIRVIREBRALKEID 2 2%, Th TN IERHH
[CHBL. WIThEREMIZIETICESED LN T, HERTHEE L. ANDROMEDA iHER
[ZH11% OS [CDOWTIXFHET 2HAMMN T +5 THSH1=0H . MBRFHIENAAREITIRIILT-
0S OREIBETHILEDEZAAFIZEDIE  RILTYITER—RELILIDAVERESINT=—
TEBREFA D %A RESEHETEH T (Kastritis, et al.2021 [7]) THLN-MRFHEH D
Kaplan-Meier BfREEIZ/NSAN VIR A ETEFHREHTE Lz, COHTEEFHRER
WAMERUBARDEMREAVHAZEICLY . FFMILTOIRE IHBERNEL SN,
MBI DEFEIRE~DIBITOHEIZIL. ANDROMEDA RERIZH I+ 5 E IPD O MOD-
PFS BRI R U ABRECOHRMICET 2T —4 AL DNz, [ ZABRIKEITIERARERE 1
SALDHZITDEDERESNT=, FHHMIE. REIR—F(RE5RBROTYEL: 63 &%)
D 99%LLEMTRTE INHERTHERAENDFFRICELHAMEL T 35 FREHRESNT-,

QOL fEI%. ANDROMEDA HERICH W TRIESA F-MRFMEMAID EQ-5D-5L T—4IC
BABEOEAFTEEALLEOERL -, #ERFTEE (L. VGPR® QOL{EAPR®D QOL
ELYHENMEEE SN T-1=. VGPR ® QOL {E% CR &£ PR ® QOL fEDFHEEL THH
E1Tot=o TZHCARIREE IR T A QOL {EMETIZIX. ANDROMEDA HERIZEHLNT
BIESN-HRBETRIRTO QOL EFHDENMALSNT=, —H . AE HBRIZHFS QOL fE
DD IEHRREXFRICE DN TEEINITD ., [ REEFFASIREBI~NDHEBIZHES QOL fE
. DFRLERUVMABHICLIEDELTXMELFEICEE SN,

BRELTIE, EHE. ZROEBREICELIERUIERTTONDLDERTE. ). ME - AR
BRUNETOZZITHIERE, REDE=F)UJERRUTAERERE. [ REBHERSIKE]
[CHFHMBEBHER. VIR KRB EREN T LSNiz, DCyBorD LAY KU CyBorD
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LOAVERERTHEFIERDEEIZHTIE, ANDROMEDA BT —42(ZE I RDI ZAL
EHEMNTHR TS,
BERFEEMTOLERADRSTOFEIF. KR 3-1-1-1 DEBYTH D,

% 3-1-1-1 CyBorD LAV LB L-BAX SR MDFiE

5B NE HERTXETEOREE
[ZHBTH~R—
PHXRNRETEIE | RABRDEEEALT7IO(NR—IR 15
Jad g CyBorD LS4 10
DMDILIGZLEER | AMEEDILIET,. EREXAMEEREDH, 35
il
RIEE QALY 35
ST EARS 35 &£/ 35
=] ERARUMNRELIZERE 2% 36
ERUMRETIL 40Tk THEILOTHERL, 84
ETILDIELE REIR—rEMRZIEHTEIET HRE | 84
BETILE. BRI RBIR—INRERK
T 5 DO@EEKELZERITHSTILITETIL
(BHAIVILTOIREI~NDBITIE, LB OH
EETFHRICKYRESIND, ) ETHBEEIND
BEETIL
ETIILTHELEZ | RBRZNEHICRKT 5 DOBEIKE(T— | 84
RERIKAE SR DMEUIKAE ], A% (BEIC CyBorD
LOAVEEEZIT TG E)- 4 5F1—0H
B 5 (GEEIZ DCyBorD LU AVEEEZIT
TW=5E)KREEL T ZRARIKEE . TR
BRSRKEIRUIELE))
EFHIRDHETE % A mM T B B M K (Kastritis, et| 129

al.2021[10])TH OS T—HZEEIZ/KTAN)
VORFEXTERHREHT.

* FEHDH. DTATNUNDHm. IoRILYS .
SHBERD . RO ATavI0 ™. HU<
DRV —BIEATIDTHD 7 DORHEHIE
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HEnTha,

ZA

RHNE. ZROBREICEHIBER(SIERTIT
NBLDERE, ). WA - ARV ETDZ
DITHOIERE. REDE=SIVTEBRARY
AEBRE. [RABHRTEREHE T 5K
BER. TVICRRAEERE

170

QOL B

® ANDROMEDA HRERIZEWTRIESN 1=
EQ-5D-5L F—4&IZ2W\\ T, BAEED
EAFITEERAL. MRFEMENAICE
tH

® AE HIFIZHS QOL EDETILXHkIZE
DERTE

o [REAMEZRTLIKEID QOL fEIE. DT
LRUVMEBHICKDEEXHICEDE

11—

X /E

155

® ANDROMEDA HEOWIFNADEEIZH
WTHTL—F 3 L, BED 5%LLEICH
HLE=LOAR T OXRNER

188

SiThER

HEHRFTEEDDIICHELTIE. DCyBorD LU A% CyBorD LU AV ELEERLE-EE D1
NERARVESINREDETENETHY. ICER DH#EEIL 5,626,171 FA/QALY THo1=,
NiRERSHL, DCyBorD LUAVETIE, HARDERE. [ REBHEFSKEIHTLER
BRUBRKRHAERERTETLELS, TOMOERTEML-, RERFTEEICLLI—TRES
WO#ER. ICER DEBICRIEFT 5T H/354A—421&. CRD QOLETHY. RLVTHS5Fa1—0O
DER. RUMRICET HEI5IETH - EMRBRESTICELTII. ERAXNIRTEOE
HEEMN 620 FABTHHIHEEIZIL. DCyBorD LU AV (L CyBorD LU AVIZHLTKYERD
BEHTHAAREEL BN EVNSERTH 1=,
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& 3-1-1-2 WERFTREICILIBRAMRASTOERSITOER

BIES BAUME ZR(A) BaERM) ICER
(QALY) (QALY) (M/QALY)
DCyBorD LS4y 5.63 1.85 23,435,293 10,414,642 | 5,626,171
CyBorD LS4y 3.78 13,020,650

3.1.2 CyBorD LUAVERBLE-BRAMR ST R B

3.1.2.1 KTYSTDOEMI=DULT
HERFTFEZFOAMICEVWTE. - RABEOHGEREBIRVUI ZABEKEITO
DCyBorD LAY, CyBorD LAV R BMd LY AV DB EIZFERENZRILTIITDE
RELT BFER(RILTYIT S A 3 mg)DE(M(3 mgl #i:38,694 A)ASHBEIN TS,
NIZHLT. U TORIZBETOILELH D,
O HRILTYITDERFEROEE-TRICIE. EBME AL 7IOAR— ZANEENTLVELY,

3.1.2.2 TFRHBFEA2IKEID QOL fEIZDVT
HERFTEREBOAWTICENTIE. TREEHFTA2IKEID QOL ELELT. DFERUVETRE
[ZHESMREMICED QOLENETEERAL TS, BERFTEEIF.AL7IOANF—PR(ZE
ZRHMBFRLEETO QOLIET—4E R ETELA>-IELEEALL T, ANDROMEDA i

BTnR—251>0 QOL E(lD) L ZRI=HE T2 LBENBELSHSNLOTLESE

? QOL f5(0.50)(Emin, et al.2016 [11])&DE£TRMMEBEF LKA LD QOL EDIE

T EL T3, oI, TREBBEFRSREIEED 100%A MREHERTDLDEL.

I i&BHT =& D QOL fEDIET(-0.1)EXMK(Wyld, et al.2012 [12])IcEIEHEL TS,
CNICHLT. UTORICBETIRENHD,

o HERERABML. ETNICEVWTIRHABREASKEIHBL-BELANMEENEZ
ZFBHERELTND, F=, bF 21283 QOL ENET (7 ~<osEIsER
LTLBH, BERABRICE T A R HEBE T2 REIOBEFLOLFTLOEE DS LH
BIMZEN TV,

3.1.2.3 0S OHEFHZDOLT
B EARSEEE (X, ANDROMEDA HERIZHENT OS TN FHEARGETH 1= LEER
2. #5618 3N ARBRTOIVRI—UBMICEIKMRFMENAIC, BAHRSEHEH
P (Kastritis, et al.2021 [7])Z&ICLI-EFHEENMEL TS,
CNIZHLT. U TOAICBET IVNELHD,

49



® ANDROMEDA FHERTIF OS D AFRIR T —2ICFRAMDTI—MEEEh TL
®o

o NEICAVEBREMRORNRERAICFSF1—0FKR5ENTE5Y . ANDROMEDA
AEBRENMELEBEMROBERENRGDARMENH D, Tz, SMELI-AEFHRERIC
FERPAFROESICIEIEVTRHEERMEZES.

3.1.2.4 PR/NR Q&£ FHRDNMEITDOVT
HERFTEEL, BAMSEHEME (Kastritis, et al.2021 [7])ZF £, MRFRIERIIC

AFHBRENMEL TS, IMRFEMEIIE. CR,VGPR, PR KU NR D 3 DMNEEINTEY.

PR & NR (& PR/NR £LT 1 DIZFEEHON TS, PR/NR DA FRIEDIMEIZHEL T, 8E

BRFEEEIL NR KUt PR DAHNEREI AN S ZEEEHIC, PR OBIIRD AIC XU BIC ®

BICEDWT, 947 L amzEHRALE=,

NIZHLT. U TORIZEETOILELHD,

o HERFTEDHREEIZLSE, H5FR 3 MNARBRTPR &G E&E(E PR XIE NR
Etiot=BEDSS eTHY. PR ENR DBEEHTHHL TS,

o HERFLMMEETRIHINTIVA AIC RU BIC DIEIZES<E. PR TIEAHECNR O
HERD AIC DEIZEDWTREHAEITIEE. —RIEAV I AN FEASIN, BIC DIEICE
DVWTREETIES . AR ERIMHIRAIND,

o HERFTEED OS O/MEHIR(EEIREE Figure 4.3, p.134)IXTATILRHDAH
ZD22DHHEYLEFRRMENCEEZRLTVSDT, T1I LD HEERATHEF
PR &Llio-BEDEFRZE/NTHHET 52BN H D,

3.1.2.5 FJEEEROBRIZONT
BERGEEEDOMITICELTIL., BRIREINETITOADIEDERESNTEY . [— XA
BOMBRE IRV ZABRKE I TOEFDOKRS 1 EHYOI=—yraRMLT. ERZ
BHRMABEZSRBLE-ERANH LS TOS, ERMICE, RTRSICEALTESNERH (K
T)22 A BOKRSICAEALTIENAER (T 1 EILY)68 mEEIC, FhFh 220 M. 680
FAERTESNTLNS,
INITHLT. UTORICBETZLENHD,
& ASX1—ORERTIDARAMIERRERBRLI-T —IN—RABTETHEESINT
BT NETEESINSET 5T AEIRBIIFEL TLVELY,
® ANDROMEDA RERIZHUVT infusion reaction NEAELTEY., FAXEICENTHS
M EBIES AL 730/F—Y R\E T infusion reaction MEEMBEALSINTIND,
o ZHEUBHEICHSITIERALEIMER EXHERZLEFRMT —2X—X(NDB)EHT
FF X 1—OFEHREEDAREIEMN 90.7%THo1-,
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3.2 LE2—RBRICKSBS T OBELGEROH K

O %L — XRETRT
vz Y - LUFIS#<
O Zofh(
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3.3 REABETHIITOME

3.3.1 BRHEMRELGOMFRONIA SR E(XEL[BRADEELKREN]DHD)

a) RILFYSTOERAIZONT

3.3.2 BERFEDPRBELGHFIEL/ITA—54E(3.3.1 USADOED)

b) MRHAEIRAF2IKEEID QOLEIZDUVT
c) PR/NR QA fFR#RSMEIZDNT
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3.4 FELR(RBRICHEZZEENKRKZVR)IZODLVTOESHTOAR
3.4.1 RILTFYSTOERIZDINT

& 3-4-1-1 ZERFEFICLIBEEOZLEHS

BERFTEFEORHLI-BEEFICBETS
toiay R—U% FRITES (HDVIIRRES)
4.2.4.1.1 170-174 Table 4.27, 4.30 %
[#HREEHFDD]

Table 4.27 provides the drug formulations and unit costs for each therapy. Drug
costs were obtained from the Japan MHLW NHI Price List...

[(REMGARZHORE]

BERFTEEDETILTIE DCyBorD LY Ay, CyBorD LAV RU BMd LY AV D%
SIERSNARILTVITDERELT REROEMASRIN TS, LWLEHAS R
LNTIRTRENOEFER DR DRI, 251 AL PIAAR—RBEFRTLVEN =0,
DT TIIERR(NIVTARESA 3 mg)DEMEFERLTESHEITo=.

& 3-4-1-2 BEMNBETHHESM
ZEAN(RERTEEREA A =FEHI R UES) EERORH RUEM
RILTYITESA 3 mg NIVTARESA 3 mg
F{fi: 38,694 M #{fi: 87,904 M

53



3.5 3.4 LNHRE VP BELRICEITH5BATORE

3.5.1 IRYBHFTFEKE] O QOL {EIZDWT

& 3-5-2 HERFEXRFICIIBEEDZATS
BERFTFREDORHLE-BEEFICHITS

toiay R—TH FIRITES (HDVIRRES)
4.2.3.3 168-169 Table 4.25 %
[#HEEFDD]

Utility decrements for ‘2L Tx’ and ‘End-stage Organ Failure’ were applied on a
recurring per-cycle basis for as long as the patient remains within the respective
health state...

Both structured and systematic literature reviews failed to identify data to inform
a utility decrement for patients with end-stage organ failure due to AL
amyloidosis. Therefore, a study on HRQoL for patients with advanced chronic
heart failure was used to calculate this utility value. In this study, a utility value
of 0.5 was reported for patients with chronic heart failure that had been assessed
for heart transplant. According to ANDROMEDA IPD (primary analysis; February
2020; median follow-up: 11.4 months, data on file), the mean baseline utility
value (with Japan-specific utility weights applied) was - The difference
between the baseline ANDROMEDA utility value and the utility value reported by
Emin et al., (2016) was utilized in the model to inform the utility decrement for
patients in the ‘End-stage Organ Failure’ health state (ie, -). A summary of
progression-related health state utility values used in the model is presented in
Table 4.25.

(RAEHTRSTORA]

HERFTREBOAWTICENTIE. TREEHFTA2KEID QOL ELELT. DFERUVETRE
[SHESMABENICESD QOL IEDNETZEBEMLL TV D, BRERRERICHE LT, KRR T 2IKED
MBEBHNDERGZEREEDFEDENE [FHASMIEN TR, REIDHT TIEFER Oraf
DRI HEMT. [ REBBETERNEITOLREZEHTEEE S0%EREL TS
FERBLI, BRMICE. DF2I2&% QOL EnETE. e2rZELLNJ L @
50%(0.114)eRE L= EITo 1=,

54



3.5.2 PR/NR QA 7FRIRSMEIZDNT

& 3-5-2 WERTEFICIIBMEEDZAES
HERTREORHLE-BEEEFICEITD

oL ay R—IH FIRITES (HAHANIEERES)
4.2.1.2 131-138 Figure 4.2, 4.3, 4.4
(EHRESZEDEEH)

The PR KM curve and its associated curve extrapolations are presented in Figure
4.2... The NR KM curve and its associated extrapolations are presented in Figure
4.3...According to ANDROMEDA IPD..., patients that achieve PR comprise .% of
all patients that are PR or NR at the three-month landmark irrespective of
treatment arm. Because patients with PR represented a larger proportion of the
weighting applied in generating the blended PR/NR curve in the main analysis,
AIC and BIC values for the PR curve were used to determine which parametric
survival function should be used for the blended PR/NR curve. According to AIC
and BIC..., the Weibull parametric survival function was the best statistical fit and
was therefore selected for the main analysis. Of note, the Weibull survival
function was also clinically plausible and a good visual fit to the NR KM curve.
The proportion of patients in PR and NR at three months, as reported in the
ANDROMEDA trial, was used to apply weighting to the blended PR/NR OS curve
to reflect the patient population of suboptimal responders. The PR and NR KM
curves along with their respective blended PR/NR survival curve extrapolations
are depicted in Figure 4.4.

[RARNLGEIMTORE]

SLERSTEE (L. BAMEHEEHE (Kastritis, et al.2021 [7])ZE(C. MIRZFHEDRII
A7FERIRESMEL . MRFHESL. CR. VGPR, PR/NR @ 3 D% &K ELT=, PR/NR D £ 771
BRONEICHT->T. PR OBBRDOERICE I HDREREIT oA CHIEXNR &G EF
DRTCEREFBRIHET 28NN HS, T2 T, ANSI TR, ROTERMEEHEZRTSEMT.
SF)ASHFELT.NR OBIED AIC fEICETDZF, — LA <A HZEALT PR/NR 0%
FHBRONMET H04ENR OBIERD BIC fEICEDE, MER S HEHRALT PR/NR O
EFHBROMET E 0 EERL -,
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4. SHER

4.1 BEHWICBIT2EERDTORKR

- ERELI=AH

O Zoft(

vV ERMRST(EIERVIRLERTLHT D)
O ZERAKR/MESTGIRERFELLTERZLERT D)

)

4.1.1 BHWICETIERSHOBIHNR. BHRM. B EAMRE

K 4-1-1-1 BERFEREFICLLEESTOHR

IES AR ICER
ZMF(M) - (D)
(QALY) (QALY) (F/QALY)
DCyBorD LS Ay 5.63 1.85| 23,435,293 | 10,414,642 | 5,626,171
CyBorD LAy 3.78 13,020,650
# 4-1-1-2 BHWICBT5EARSTOKER
EES R ICER
ZMH(M) #AEMAM)
(QALY) (QALY) (F/QALY)
DCyBorD LS Ay 5.63 1.85| 24,846,524 | 10,450,915| 5,645,767
CyBorD LS Ay 3.78 14,395,609
4.1.2 EAWICE T 582 E. EAER., BoBERDRLO#R
®4-1-2 BOWICBTHAEI> PR EHER. BHERHDREO#R
ICER
BOWOAR BAZR(QALY) o ER(M)
(F/QALY)
BERTEEOER
AT OREER 1.85 10,414,642 5,626,171
RILFYITDEHR
e 1.85 10,450,915 5,645,767
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4.1.3 BAWICITRERLTWEWS, BEMICESBRABRLICEEZE5Z S5 5EE

4.1.3.1 RIAEFHFERMET—HSEAVTHESL-EFHBR~DNEICELS 0OS OERHTF
B DOFHEREITONT

2 EARSEEE (L. ANDROMEDA HERIZET OS T—AaMFHEARGETH 1= LE A,
B5RE 3 NARBARTOIURY—I@BITICEIKMBREMEYRIZ. RARAZTHEHE
(Kastritis, et al.2021 [7])&&ICLF-E£FHIRENMEL TS,

EROBRAEDNIRERE ANDROMEDA REED ITT BTERELEKT 5L, BEEFH
NEG-THY., HFIZ OS LREET 5T LA LN TLVS Mayo IDEFREA 7D 11la R I1Ib
DEENELG>TUWV -, F-. LRDBHEARDORREFATEAIF21—ODEEINGENIELE
AFEZSE BERFEEEDETILIEEVTEEREEIEEZ T,

—7 T. ANDROMEDA E&D OS DETIL T4 yT42%9 Tl #5112 DCyBorD L P A #(Z
HB15 0S NREFIBHMEZRUBR TSN —ICEL L LHRELD-0O. RPHIIIR#ETH-
T=

4.1.3.1 FEEESFEOEAICONT

N TIE. EALETMER-ELRERZEB/HRT I N—X(NDB)ZRALT, KA
BEOEEM AL 7EO/R—RBEEFITxT S DCyBorD LU AV RU CyBorD LAY
DAEREFEDOARDEE. AREIZOVWTETEERLIZ LALEGLAS, ZETLHE25M
AL 7E3AMF—2RBEHDBEONATNSIL. BRALELTEHEEHRE- £ 5% AL 730
AF—2ZOVWTNEMFEINTVSEEN—EBWSIEN L. MHEDOARIE - ERER
UZNoDHEMEDHIITRETH 1=,
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4.2 BAWICETSBRES T OHKR
BOMOETLEZANT, BERTEEEN

=1 —1

X A&

WAL 3TEBED/NSA—ZICEALTORITRERE. & 4-2 DEBY,

K 4-2 —aRESTOHER

LEEBHEREDOT T—aBREIMNMEERLz. BATTEEL: 1 HED/NSA—F ZEDKE

INSA—H INSA—BDEH i ICER(F/QALY) M & B
. ERE DIRML
(R—RHF—RIE) TR LR TR LR
RILTYIITDEXNERB* +20%(HiEREE
70,323.20 1 | 105,484.80 M i 5,638,766 5,652,767
(87,904.00 M) FHIRTE)
MmizFrIZE%h CR @ QOL & +20%(HERFEE
0.605 0.908 ) 4,374,169 7,959,700
() E5%E)
AS5X1—0NEXNER +20%(HiEiR5EE
356,051.20 @ | 534,076.80 H ) 4,398,184 6,893,349
(445,064.00 M) EHE)
hRH S RRERT
ol = [ BICBITAERR
B o .
(2%) 0% 4% SRFED DA A 4,487,395 6,931,686
0
FSA4> 52 R(&E
ERFTEERTE)

*BOMTEEL/NGA—4




4.3 BAWICETESFIFaH0ER

& 4-3 VFTUA DR ORER

B YN VA
IHH HEARXDHDHRE FIVA R DERTE ICER EoHE ICER
ELERAM)
(F/QALY) (QALY) (F/QALY)
[REANE R A R
. IREAERS A 2REE A
2RRE 1D
DARENIHZED QOL 0.114 5,645,767 1.79 10,450,915 5,848,576
QOL {ED )
J EDFEL: -
//\
PR/NR & 7FbRs & —
R 5,645,767 1.79 9,645,742 5,402,477
PR/NR O 4 PR/NR 4 7zah#gsh @ L sG]
FHIER Weibull % PR/NR A 7ZalfR oM it
. 5,645,767 1.84 10,379,388 5,644,572
BIER N




4.4 HHFFHEROBR

& 4-4 DITHEROBR

AR RER KABEOLBM AL 7IOAR—2R
HOORAT7IRKIY. RILTVITRUTFIH ARV DHA
(CyBorD)LoAv

Eb ot BR 43 1 (GHix MM A SV LITEEFHEBRZ)-RILEZILA=4—F 7
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(ICD-10 code:E858,E859)MERmAMNTEINTULVEWL, £HHETIA(F—IX; £5M7IO (- R
(ICD-10 code:E858,E859) DGR/ A M MTEINTLVS,

*2: ZHMEHIE, SHEMEHIE(CD-10 code:C0)NIFHEBMNTESA TS, £25MHT7IO(R—TX;
254 7I04F—2 X(ICD-10 code:E858,E859)MEmE N EInTHY ., LH M B HIE(ICD-10
code:CI0) DGR A MMTEINTLVELY,
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