ANMODNINGSSKJEMA — VURDERING NYE METODER

Anmodning om vurdering av legemiddel i Nye metoder

En leverandgr som gnsker et legemiddel vurdert i Nye metoder skal rette en henvendelse til sekretariatet for
Nye metoder ved a bruke dette skjemaet. Ved a sende en anmodning signaliserer leverandgren at de vil sende inn
dokumentasjon for vurdering av et nytt legemiddel eller en indikasjonsutvidelse for et eksisterende legemiddel.

Utfylt anmodningsskjema sendes via e-post til Nye metoder nyemetoder@helse-sorost.no.

Informasjon om Nye metoder finnes pa https://nyemetoder.no. Kontakt sekretariatet ved spgrsmal.

Anmodningen sendes tidligst ved dag 120 i vurderingsprosessen hos European Medicines Agency (EMA) for nye
legemidler i normal godkjenningsprosedyre og tidligst ved dag 1 for indikasjonsutvidelser og for nye legemidler i
akselerert godkjenningsprosedyre.

Hele anmodningsskjemaet skal fylles ut. Nye metoder bruker anmodningen om vurdering til a planlegge
vurderingsprosessen.

Leverandgren skal pa anmodningstidspunktet ha en plan for nar de skal levere dokumentasjon.

Merk: Skjemaet vil bli publisert i sin helhet.

Innsender er klar over at skjemaet vil bli publisert i sin helhet (Ma krysses av): \/

1 Kontaktopplysninger

Dato: 07/11/2024

Leverandgr: Amgen

Navn: Mikkel Rasmussen

Stilling: Value, Access and Policy Lead DKNO

Telefon: +45 2382 7831

E-post: mkaasgaa@amgen.com

Ekstern representasjon OBS: Ved ekstern representasjon, vedlegg fullmakt
Navn/virksomhet

Telefon/e-post

2 Legemiddelinformasjon

Gjelder anmodningen et nytt virkestoff? | Nej

Handelsnavn Blincyto

Generisk navn (virkestoff(er)) Blinatumumab
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Innehaver av markedsfgringstillatelse i Norge

Amgen

ATC-kode

LO1FX07

Administrasjonsform

Intravenous injection

Farmakoterapeutisk gruppe og
virkningsmekanisme.

Skriv kort

Blinatumomab is a bispecific T-cell engager antibody construct that harnesses the body’s own immune system to fight cancer. It specifically binds to
cluster of differentiation (CD)19 expressed on the surface of B-lineage cells and to CD3 expressed on the surface of T cells. Blinatumomab activates
endogenous T cells by connecting CD3 expressed on the T-cell receptor (TCR) complex with CD19 expressed on the benign and malignant B cells.
Blinatumomab mediates the formation of a cytolytic immunologic synapse between the T cell and the malignant B cell, triggering the release of
proteolytic enzymes that kill the target cells. Blinatumomab is associated with the transient upregulation of cell adhesion molecules, production of
cytolytic proteins, release of inflammatory cytokines, and proliferation of T cells, which together result in the elimination of CD19-expressing cells.

Hvilken indikasjon gjelder anmodningen?

OBS PRELIMINARY LABEL FINAL LABEL WILL BE DECIDED DURING EMA PROCESS:
BLINCYTO er indisert som monoterapi som del av konsolideringterapi for behandling av
pasienter >30 &r med Philadelphiakromosom-negativ CD19-positiv MRD negativ
B-celleprekursor ALL.

3 Historikk

Er legemidlet vurdert til andre
indikasjoner tidligere i Nye metoder?

Yes, in the MRD+ and R/R setting:

ID2019_118
Rvis ja, oppgi ID-nummer i Nye metoder ID2015_013
Er du kjient med om andre legemidler er vurdert ID2016_087

i Nye metoder til ss mme indikasjon?

Hvis ja, oppgi ID-nummer i Nye metoder

4 Forventet tidslinje

Prosedyrenummer for MT-saken i EMA

EMEA/H/C/003731/11/56

Forventet tidspunkt (maned/ar) for CHMP

Tidspunkt ma oppgis

positive opinion i EMA December 2024
Forventet tidspunkt (maned/ar) for

markedsfgringstillatelse (MT) i Norge Q12025
Forventet tidspunkt (kvartal/ar) for levering av

dokumentasjon til Statens legemiddelverk Q12025

5 Diagnostikk og ressursbruk
Fyll inn der det er relevant

Vil anvendelse av legemidlet kreve diagnostisk
test for analyse av biomarkgr?

Yes, but it is already used today in later indications, no new diagnostic tools or procedures will be needed.

Hvilken biomarkgr(er) er aktuell og hvilke
publikasjoner beskriver dette?

NA

Henwvis til publikasjoner

NA
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Kjenner dere til om diagnostikk kan utfgres i
offentlig helsetjeneste eller om den ma utfgres
av ekstern leverandgr?

NA

Kjenner dere til om innfgring vil kreve
etablering av annen/ny infrastruktur? NA

For eksempel tilpasset analysemaskin, digital
patologi/Al-basert analyse, proteomikk,
funksjonelle tester m.m.?

Pre-analytiske forhold NA

F.eks. kreves biopsering, annen prgvetakning,
praveprosessering m.m.

Testutfgrelse: er det behov for etableringavén || na
spesifikk test eller er biomarkgr allerede
etablert i helsetjenesten (f.eks. i genpanel)?

Beskrivelse av avlesning av resultat inkl. NA
dataanalyseprogram dersom det er ngdvendig.

Hvilke pasientgrupper ma testes og hva er NA
forventet andel funn som gir
behandlingsmulighet?

6 Sykdommen og eksisterende behandling

. Acute lymphoblastic leukemia (ALL) is a malignancy of the B or T lymphoblasts characterized by uncontrolled proliferation of abnormal,
Sykd OmeeSknve |Se immature lymphoid cells. This ultimately leads to the replacement of normal hematopoietic cells by abnormal white cells in the bone
marrow and circulation, resulting in hematological deficiency (specifically anemia), immune system impairment, and platelet count

Kort beskrivelse av Sykdommens patofyslologi deficiency . Common symptoms following ALL-induced hematological deficiency include fatigue, bruising, bleeding, enlarged lymph nodes,

fever, and infections. Patients with ALL may also experience symptoms associated with central nervous system involvement, including

Og k/InISk presentGSJOf) /SymptOmbi/de, headache, weakness, seizures, and vomiting. The severity of the symptoms causes most patients with ALL to seek urgent medical attention,
eventuelt Inkl I‘eferanser and the disease is subsequently diagnosed within a few weeks of symptom onset. Diagnosis invariably leads to immediate hospital
. admission.
Fagomrade Infeksjonssykdommer
Angi hvilket fagomrdde som best Kreftsykdommer (velg kreftomrade i neste kolonne)*
beskriver metoden Lunge- og luftveissykdommer
Kreftomrade Blod- beinmargs- og lymfekreft
Hvis metoden gjelder fagomrddet Brvstkref
) g . rystkreft
Kreftsykdommer, angi hvilket kreftomrade
som er aktuelt Mage- og tarmkreft
Patients are treated according to age and risk groups(1):

DagenS be ha nd I | ng 16-45 years are predominantly treated according with the ALLTogether protocol

o 3 ) 46-65 years are treated with dose redL'|vced NOPHO 2008 prolocolﬂ
Navarende Stand(]fdbehandllng I NOf'ge, >65 years are treated according to the "Norwegian eldreprotokoll

inkl. referanse
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Prognose

Beskriv prognosen med ndvaerende
behandlingstilbud, inkl. referanse

In Norway, the median OS for Ph-ALL is 70-75% in patients 16-45 years with the NOPHO protocol. For Norwegian patients 45
to 65 of age treated with the Hammersmith protocol there has been 25% long time survivors. Age group 46-65 are now
treated with dose reduced NOPHO 2008 (1), but we are not aware of published long time OS data for this age group. In
patients aged older than 65 treated with dose reduced pediatric protocols long time survival may reach 30% (1)

Det nye legemidlets innplassering i
behandlingsalgoritmen

The proposed placement of Blinatumomab is as monotherapy as part of consolidation therapy for the treatment of patients > 30
years of age with Philadelphia chromosome negative CD19 MRD negative B-cell precursor ALL.

Pasientgrunnlag

Beskrivelse, insidens og prevalens av pasienter
omfattet av aktuell indikasjon* i Norge, ink.
referanse.

Antall norske pasienter antatt aktuell for ny
behandling

* Hele pasientgruppen som omfattes av aktuell
indikasjon skal beskrives

In 2023, approximately 30 adult patients with acute lymphoblastic leukemia (ALL) were observed in
Norway (2).

Of these, around 20 patients are expected to be Philadelphia chromosome-negative (3), and approximately
3 will present with T-cell ALL.(4)

A significant proportion of these patients will be included in the All2gether protocol, which encompasses
patients aged 16-45.(6)
A clinical expert has estimated that around 5 patients will need treatment outside the protocol (46 years+)

Using Nordcan we estimate that around 2 patients is between 30-45 years

Meaning the full population is around 5-7 patients, this number will be further described and validated in
the application.

innga i anbud?

7 Kan legemidlet vurderes som sammenlignbart med andre legemidler og

Vurderer leverandgren at legemidlet er
sammenlignbart med andre legemidler?

Er det eksisterende anbud pa terapiomradet? No
Finnes det andre legemidler med lignende No
virkningsmekanisme og /eller tilsvarende effekt
(for samme indikasjon)?

No

8 Studiekarakteristika for relevante kliniske studier

Studie 2 Studie 3

Studie 1
Studie ID ECOG-ACRIN E1910
Studienavn, NCT- NCT02003222

nummer, hyperlenke

. ) Phase 3 randomized
Studietype og -design

chemotherapy

acute

To compare the overall survival (0) of blinatumormab in conjunction with

to chemotherapy alone in patients with BCR-ABL-negative B cell precursor

« Aged between 30 and 70 years

« ECOG performance score 0 to 3

Step 2 (intensification; Arm B)

« Achieving CR/CRi after induction therapy
= CNS negative

« ECOG performance score 0 to 2

Sten 3 (randomization)

Viktige inklusjons- og
eksklusjonskriterier

°

FO rma I lymphoblastic leukemia (ALL) who are minimal residual disease (MRD) negative
after
induction and i based on flo
cytometric (MFC)
assessment of residual blasts.

PO ulas‘on Step 1 (induction; Arm A)

p J = Newly diagnosed with Ph- (BCR:ABL negative)a BCP-ALL
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Studie 1

Studie 2

Studie 3

Intervensjon (n)

Dosering,
doseringsintervall,
behandlingsvarighet

« Arm C: blinatumomab administered via cIV
(28 pg/day) over 4 weeks per cycle, for up to
4 cycles. Each cycle of blinatumomab
administration is followed by a
treatment-free interval of 2 weeks (14 days)

Komparator (n)

Dosering,
doseringsintervall,
behandlingsvarighet

= Arms C and D: consolidation chemotherapy administered

for 4 cycles with a multiagent regimen (cytarabine, etoposide,

methotrexate, peg asparaginase, rituximab if CD20+,
cyclophosphamide, daunorubicin, dexamethasone,
6-mercaptopurine, vincristine) following the
UKALLXII/ECOG2993 protocol

Endepunkter

Primeaere, sekundaere

Primary endpoint:
0S: time from randomization until death due to any cause. Patients alive will
be censored at the

date last known to be alive

Secondary endpoints:
RFs: time from randomization until relapsea or death due to any cause.

. Patients who are alive and relapse-free will be censored at their last contact
og eksplorative we
08: time from the letion of 2 cycles of or
endepun kter, herunder || e uieanduetoany cuse.
L RFS: time from the of 2 cycles of
therapy until relapse or death due to any cause
deﬁ n Isj Onl Incidence and severity of AEs
2 0s: time from alloSCT until death due to any cause. Patients alive will be
mdlemetode og ev. Cmsoret ke e e e e
. o RFS: time from alloSCT until relapse or death due to any cause. Patients who
tidspunkt for mdling are e and oo will b cenoredt et contat it
Rel eVa nte « Gender (female vs male)
« Race (American Indian or Alaska Native, Asian, Black, or African
SU bg r'U ppea na |yS€ I’ American, Native Hawaiian or Other Pacific Islander, White)
« Ethnicity (Hispanic or Latino, Not Hispanic or Latino)
« Age (> 18 and < 35 years, > 35 and < 55 years, > 55 and
. <65 years, 2 65 years)
Beskrivelse av ev.
subgruppeanalyser

Oppfelgingstid

Hvis pdgdende studie,
angi oppfalgingstid for
data som forventes
veere tilgjengelige for
vurderingen i
Legemiddelverket
samt den
forventede/planlagte
samlede
oppfalgingstid for
studien

Median follow-up for OS
was 4.5 years in the
primary analysis

Tidsperspektiv . .

resu?catee Completion date is
2024-12-04

Pagaende eller

avsluttet studie?

Tilgjengelige og

fremtidige datakutt

PUb“kaSjoner Blinatumomab for MRD-Negative Acute
Lymphoblastic Leukemia in Adults

Tittel, forfatter, MR, Litzow et al

tidsskrift, Grstall. Ev. e

forventet tidspunkt for || NEngliMed 2024;391:320-33.

publikasjon DOI: 10.1056/NEJM0a2312948
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9 Igangsatte og planlagte studier

Er det pagdende eller planlagte studier for

Er det pagaende eller planlagte studier for
legemidlet for andre indikasjoner?

N
legemidlet innenfor samme indikasjon som kan 0
gi ytterligere informasjon i fremtiden?
Hvis ja, oppgi forventet tidspunkt

Yes

https://clinicaltrials.gov/study/NCT04994717?term=golden%
20gate&rank=1

10 Forventet helsepkonomisk dokumentasjon
Angi informasjon om den forventede helsegkonomiske analysen

Type helsepkonomisk analyse

F.eks. kostnad-per-QALY analyse eller
kostnadsminimeringsanalyse
(Begrunn forslaget)

The health economic analysis is planned to be presented in form of a
cost-utility analysis. This is based on the observation from the clinical
trial that Blinatumumab has shown better efficacy compared to
comparator.

Pasientpopulasjonen som den helsegkonomiske
analysen baseres pa, herunder eventuelle
subgrupper.

Grunnanalysen (basecase) skal omfatte hele
pasientpopulasjonen omfattet av ansgkt
indikasjon.

In line with the E1910 trial population, the model evaluated the use of
blinatumomab with chemotherapy as part of consolidation therapy in adult
patients with newly diagnosed Ph- (BCR-ABL-negative) BCP-ALL who achieved CR or
CR with incomplete peripheral blood count recovery (CRi) after receiving induction
and intensification therapy.

Hvilken dokumentasjon skal ligge til grunn for
relativ effekt?

(H2H studlie, ITC, konstruert komparatorarm)

H2H study

Hvilken dokumentasjon skal ligge til grunn for
helserelatert livskvalitet?

Study E1910 did not collect HRQoL data. Instead, HRQoL data from the
BLAST and TOWER studies (Studies of Blinatumumab in the R/R setting) will
be used for generating health-state utility values for the Cost-utility model.

Forventet legemiddelbudsjett i det aret med
stgrst budsjettvirkning i de fgrste fem ar.

Will be submitted in the application

11 Aktuelt for FINOSE?

Kan legemidlet vaere aktuelt for utredning i
FINOSE (ja/nei)

Dersom nei, hvorfor ikke?

No, treatment and disease management is different
between the countries.
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12 Andre relevante opplysninger

Opplys om andre forhold som Nye metoder bgr vaere oppmerksomme pa.

Har dere veert i kontakt med klinikere ved
norske helseforetak om dette
legemidlet/indikasjonen? Ja/nei

Hvis ja, hvem har dere veert i kontakt med og
hva har de bidratt med?

(Relevant informasjon i forbindelse med
rekruttering av fageksperter i Nye metoder)

We contacted Dr. Petter Quist-Paulsen to receive feedback
on todays treatment of ALL, use and placement of
Blinatumomab in the treatment protocols, and incidence of
All (subtypes).

Anser leverandgr at det kan vaere spesielle
forhold ved dette legemidlet som gjgr at en
innkjppsavtale ikke kan basere seg pa flat rabatt
for at legemidlet skal kunne oppfylle
prioriteringskriteriene (ja/nei)?

Hvis ja, skal eget skjema fylles ut og sendes
nyelegemidler@sykehusinnkjop.no samtidig
med at dokumentasjon sendes til Statens
legemiddelverk for metodevurdering.

Informasjon og skjema:
https://www.sykehusinnkjop.no/om-oss/
informasjon-og-opplering/

No

Andre relevante opplysninger?

Reference

(1)- httpsi/A
(2)-https://nordcaniarc.
ge_start=3

(3)- https://

.ncbi.nim.nih. 10142475/

icle/126/

@)-

(5) - https://www.nordforsk.org/proj
Questions:

1. Amgen wishes to hold a dialogue meeting with DMP as so0n as possible,

2. ALL s a very complex area; therefore, we request that an expert provide input on which uncertainties they would like addressed in the application. We have included the publication
of the study.
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mailto:nyelegemidler%40sykehusinnkjop.no?subject=
https://www.sykehusinnkjop.no/om-oss/informasjon-og-opplering/
https://www.sykehusinnkjop.no/om-oss/informasjon-og-opplering/

	C1: Yes
	Dato: 07/11/2024
	Leverandør: Amgen
	Navn: Mikkel Rasmussen
	Stilling: Value, Access and Policy Lead DKNO
	Telefon: +45 2382 7831
	E-post: mkaasgaa@amgen.com
	Navn/virksomhet: 
	Telefon/e-post: 
	2 Virkestoff?: Nej
	2 Handelsnavn: Blincyto
	2 Generetisk navn: Blinatumumab
	Innehaver markedsf: Amgen
	ATC-kode: L01FX07
	Adminstrasjonsform: Intravenous injection
	Farmakoterapeutisk gruppe: Blinatumomab  is a bispecific T-cell engager antibody construct that harnesses the body’s own immune system to fight cancer. It specifically binds to cluster of differentiation (CD)19 expressed on the surface of B-lineage cells and to CD3 expressed on the surface of T cells. Blinatumomab activates endogenous T cells by connecting CD3 expressed on the T-cell receptor (TCR) complex with CD19 expressed on the benign and malignant B cells. Blinatumomab mediates the formation of a cytolytic immunologic synapse between the T cell and the malignant B cell, triggering the release of proteolytic enzymes that kill the target cells. Blinatumomab is associated with the transient upregulation of cell adhesion molecules, production of cytolytic proteins, release of inflammatory cytokines, and proliferation of T cells, which together result in the elimination of CD19-expressing cells.
	Hvilken indikasjon: OBS PRELIMINARY LABEL FINAL LABEL WILL BE DECIDED DURING EMA PROCESS: BLINCYTO er indisert som monoterapi som del av konsolideringterapi for behandling av pasienter >30 år med Philadelphiakromosom-negativ CD19-positiv MRD negativ B-celleprekursor ALL.
	3 Er legemiddelet vurdert i Nye metoder: Yes, in the MRD+ and R/R setting: 
ID2019_118
ID2015_013
	3 Er du kjent med om andre legemidler er vurdert: ID2016_087
	4 Prosedyrenummer for MT-saken i EMA: EMEA/H/C/003731/II/56
	4 Forventet tidspunkt (måned/år): December 2024
	4 Forventet tidspunkt markedsføringstillatelse (MT) i Norge: Q1 2025
	4 dokumentasjon til Statens legemiddelverk: Q1 2025
	5 Vil anvendelse av legemidlet: Yes, but it is already used today in later indications, no new diagnostic tools or procedures will be needed. 
	5 Hvilken biomarkør(er) : NA
	Henvis til publikasjoner: NA
	6 Fagområde: [Kreftsykdommer (velg kreftområde i neste kolonne)*]
	6 Sykdomsbeskrivelse: Acute lymphoblastic leukemia (ALL) is a malignancy of the B or T lymphoblasts characterized by uncontrolled proliferation of abnormal, immature lymphoid cells. This ultimately leads to the replacement of normal hematopoietic cells by abnormal white cells in the bone marrow and circulation, resulting in hematological deficiency (specifically anemia), immune system impairment, and platelet count deficiency . Common symptoms following ALL-induced hematological deficiency include fatigue, bruising, bleeding, enlarged lymph nodes, fever, and infections. Patients with ALL may also experience symptoms associated with central nervous system involvement, including headache, weakness, seizures, and vomiting. The severity of the symptoms causes most patients with ALL to seek urgent medical attention, and the disease is subsequently diagnosed within a few weeks of symptom onset. Diagnosis invariably leads to immediate hospital admission. 
	6 Dagens behandling: Patients are treated according to age and risk groups(1):

16-45 years are predominantly treated according with the ALLTogether protocol
46-65 years are treated with  dose reduced NOPHO 2008 protocol
>65 years are treated according to the "Norwegian eldreprotokoll"




	Kjenner dere til om diagnostikk: NA
	Kjenner dere til om innføring vil kreve : NA
	Pre-analytiske forhold 
: NA
	Testutførelse: : NA
	Beskrivelse av avlesning: NA
	Hvilke pasientgrupper: NA
	6 Fagområde 2: [Blod- beinmargs- og lymfekreft]
	Prognose: In Norway, the median OS for Ph-ALL is 70-75% in patients 16-45 years with the NOPHO protocol. For Norwegian patients 45 to 65 of age treated with the Hammersmith protocol there has been 25% long time survivors.  Age group 46-65 are now treated with dose reduced NOPHO 2008 (1), but we are not aware of published long time OS data for this age group. In patients aged older than 65 treated with dose reduced pediatric protocols long time survival may reach 30% (1)
	Det nye legemidlets innplassering: The proposed placement of Blinatumomab is as monotherapy as part of consolidation therapy for the treatment of patients > 30 years of age with Philadelphia chromosome negative CD19 MRD negative B-cell precursor ALL.
	Pasientgrunnlag: In 2023, approximately 30 adult patients with acute lymphoblastic leukemia (ALL) were observed in Norway (2). 
Of these, around 20 patients are expected to be Philadelphia chromosome-negative (3), and approximately 3 will present with T-cell ALL.(4)

A significant proportion of these patients will be included in the All2gether protocol, which encompasses patients aged 16-45.(6) 
A clinical expert has estimated that around 5 patients will need treatment outside the protocol (46 years+)

Using Nordcan we estimate that around 2 patients is between 30-45 years

Meaning the full population is around 5-7 patients, this number will be further described and validated in the application.

	7 Er det eksisterende anbud: No
	7 Finnes det andre legemidler: No
	7 Vurderer leverandøren: No
	1 Studie ID: ECOG-ACRIN E1910
NCT02003222

	2 Studie ID: 
	3 Studie ID: 
	1 Studietype og –design: Phase 3 randomized 
	2 Studietype og –design: 
	3 Studietype og –design: 
	1 Formål: To compare the overall survival (OS) of blinatumomab in conjunction with chemotherapy
to chemotherapy alone in patients with BCR-ABL-negative B cell precursor acute
lymphoblastic leukemia (ALL) who are minimal residual disease (MRD) negative after
induction and intensification chemotherapy, based on multiparameter flow cytometric (MFC)
assessment of residual blasts.
	2 Formål: 
	3 Formål: 
	1 Populasjon
: Step 1 (induction; Arm A)
• Newly diagnosed with Ph- (BCR:ABL negative)a BCP-ALL 
• Aged between 30 and 70 years
• ECOG performance score 0 to 3
Step 2 (intensification; Arm B)
• Achieving CR/CRi after induction therapy
• CNS negative
• ECOG performance score 0 to 2
Step 3 (randomization)
• Maintaining CR/CRi after intensification therapy
• ECOG performance score 0 to 2

	2 Populasjon: 
	3 Populasjon: 
	1 Endepunkter: Primary endpoint:
OS: time from randomization until death due to any cause. Patients alive will be censored at the 
date last known to be alive

Secondary endpoints:
RFS: time from randomization until relapsea or death due to any cause. Patients who are alive and relapse-free will be censored at their last contact date
OS: time from the completion of 2 cycles of blinatumomab or consolidation therapy until death due to any cause.
RFS: time from the completion of 2 cycles of blinatumomab or consolidation therapy until relapse or death due to any cause
Incidence and severity of AEs
OS: time from alloSCT until death due to any cause. Patients alive will be censored at the date last known to be alive
RFS: time from alloSCT until relapse or death due to any cause. Patients who are alive and relapse-free will be censored at their last contact date


	2 Endepunkter: 
	3 Endepunkter: 
	1 Relevante 
subgruppe: • Gender (female vs male)
• Race (American Indian or Alaska Native, Asian, Black, or African American, Native Hawaiian or Other Pacific Islander, White)
• Ethnicity (Hispanic or Latino, Not Hispanic or Latino)
• Age (≥ 18 and < 35 years, ≥ 35 and < 55 years, ≥ 55 and 
< 65 years, ≥ 65 years)

	2 Relevante 
subgruppe: 
	3 Relevante 
subgruppe : 
	1 Oppfølgingstid: Median follow-up for OS was 4.5 years in the primary analysis
	2 Oppfølgingstid: 
	3 Oppfølgingstid: 
	1 Tidsperspektiv 
resultater: Completion date is 2024-12-04
	2 Tidsperspektiv 
resultater: 
	3 Tidsperspektiv 
resultater: 
	1 Publikasjoner: Blinatumomab for MRD-Negative Acute
Lymphoblastic Leukemia in Adults

M.R. Litzow et al.

N Engl J Med 2024;391:320-33.
DOI: 10.1056/NEJMoa2312948
	2 Publikasjoner: 
	3 Publikasjoner: 
	1 Intervensjon (n): • Arm C: blinatumomab administered via cIV (28 μg/day) over 4 weeks per cycle, for up to 4 cycles. Each cycle of blinatumomab administration is followed by a treatment-free interval of 2 weeks (14 days)
	2 Intervensjon (n): 
	3 Intervensjon (n): 
	1 Komparator (n): • Arms C and D: consolidation chemotherapy administered for 4 cycles with a multiagent regimen (cytarabine, etoposide, methotrexate, peg asparaginase, rituximab if CD20+, cyclophosphamide, daunorubicin, dexamethasone, 
6-mercaptopurine, vincristine) following the UKALLXII/ECOG2993 protocol

	2 Komparator (n): 
	3 Komparator (n): 
	Er det pågående: No
	eller planlagte studier: Yes
https://clinicaltrials.gov/study/NCT04994717?term=golden%20gate&rank=1
	Type helseøkonomisk analyse: The health economic analysis is planned to be presented in form of a cost-utility analysis. This is based on the observation from the clinical trial that Blinatumumab has shown better efficacy compared to comparator.
	Pasientpopulasjonen: In line with the E1910 trial population, the model evaluated the use of blinatumomab with chemotherapy as part of consolidation therapy in adult patients with newly diagnosed Ph- (BCR-ABL-negative) BCP-ALL who achieved CR or CR with incomplete peripheral blood count recovery (CRi) after receiving induction and intensification therapy. 

	Hvilken dokumentasjon: H2H study
	helserelatert livskvalitet?: Study E1910 did not collect HRQoL data. Instead, HRQoL data from the BLAST and TOWER studies (Studies of Blinatumumab in the R/R setting) will be used for generating health-state utility values for the Cost-utility model. 
	Forventet legemiddelbudsjett: Will be submitted in the application
	Kan legemidlet være aktuelt: No, treatment and disease management is different between the countries.
	Har dere vært i kontakt med klinikere: We contacted Dr. Petter Quist-Paulsen to receive feedback on todays treatment of ALL, use and placement of Blinatumomab in the treatment protocols, and incidence of All (subtypes).
	Anser leverandør at det kan være spesielle : No
	Andre relevante opplysninger?: Reference

(1) - https://www.helsedirektoratet.no/retningslinjer/maligne-blodsykdommer--handlingsprogram/akutt-lymfoblastisk-leukemi-all-og-lymfoblastlymfom-hos-voksne
(2)-https://nordcan.iarc.fr/en/dataviz/tablesmode=population&group_populations=0&multiple_cancers=1&populations=578&sexes=0&cancers=401&years=2023&group_cancers=1&age_start=3
(3) - https://www.ncbi.nlm.nih.gov/pmc/articles/PMC10142475/
(4) - https://ashpublications.org/blood/article/126/7/833/34458/How-I-treat-T-cell-acute-lymphoblastic-leukemia-in
(5) - https://www.nordforsk.org/projects/alltogether-european-treatment-protocol-children-and-young-adults-acute-lymphoblastic

Questions:

1. Amgen wishes to hold a dialogue meeting with DMP as soon as possible.
2. ALL is a very complex area; therefore, we request that an expert provide input on which uncertainties they would like addressed in the application. We have included the publication of the study.
3. In Norway, patients aged 46+ are treated, among other ways, with the NOPHO regime and a reduced NOPHO regime. We have confirmed with a physician that both are reasonably comparable to what is used in the study. Does Nye Metoder agree with this?The expected indication in EMA will have a cut-off at 30 years, which means there will be an overlap of patients who are currently treated in the All2Gether protocol (16-45 years) and the requested indication. How does Nye Metoder suggest we best handle this in the application.






