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ALL Acute Lymphoblastic Leukemia

alloHSCT |Allogeneic Hematopoietic Stem Cell Transplantation
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

CHRIs Child Health Ratings Inventory

CI Confidence interval

CR Complete Remission

EFS Event-Free Survival

DLBCL Diffuse Large B-Cell Lymphoma

EQ-5D EuroQol 5 Dimension

EQ-5D-3L |EuroQol 5 Dimension 3 Level

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

HAS Haute Autorité de Santé

HR Hazard Ratio

HRQL Health-Related Quality of Life

HUI2 Health Utilities Index Mark II

HSCT Hematopoietic Stem Cell Transplantation

ICER Incremental Cost-Effectiveness Ratio

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

MRD Minimal Residual Disease

MSAC Medical Services Advisory Committee

NA Not Applicable

NICE National Institute for Health and Care Excellence
(O Overall survival

PD Progressive Disease




PAS Patient Access Schemes

PROMIS Patient-Reported Outcomes Measurement Information System
QALY Quality-Adjusted Life Year

QOL Quality of Life

RCT Randomized Controlled Trial

SCT Stem Cell Transplant

SF-36 36-Item Short Form Survey

SMC Scottish Medicines Agency

SMR Service Médical Rendu

TTO

Time Trade-Off
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® 1-1 TEECETLFMENNFRAEEL)O—ER (EXMR

( )

E % - 1EsES Balit £
SLERTEE DHIDHT
L% NICE 32/ 3R 428 [E D EHESE (B RRIIZ: Cancer - HESR/IEHESR/ G DS HEE(BHRMIIZ: Cancer Drugs
Drugs Fund)/Z®f ( ) Fund)/Z Dt ( )
 BEHERT—5R: BRI 1F ARSI D - EMERT—5R: BREA1F ARSI D
( ) ( )
SMC | - #E3%/3k %/ [E DS H (B ARIIC: Patient - HESR/JRHER /G DS HEE(BIRMIZ: Patient
Access Schemes)/Z D1t ( ) Access Schemes)/Z®Dh( )
TR HAS - SMR: Important - SMR: Important
- ASMR: I/II/I1I/1V/V - ASMR: I/II/MI/1V/V
- PhEMETE: HY(E4 ICER DOfE: )/EHEA/ | - RhEREETE: HY(F% ICER DIE: )/EHE R/ R
REM £
KAy IQWIG | - Major/Considerable/Minor/lUnquantifiable/No | - Major/Considerable/Minor/Unquantifiable/No
additional benefit additional benefit
nr4 CADTH |- #3/3#®/Ea O SHE(SKMIZ:  )/Z0H | - #E/EEE/Ea > B (E1kMIZ: reduction in
( ) price)/%@ﬁi’.( )
A—RRSUF | MSAC | - [HESE)/ IR/ S DEHE (BRI )/ Z D 32 /IR MR/ DE (B IABIZ: risk share

arrangement)/%@ﬂﬂ( )
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& 1-3-1 A1X¥YX(NICE)I=H15E Axt 2 RETMEHE RO

infusion of tisagenlecleucel.

It is intended for autologous use only and at the following dosage:
For patients <50 kg: 0.2 to 5.0x10°% CAR-positive viable T cells
per kg body weight
For patients >50 kg: 0.1 to 2.5x108 CAR-positive viable T cells

(non-weight based)

EE AFYR
BERFGEEE N:Ob iy
4 NICE
FElFER D URLZZE | https://www.nice.org.uk/guidance/ta554/chapter/1-Recommendations | Z&ICRIL
EaliPoE £330y FHTULYILaA—8)L ERRICRL
BaliES S OEHER ERIZELC
EHHEHEREDIBES | Cancer Drugs Fund ESEICRL
(X, EDFEMHDFEM
EXiPop £ Pediatric and young adult patients up to 25 years of age with B-cell EEICEC
acute lymphoblastic leukemia (ALL) that is refractory, in relapse post-
transplant or in second or later relapse
FERAE Treatment with tisagenlecleucel comprises a single-dose intravenous E&ICELC

10



B %t HR Blinatumomab and salvage chemotherapy are both appropriate E&ICEC
comparators and blinatumomab is the main comparator.
FELG Company's probabilistic base-case ICER was £20,046 per QALY EiIZRLC
BAOBERMRLDIE | gained. The committee concluded the most plausible ICERs for

tisagenlecleucel compared with blinatumomab when taking into
account all the patient access scheme discounts were over £30,000

per QALY gained.
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& 1-3-2 /1 F¥YRX(SMC)I=H 135 Ax hRETM#ER O

E4 ME P
BLUERFEEE N:Ob iy
- 1EsES SMC
FElFER D URL7ZE | https://www.scottishmedicines.org.uk/medicines- EEICRL
advice/tisagenlecleucel-kymriah-fullsubmission-smc2129
ERiPSE 35200 FHTULIILaA—I ERICEC
BalitE FHOTHE E&RICEC
EHFEHREDIZE | Patient Access Scheme EEICRLC
(X, ZDEHEDOFEM
EXfiPop £ pediatric and young adult patients up to 25 years of age with B-cell EzEICEC
acute lymphoblastic leukemia (ALL) that is refractory, in relapse post-
transplant or in second or later relapse
FERAE Tisagenlecleucel is intended for autologous use only. Tisagenlecleucel is | Z&IZREL
to be administered via intravenous infusion.
A single dose of tisagenlecleucel contains:
for patients 50kg and below: 0.2 to 5 x 10° CAR [chimeric antigen
receptor] positive viable T cells/kg body weight
for patients above 50kg: 0.1 to 2.5 x 108 CAR-positive viable T cells
(non-weight based)
Jid 3o fiic Salvage chemotherapy, blinatumomab or palliative therapies E&RICEC

12
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BOBERMRLOIE

ICER versus salvage chemotherapy (with PAS for tisagenlecleucel)
Base case: £25,238

FHHSULYIILA—EIILETYFYET
T D PAS |2k A& KU A M
FEALEIMERITEELEHIENH

13



& 1-3-3 75X (HAS)IZEIT5E Ax M RETEFER O 54

E4 TIVR
BLUERFEEE N:Ob iy
- 1EsES HAS
FElFER D URLZE | https://www.has-sante.fr/jcms/c_2891689/en/kymriah- EEICRL
tisagenlecleucel-anti-cd19-car-t
EAlipoE $5300) FHIFULYILA—8IL E&ICELC
STilfE R SEE#EER SMR: Important / ASMR: III ERICELC
EHMAZHEDZE | NA ZEIZRLC
(X, ZDEHEDOFEM
FFl X RE B pediatric and young adult patients up to 25 years of age with B-cell E&ICEC
acute lymphoblastic leukaemia (ALL) that is refractory, in relapse post-
transplant or in second or later relapse
FERAE Tisagenlecleucel is intended for autologous use only. Tisagenlecleucel is | Z&ICREL
to be administered via intravenous infusion.
A single dose of tisagenlecleucel contains:
for patients 50kg and below: 0.2 to 5 x 10% CAR [chimeric antigen
receptor] positive viable T cells/kg body weight.
for patients above 50kg: 0.1 to 2.5 x 108 CAR positive viable T cells
(non-weight based).
Jad ol salvage chemotherapy, blinatumomab, inotuzumab, and palliative care Salvage chemotherapy,

14



Clofarabine, blinatumomab
FELG NA TR %E 10 EEICRELZBDT
BAERMRLEDE

(X, 70775E LB BRI EL

T.€ 189,822 / QALY
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& 1-3-4 FA(Y(IQWIG)I=HI+5E FAx $h R M5 R O 5+

to be administered via intravenous infusion.

A single dose of tisagenlecleucel contains:
for patients 50kg and below: 0.2 to 5 x 10° CAR [chimeric antigen
receptor] positive viable T cells/kg body weight.
for patients above 50kg: 0.1 to 2.5 x 108 CAR positive viable T cells

E4 k1
BLUERFEEE N:Ob iy
W4 IQWIG
FElFER D URL7ZE | https://www.iqwig.de/en/projects28results/projects/health- EfEICEL
economic/gl18-11-tisagenlecleucel-b-cell-acute-
lymphoblasticleukaemia-assessment-according-to-35a-para-1-
sentence-11-social-code-book-v.10617.html
EalipoE £330y FHIrULIILA—EIL EEIZRIC
BRlEEES Unquantifiable EEICELC
FHAZHEDZES | NA E&EICERIL
(X, EDFEMHDEEM
FFl X RE B pediatric and young adult patients up to 25 years of age with B-cell E&ICEC
acute lymphoblastic leukaemia (ALL) that is refractory, in relapse post-
transplant or in second or later relapse
FERAE Tisagenlecleucel is intended for autologous use only. Tisagenlecleucel is | Z&ICRHEL

16



(non-weight based)

5 d ol %L (32 M orphan designation) EIZEC
FEL NA EZEIZELC
EBOERMRLEDOME

17



& 1-3-5 H 75 (CADTH)I=&11 58 Axt%h R MR O

E4 hrE
BLUERFEEE N:Ob iy
HES % CADTH
FEl#ER D URLZZE | https://www.cadth.ca/tisagenlecleucel-kymriah-pediatric-acute- EfREICEL
lymphoblastic-leukemia-and-diffuse-large-b-cell-lymphoma
https://cadth.ca/sites/default/files/pdf/car-t/ct0001-0p0538-in-brief-
e.pdf
EalipoE £330y FHIrULIILA—EIL EEIZRIC
BalitE FHOTHE E&RICEC
FHFE#HEDIZE | On the condition that there is a reduction in price EEICELC
(X, EDFEMHDEEM
FFl X RE B Pediatric and young adult patients three to 25 years old with B-cell ERICELC
acute lymphoblastic leukemia who are refractory, have relapsed after
allogeneic stem cell transplant (SCT), or are otherwise ineligible for
allogeneic SCT, or have experienced a second or later relapse
FERAE The recommended dose is 0.2-5.0 x 10% CAR-positive viable T cells/kg E&ICELC
body weight for patients 50 kg and below and 0.1-2.5 x 108 CAR-
positive viable T cells for patients above 50 kg as a single one-time
treatment.
Jid 3o fiic salvage chemotherapy EREICELC

18
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BOBERMRLOIE

For r/r ALL, tisagenlecleucel, compared with end-of-life chemotherapy,
was associated with an incremental cost per quality-adjusted life-year
(QALY — a measure of the quantity and quality of life for a patient, as

well as value for money for medical interventions) of CAD$53,269.

E&IZELC
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% 1-3-6 A—AFSUT7(MSAC)IZEHI1+5E Fxt %R FE 4 R D5+
E4 F—R3)7
BLERTEE BHIS T
HES % MSAC

FEl#ER D URL7ZE | http://www.msac.gov.au/internet/msac/publishing.nsf/ | Z&IZRILC

Content/1519-public
Tl R £ AT FHTULIILA—tIL EREIZELC
FHmRER i EHfTERRE
EHMEHREDES | NA Risk share arrangement
&, TDEEGEDOFHM A pay only on successful infusion*

arrangement;

Treatment to be limited to a single dose of
tisagenlecleucel, as there is no evidence
currently available informing the
effectiveness or safety of multiple doses;
and

A full review of clinical effectiveness, cost-

effectiveness and budget impact will be

conducted by the MSAC no later than 2 years

post the commencement of public subsidy

(note: Novartis will provide a submission to

20



initiate this review).
* Successful infusion: patient is infused with
Kymriah with a clinically acceptable cell dose
which is consistent with the expected cell dose

specified prior to apheresis

FifE >t R B pediatric and young adult patients up to 25 years of EEICELC
age with B-cell precursor acute lymphoblastic
leukaemia (ALL) that is refractory, in relapse
posttransplant, or in second or later relapse
FERAE For patients 50 kg and below: 0.2 to 5.0 x 10° EREICELC
CAR-positive viable T cells/kg body weight.
For patients above 50 kg: 0.1 to 2.5 x 108 CAR-
positive viable T cells (non-weight based).
Ind I ugiicy comparator: blinatumomab with the intention to EEICELC
proceed to allo-SCT (Main), salvage hemotherapy
with the intention to proceed to allo-SCT (Supportive)
FEL NA E|3/NE
BYERMRLEOE

21
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PubMed
-EfES web

2.2.3 FALE®REK

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

HE BE | BRERR BRH
xR & | #1 "Precursor Cell Lymphoblastic Leukemia- | 53,392
Lymphoma"[MeSH] OR  "acute lymphocytic
leukemia" OR "acute lymphocytic leukaemia” OR
"acute lymphoblastic leukemia® OR "acute
lymphoblastic leukaemia” OR ((lymphocyt*[TIAB]
OR lymphoblast*[TIAB] OR Ilymphat*[TIAB] OR
lymphoid*[TIAB]) AND  (leukemi*[TIAB] OR
leukaemi*[TIAB]) AND acute[TIAB])

#2 relapsed OR relapses OR relapsing OR refractory OR | 1,914,491
chemorefractory OR drugresistant OR ‘"drug
resistant" OR failed OR failure OR "transplant
ineligible" OR "stem cell transplant ineligible" OR
“SCT ineligible"
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#3

#1 AND #2

14,171

#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 label” 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 compare* OR
compara* OR "case series" OR "comparative
studies" OR "follow-up studies" OR registry OR
observational OR nonrandomized OR

nonrandomized

12,157,852

ek
[ONF - 3=3
HE D

fRE

#5

#3 AND #4

8,523

#6

#5 AND 2019:2020[DP]

877
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& 2-2-3-2 EfhiE web (XL THLV=-RER

IHHE

BE

FERE

R &

#1

BInfE-1) >/ \fE-RIEEHRE) > /S BRME/TH or 2/
Hinfw/AL or FIBEHMAEY) L/ \FERMERMAE/AL or 21U
/N F BR M B I fF /AL or "Acute lymphoblastic
leukemia"/AL or ((1J>/3/AL or Lymphoma/AL) and (H
mf5/TH or BHM%H/AL or Leukemia) and (&1/AL or
acute/AL))

18,611

#2

(B%/TH or B%/AL or relapse/AL) or (#:&1%E/AL or
refractory/AL) or {EZEin4E/AL or EWEHIE/TH or
XM E/AL or KBEU/AL or FBHERELE/AL or ((FHlifaFE
¥ /TH or % # R % # /AL or '"stem cell
transplantation"/AL) and (F@##/AL or A&i/AL or
ineligible/AL))

396,841

#3

#1 AND #2

2,872

#4

SU4 L L& & E/TH or "randomized controlled
trial"/AL or "randomized controlled trials"/AL or S>4
LEIfHF/TH or 24 LfE/AL or E&4EA/AL or YARA—
IN—HFZR/TH or YA RA—/N—5E /AL "Cross-Over
Studies"/ALor ZEEHMiE/THor ZEG#KR/ALor —EF
#ik/TH or BEE#/AL or EERR/AL or TS5t /THor 7
S+t AR/AL or BRERFER/TH or E&EREER/AL or "Clinical
trials"/AL or "Clinical trial"/AL or HL#REER/AL or LbER
E1/AL or XtHRERER/AL or LLEIRAZR/AL or XEBHIZ/AL
or "EGRERMIE - EFEME"/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 EZM#E/TH or BRME
/AL or "Observational study"/AL or "Observational
studies"/AL or FES 4 L{E/AL or a7k—K/AL or BEER
R/TH or 740—7vyT#HE/AL or HifTHIFR/AL

523,560

#5

#3 AND #4

351
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LIRS R ENEMLIY RTIT4vILE 1— DR RIS AREFZ, —H T, Xk
FEEH 2019 £ AETTHL . BAERICRELEemmLHREE 2019 £ A
BETORRYIMTEBL TS,

BMALBRERICOVNTIE, BAAERICRELTERT 2LER>GLV0H., AMHH TR
2019 Ao m#FEFR(2020 £ 9 A 26 H)ZRFRHMEL-RREZERLT -,

O HWERFTEBEDEMLI-VATITAVILELI—EDEEFHER)ICDVT,
DDA RELIZDRATITAVILEL—DFER, BIMMIZ 1 HOXEARREN[1].
BREFESNEXER 2-3-1 277,

& 2-3-1 EmShi=XX@DY Rk

EopE Blinatumomab in pediatric patients with relapsed/refractory
acute lymphoblastic leukemia: results of the RIALTO trial, an
expanded access study

EEA Locatelli F et al.

EEEW Blood Cancer J. 2020;10(7):77

HERZERLI5A | 19 5% (7 »E)

SHBR D & BRHA R 2014-July 19, 2019

MEREH Enrolled patients were aged >28 days to <18 years, with

CD19-positive BCP-ALL in second or later relapse, any relapse

after allogeneic hematopoietic stem cell transplantation
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(alloHSCT), or refractory to other treatments

FaRRNEHE Patients with active acute (grade 2-4) or chronic graft-versus-
host disease (GvHD) requiring systemic

treatment, or active central nervous system or testicular
involvement

NAFEDFHHH Blinatumomab (5-15 pg/m2 per day) was administered as a

6-week induction cycle, comprising continuous infusion for 4
weeks, followed by a 2-week treatment-free period.
LBt B 0D B A NA

REBTHI Single-arm study
giRiLiE Open-label
FEF@EIER Incidence of treatment-emergent and treatment-related

adverse events

F 2B R#IFFEMHIE | Morphologic CR (<5% blasts) and MRD response (<10—4

=] leukemic blasts by flow cytometry) in the first two cycles,
relapse-free survival, OS, alloHSCT rate after blinatumomab
treatment, and 100-day mortality after alloHSCT

et FiE Statistical reporting of this study is descriptive.

@ HERFTEEDEMLI-VATITAVILEA—DZLEIZDONT,

JUFVEIT DERRFAER(RIALTO trial)hMRFESNA, BEIRFTER ORESIRE LI
TH5 2020 F 7 BICHRSNHHX THoTz, ZD1=H . BERFTEENEHELIZATIY
TAvILE 12— 3R L THD,
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2.4 BMEEREOHRREI<BEY HEHE

& 2-4-1 FfixR & B OBINKH FAEIZEY I SHETE

SLERGTRE N
HREH 15 mRi&ED B-ALL ERIZRC
A FHTULYIILA—EIL ERIZELC
HLELH R JUHYERT +/- FHHSCT ERIZAL
TINAL Overall Survival EZIZAEL

B EMMERESY O NREMMERELZLIHAIWNETHY | ZFEICELC
EMEERAEORE

EIFHIETTEGRLN

O RCTMAZF7FYLR O E—a RCT ———

HErDRMEGST=T
—5

O BIMZEOLEREREHZE O RCT ORELER
B EBEHROLE O BRKHRET 4L

BINEEREOFE
ZHIET L=

Pooled trial data(B2101]. ELIANA/B2202.
ENSIGN/B2205)® 15 m ik & Gore 2018 M 15
BRBHEREORMELLE(0S)IZHLVT, conditional HR (&
B e5% Cl: () cH-of. CoTEnD, KB
malE LB BT T L TEMME AEE T 5L L
T=o

Conditional HR ® S #EfEIE. OS /XU M DAE—R)%
HeEELT 2D THY., 1 KUHLEYNELHR O
I5%IEERMD LRIF 1 #F-LTHLT . HreizEn
ARVMIFHRNHHEREINTIND, CDEEEET D
& EERFGEEOEMM\AREICH T HHEERATSH
Do




& 2-4-2 FHfixR & B OBINKH AEIZBY I e

HIBT DIRBEZ ST
—5

O #IAEOLBBERMAZE O RCT OREELLE
B EEABROLE O BREKHET—24L

HERSEES NEIHHT
FOE-bi 15 ELIE 25 BkiED B-ALL ERICRLC
A FHHFULYIILA—tIL E&EICEL

JYF+YEYT +/- FFEHSCT EEIZRC
PR R o

A/ YXIT +/- [EF& HSCT
TrokhL Overall Survival Z&EICEL
. B EMNMMEREHY O NMEMMERMEGZLIHDWNEHY | £ERIZFELC
B EREDEE

EITHIBFTEALY

O RCTOA47FYLR O H—@ RCT EZRIZEL

BB RO H &
=3 L= A

TVFVERTEHLERMEIZLI=5E. Pooled trial
data(B2101]. ELIANA/B2202. ENSIGN/B220)® 15
ML EEME Gore 2018 D2 AKFED MAIC 547 (0S)
(=& T, conditional HR 13 [ (95%C!: [l
) cHor-.

A /Y XITE LB ABIZLI=I5 A Pooled trial
data(B2101]. ELIANA/B2202. ENSIGN/B2205)®M 15

A/IXITHBIWETVFYETTELBEBELIHE . L
FTINDIHETH Conditional HR M 95%SEX D ERRIE
1 #FDTOED FEREO LR TEH oeiEn 1~
VMHIRIHRNHHERSNTIVS HR D RHEEEEL TH,
0S 1% Ml BECIH T HIEN TR TS
Y. 1 BLERFTEE DEMMAREICHT HHIETIEZ L TH
2o
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Ll &ML Bhojwani 2019 O &RERED MAIC 247
(0S)I=&L T, conditional HR (% [ (95%CI: [l
B ) <ot COTEND | RELRIFHL B BB AT XL
TEMHARAGEZE T HEHIELT-,
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3. BERAMMROBS

3.1 LEa2—#®RICEHBLSTOLELEROF R

O %%kl — KETET
HY — LAFIC#<




3.2 READEGEISTOME

3.2.1 BREASDELGAMFEONGA—EGE (EELG[HERADODZENKEN]LOD)

a) HEFEREMR(EFS £&U OS)DsNES %
b) EFS.PD 0 QOL f&I=DL\T

3.2.2 BREPMBELGAMFEEONTA—2LE (3.2.1 S DOED)

a) BR/\SA—S20OFFM (RN AR - EMBELEICDOT)
b) QOL fEmEE#A(Age-related utility [ZDLVT)

c) TUFrYEITE#ICHIT5 EFS DH#EET

d) QOL fEMEE#(Treatment disutility IZDULVT)

e) QOL fEmEE#M(Subsequent HSCT disutility [ZDLVT)
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3.3 FELR(BRICEASIEENKREVR) OV TOESH A
3.3.1 M THEAL/\F5A—42(EFS, 0S DO#&FHZDL\T)

& 3-3-1-1 HERFEREBICIIBEEOZXRLHS

HERTEEDRHLEHREEFICHTD

toay R—=U% RIBITES (HIVIIRERES)
4.2.1.1 96 3
(FREEFDECH]

The assumption of 5 years as a cure point is considered more conservative.
The long-term ALL survival was modelled using the 2018 Japan life table, with
a mortality adjustment using the SMR of 5-year ALL survivors published in the
literature (Table 13).[30],[38] The same mortality risk was applied to all
treatments. This assumption reduced some of the long-term uncertainties
arising from the extrapolation of data beyond the maximum reported follow-
up. The estimated SMR-adjusted survival rate was applied to all patients who
remain alive from year 5 onwards in the model. A targeted literature review
was conducted to identify publications to inform long-term survival for the
study target population (registry or SMR studies). MacArthur et al., 2007 was
identified as the most relevant input source and used to inform the mortality

of 5-year ALL survivors.

[(RFARGESTOAR]

RERFEEBEDRELEZAWICENE. FHTULIILA—EILE, TVFYEIT+/-FiE
HSCT (LU, FUFVYEITBE)BLUVA/VYARRT AIHIAL 0 +/-FFE HSCT BE(LUTF.
AIIRIT FIARALVEB)FNTNICENT, —EHMEBRORTRELTEERTETLE
RAWLWT. OS(24£F)BE#EMEL TS, LAL. ChIEFEIROHETL: PD BEIZHITHEEE
RENBEINTEST . £FHENBEIHS SN TEY., OS BB OBV GHEAELETER
B HIZIE 15 BLLE 25 MU TOEETIE 3 FHRATTLTAEZICBRELTLWSAD
EHRGIEEEE 10 FLUEEGSTULVS,

Fi-. —EHAMRD EFS B . PD BBERETHRETIE ARV RELLVEDEL
TH—EHK(y=C; C [TEH)IT/MESN TSN, EFS BEFICHBVTHMMBERESFICKEIRTE
DARVIDRET BT THY. ZD K54 EFS B D /MES EITBEYI TEAEL, #6%F4 0S
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[CRBENDEIBIHRTEARNVIDBFEELIZIGE (X, EFS TEARULELTRYBEHONERETH
%,

&oT.0S BB OVWTIE, AT 2/ v—BIgMN &R UINS 5 FH LR, HERTESEIC
KUHEET SN T=/TAN) vV BEZE AW THMET %, EFS BERICDOLTIE, BRERICKDET
LNEZEETH-0.5 FRUREGHRERTXREOAVFRELRTLEEZAVT. MET S
LT B, =120, OS B%hE EFS AR ELI-IZE (X, EFS BB DR AiEF AT OS B
HEsELT=,

COARITOVT, BighEEEN>REBLB2FE~0BE(SHEE A ] BT,
I LY7HREMNS 5 FRBKATERHER(long-term survival)EfRFEL. T LED
OS [ZDLVT MacArthur et al.@d SMR ZRWL=MEETO> TS, 1ESN TS, 2RI HT
BELTHEF YT UL A—EIVICE>TRBEFENERIND LI RITDOVTIE, FETE
B LOLZNIEN(5 FELURBIC)BRARISAVILICE S TERINSGEDTHY. cure
point £&n 5 5 F B LIBED EFS BiRZ 1 —ERITH/MET 52 &0, 5 FRITA-=BEIZ 0S
RN ELZEYVEZDZEEXFELLT DD TIEAL,

15 BRBEOERIZDODWTIEFYSULIILA—EILET S5 ELIRHIZ OS & EFS Mgz T
BY. FHTUOLINIA—ELEDHTSUIAY—EIZE D 0S hoTUFYEITEHD OS
EHETT A LGB TIEEL, Z2 T, TVFYERTEHD 0S DHEEHIER O hDFHS L
INA—EILEORERTEEICI S THESINI=NTAN BB EREIN =N —RELT
fHIELT-fEZEALT-,

BAWOHR. 15 RXBOEROF YT LILA—CILE. TUFYERTEHOD Life
years (&% 3-3-1-2 BBEHD@EY TH-oT-, £f-. Health state distribution DBEDHTHER%E
3-3-1-1~[ 3-3-1-4 IZ7R T,

E#RIC 15 MUE 25 MUTOEHIIH TS5BS ERER 3-3-1-3. B 3-3-1-5~H 3-
3-1-10 I2ZhETNRT,

# 3-3-1-2 EIF#0 Life years (15 &k#ENER)

BERTESE N b
FHTILYIIL | TUFYERT | FHTFULYIL | TUFYERD
a—t)LE dA—t)LE e
Life years (LYs) e e ]
EFS e e N
PD || || |
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3-3-1-1 WERFTEEICLIFHTULINI—)LBEOEFREBROKER (15 &K
DR )

B 3-3-1-2 2RSICKEZF IS UL A—E)L BEOEFRHHEBEROHLT (15 BRBHD
e 5i)
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3-3-1-3 EHRFTEEICLDITVFVEYTHOEFRHMBOHH (15 ZRBDORMH)

B 3-3-1-4 AMAICEDTYFVEITHOEFRHEMBOREE (15 RRBOKRE)
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% 3-3-1-3 EIE#O Life years (15 &Ll 25 LI TOER)

SERTRE DD
FHroLoNA | TUFVERTE | A /YART FIH | FH7oLo0a | TUFVERTH | (/VRXIT FIH
—ILE RADUE —tILE RAUE
Life years (LYs) I ] I || | |
EFS [ | | ___ | |
PD || | | | || ||




3-3-1-5 SERFEEICLDIFHSULIINA—EILED EFRRESOHER (15 &L
E 25 BUTOEM)

3-3-1-6 AP HIZEDFHHF UL A—EILBEOEFRREHEOH (15 BLE
25 EUTOER)




3-3-1-7 WERFTEEICIDITVFVEYITHOERFRHMBROHL (15 SLLE 25 &
LT OER)

B 3-3-1-8 KAMSHICESTVFVERTHOEFHEMBROKER (15 mULL 25 BUT
F-5i)
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3-3-1-9 HEBRFTEEICLDM/VYX YTAIHILLVBOEERHREROHER (15
BULE 25 FUTOEH)

3-3-1-10 BMAWIZLBDA/VYX ITAIHIAL VB EFREHEROHEE (15 EL
£ 25 ZUTOEH)
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3.3.2 QOL fE D E#I(EFS. PD 0 QOL {EI=DL\T)

& 3-3-2-1 ERFEREICIIBEEOZXLHS

BERFTFREDRHELE-BEEFICEITS

o ay R—=U% FRIBITES (HIVIIRERES)
4.2.2.1 80, 83, 105 -
(FREEFDECH]

Because a trial-based utility score was only available for. patients aged 15
years and above in the ELIANA alone, the base-case utility inputs were based
on published studies and trial-based utility inputs were used in the sensitivity
analysis. Kelly et al., 2015 used a decision analysis to evaluate cranial radiation
therapy for pediatric T-cell ALL patients and performed a systematic literature
review (SLR) of utility studies as part of the analysis.[30] While the study
focused on T-cell ALL, the SLR of utilities included all forms of ALL. The study
used existing mapping functions to convert generic quality-of-life measure (i.e.
SF36 and CHRISs) to preference-based utility estimates (i.e. HUI2 and EQ-5D).
The utility inputs for health states in the state of relapse and cured after
relapse were considered relevant for the CEA model and was used to inform

the utility value for the PD and EFS states respectively in the base-case model.

(BRI ESTORE]

HWERTEEFEDAIIZENTIL, QOL EEL T, EFS MIKEETIE 0.91 %, PD OIREETIE.
0.75 #ALVTULV5, EFS @ 0.91 £LVS{EIZDULNVTIE, Essig et al.[2] DX M5 51= SF-36
M {E% Nichol et al.[3]I2&% SF-36 M5 HUI2 Aa /I \—h3 A2 TIXHTROHTLY
%, Essig et al.MFAEIL 1976 F£h5 2003 EDREIC 16 EERBmEZEIN. 5 FLULARE
L.B7E 16 FLULETHIRMRADTRTDERFEIZ SF-36 TR =TUor—rEERLZDD
TH5b,457 A\DEBFEENLDT—E2E5HLTLSA, general population [ZEERTEHELY
QOL ZRLTf=EHESINTLVD,

PD M 0.75 ELVS{EIZDULTIE. Rodday et al.[4]T HSCT £ (+1-BE% &I Child
Health Ratings Inventories (CHRIs)Z ML T global HRQL #AIFE L=t M% . Revicki et
al.[5]I=&% PROMIS A\ EQ-5D 1= Mapping $3 A% ALTZE#LTLVS, PD @ QOL



EIZDL T, UK THRZESINI= Aristides M et al.[6]DEHX TIE. TTO ZFELVT 0.30 &LVS
ENRESN TS, COKIIC, RERFTEHFIRE D247 TIE generic quality-of-life
measure(SF36 %> CHRIs)# preference-based measure(HUI2 %> EQ-5D)~Z#L =%
DEFALTEY, RELVEELTWALEREL HD,

—A T.ELIANA TIX EQ-5D-3L ZAWVWT. R—XSM/V 1 hAZR. 3 MAR. TDE 3 H
BZEIZ 2 F/ITHT=>T QOL EMNBIESNTHY . TDHREINHESN TLV S (Laetsch et
al.[7]). B2 #TlX. QOL {E&L T Laetsch et al.lc&>THESNI-fE(FE 3-3-2-2)&L 1=

DWEERSITEL =,

% 3-3-2-2 QOL {&

RERTEE DRI
Progressive disease 0.75 0.69
Event-free survival 0.91 0.81
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3.4 3.3 SR NDEGRICEITABA A&
3.4.1 BRANFA—S O (BREM R BR - RMELEIZONT)

& 3-4-1-1 ERFTREFICLIBEEDZLEHS

HERTEEDRHLEHREEFICHTD

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

B-ALL & DLBCL OMEEIZDWLT. RAIELT 2019 £ 10 AR S OZERINAEER.
EMEEICEDE BALITARICKY SR EEM B U LB S BEMT IS NS EREH
FtL1=,

(RGHEESTOAR]
LERFTRENDTICAVTOS—HOERRICE T HMEEN. MEFICEH SN TLD
2019 £ 10 ARROPRBMR MK, REEEIE-BL TGN o1,

MpRUSRIRERGERICETIERAMNRIFMOAITHAES12 5 2 hRITIKMESH
IARELGRYSEFHRRDZSEBMRBRCRMELEFEERT D, FHISFHERREMH LN
(FEHEFBREMICOVTELT ZFFRRADMAZERNZITRIEGESEN, JEEHINTEY.
FHERRBEM(FH 7oL A—wIL)BIULBERMBR(TYFYERT A/VRIT F
JHAIAV)IDWTIIRFOEM (2020 £ 4 AR EFERALTEIEERL-.

R 3-4-1-2 Flixt R EMT & KU LB R Bl O e fifl

SERGERE Nk
E—UoHANTIVFVETT) 281,345 H 286,336 M
RARHS(AI/VRRT FIHTALY) 1,307,092 M 1,331,297 H
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3.4.2 QOL fEME¥#I(Age-related utility [ZDULVT)

& 3-4-2-1 }ERFTREFICLIBEEDOZLHS

BERFTFREDRHELE-BEEFICEITS

tooav R—=U% FRIBITES (HIVIIRERES)
4.2.2 107 8
(FRESF D]

Age-related utility

Because the utility inputs for the model were estimated based on a pediatric
and adolescent population, the model considered additional age-related
decrements as the modelled population became older over the modelled time
horizon. The decrements were calculated based on Janssen 2014, which
described the health utilities of healthy populations by different age groups
using the EQ-5D index population norms based on the Japan time-trade-off
value sets.[32] Age-related utility decrements were estimated based on the
absolute utility values reported for each age group (e.g. adjustment for age

25-34 was calculated as 0.96/0.97) and were applied to all alive patients over

the modelled time horizon.

[(RAERNGTRSTORE]

BERSGEERICKENHTIL, TA%D QOL fEEL T, EQ-5D-3L ITKYAIEIN-EREZ
#{ETHS Tsuchiya et al.ZALTLS, LM L. BRIZEIT2ERIZLEEELLTIX., KYEER
DHDELT, EQ-5D-5L #ALTHIEENT- Shiroiwa et al.[8]1MBEHET 5, BAMIZHLY
TIE. BRIZB TR IYERDT—2F AW -2 %EEELT-, Shiroiwa et al.[Z&k% QOL f&

DERF#ELZR 3-4-2-2 1277,
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# 3-4-2-2 QOL {[ENERE%(E

BERTESE DEIDHT
Age <25 0.97 0.9475
Age 25-34 0.96 0.9475
Age 35-44 0.97 0.9435
Age 45-54 0.94 0.9275
Age 55-64 0.91 0.932
Age 65-74 0.88 0.905
Age 75+ 0.77 0.847




3.4.3 JUFYEITHEICEITS EFS DRt

& 3-4-3-1 }ERFTREFICLIBEEDZLHS

BERFTFREDRHELE-BEEFICEITS

tooav R—=U% FRIBITES (HIVIIRERES)
4.2.1.1 99 10
(FRESF D]

As such, up to year 5, EFS for blinatumomab was estimated based on its OS
data assuming a constant cumulative HR between OS and EFS over time. The
ratios were estimated based on inotuzumab per Bhojwani 2019.[16] To
estimate an overall cumulative HR between OS and EFS, the ratio was first
estimated as the natural log of OS probability divided by the natural log of EFS
probability at monthly intervals until the end of the observed period. The
overall cumulative HR between OS and EFS was then calculated as the average
of cumulative HRs at all monthly intervals. This assumption is justifiable on
the basis that EFS is highly correlated with 0S.[40]

[(RAERNGTRSTORE]

SLERRSEEE(L OS & EFS ATV FYERTHEICEVLWTHLHEEABVEVLSRELZELTHH
ZRELTLSA ., COREIZONTIIR T LEERRMICZ HENREESN TV ST TIHALY,
Z01=%. BT ZRUBIHERELLT, OS 1239 % EFS DLLFEAM 1.00 EL-HED
RESMERMT Ho&2EY. DTEROBEREEREL,

#* 3-4-3-2 OS [Zx9 % EFS O LLE

BERSEES NS HT
EFS vs OS ratio N 1.00
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3.4.4 QOL {ED ¥4l (Treatment disutility [ZDL\T)

& 3-4-4-1 BERFTEREFICLIBEEDZLEHS

BERFTFREDRHELE-BEEFICEITS

tooav R—=U% FRIBITES (HIVIIRERES)
4.2.2 106 16
(FRESF D]

Treatment disutility

Inputs for treatment disutility in the treatment phase were based on the
estimates from Sung et al., 2003.[31] A decrement of 0.42 was used for all
comparators (i.e., blinatumomab and inotuzumab) and tisagenlecleucel. The
treatment disutility estimates are assumed to capture the utility decrements
for all short-term AEs associated with the treatment, with the exception for

the cytokine release syndrome (CRS).

[(RFARGESTOAR]

BERFGERICKINNTIE. FYHULILI—IL LB BED QOL ENFHLD
(disutility) ARICETHZEVSREEFRANTNS, —AT. AFXJX NICE ® committee
paper [ZEWTI, AED® disutility(-0.42)IZT)FYEITEHIZDWLWTIEFHS LYV
A—CLELAFICEHTIESLGVEEHEIN TS, ZDOES T TIE. RLBIRERE
ELT.IUFVETTD QOL EDFDM 0 ELIIGENEENMERMET HIEIZKY., 247
BHROBRMEERETL -,
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3.4.5 QOL {ED 4 (Subsequent HSCT disutility [ZDUL\T)

& 3-4-5-1 }ERFTREFICLIBEEDXLEHS

BERFTFREDRHELE-BEEFICEITS

tooav R—=U% FRIBITES (HIVIIRERES)
4.2.2 106 34
(FREEF D]

Subsequent HSCT disutility

The model assumed patients could receive subsequent HSCT after initial
treatment. Patients receiving subsequent HSCT were assumed to have
additional HSCT disutility (a decrement of 0.57), derived from Sung et al.,,
2003.[31] The disutility associated with HSCT was assumed to last for 1. The
rates of subsequent HSCT were obtained from the same clinical trial study
used for the efficacy estimation. Similar to the efficacy inputs, age-group
specific data was used for the rate of subsequent HSCT where feasible. The
subsequent HSCT disutility considered in the model are summarized in Section
4.2.

(BRI ESTORE]

BERFTERICKDIAHTIL. Sun et al. Ao DEIHAZALT. 20 QOL EDFEL%F 1 £/
BRALTWS, LHL., HERFTEEICLSSHTT PD @ QOL fEELTHLWGN TS, Roddy
et al.[4]TlX. HSCT %M QOL fEDZELZRLTLVSA, -0.57 FEDKEGZETIEABNT
LMELY, F /=, Felder-Puig et al.[9]TI&. /MRIZXxF S HSCT %MD QOL {EAFHESN TLY
M. HUL IZ&BBIFEIZKY 1 FRFHT-0.13 £LVS5 QOL EDETAHEINTINS, BR
ERNTHAEINT- Kurosawa et al.[10]I2&NIE, HSCT #& 1 F£LIRN®D QOL fElL 0.59 &&
T3, Thhb, BERTEE DT TIE, HSCT %0 QOL EDF DA B AT EE-T
WAATREMED B S,

ZDT=6. BHHTIE, HSCT #&IZ#E AT 5 QOL fEDF A (disutility)(£-0.13 # 1 FRA
W5, BLUHERTEEDALV - QOL EDFEDV THAS-0.57 [COLWTZDOHRZE 3 MAIC
BEL-BRESNEERET HILIKY. DITEROBERMEEHRETLZ,
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4. SR
4.1 BOHORKER

- RiEL=24

BERMEN (BOERNRELEZEHTS)

O BRAS/MEST GHRERFLELTEREZLET D)

4.1.1 BOWICBTIR—R7rT—AOBAIER. BOUR. BrERMRL

(a) 15 @EkEDEH

IERFGEBLEBANICBTEIN—RT—ADBERETNENEK 4-1-1-1.F 4-1-1-2 |Z
T . BOWMOER. FHSULILA—EILDOT)FIYERTICHTS ICER 1E 2,184,285
M/QALY THY. BERTTEE DFER LRI 750 FA/QALY KiFTH 1=,

K 4-1-1-1 BERTEEFICRDIDWICBITEIR—RTr—RAD I HER

PIES BahE ICER(H
EZR (M) BHER (M)
(QALY) (QALY) /QALY)
ST R Bt 11.11 9.05 40,448,386 18,882,649 2,087,581
b 85 xsf B F AifT
} i 2.07 21,565,737
(FUFrVETD)
% 4-1-1-2 BAWICBTAIRN—R5—AD o HER
EIE BHRR ICER(M
EH (M) BHER (M)
(QALY) (QALY) /QALY)
ST R Bt 9.86 8.57 40,475,633 18,722,085 2,184,285
Ee 8t BR H 4
k i 1.29 21,753,548
(FV)FyETI)

(b) 15 &Lk 25 ELUUTDEM

LB BRITET)FYEYT ELEBERTEEELBAMCETEIN—RT—RADHERET
nENK 4-1-1-3. % 4-1-1-4 (2 LBRBETEA/VAIT AIHIAL D ELFZR—R
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r—ZADFEREFNENEK 4-1-1-5. % 4-1-1-6 [TRT . BOWOHER. FH5ULYIIL21—
EILDTYFVETTIZHT S ICER & 2,571,736 F/QALY. A/ VYRXIT AJHTALUIZ
x4 % ICER [& 2,747,550 H/QALY THY ., ELEIRFTEE DFERLEHIZ 750 FH/QALY

R THOTI=,

& 4-1-1-3 HERFTREICLDIAMITETHIRA—R T —AD SR (LB BB T

FYETD)
R R ICER(H
ZR (M) #aEMR (M)
(QALY) (QALY) /QALY)
EXlipoE 5% 10 11.58 8.56 40,245,192 17,256,268 | 2,015,349
b5 ot R i i
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