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AIC Akaike’s Information Criterion

ALL Acute Lymphoblastic Leukemia

ASCT Autologous hematopoietic Stem Cell Transplant

ASMR Amelioration du Service Médical Rendu

B-ALL B-cell Acute Lymphoblastic Leukemia

CAD Canadian dollar

CADTH Canadian Agency for Drugs and Technologies in Health

CAR Chimeric Antigen Receptor

C2H Center for Outcomes Research and Economic Evaluation for Health
CI Confidence Interval

DLBCL Diffuse Large B-Cell Lymphoma

EQ-5D-5L |EuroQol 5 Dimension 5 Level

HAS Haute Autorité de Santé

HR Hazard Ratio

HSCT Hematopoietic Stem Cell Transplantation

ICER Incremental Cost-Effectiveness Ratio

IQWIG Instituts fur Qualitat und Wirtschaftlichkeit im Gesundheitswesen
MAIC Matched Adjusted Indirect Comparison

MSAC Medical Services Advisory Committee

NA Not Applicable

NICE National Institute for Health and Care Excellence

(ON) Overall survival

PD Progressive Disease

PAS Patient Access Schemes

PFS Progression Free Survival

QALY Quality-Adjusted Life Year

QOL Quality of Life

R-CHOP Rituximab with Cyclophosphamide, Doxorubicin, Vincristine, and Prednisone
R-DHAP Rituximab with Dexamethasone, Cisplatin, and Cytarabine




Rituximab with Etoposide, Prednisone, Vincristine, Cyclophosphamide, and

R-EPOCH Doxorubicin

R-GDP Rituximab with Gemcitabine, Dexamethasone, and Cisplatin
R-GEMOX |Rituximab with Gemcitabine and Oxaliplatin

R-ICE Rituximab with Ifosfamide, Carboplatin, and Etoposide

RCT Randomized Controlled Trial

RL Relapse

SCT Stem Cell Transplant

SMC Scottish Medicines Agency

SMR Service Médical Rendu
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x® 1-1 FEEICEHITS

FMGEMMAREET)D—RR (BEXR)

E4 e & SRl #E R
BERRSEEE DRI
L% NICE 52 /3EHERR /G DEHESE(BARIT: Cancer 32/ 3R 428 [G D EHESE (BRI Cancer Drugs
Drugs Fund)/Z®f ( ) Fund)/%d)ﬁﬂ ( )
- FHERT—5R: BRI ARSI 0 - FHER TR BRI ARSI 0
( ) ( )
SMC | - S/ i/ S HOSHE(RAMIT: )/Z0M - SR/ JEHERR [ DS HEE (B ARIT: Patient
( ) Access Schemes)/Z D1t ( )
TR HAS - SMR: Important - SMR: Important
- ASMR: I/II/III/IV)/V - ASMR: I/II/III/IV)/V
- SRS [BY](E7% ICER OE: )/EER/ | - hEMEEE: [BY|(E4 ICER Of: 294,381 €/QALY
REME over 10 years)/sHiidh/REHE
KAy IQWIG | - Major/Considerable/Minor/lUnquantifiable/No | - Major/Considerable/Minor/Unquantifiable/No
additional benefit additional benefit
HFE CADTH /I HER /G D E HESE (BRI On the - HERR/FEHERE /[ D E HESE(BHARIIC: reduction in

condition that there is a substantial reduction
in price)/Z D 1h( )

price)/Z M ( )
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- HESE/IEHERR /RO HESE (BRI risk sharing
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£ 1-3 FEIHI1T5E Fx 30 RETMHER O B

& 1-3-1 /1XYX(NICE)I=H15E Axt 2 RETMEHE RO

EE AFR
RIERFEEE N:Ob iy
% NICE
FHE#ER D URL7AEE | https://www.nice.org.uk/guidance/ta567 EfRICELC
ST R AT FHTULIILA—EIL EEIZRLC
BalitE SHOEHE EREICELC
EHHEHEDIBEES | Cancer Drugs Fund ESICRL
(X, EDFEMHDEEM
X RE B Adult patients with relapsed or refractory diffuse large B-cell EfRICELC
lymphoma (DLBCL) after two or more lines of systemic therapy
FERAE Treatment with tisagenlecleucel comprises a single-dose intravenous E&RICELC
infusion of tisagenlecleucel. It is intended for autologous use only and
the dosage for adults with diffuse large B-cell lymphoma is 0.6 to
6.0x108 CAR-positive viable T cells.
Ind I ugiicy Salvage chemotherapy excluding pixantrone E&RICELC
FEL Company’s base case: (ICER): £46,325 E&ICRC
MAERMRLDE | The committee: ranged between £42,991 and £55,403 per QALY

gained
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F£ 1-3-2 /XYX(SMC)IZEIT2ERAXRETMEER DM
E# NEDUFS
RIERFEEE N:Ob iy
- 1EsES SMC
FHE#ER D URL7AEE | https://www.scottishmedicines.org.uk/medicines- EEICRL
advice/tisagenlecleucel-kymriah-resubmission-smc2200/
ST > SR R Al FHToLIILaA—tIL E&ICEC
BalitE SHOTHE E&RICELC
EHFEHREDIZE | Patient Access Scheme EEICRILC
(. EDEHDFEM
X RE B Adult patients with relapsed or refractory diffuse large B-cell EfRICELC
lymphoma (DLBCL) after two or more lines of systemic therapy
FERAE Tisagenlecleucel is intended for autologous use only. Tisagenlecleucel E&RICEC
is to be administered via intravenous infusion.
The recommended single dose of tisagenlecleucel for DLBCL patients
is 0.6 to 6.0 x 108 chimeric antigen receptor (CAR)-positive viable T
cells (non-weight based).
Ind I ugiicy Salvage chemotherapy EfICELC
FEG Base-case results - with PAS EEEICRL
BABERMRILOE | Vs [R-]Gem-Ox ICER: £44,330

Vs [R-]GDP ICER: £44,151
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& 1-3-3 75V X(HAS)IZEIT5E A RETEFER O 54

E4 I5VA
RIERFEEE N:Ob iy
- 1EsES HAS
FHE#ER D URL7AEE | https://www.has-sante.fr/jcms/pprd_2982962/en/kymriah EiEICRLC
ST > SR R Al FHToLIILaA—tIL E&ICEC
FHE SR SMR: Important / ASMR: IV EiICRLC
EHAAZHEDIZE | NA ZEICRLC
(. EDEHDFEM
X RE B Adult patients with relapsed or refractory diffuse large B-cell EfRICELC
lymphoma (DLBCL) after two or more lines of systemic therapy
FERAE Treatment with tisagenlecleucel comprises a single-dose intravenous EEICEC
infusion of tisagenlecleucel. It is intended for autologous use only and
the dosage for adults with diffuse large B-cell lymphoma is 0.6 to
6.0x108 CAR-positive viable T cells.
Jad ol Salvage chemotherapy, Yescarta, palliative care, and alloSCT if patient | Salvage chemotherapies
eligible R-DHAP
R-ICE
R-GEMOX
FELG NA 294 381 €/QALY over 10 years
BAoERMRLEOE
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& 1-3-4 FA(Y(IQWIG)I=HI+5E FAx $h R M5 R O 5+

E# k1Y
RIERFEEE N:Ob iy
e % IQWIG
FHE#ER D URLAZE | https://www.igwig.de/en/projects-results/projects/health- EfICEL
economic/g18-10-tisagenlecleucel-diffuse-large-b-cell-lymphoma-
assessment-according-to-35a-para-1-sentence-11-social-code-book-
v.10620.html
ST R AT FHTULIILA—EIL EEIZRLC
BRlEEES Unquantifiable EREICELC
FHAESHEDIZES | NA E&ICRC
(X, EDFEMEDEEM
X RE B Adult patients with relapsed or refractory diffuse large B-cell ERICELC
lymphoma (DLBCL) after two or more lines of systemic therapy
FERAE Treatment with tisagenlecleucel comprises a single-dose intravenous E&RICEC
infusion of tisagenlecleucel. It is intended for autologous use only and
the dosage for adults with diffuse large B-cell lymphoma is 0.6 to
6.0x108 CAR-positive viable T cells.
Ind I ugiicy %L (¥ H:orphan designation) EEICELC
FER NA EEIZRIC
BAoERMRLEOE
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& 1-3-5 H 75 (CADTH)I=&E115E Axt%h R TR O

E4 HhFE
BLERFTRE DS
- 1EsES CADTH

FHEFER D URL 2 E

https://cadth.ca/sites/default/files/pdf/car-t/ct0001-0p0538-in-brief-
e.pdf

https://cadth.ca/sites/default/fil
es/pdf/car-t/op0538-
tisagenlecleucel-economic-
report-DLBCL-jan2019.pdf

ST R AT FHTULILA—EIL EEIZRLC
Balit =t FHOTHE EfICELC
FHFE#HEDIZE | On the condition that there is a reduction in price EREICELC
(X, EDFEMEDEEM
i R R B Adult patients with relapsed or refractory large B-cell lymphoma after | Z&IZRILC
two or more lines of systemic therapy including diffuse large B-cell
lymphoma 33 (DLBCL) not otherwise specified, high grade B-cell
lymphoma and DLBCL arising from follicular lymphoma
ERAE Tisagenlecleucel is recommended as a single, onetime treatment (0.6 | Z&EICEL
to 6.0 x 108 CAR-positive viable T cells).
Ind I ugiicy salvage chemotherapy EREICELC
FEL For r/r DLBCL, tisagenlecleucel, compared with palliative E&RICEC
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chemotherapy, was associated with an incremental cost per QALY of
CAD$211,870.

15



# 1-3-6 F—RFSUT7(MSAC)IZEITHERAX R MFER O A

E4 F—RL3)7
RIERFEESE DNEIDHT
-k MSAC

FHEFER D URL7ZGE | http://www.msac.gov.au/internet/msac/publishing.nsf/ | ZiEIZEILC

Content/1519.1-public
STt R B A FHToLIILaA—tIL ERICEC
FTEER Support ST EHELE
EHTEHEDIZSE | An initial progress review at Year 1 to assess Risk-sharing arrangement
X. ZDEBGDEFM | appropriateneness of patient eligibility criteria and Treatment must be delivered by a

patient numbers, with a full review of clinical
effectiveness, costeffectiveness and budget impact to
be conducted by the MSAC no later than 2 years post

the commencement of public subsidy

haematologist working in a multi-
disciplinary team specialising in the
provision of CAR-T cell therapy;

Treatment must be delivered in a tertiary
public hospital with appropriate credentials;
Governance and prescribing rules to ensure
treatment is directed to patients most likely
to benefit;

No payment for tisagenlecleucel for an

unsuccessful infusion;

No payment for tisagenlecleucel if a patient

16



is apheresed but does not receive the

infusion of engineered lymphocytes;

A limit to one successful CAR-T infusion per

lifetime;

Data on the use of tisagenlecleucel for B
cell lymphoma’s in Australia should be
recorded by the Australian Bone Marrow
Transplant Recipient Registry, with the cost
of data collection met by the applicant

An initial progress review at Year 1 to

assess appropriateneness of patient

eligibility criteria and patient numbers, with

a full review of clinical effectiveness,
costeffectiveness and budget impact to be
conducted by the MSAC no later than 2
years post the commencement of public
subsidy (note: Novartis will provide a

submission to initiate this review)

Tl R & B Adult patients with relapsed or refractory diffuse large | Z&ICRILC
B-cell lymphoma (DLBCL) after two or more lines of
systemic therapy
FERAE 0.6 to 6.0 x 108 CAR-positive viable T cells (non- E&ICEC

17
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LB %t R Salvage chemotherapy with the intention to proceed to | Salvage chemotherapy regimen
allo- or auto-SCT
FEL NA | /NE !
BAoERMRLEOE
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2.2.3 WRALERERR

& 2-2-3-1 PubMed [Zx L TRV =RER

®E BE | RRA
X REMH #1 "lymphoma, large b-cell, diffuse"[MeSH] OR "lymphoma,
primary cutaneous anaplastic large cell'[MeSH] OR DLBCL
OR “Diffuse large B-cell lymphoma” OR
((Lymphoma*[TIAB]) AND (diffuse[TIAB] OR "B-Cell"[TIAB]
OR "Large Cell"[TIAB] OR Anaplastic[tiab] OR Primary[TIAB]
OR "Aggressive NHL"[TIAB] OR "non-Hodgkin*"[TIAB]))
#2 Recurrence[TIAB] OR recurrent[TIAB] OR recurring[TIAB]
OR refractory[TIAB] OR relaps*[TIAB] OR "R/R"[TIAB] OR
fail*[TIAB]
#3 #1 AND #2
METHIY #4 "Clinical Trials as Topic"[Mesh] OR "Clinical Trial" [PT] OR

"Randomized Controlled Trials as Topic"[Mesh] OR
"Randomized Controlled Trial" [PT] OR "Cross-Over
Studies"[Mesh] OR "Prospective Studies"[Mesh] OR
random* OR “random allocation” OR randomized OR
randomised OR “double-blind” OR "“singleblind” OR “single
blind” OR “double blind” OR “clinical trial” “phase 1” OR
“phase 2” OR “phase 1/2” OR "phase 1/phase 2" OR “phase
3” OR “phase 4” OR “Clinical Study”[PT] OR “Clinical Trial,
Phase I”"[PT] OR “Clinical Trial, Phase II"[PT] OR "“Clinical
Trial, Phase III“[PT] OR "“Clinical Trial, Phase IV” [PT] OR
“Controlled Clinical Trial“[PT] OR “Multicenter Study”[PT] OR
placebo* OR “prospective study” OR singlearm OR “single
arm” OR open-label OR “open Ilabel” OR trial OR
“nonblinded” OR non-blinded OR non-randomized OR
nonrandomized OR non-randomised OR nonrandomised OR
parallel-group OR "parallel study" OR superiority OR non-
inferiority OR change OR evaluat* OR prospectiv¥ OR

retrospective* OR baseline OR cohort or consecutive* OR

24



compare* OR compara* OR "case series" OR "comparative

studies" OR "follow-up studies" OR registry OR observational

MEBLUR
FHEDORE

#5

#3 AND #4

#6

#5 AND 2019:2020[DP]
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& 2-2-3-2 EfhiE web (XL THLV=-RER

=

i

BRA

FOE ¥ b

#1

DU NE-UFAMKRHRRE B #ifatt/TH or UFAMKHAE B #
fatE) > /FE/AL or "Diffuse large B-cell lymphoma"/AL or
((")>78/AL or Lymphoma/AL) and (R F4%/AL or primary/AL
or &%t/AL or anaplastic/AL or EM/TH or KE/AL or
aggressive/AL or UFEAM/AL or diffuse/AL or B #ifa/TH or
B #HR2/AL or B-Cell/AL or "B cell"/AL or X#Afa/AL or "Large
Cell"/AL or 'J>/\[E-3E Hodgkin/TH or 3E7kPF> /AL or non-
Hodgkin/AL or "non Hodgkin"/AL)

#2

(B %/TH or B /AL or relapse/AL) or (&AM /AL or
refractory/AL) or kBt/AL

#3

#1 AND #2

#4

S5 Le LB ER/TH or "randomized controlled trial"/AL or
"randomized controlled trials"/AL or >4 LE|{F1+/TH or 5
V& L b/AL or #E{EA/AL or YARF—/N—HZE/TH or YARF
—/\—B&/AL "Cross-Over Studies"/AL or ZEE#i%/TH or
—EER/AL or —EEHRE/TH or BEE#/AL or JEE# /AL or
T54HR/TH or F5+/R/AL or EREREXER/TH or BRFREXER/AL or
"Clinical trials"/AL or "Clinical trial"/AL or H#xEtE&/AL or Lt
BiREt/AL or *TERERER /AL or LLERERZR/AL or xtHBEAZL/AL or
"BERMIE - EFWHE"/TH or "Clinical study"/AL or "Clinical
studies"/AL or "Comparative study"/AL or "Comparative
studies"/AL or "Comparative research"/AL or "comparison
study"/AL or "comparison research"/AL or £%8%/TH or
EZEHF/AL or "Observational study"/AL or "Observational
studies"/AL JES 4 Lie/AL or ak—k/AL or BEEFZE/TH or
J74+0—T7vITHHE/AL or IITRAZR/AL

MESLUB
FHEDORE

#5

#3 AND #4

#6

#5 AND (DT=2019:2020)
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2.4 BMEEREOHREI<BE Y HEHE

BINMEREOAEICETHIRERTREDHAL. 70 BmRFENERAIZONTYE 70 RULOKHICOVWTELRATHY . L EREAMI<x
HEMMEREERT %,

& 2-4-1 FHlixi %R 5% B OEMKEREICET 551E (70 EkiEDKE]

B EARSEEE NI
TR EMH 70 Eki®m®D DLBCL p.oTa] e = DA
TA FHEULIILA—1)L ERIZEC
H 198 HOBIL2B% +/- Wi HSCT ERIZAL
T oML Overall Survival EEEICRELC

B EmMMERESHY O NEMMERMELZLISAWNEIHYEEF | £EICRAL
B EREDEE
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O RCTOA27FYI R O BE—® RCT EiRICEC
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O FIRIZEOLERERMIE O RCT OfEIELE

—4

B EFAROLE O BRFET—42%4L
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PR ECARUIFIEN B EREN TN,
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THHIEEIZLETHS,
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B DRMEGST=T

O "imEOLRBRBERHE O RCT ORFHELLE
B EEAROLE O BREKMET—24L

B EARSEEE NI
TR EMH 70 &Ll E® DLBCL EiICRLC
TA FHEULIILA—1)L ERIZEC
HBstt R e U
TobAL Overall Survival EEICRELC

B EmMMERESHY O NEMMERMELZLISAWNEIIHYEEF | £EICRAL
B EREDEE
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O RCTDOAR7FYI R O BE—® RCT EiRICEC
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BINEEREOFE
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BRICBLWTARBENREEIN-EED>L. ARMEREHICZET
570 mutoBE G EBICROND, Ff-. £EFHRE
RISEAFHE ORI LOBRE(EFREBTFECE TS0

70 B LLE DESIITEH TRESN., A _2 4L
BRSNS SEMD, 70 B EQERIZET
ZBMEEBAEETHET 3 hi=>T. 2EAOT—4%
ALNBIEEBMARELTERET S,
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BEETIST IS TEY, ERHTRBINELIZHEED YU TIL
YAZXHBH TNEGY | FEEHIRE DIFIET T 5. Thp AR
BELLERICH 1T DB AR DO M N FRICLHRAELR
(2755, LLEKY JULIET RERD 70 ik LA £ DEHI D A%
L=$BRELEIEMMBERMEDOAEFIMT 5 LT MmO THEE
T$H%,2019 ] A ] BI=BESN-F 3 EE AR
EMABICH T C2H &Y, TR BESINTOENWS T EHZEE
BELFZEICE>TEMMEBERMEE RS CEAREICH-T-HEIC
. YR FRIOLAEER. COBZETHNIETFEHDOR YDA
W2 AEHDHERESR I HLEBRIAEDIAVIEFTL
%, JULIET HE& D2 {A%LFH & CORAL extention studies(3~
TOHEEMN 70 HLUT)ED MAIC 547 (0S)IZH T,
conditional HR ([} (95% cI: () <%~
SAREHOMELETEMME RN ERESN TSI EN G,
ABEEFITOVTHAE BIL &R BRI L TBMME
xRS HLFI8LT=,

Conditional HR ® R#EFEMEIL. OS ANV M DRE
—R)EHNEREELTDHIOTHY. 1 FYMEY/IELY,
HR @ 95%ERRED LRIF 1 ZF -V THLT . K
P ooi2EICARUMMIFIIN B EARESNTINS, S
DCEEBRT HE WERFTEEDEMMIE AT
THHIEEHLTHS,
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3.2.2 ARV ELSTFRL/ISA—44E (3.2.1 LS DED)
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3.3 I EGR(FBRICEASEENKZVR)ISOVTOHFS A S
3.3.1 XHREITHIBERADFHER [70 ZEXRFEDOERADH]

& 3-3-1-1 HERFEREBICIIBEEOZXRLHS

HERTEEDRHLEHREEFICHTD

toay R—=U% RIBITES (HIVIIRERES)
5.1.4 176 5
(FREEF D]

R FEDZEE(DLBCL D H)

ERPFTOSMBBRER L, 70 ZREOsxREAT | %. 70 ZULOSHHE
£HC] BEEELI(Section 5.2), ChSIEAHAFERT LD tisagenlecleucel M
BT RIEENLBEOTHEHRTHS, —RICERAXMDESTICENT,. BT
—BRICEFNIBEBERKRTIEHMN DB ERELTHLLNS, £ 70 BULEDSHT
HRERI=DOLTIE, 2019 £ ] A | BFED C2H LDBEDF T, C2H LU B
FEIE 70 BTHIEDAAUEBTHY . BIELVRTFHLRETHDIENZ D,

Fio B TEELIERRKREICH T 5210 2—RybAEGEAICOULNTIE 5.1.5 2388)Ic&
b&. tisagenlecleucel &3¢ CAR-T FEZEDUMAERIIERHEEBICL>TREELDS-
O DABTRT —FORZET SLEDEREBREZZDFELMHBERELTRWSI LK
B THEWEROND BEIFTIAFHIELT. BB EREERELIZHEED ICER %54
#HrL1=(Section 5.1.2),

srurasesEL-E6 I >
—45&Y, 70 ®AKHO DLBCL BE QT FEHEHEH LT, MnEz ] ZeLi581t
base-case EDFERICKEZLEVLALEM oI, LH. 70 MU EIZEWWTIEH. AEAAEL
RESNDT=D. O F VA AIIFICEELTEST . C2H MhoaAV A Ho1= 70 &bl
TLEARADTDRTHLEDN CTHo-IEM DR ERICET S FUA S IEERLTLVE
LY,

[(RAERNGERSTORE]
HADMIE AR EERDOFHFIE [ BT 57 BET 5, 50 RATHELNSH
ERFTREORESVLENERZAL,
BLERFTFREISTHREALL T, BRFARICHAANOGN-EHOFHEIRERANTS
MERELTLDD, BRAEBRICHAANON-EEDOREEARBRKICE T5FF7LIIL
A—tLBREEAE-HLTOENI DV TIIRENH S, So T BELRBERHFRIZEN
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TLETMER - BERDEERT —2A—REFFAL, UFIRT FIET 70 #% B0 DLBCL
BEDSL, ARBHEERHLEBEETOEMERHLE, FHFULILI— L OR5
genHBER. BALLTERBBEREOBETHY. AT, LT MER-BERS
BIERT A RIEY RSN BEERA . YA N ERCHTHEHEBLLTE
Vil THE. TonEd. Remrgscsyrtsns: [T
I () 7 — - E SCEHER e —BLTHY . BRERICH S
LY LEBRE LU RBL TS,

F 3-3-1-2 BARFHOEERR

SERTERE N E X
BAgA i B 57

(LETMER-FERBZERRT IR —RICEDHFAESLUHER]

2018 &£ 10 AM 2019 &£ 9 ADHEAMIZH T4 DLBCL IZEAE T 5155% 4 (International
Classification of Diseases-10 3—FK: C833)h7'%% 70 R FENDEEFERNRELT-. HRE
FIZEWT. BERBHEEEOL T MEELE L R T LAO—F(EMHBMABIE & HBE] 8
RHE]: 150266410, EMmErHEHME[ REMEFHARRE][ BRBHE]: 150266310)H 5
ALTLVS A% DLBCL BEICAVWTHMRBEARRSNI-ALEELI-, CDAICEEESN
TWAERER(S BRA)DSERMDHEEZIT oIz, FHER L. BEEROBEEICFERIEZ#
(TEDhE. BEHTHRI ZETEEL, T PREICEVTEEREL,

HERELT, AREEZL 380 BTHO(TKR). FHERSIUHRIEFTENEN 56.8 &%
HBEU57.0 FTHo1=,

& FhfERNEER

F PSR n %

0~39 %" 24 6.3%
40~44 &% 15 3.9%
45~49 &% 28 7.4%
50~54 % 56 14.7%
55~59 % 67 17.6%
60~64 % 114 30.0%
65~69 &% 76 20.0%
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3.3.2 A FRMBER(PFS LU 0S)D4MERZ [70 BRFBEDEREDHA)

& 3-3-2-1 ERFEREICIIBEEOZXLHS

SERTEEORHL-HEEFICHITD
o ay R—=U% IR ITES (HIVIIRRES)
4.2.1.2 101-103 Figure 27, 28
(FREEF D]
A FHIRDHEET(OS)

The OS associated with tisagenlecleucel infusion was based on the data from
the JULIET trial among patients <70 years (data cut-off: ||| [ - 1t was
defined as starting from the time of infusion per JULIET trial protocol. The OS
for patients in the tisagenlecleucel arm but not infused was the same as that
of the salvage chemotherapy. The OS associated with salvage chemotherapy
was derived from the published Kaplan-Meier (KM) curves in the CORAL
extension studies, and was defined from the time of last relapse.[11], [12]
CORAL is considered to be more appropriate for this age-specific population
group since all patients are less than 70 years old. Pseudo-patient level data
were then derived based on the KM data using the algorithm outlined in Guyot
et al. 2012.[35] The number of event information was incorporated into the
reconstruction of individual patient data (IPD).

For both tisagenlecleucel infused patients and salvage chemotherapy, the
observed OS were used during the trial period until year 3. Afterwards, those
who remained alive were assumed long-term survivors of DLBCL. Maurer et al.,
2014 identified “patients with DLBCL who achieve event-free status at 24
months (EFS24) have a subsequent overall survival equivalent to that of the
age- and sex-matched general population”, based on prospective patient data.
The assumption of 3 years as a cure point is considered more conservative.[42]
The long-term DLBCL survival was modelled using the 2018 Japan life table,
with a mortality adjustment using the standardized mortality ratio (SMR) of
DLBCL longterm survivors published in literature.[38], [42] The same mortality

risk was applied to all patients who remained alive from year 3 onwards in the

model. This assumption reduced some of the long-term uncertainties arising
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from data extrapolation beyond the maximum reported follow-up. A targeted
literature review was conducted to identify publications to inform long-term
survival for the study target population (registry or SMR studies). Maurer et
al., 2014 was identified as the most relevant input source and used to inform
the mortality of long-term DLBCL survivors.[42]

The predicted OS curves for tisagenlecleucel and salvage chemotherapy in the
base-case analysis are reported in Figure 27.

AR D HEET(PFS)

The PFS of tisagenlecleucel infused patients was based on the data from the
JULIET trial (data cut-off: || i) among patients <70 years. To be
consistent with the approach used for the OS estimation, observed data were
used during the trial period until year 3. After year 3, the cumulative survival
probabilities of PFS were assumed to flatten up until they reached OS. PFS was
assumed to be less than or equal to OS at all time points. The PFS for patients
in the tisagenlecleucel arm but not infused was the same as that of the salvage
chemotherapy.

PFS data for salvage chemotherapy were not available in the literature. In the
absence of data, the PFS curve was derived from the OS curve assuming a
constant cumulative HR over time, i.e., the cumulative hazard function for PFS
would be proportional to cumulative hazard function for OS. The ratio was
based on the (R)-ICE and (R)-DHAP arms from Gisselbrecht et al. 2010.[43]
To estimate an overall cumulative HR between OS and PFS, the ratio was first
estimated as the natural log of OS probability divided by the natural log of PFS
probability at yearly intervals until the end of the observed period. The overall
cumulative HR between OS and PFS was then calculated as the average of
cumulative HRs at all yearly intervals. This assumption is justifiable on the basis
that PFS is highly correlated with 0S.[44] The predicted PFS curves for

tisagenlecleucel and salvage chemotherapy in the base-case analysis are

reported in Figure 28.

[(RAERNGERSTORE]
BERFTFRBEORBLEAICEINE, FHT ULV A—RILBE IV RABEENE
NITEWNT, cure point EEFESNT= 3 FRBRDFETRLLTIRELRTLZANT, OSH
HENMELTLD, LAL. CHIFFIKDEITL- PD/RL BEIZE T HBBERTHBZBESIN TS
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59 AF LRI BRIESTSNTEY. OS BB DB GIMEAELEE RGN CDKIGHEET
[CkBIMEEITOIER. 70 BMRBOEFICENTIE. FHHULIILA—EIVIZKBEEET
>f= 3 %12 PD/RL DREIZH - BEEFADFHRMH, LT 10 FLUELLGHSTLVS,

Fi-. —EHIFE®R O PFS BEHHY. OS BB ERET HRETIE. ANV RELGVEDEL
TH—EH(y=C; C [XEH)IZ/HMHESNTLDH, BEEAFRB IV TEMBEEFICELS
REFEDANUIDRESTBHIETTHY . CDLS57% PFS BHROIMEREZILBE T, 23
%3 OS [CRMENBIIBHLEARNU N ELELIZIHZE X, PFS THARURELTRYRHON S
RETH5.

CORIOVT, BighEEENORBLBRFE~0EE(sH 2 £ A 8hH<
F.TEEETILTEK. FHLULILA—ELEENS 3 ERBESATREHEE(long-
term surviva)&EREL. FRLBED OS [2DULVT Maurer et al. 2014 ® SMR ALY
FAMEEIT O TS IESN TS, AP HELTEF IS UL YL A—CLICE>TRPLER
DNEMEINDEWSRITDONTIE, FETELSH., LHOLETNIEN(3 FBHLURIC)BHOETHE
OBV ENZESTERSNZEDTHY. cure point E&hd 3 £BLIED PFS ghigzid
—ERICHET DL, 3 FHICHBEREIC OS HRDIMERZZYVEZHILZIEHL
FTBHEDTIEALY,

&oT.0S BHIZOVWTIE, AT v—BhigME I, /= cure point &&hiz 3 &£
B(36 H17ILB)KYED 37 Y4V ILEL L, WERFTRBICLYIETTSNIZ/\FAN) v
HERWTHMET S, LHL. DLBCL TIEEFRMERRE T MRS/ ATAN) I BEEZEF
ALTULAL, 22T, &Y/ SEBRk M A %K (ALL) TRV TL =, weighted AIC &3h 3
AIC [CEDEENTAN)vIBABEEADITLTHE LB ENMNETHILT. HFITFIHT Y
LINLA—EILBOREEREZBEICERELEVESHEE1To1-,

f=12L  INSAR) w7 OS BRICKY G SNDS 1 HAUILEORTEDLN, HERTEED
RAWAZ#EE T b L YINSED T EFEEICIFELE LGN, Ko T, /354N wH7% OS B%k
ZRVWTHER SN 1 YA VILEIDFRTR(L) I=TRERTH(L)IELGIRR t ITEWT. A
WSHREEERFTEE IRV SN /TAN) OB NS, BERFTEZEDRAVIZE
EFRTLICEDCRRTEICYYEZ T, 0S BEHEMNMET HLDET S, F1- 37 Y1UILBICH
WT.36 HA4VILEDEZ/NATAN) BB DOEN LESFIHFEICIE, TERISKSICHESET
36 A4 VIILE DEZEHFFL. FESI=H AL L/IRTAN) B ONEERRIRT S,

F1=. PFS BT OWTIE, BREBICKDIFETLUNEEZE T 512,37 Y4 ULB LR
HRERFTEEOAVRELCRCLHEAVT METEHIEET D, =1L, OS E#& PFS B
BMNREL-ZEIE. PFS B O#ET A EZ AT OS B#bMET 5.
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3.3.3 FHHFULILA—FILDBENE /T A—EDT—2Y—RAB LV EERHREhE (PFS
BV OS)DsEAE [70 BLLEDOERDHA )

& 3-3-3-1 }ERFTREFICLIBEEDZXLEHS

HERTEEDRHLE-HREEF LTS

o ay R—=U% RIBITES (HIVIIRERES)
4.2.1.3 103-105 Figure 29, 30
(HREZFDEL]
AR ERDIHEET(OS)

The OS associated with tisagenlecleucel infusion was based on the data from
the JULIET trial among patients >70 years (data cut-off: ||| ) -(29] 1t
was defined as starting from the time of infusion per JULIET trial protocol. The
OS for patients in the tisagenlecleucel arm but not infused was the same as
that of the salvage chemotherapy. The OS associated with salvage
chemotherapy was derived from the published Kaplan-Meier (KM) curves for
patients without subsequent SCT in the CORAL extension studies, and was
defined from the time of last relapse.[11], [12] Pseudo-patient level data were
then derived based on the KM data using the algorithm outlined in Guyot et al.
2012.[35] The number of event information was incorporated into the
reconstruction of individual patient data (IPD). For both tisagenlecleucel
infused patients and salvage chemotherapy, the - observed OS were used
during the trial period until year 3. Afterwards, those who remained alive were
assumed long-term survivors of DLBCL. Maurer et al., 2014 identified “patients
with DLBCL who achieve event-free status at 24 months (EFS24) have a
subsequent overall survival equivalent to that of the age- and sex-matched
general population”, based on prospective patient data. The assumption of 3
years as a cure point is considered more conservative. The longterm DLBCL
survival was modelled using the 2018 Japan life table, with a mortality
adjustment using the standardized mortality ratio (SMR) of DLBCL longterm
survivors published in literature.[38], [42] The same mortality risk was applied

to all patients who remained alive from year 3 onwards in the model. This

assumption reduced some of the long-term uncertainties arising from data
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extrapolation beyond the maximum reported follow-up. A targeted literature
review was conducted to identify publications to inform long-term survival for
the study target population (registry or SMR studies). Maurer et al., 2014 was
identified as the most relevant input source and used to inform the mortality
of long-term DLBCL survivors.[42] The predicted OS curves for tisagenlecleucel

and salvage chemotherapy in the base-case analysis are reported in Figure 29.

A FEERDHEEH(PFS)

The PFS of tisagenlecleucel infused patients was based on the data from the
JULIET trial (data cut-off: July 1, 2019) among patients =70 years.[29] To be
consistent with the approach used for the OS estimation, observed data were
used during the trial period until year 3. After year 3, the cumulative survival
probabilities of PFS were assumed to flatten up until they reached OS. PFS was
- assumed to be less than or equal to OS at all time points. The PFS for
patients in the tisagenlecleucel arm but not infused was the same as that of
the salvage chemotherapy. PFS data for salvage chemotherapy were not
available in the literature.[11], [12] In the absence of data, the PFS curve was
derived from the OS curve assuming a constant cumulative HR over time, i.e.,
the cumulative hazard function for PFS would be proportional to cumulative
hazard function for OS. The ratio was based on the (R)-ICE and (R)-DHAP arms
from Gisselbrecht et al. 2010.[43] To estimate an overall cumulative HR
between OS and PFS, the ratio was first estimated as the natural log of OS
probability divided by the natural log of PFS probability at yearly intervals until
the end of the observed period. The overall cumulative HR between OS and
PFS was then calculated as the average of cumulative HRs at all yearly
intervals. This assumption is justifiable on the basis that PFS is highly

correlated with OS.[44] The predicted PFS curves for tisagenlecleucel and

salvage chemotherapy in the base-case analysis are reported in Figure 30.

[RAHEESTONE]

SLERGTFREE. 70 RULOEEESTI SICH=>T. JULIET HERICHITSH 70 mUL
NEET—5EMAT. 0S BXU PFS BBE#EIL TS, L LAAS, JULIET SHERISHIF
570 g to&REHIH - <. 2% |l <H-1-.

ZTOHRE. 70 RLULOEANSEONT= 0S 1 3 FHATJoros. 70 BREBOEIC
#5112 OS(%0) s £v2£RI=5115 OS (o) Lt &L <4, ook EXEHEL
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TW%, FPFS 220 TH 70 U LD EETIE. 3 £ AT L. 70 BxEo LRI
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2TLV%,

LAL. BB THAFEF YT ULILA— I DOPRNEEELEXFTIIET VAN
BRORY  EFIBABO TRESN-EHICE T HREDTEEZITPT VT —2ZANSIE
(&, BTG &2 T 70 RULDOEHZESHT SICH=>TH EMHIARMEDIRE LR
RIS, 2EHOBBRNREREUNTVIDEHLBLT. 2RKEADT—HERAVNTHERRT
BTENFYENTH S,

F-. TLTHEMMAREOFMEE/TOMRICIE. TJULIET RERICEVLWTAREANEESN
EEDSL, ARFEAICEKLTD 70 UL oBEG | EFICROING, £ 2%
FHFCEEBEFIRORT LOFERE(EFHERMFRICS T2 U || fiT
H5. (PHE)ULELY, JULIET FABRD 70 WA LDEGIDAHZEHELI=#EREL LITEME
BFRMOAZEHIT HEFIBOTRETHDIELTEY . BERAMIRDHEEICEVLTOHA.
D70 KULDEFITRELI=T —FERNSIEE—EHRERITLS,

L= oT.E9 3FB(36 HM4VILB)ETD OS BB LY PFS B DOLNTIE, FHF
HNREFATHERFTEENAV TV MEE, EEEOY LT X(70 mkis, | 70 %
st [hTEASHL. HELEEERALS,

CHLRRIE, 3.3.2 IHERBRDFIET, OS B#E LU PFS BRZENMES D, LHL. 37 A
2IVE BRI DWTIX JULIET HERICH (T 52 EHFERITE DI OS MANTAN) VB HAS, &
ERFGEENMRELLEN - T—RCEFEATULEL, T00H ., RERFTEE(ICL>TRES
Nt 70 mARFBHOEAMN S TESN - (weighted AIC)EELY 70 U LD KM GHTE
Shi-Bi#i(weighted AIC)ZhZEhzE. FREADY VTS A XTEHDFTTHIEITKY,
SMEIZALS OS B%ZH#ET 9 5, Tz OS 8D 37 (VLB LIRICHMES B,
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RIERTEE YNk
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3.3.4 PFS 0 QOL {i

& 3-3-4-1 }ERFTEREFICLIBEEDXLEHS

BERFTFREDRHELE-BEEFICEITS

o ay R—=U% FRIBITES (HIVIIRERES)
4.2.2.2 107 Table 4.2.2.2
(HREZSFDEL]

Health states utility

Because JULIET data did not collect EQ-5D data directly, a targeted literature
review was conducted to identify publications that report quality-of-life
measures for the target population. The utility inputs used in the base-case
were obtained from Chen et al. 2017, where micro-simulation models were
developed to study the cost-effectiveness of precision treatment strategies for
DLBCL patients.[33]

These inputs were also used in the most recent CEA model of CAR-T therapies
for the adult lymphoma population developed by the Institute for Clinical and
Economic Review. In the DSA, an alternative set of utility values were
considered based on SF-36 data collected from the JULIET data. A mapping

algorithm was used to convert the SF-36 data to derive the utility measures.

[(RAERNGESTORE]

B ARSTEE (L. QOL fEEL T, PFS MIKAETIX 0.83 AL T S, LL. 20 PFS O
[& Shiroiwa et al.[1]TREN TS 70 B ED EQ-5D-5L DEIRIZH{E(HH: 0.866;
ZiE: 0.828)EFIFRENETHY. 70 BMUBEIZH 175 QOL EMBEIHIH TN TV AHEM
H&Hb,

COTEND, BAMIZHNTIE, DLBCL BEERRELT CAR-T EEDEAMRESHTEE
HELT= Lin JK et al.[2]TAWLb Tz, LYRREZRBL TS QOL fE. $7%hH5 PFS DIREE
LT0.70 % 70 RLUBEHNSALD, LA 2T, 70 ERBOERITDNTIE, 70 BITH 0B
R(BRE#E 57 MELIBA 156 Y4B UKEAS PFS @ QOL fE% 0.70 £L. 70
mULOEHISOWTREABERL | ROrH. 0 Y 17ILB OB ANDS PFS @ QOL fE%
0.70 &35,
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#* 3-3-4-2 PFS (25175 QOL {E

HERTESE DRI HT
70 mERBOEH 0.83 (£ HAM) 0.83 (70 mkiHmETD I HTHAR)
0.70 (70 mELARE D 5 4 £ARH)
70 B L DER 0.83 (25 #TH#ifM) 0.70 (£5#r #if)
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3.4 3.3 YN RENDEBELGRICHITIES A S
3.4.1 ER/NTG 2D (HIIR—UEREEZDEMELEIZDOINT)

& 3-4-1-1 ERFTREFICLIBEEDZLHS

HERTEEDRHLEHREEFICHTD

toay R—=U% RIBITES (HIVIIRERES)
4.2.3 108 22
(FREEF D]

B-ALL & DLBCL OMEEIZDOWVT.RAIELT 2019 £ 10 ABAOZERMN AR,
EMBEECEDIE BALTAKICKIYS IR REM RV LLE S BRMIICANSEREH
FtL1=,

[RANGESTORNE]
SERTERENATICAVTOS—HDERR, P THLHEABRMTHLIFILA—DEF
BEZIERT DERF|OMEN. MEBICEHSNTNSH2019 £ 10 ARKROZHERBMNS
k., BMEE  L-HLTWVEDof=,

MPRUSRRERBERICBTIERAADRIFMOIMAARS42 F 2 hRITIETES
FAREGRYSEHFHRRDZEBMRBRCRMEEFEERT D, FISFHEXREMH L
(FEEE RIS DN TITR T R DMEZRALVEITRIEESE, [ERBSN TS
&, EEESHBRERMIC OV THFTDOESM (2020 £ 4 AR R)[3]EERALTEIHEERT 5. 3%
LIHERIILUTORY THS. GH. T VAU (BO)BLUTLEF=V 2 (Q)IZDNT
FEIALTLSEBEITEY(ARILIHADER)THAHEDH. 3.4.2 BHIZEWTEDEIE
DABETY .

& 3-4-1-2 BENDETHDHER LI

WERFEENSI ALELRDND N )
-3 EM(EER) | EM(EER)
Has
TRRUR RFLRE 100 mg 5 mL 4,172.0 @ 3,680.0 M
ARRT7IR SESARTAR 1 g 2,997.0 [ 2,865.0 M
HILRTSF IRSTSFUESTK 450 mg 45 24,464.0 [ 21,155 M
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mL

J)YEH RiERE 500 mg 50

DVE S o) 157,855.0 F 148,996 M
mL
FLIRE Y miEEE®R 19/25 mL
TLIREY ey 97 8,495.0H 7,180 H
IHE
FEYALJU(EO) | FTHROVESK 6.6 mg 2 mL 314.0 [ NA
SRTSFY ’/Zjﬁ?“/ﬁ\if&]ﬁ%&;’& 50 mg 12 7,099.0 M 3,874.0 H
749 —] 100mL
AFLILR=VOY AFNILE=IALANTBIRT I 1,769.0 [ 1,732.0 [
Na;* 100 mgAFP 1 g
DETEY DASEVRERER 1 g [T/\) 5,156.0 H 4,715.0 M
THRYGAZT Y THROVES® 6.6 mg 2 mL 314.0 1 299.0H
2OATARTFER FESAIUREFYY 500 mg 1,254.0 M 1,277.0
FEVILEDUIERIEIEST R 50 mg
FEVILED Y M2k] 25 mL 4,351.0 3,957.0H
IeE
EVOVAFY AraEVESA 1 mg 2,638.0H 2,521.0H
JLR=vVOrvansBEIXTIL Na
TRV #0O) E54H 20 mg TF) 167.0 M NA

e
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3.4.2 EANGA— 2D (Y IWR—IEZ2EEDMEDEBEICDOLT)

& 3-4-2-1 }ERFTREFICLIBEEDOZLHS

BERFTFREDRHELE-BEEFICEITS

o ay R—=U% FRIBITES (HIVIIRERES)
4.2.3.2 127-132 Table 28
(HREZSFDEL]

Salvage chemotherapy cost

Because there is no consensus on a standard regimen for salvage
chemotherapy in r/r DLBCL and CORAL extension studies did not report
specific regimens, the treatment cost of salvage chemotherapy was estimated
as the average of five different chemotherapy regimens suggested by key
opinion leaders in Japan, including (R)-ICE, (R)-GDP, (R)-ESHAP, (R)-DHAP,
and (R)-EPOCH. In the basecase, it was assumed that all patients received
the treatments in combination with rituximab. Drug acquisition costs were
calculated as a function of unit drug costs, dosing, administration cost, and
treatment duration. The treatment cost and administration cost of salvage
chemotherapy were obtained from the official gazette released by MHLW. For
(R)-ICE dosing schedules and cycles were from Kewalramani 2004.[55] For
(R)-GDP dosing schedules and cycles were from Crump 2004.[56] For (R)-
ESHAP dosing schedule was from Martin 2008, and dosing cycles were from
National Guideline Alliance 2016.[22], [57] For (R)-DHAP dosing schedules
and cycles were from Oki 2008.[58] For (R)-EPOCH dosing schedule and

cycles were from Jermann 2004.[59]

[(RAKGESITORE]

(R)-GDP BUAICE W TEAT 5T FY A4V V ., (R)-EPOCH BAISHLNTHAT 5 ILE
ZVVIRELITROTHAHD, IHFIDMESSRSNTEY . &FHFR (2020 £ 4 A) [3]0
ROFDOMETHELET RENHD, F. SNITHEV—BREEMYHNEET 516, 70
mrmogAcihzEEz . 70 i rogBcrzmEz | cL-tec—8
REEEHEL. WL T - BLERMBERH L . LT HERCOVTIE. CThofZO#l
DEME LV —ABBREMHZERANT. BAHERRT S
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& 3-4-2-2 BEMNDEGEREEM

HERFEEEMNSI AL
EH 4 kel T -]
EBDNh3ERA
TERH AR FTHAROVESHR LFTvIREE
314.0 1 172.1 A/&E
(#0O) 6.6 mg 2 mL 4 mg
JLRz=vorangg
AV =AY AV JLrzZvoyE
IXTI)L NaE5tH 167.0 H 9.8 /&
(20) X 5 mg
20 mg TF &
=& 3-4-2-3 70 R BOEHICH TR EEROEFDO— AL EH U
FEH#—RH- | —ABRSE(HEREE | —HQEH
R HLRE S B(RE
YomE (x J cL<Et®) %
TERHART LFTyoREE
4 mg/&E 40 mg 40/4 = 10
(#0) 4 mg
LRV JLRzZvorsE 60 x =
7 7 5 mg/&E - - 120/5 = 24
% 3-4-2-4 70 LI L OEHIZHTREEROEFDO—ADEH R
FEE—EH- | —ABRSEMGEREE | —HYEH
EHIZ, HOLRAZ RERER
YoRE & [ sL<EH) K~
TEXHARIY LTI REE
4 mg/#E 40 mg 40/4 = 10
(#0o) 4 mg
TLEZYL Jrrz=vno 60 X =
7 7 5 mg/#E - - 110/5 = 22
(#0o) & 5 mg = 110 mg
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3.4.3 PFS 0) state cost [ZDULZ\T(T /L)

& 3-4-3-1 }ERFTREFICLIBEEDXL RS

BERFTFREDRHELE-BEEFICEITS

o3y R—I% FIRITES(HOIVIEIRERES)
It Trace ¥—k NA

[FREEZF D]

NA

|@=R7N: SPAd=E, 0 T b

PFS ICHITHAMERELT. 1 £B.2 £8.3-5 £H. 6 FHLUBRTENETNELSEN
BEINTLD, LLEDS, BERFTEELVRESN-IIEILIFAILTIE. 3 FBIZH
WT 2 FEQOAMERANSBINTNS, LA 2T FHF UL A—RILEIZDONTIE,
1,036 M. LLEXEREICDOUNTIX 383 %=, ARMEZERELTAHWS,
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4. SR
4.1 BOHORKER

- RiEL=24

ERMRST (BRrERMRLEEHT D)
O BRAS/MEST GHRERFLELTEREZLET D)

4.1.1 BOWICBTIR—R7rT—AOBAIER. BOUR. BrERMRL

(a) 70 @REDES

IERGEEEBIMIZEITEIR—Rr—ADHEREZINTFNAR 4-1-1-1. F 4-1-1-2 [
TY . BOWOEER. FUHSULIILA—EILDYILAR— b8 E+/-FEFE HSCT 12T 5
ICER (% 8,084,464 M/QALY T#H~>1-,

£ 4-1-1-1 BERTEEFICRDIDMICBITAIR—RTr—RAD I HER

ICER(M
MR (QALY) | AR (QALY) | EA (M) | #BHYEA (M)
/QALY)
AT R 5.70 3.23 37,362,788 | 17,649,143 | 5,459,234
E B R 7 2.46 19,713,646
% 4-1-1-2 BHFICETER—RT —AOMHTHER
ICER(FM
SME (QALY) | BHAME (QALY) | #A (B) | #a#m (M)
/QALY)
ST R 4.16 2.60 33,423,970 | 20,991,305 | 8,084,464
P R 1.56 | ___— | 12,432,665

(b) 70 L. L D&M

RERFTEEBLEEDNIZBITAIR—RT—ADFEREFEFNEFNER 4-1-1-3. K 4-1-1-4 I
T BOWOER. FHS5ULIILA—EILDOYILR—JeEEICT 5 ICER (X

12,538,653 F/QALY T&H>7=,
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& 4-1-1-3 BERTEEFICRDIDWICBITIR—RTr—RAD I HER

ICER(F]
R (QALY) | AR (QALY) | EA (M) | BAEA (M)
/QALY)
iR S e 3.64 2.47 21,450,349 | 12,934,205 | 5,231,584
PL B TR 1.16 | __— | 8,516,144
% 4-1-1-4 BHHISEFER—R7—ADHHHR
ICER(F]
MR (QALY) | AR (QALY) | ER (M) BoER (M)
/QALY)
TR B 2.16 1.24 24,112,176 | 15,548,531 | 12,538,653
FLE R R A 0.92 8,563,645 ]

4.1.2 BHHICERBRLTODGDS, BEERICBSBRAMRLICEEE5Z55EH

[ICER ZKE<THAMNDLN]

a) FHTULILA—LILOMBEGEHRM: FYTULILI—wILOMREGEHMITEE
BFETEEDELT. ADMEREL TS, LWL, FHHULYIILI—EIL DR EFGH
RICDOWTIE, FARERFELEIGVOENSERICEDEEDHMICH-URI BT S
DM ET—ZIEOTUTHR—FEN TGV RICFH T UL I A—EIL ORI ETE
HEDS6DETH LB TRBLTINKILIZEDIGA. BABERAMRLIRADEIVELEE
LT BEDERESND,

b) FHTULIILA—tEILOBHRE: LEOBALERTLIN. BEDOAITITELTIEFY
FoLINLA—EILDOBESIEZFEESIN TGN, L. FHSULILI—EILOHER
PNEERGETIC. BRELGELHYBRIBEE EIERANRLIBREDELYLELT
2LDEREINS,
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4.2 BRESH

(a) 70 @REDES

BERFTEENERL-—TREIMFICEVTICER [TRIFTEENKEVEREZF DI,
—RESNERREL=, TP FUA2HEL T, PFS O QOL{EZRFIAF#E (57 )55 0.70
ELEZR DR IERMLIz, (2, OS BB O #ETFFIZ, &t PD/RL O FREEBMICIRE
THLDEEBHITHEETHLDZRNS B ENENEREL. ICER OEEZEFEL=. T
DIER. PMOTHEEMEZHESIELDELT. PFS O QOL E%F 10% &< L1=5H&(IZ ICER AY 750
AA/QALY ZTFEY., TSN TIE LEo1=,
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£ 4-2-1 —TRESFTOHER

INSA—A INTA—B D EFH REDIRHL ICER M #zE(F/QALY)
TR LR TRE LR
70 FmRE: 70 mRE:
0.747 0.913 i ) _
AERFTEENEREL-—TRESTOER
PFS (Z$1+5 QOL fiE 70 UL E: 70 UL LE: ) ) 7,336,913 9,001,632
DT, ICER [ZRIFTHEAKREL=H
0.63 0.77
(-10%) (+10%)
0.351 0.429 BOHIZHEL PD/RL O Life years AAZEEIL
PD/RL [Z&1+% QOL fiE 8,052,054 8,117,135
(-10%) (+10%) f=1=8%
o 897,490 1,495,816 | BAMICTHEWYILA—JILEEEDENEE
YILAR—T 2R E D 8,024,502 8,144,426
(-25%) (+25%) Lt=t=8
. SRS EENEREL-—TEESTOER
] E 0% 4% . ) 6,021,582 10,344,761
DHT,ICER IZRIFTHENAKEV=H




& 4-2-2 L FV)F 54 PFS O QOL {EZBRR4EE (57 &) 55 0.70 LLf-&/A

" . ICER(H
MR (QALY) | EHHE (QALY) ZAH (M) BHER (M)
/QALY)
ST ot &R AT 3.79 2.36 33,423,970 | 20,991,305 | 8,880,499
Eb B >t BB i 1.42 12,432,665

& 4-2-3 A S mMEDO 0OS BEBOHETIC Exponential ZALV=i54& (PD/RL
DFEERLEBRMICHEELIHES)

N . ICER(H
MR (QALY) | BAME (QALY) ZRH (M) BHER (M)
/QALY)
SRt R B 4.08 2.76 32,140,264 | 23,598,799 | 8,555,809
L st BR B A 1.32 8,541,465

& 4-2-4 JFVEHIH: FHSOLIILIA—RIILEDH OS B O #EH < Exponential %
RAW=3EE (PD/RL OFHREFRLEBRMNICHEELES)

. . ICER(H
MR (QALY) | B3R (QALY) ZR (M) BHER (M)
/QALY)
STt R AT 4.15 2.59 33,252,035 | 20,819,370 | 8,051,277
Lt BR $ i 1.56 12,432,665

& 4-2-5 LF)A5H: MO OS BBDO#FZ Gompertz #fAL-iH& (PD/RL @

FPRERLEBVICRELIES)

" . ICER(H
MR (QALY) | EHHE (QALY) ZAR (M) BHER (M)
/QALY)
ST ot &R AT 4.42 2.66 37,594,880 | 22,077,347 | 8,287,742
Eb Bt BB A 1.75 15,517,533




& 4-2-6 VFUF S FHFULILIA—EILEDH OS B D #EHZ Gompertz 2/
LVM=iEE (PD/RLDF#EFRVEBNICRELIES)

ICER(F
HE (QALY) | #EHHE (QALY) ZR (M) #BrER ()
/QALY)
S fff ot S B i 4.36 2.80 36,713,489 | 24,280,824 | 8,670,069
Ll B i 1.56 12,432,665

(b) 70 L.t D&M

BERFTEENERL-—TREIFICEVTICER [TRIFTEENKEVEREZF DI,
—TRESNEEBL = T2 FIVADHELT, OS BEHDHEEEIZ, &1 PD/RL O F&ZE
EBIRET HLDEEBHICRET DDAV ENENERL, ICER DEEHZE
FHELT=. TDFHER. PHOTHERMEZHESIBLDOELTICER 2¥ 1,125 FAZTESLO(F4EH

>f=,
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& 4-2-7 —TRESTOHER

NFA—=4 INTGA—RDEE R E DIRHL ICER D #i[E (F/QALY)
TRR LR TR LR
0.63 0.77 WERFTEENEEL-—TRBRESTOE
PFS [Z#1+% QOL & ' ' EDH T, ICER IZRIFTEHEMNKEL: 11,336,812 14,025,531
(-10%) (+10%)
&
0.351 0.429 BH#TICHEL PD/RL O Life years V%
PD/RL [Z#1+5 QOL {& 12,456,644 12,621,749
(-10%) (+10%) L8
oo 895,309 1,492,181 | BAMICHEVWHILAR—DILREEDENE
PILAR—T L2 FE Dl 12,450,980 12,626,326
(-25%) (+25%) L0
WERFGEENEREL-—TRESTOE
B 0% 4% EDH T, ICER [CRIFTEHEMNKEL: 10,321,473 14,858,393
9)




& 4-2-8 UFHUF o mBED OS BEBOHE - Exponential ZALV-#H& (PD/RL
DFHERLEBRWICRELIZIEES)

ICER(F
R (QALY) | LR (QALY) ZRH (M) BAER (M)
/QALY)
SRt 5 B 2.02 1.36 21,875,005 | 17,561,781 | 12,866,493
Pe B FR 0.66 4,313,224 -

& 4-2-9 JFVEHIH: FHSILIILIA—RILEDH OS B O #ETH < Exponential %
AW E& (PD/RL OFRERLEBRNICHEELZES)

ICER(M
PR (QALY) | BHHRE (QALY) | #MA (M) BoER (M)
/QALY)
SIS B e 2.16 1.23 24,000,216 | 15,436,571 | 12,518,404
BB BR A 0.92 8,563,645 - —

% 4-2-10 JHIVASH: FHLULIILI—EIILED OS B¥MO#ETHZ Gompertz £
L ILR—=U{LEEEDHEET I Spline with four knot ZfL\i=184& (PD/RLDF
BEBRLEBNICHEELEESR)

ICER(F
R (QALY) | AR (QALY) #H (M) BaER (M)
/QALY)
ST S 2.28 1.30 26,079,232 | 16,528,684 | 12,706,111
LB B LA 0.98 9,550,548 ]

& 4-2-11 PFUFHH: FHFULILA—RILEDH OS ¥ D#FHZ Gompertz &
RAW=3EE (PD/RL OFREFRLEBRMNICHEELIES)

ICER(M
R (QALY) | #EHHTE (QALY) ERH (M) #oER (M)
/QALY)
Sl R 2.25 1.33 25,585,780 | 17,022,135 | 12,784,609
L Bt B A 0.92 8,563,645 ]




4.3 SRR OMBER

(a) 70 @REDES

BREXITHAMED CD19 BHEOUVFAMRHMEE B M)/ \BEE

&

ST REM A
M55, 70 BRBHDEH
b B3t BE $3iT HIIR—=T bk +/-EFE HSCT
ICER ME#1E O BE0&HE RENVELSE
O ZERAEFEHDLERSFF O 500 AT (750 BELUT)
N 500 FM# (750 FAE)HND 750 FELT (1125 FALT)
ICER OFFB 9 BHeE
o ) O 750 FM#E (1125 FMAE)HD 1000 FELT (1500 ML
AERIENEEZ IR

T)
O 1000 ZM#E (1500 HA#R)
O MERARF(HEWLIEY). M OERAMNEL

FD&SZHMTLI-E
==

HEASH DR, ICER X 8,084,464 F/QALY THAHEMNTESN
TWb, —TREAMTOBEREZZERELTL. BELTRBKOERERL
TW=ZEMD, YA RERIZHFS ICER (X 750 FHEMND
1,125 GAUTORMEICET A HEENREE,
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(b) 70 EL . L DEH

BREXITHAMED CD19 BHEOUVFAMRHEE B M)/ \BEE

ST RER A
D56, 70 BULEDER
b B3t BE $3iT HIILR—DLEEE
ICER ME#1E O BE0&HE RENVELSE
O ZERAEFEHDLERSFF O 500 AT (750 BELUT)
_ O 500 FM# (750 FE#ER)AMD 750 FALT (1125 FALLT)
ICER OFFBd 5HER
o ) 750 A2 (1125 FM#E)AD 1000 FALT (1500 FELL
ARtEWNEEZBRX

&

T)
0O 1000 FM# (1500 FA#E)
O $RHLRAF(HBLEHY). h2EALEL

FD&SZHMTLI-E
==

EAXDIOFER.ICER (& 12,538,653 F/QALY THEHCEMTRE
NTWS, —RESTOBRFELZERELTL. BELTRKOERZ TR
LT =Cemn, SR REMIZET4 ICER (X 1,125 FHEM
21,500 FHLUTORMIZET A REEAREEL
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4.4 MEARE
4.4.1 ALL L DLBCL OB EES

ALL & DLBCL MBEFIAICONT, BERFEEEIE—VHOT ARG EEN 216 &I
#3% ALL 2 ] 5/ (°)- oLBCL »* ] 5 (%) EL < B, BEREEE . F
7oL A—)LORFTRAEIALELLENELZERIC, REER TOEETE A MEAA
BRI T —2ZAVTHE LI EZHBALTLS, 2T LEORERTEFXREDR
RI—EDR LN H DML, DLBCL 0B EEIELLC A3l Lit@ths.

4.4.2 DLBCL [THIT5BEEE

SHRFEEICIE, BREXGEAED CD19 BN DLBCL BHD3%. 70 RAHOER
E.70 BULOKEANHY ., ENENDMEEABEDEHERHT ILENH D BIERTE
#. [ ~ >~ C. CAR-T &%
DEEERHTIEMEE(S BIL)DAEERELTNS, ChiTkdL. BESNDEET
Bld, FWMABLLEEFDL, 70 HAHE 70 mul LoAxtEE . 2hen oo oo
Thotz RMAH TR U LOHERFTEENRET 5T —F—EORLHENHDLHIE
L.DLBCL DEAHREERNEHH S LLT. JJoo. o RV 2 LiTEY THS,

66



5. $ZX#

[1] Shiroiwa T, Fukuda T, Ikeda S, Igarashi A, Noto S, Saito S, Shimozuma K.
Japanese population norms for preference-based measures: EQ-5D-3L, EQ-
5D-5L, and SF-6D. Qual Life Res. 2016 Mar;25(3):707-19.

[2] Lin JK, Muffly LS, Spinner MA, Barnes JI, Owens DK, Goldhaber-Fiebert 1D.
Cost Effectiveness of Chimeric Antigen Receptor T-Cell Therapy in Multiply
Relapsed or Refractory Adult Large B-Cell Lymphoma. J Clin Oncol. 2019 Aug
20;37(24):2105-109.

[3] BEFE4E, "EEELENBERBVANRUVERERRICEATHERICOVT(FM2 £ 8
A 26 H ] F ).” [Online] Available:
https://www.mhlw.go.jp/topics/2020/04/tp20200401-01.html. [Accessed:
2020 Sep 30].

67



	略語表
	0. 分析枠組み
	1. 諸外国の医療技術評価機関における評価結果
	【第1章における製造販売業者の提出資料に対するレビュー結果】
	2. システマティックレビュー
	2.1 公的分析が設定したクリニカルクエスチョン
	2.2 システマティックレビューの研究デザイン
	2.2.1 臨床研究の組み入れ基準や除外基準
	2.2.2 使用したデータベース
	2.2.3 使用した検索式
	2.2.4 その他

	2.3 検索結果

	【第2章における製造販売業者の提出資料に対するレビュー結果】
	2.4 追加的有用性の有無に関する評価

	3. 費用対効果の再分析
	3.1レビュー結果による再分析の必要な箇所の有無
	3.2 実施が必要な再分析の概要
	3.2.1 再検討が必要な分析手法やパラメータなど (主要な[結果への影響が大きい]もの)
	3.2.2 再検討が必要な分析手法やパラメータなど (3.2.1 以外のもの)

	3.3 主要な点(結果に与える影響が大きい点)についての再分析方針
	3.3.1 対象とする患者集団の平均年齢 【70歳未満の集団のみ】
	【具体的な再分析の内容】
	3.3.2 生存時間曲線(PFSおよびOS)の外挿方法　【70歳未満の集団のみ】
	【具体的な再分析の内容】
	3.3.3 チサゲンレクルユーセルの有効性パラメータのデータソースおよび生存時間曲線(PFSおよびOS)の外挿方法 【70歳以上の集団のみ】
	【具体的な再分析の内容】
	3.3.4 PFSのQOL値
	【具体的な再分析の内容】

	3.4 3.3以外に検討が必要な点における再分析方針
	3.4.1費用パラメータの詳細(サルベージ化学療法の薬価基準について)
	【具体的な再分析の内容】
	3.4.2費用パラメータの詳細(サルベージ化学療法の価格の参照先について)
	【具体的な再分析の内容】
	3.4.3 PFSのstate costについて(エクセル)
	【具体的な再分析の内容】


	4. 分析結果
	4.1 再分析の結果
	4.1.1 再分析におけるベースケースの増分費用、増分効果、増分費用効果比
	4.1.2 再分析には反映していないが、定性的に増分費用効果比に影響を与えうる要因
	4.2 感度分析
	4.3 分析結果の解釈
	4.4 価格調整率
	4.4.1 ALLとDLBCLの患者割合
	4.4.2 DLBCLにおける患者割合

	5. 参考文献



