ASSESSMENT REQUEST FORM (ENGLISH) NYE METODER

Nye metoder - Request for assessment of medicinal product

To request an assessment of a new medicinal product or a new indication for an existing medicinal product through
Nye metoder, health technology developers should complete this form. By submitting a request for assessment, the
developer signals that it plans to submit documentation for such an assessment.

Please send the completed form to Nye metoder by e-mail: nyemetoder@helse-sorost.no.

A request for assessment may not be submitted prior to day 120 of the European Medicines Agency (EMA) market-
ing authorisation assessment process for new medicinal products under regular approval procedure, or prior to day
1 for variation/extension assessments and for medicinal products under accelerated assessment.

This form must be completed in its entirety. Nye metoder will plan the assessment process based on the informa-
tion provided in the request form.

At the time of request for assessment, the health technology developer must have a plan for when it intends to
submit documentation for assessment.

Information about Nye metoder can be found online (nyemetoder.no). Please contact Sekretariatet for Nye metod-
er if you have any questions.

Please note: The form will be published in its entirety.

The submitter is aware that the form will be published in its entirety (tick): /

1 Contact information

Date

Health technology developer

Takeda Norway AS

Name Lidziya Vanahel Ulvenes

Position Market Access Lead
Telephone +4748042399

E-mail lidziya.ulvenes@takeda.com

External representation
Name/Organization
Phone/E-mail

PLEASE NOTE: For external
representation, please attach
an authorisation/power of
attorney
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2 Medicinal product overview

Does the request concern a new yes

active substance?

Trade name Fruzagla
Generic name fruguintinib
Marketing authorisation in Norway || Takeda AS
ATC code LO1EK04
Mode of administration Oral

Pharmacotherapeutic group and
mechanism of action

Briefly describe

Fruzagla™ (fruquintinib) is an oral vascular endothelial growth
factor receptor (VEGFR) inhibitor consisting of a selective,
small-molecule tyrosine kinase inhibitor (TKI) of VEGFR-1, -2,
and -3, resulting in antitumor effects including suppression of
tumor angiogenesis and lymphangiogenesis, thereby inhibiting
tumor growth.

Expected indication relevant to the
request

Expected indication must be
written in Norwegian

For behandling av voksne med metastatisk kolorektal kreft (mCRC)
som tidligere har blitt behandlet med eller ikke anses som
kandidater for tilgjengelige terapier, inkludert fluoropyrimidin-,
oksaliplatin- og irinotekanbasert kjemoterapi, en anti-VEGF-terapi,
en anti-EGFR-terapi og LONSUREF (trifluridin/tipiracil) eller STIVARGA
(regorafenib).

3 Assessment history

No
Has the medicinal product previously
been assessed by Nye metoder for
other indications?
If yes, enter the Nye metoder ID
number

No

Are you aware of other medicinal
products assessed by Nye metoder
for the same indication?

If yes, enter the Nye metoder ID
number

Assessment Request Form (English) Version 1.1 (23.06.2023)
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4 Expected timeline

Procedure number for the marketing || EMEA/H/C/005979
authorisation assessment in EMA

Expected date (month/year) of CHMP|| June/July 2024
positive opinion

Expected date (month/year) of July/August 2024
marketing authorisation in Norway

Expected date (quarter/year) for September 2024
submission of documentation to
Norwegian Medicines Agency

Dates must be stated

5 Diagnostics and resource use
Fill inn where relevant

No, all relevant tests are performed at the earlier stage or for

Will the new method require earlier lines of treatment
diagnostic testing for biomarker
analysis?

Not applicable. VEGFR1-3 are expressed and there is no need to
Which biomarker(s) are relevant and

which publications describe this? test for them.
Please refer to publications
Yes
Do you know whether diagnostics
can be performed by the public
health service or whether it must be
performed by an external supplier?
No

Will introduction of the new method
require establishment of other/new
infrastructure?

For example, custom analysis
machine, digital pathology/
Al-based analysis, proteomics,
functional tests etc.?

Pre-analytical requirements Not beyond what is already done.

For example, biopsies, other
sampling, sample processing etc.
are required.

Assessment Request Form (English) Version 1.1 (23.06.2023)
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Test execution: is there a need to
establish one specific test or is a
biomarker already established in the
health service (e.g. in gene panels)?

Not beyond what is already implemented in public health care

Description of reading of results
including data analysis program if
necessary.

Not beyond what is already implemented in public health care

Which patient groups need to be
tested, and what is the expected
proportion of findings that provide
treatment options?

Not relevant

6 Description of the disease and current treatments

Description of the disease

Brief description of the
pathophysiology and clinical
presentation/symptoms, possibly
including references

Colorectal cancer (CRC) arises when cels in the colon or rectum grow uncontrollably from a precancerous, benign polyp that grows over 5 to 15 years to become a cancer. CRC is a crtical global concern
that s the third-most common cancer type and has the second-highest mortality rate of all cancer types worldwide. CRC is a highly heterogeneous disease and can result from numerous types of genetic
or epigenetic alterations and can emerge in multiple anatomical sites. Metastatic CRC (MCRC) results when CRC cells become invasive and travel to other parts of the body, most commonly the liver, lungs,
and bone. Symptoms of mCRC are more apparent than at earlier stages of disease and can be attributable to both the disease and its treatment (Guillemin I, Darpelly M, Wong B, Ingelgard A, Griebsch I.
Development of a disease conceptual model of patient experience with metastatic colorectal cancer: identification of the most salient symptoms and impacts. J Cancer Surviv. 2022 Dec 14:1-11. doi:
10.1007/511764-022-01279-9. Epub ahead of print. PMID: 36515691; PMCID: PMC9748881). The most common symptoms reported in patients with mCRC include fatigue (96%), nausea (849%), neuropathy
(84%), diarrhea (80%), loss of appetite (769%), constipation (72%), weight loss (60%), and abdominal pain (60%) (Guillemin, Darpelly et al. 2022). mCRC develops as a result of heterogeneous malignancies
arising in the colon and/or rectum, which progress over many years (Dekker E, Tanis PJ, Vieugels JLA, Kasi PM, Wallace MB. Colorectal cancer. Lancet. 2019 Oct 19;394(10207):1467-1480. doi
10.1016/50140-6736(19)32319-0. PMID: 31631858. Poturnajova M, Furielova T, Balintova S, Schmidtova s, Kucerova L, Matuskova M. Molecular features and gene expression signature of metastatic
colorectal cancer (Review). Oncol Rep. 2021 Apr;45(4):10. doi: 10.3892/0r.2021.7961. Epub 2021 Mar 2. PMID: 33649827; PMCID: PMC7876998; Hossain MS, Karuniawati H, Jairoun AA, Urbi Z, Ooi J, John
A, Lim YC, Kibria KMK, Mohiuddin AKM, Ming LG, Goh KW, Hadi MA. Colorectal Cancer: A Review of Carcinogenesis, Global Epidemiology, Current Challenges, Risk Factors, Preventive and Treatment
Strategies. Cancers (Basel). 2022 Mar 20;14(7):1732. doi: 10.3390/cancers14071732. PMID: 35406504; PMCID: PMC8996939). Angiogenesis, the development of new blood vessels, plays a key role in
tumor growth in CRC, and it has been shown to be one of the primary molecular events occurring during the progression of CRC to metastatic disease (Qi L, Ding Y. Construction of key signal regulatory
network in metastatic colorectal cancer. Oncotarget. 2017 Dec 27;9(5):6086-6094. doi: 10.18632/oncotarget.23710. PMID: 29464057; PMCID: PMC5814197; Dakowicz D, Zajkowska M, Mroczko B.
Relationship between VEGF Family Members, Their Receptors and Cell Death in the Neoplastic Transformation of Colorectal Cancer. Int J Mol Sci. 2022 Mar 21;23(6):3375. doi: 10.3390/ijms23063375.

Therapeutic area

Specify which field best describes
the method

Infeksjonssykdommer

Kreftsykdommer (velg kreftomrade i neste kolonne)*
Lunge- og luftveissykdommer

Mage- og tarmsykdommer

Muskel-, skielett- oa bindevevssykdommer

Cancer

If the method applies to the
medical field of cancer, specify
which type of cancer is relevant

Bein- og blgtvevskreft

Blod- beinmargs- og lymfekreft
Brystkreft

Mage- og tarmkreft
Gynekoloaisk kreft

Current treatment

Current standard treatment in
Norway, including references

The treatment strategy will depend on whether a rapid response is desired due to symptoms (Van Cutsem et al., 2016), or if the treatment primarily aims to prevent further progression and provide
extended lifespan. If a rapid response is desired, combination chemotherapy given as infusion regimens along with antibodies is recommended. For less intensive treatment, one can start with
monotherapy and later switch to combination therapy (Ducreux et al., 2011; Gramont Lesparre et al., 2009; Koopman et al., 2007; Seymour et al., 2007). The initiation of treatment can be delayed if the
disease has a low tumor burden and slow growth, for example, in the case of few and small lung metastases. In the thirc-line treatment of mCRC, it is recommended to either a) use an EGFR inhibitor (if not
previously given or as a reintroduction if given in the first line) +/- irinotecan or trifluridine/tipiracil + bevacizumab, or b) use a HER? inhibitor in the presence of HER2 amplification and RAS wild-type, or an
NTRK inhibitor i the presence of NTRK fusion, or regorafenib.

https:// tykktarm-og-endet Kke-kurabl

Sources: Vian Cutsem, E., Cervantes, A., Adam, R., Sobrero, A., Van Krieken, 1. H., Aderka, D., .. & Ciardiello, F. (2016). ESMO consensus guidelines for the management of patients with metastatic colorectal
cancer. Annals of Oncology, 27(8), 1386-1422.Ducreux, M., Bennouna, I, Hebbar, M., Ychou, M., Lledo, G., Conroy, T., .. & Adenis, A. (2011). Capecitabine plus oxaliplatin (XELOX) versus
5-fluorouracil/leucovorin plus oxaliplatin (FOLFOX-6) as first-line treatment for metastatic colorectal cancer. International Journal of Cancer, 128(3), 682-690.Gramont Lesparre, A, Tournigand, C., Andre,
T., Larsen, A. K., Louvet, C., & de Gramont, A. (2009). FOLFIRI followed by FOLFOX6 or the reverse sequence in advanced colorectal cancer: a randomized GERCOR study. Journal of Clinical Oncology, 27
(15_suppl), 4030-4030.Koopman, M., Antonini, N. ., Douma, I., Wals, J., Honkoop, A. H., Erdkamp, F. L., ... & Punt, C. J. (2007). Sequential versus i with itabine, irinotecan,
and oxaliplatin in advanced colorectal cancer (CAIRO): a phase Iil randomised controlled trial. The Lancet, 370(9582), 135-142.5eymour, M. T., Maughan, T. S., Ledermann, J. A, Topham, C., James, R.,
Gwyther, . J., .. & Middleton, G. (2007). Different strategies of sequential and combination chemotherapy for patients with poor prognosis advanced colorectal cancer (MRC FOCUS): a randomised
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Prognosis in mCRC is poor, with late-stage disease having substantially lower survival relative to earlier stages (Centers for Disease Control and Prevention 2022, National Cancer Institute 2022). Data
from the SEER Program and CDC report a 5-year relative survival rate of <16% for patients with distant metastases, while patients with localized and regional disease have survival rates of 87.7% to
. 90.9% and 70.8% to 73.4%, respectively. Prognosis is typically worse for patients who are receiving later lines of therapy (Grothey, Van Cutsem et al. 2013, Mayer, Van Cutsem et al. 2015, Hamers,
P rOg NOSIS Elferink et al. 2021, Shen, Tannenbaum et al. 2022). While database studies report median OS between 12.5 months and 21 months for mCRC, trials in patients receiving 3L+ treatment report median 03
ranging from 6.4 months and 7.1 months (Grothey, Van Cutsem et al. 2013, Mayer, Van Cutsem et al. 2015, Hamers, Elferink et al. 2021, Shen, Tannenbaum et al. 2022). With advances in treatment in

recent years, survival in mCRC has improved over time, although median OS and 5-year OS remain low (Hamers, Elferink et al. 2021, Shen, Tannenbaum et al. 2022)

H H : The median survival has increased from approximately 6 months in the 1980s to 30 months (Venook et al., 2017) for patients receiving combination chemotherapy in studies (Glimelius et al., 2012).
Descrlbe th e p rogn OSIS Wl th Curren t Based on data from the Cancer Registry, the median survival for synchronous metastatic disease has increased from 5 to 12 months, with a greater increase in survival for younger patients (Sorbye et al.,
2013). The 5-year relative survival for stage IV is now 20% for colon cancer and 24% for rectal cancer (Larsen, 2022). Patients who are in poor general condition to receive chemotherapy have a very

treatment Op ﬁons, in C/U din g short expected lifespan (Sorbye et al., 2009).

Soruces: Centers for Disease Control and Prevention. (2022). Colorectal Cancer Statistics. Retrieved from https://www.cdc. Cancer Institute. (2022).
re fe rences SEER Cancer Stat Facts:Colorectal Cancer. Retreved from hitps://Seer cancer gow/tatfacts/htmi/colorect tmiGrothey, ., Van Cutsem, , Sobrero, A Siena . Falcone, A, Yohou. M., & Lend, H
(2013). Regorafenib monotherapy for previously treated metastatic colorectal cancer (CORRECT): an d, phase 3 trial. The Lancet, 381(9863),

303 312 Mayev R J Van Cutsem, E., Falcone, A., Yoshino, T Gavc\a Carbor\em R., Mizunuma, N., &Vamazak\ K. (2015) Rar\domlzed mal of TAS 102 for rs'raclory me[aslalm culorec(al cancer. New

4th line treatment
The new medicinal product’s
placement in the treatment algorithm

4745 new patients were diagnosed with CRC in Norway in 2022.

Patient population 892 patients had mCRC at diagnoses. It is expected that between

10-30% of patients with mCRC (40-80 patients) will be eligible for 4
o line treatment. Statistikkbank from www.kreftregisteret.no

Description, incidence and In addition may some of patients who develop metastasis

prevalence of the patient ) _ o

population covered by the relevant || following diagnosis with CRC be relevant for the 4l treatment, but

indication* in Norway, including the number is not known.
references.

Number of Norwegian patients
assumed to be relevant for new
method

* The entire patient group covered
by the indication in question is to
be described

7 Comparability to other medicinal products and inclusion in tender

Are there existing procurements or Yes, oncology tender

tenders in the therapeutic area?

Are there other medicinal products No
with a similar mechanism of action
and/or similar effect (for the same
indication)?

Does the supplier consider the No
medicinal product to be comparable
to other medicinal products?
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8 Relevant clinical trials
(pivotal trial(s) and clinical studies relevant for establishing relative efficacy)

Study 1

Study 2

Study 3

Study ID

Study name, NCT
number, hyperlink

FRESCO-2 (NCT04322539)
https://classic.clinicaltrials.g
ov/ct2/show/NCT04322539

Study type and design

Randomized, double-blind,
placebo-controlled,
multicenter phase 3 clinical
trial.

Objective

To compare the efficacy and safety of fruquintinib
in combination with BSC versus placebo in
combination with BSC in metastatic colorectal
cancer participants who have progressed on, or
were intolerant to, chemotherapy, anti-VEGF and
anti-EGFR biologics, and TAS-102 or regorafenib

Population

Important inclusion
and exclusion criteria

Inclusion criteria:
= Age 218 years (220 years in Japan)

- Confirmed and/or
adenocarcinoma with documented RAS, BRAF, and MSI/MMR status
according to country guidelines
= Must have progressed on or been intolerant to treatment with either
trifluridine/tipiracil and/or regorafenib
« Previously been treated with standard approved therapies:

, oxaliplatin-, and irinotecan-based an
anti-VEGF biological therapy, and an anti-EGFR therapy (if RAS wild type)

Intervention (n)

Dosage, dosing
interval, duration of
treatment

Orally administered fruquintinib 5
mg in combination with BSC once
daily for 3 weeks of continuous
dosing followed by a 1-week break
(with each cycle length of 28 days).

Comparator (n)

Dosage, dosing
interval, duration of
treatment

Orally administered placebo 5 mg
in combination with BSC once daily
for 3 weeks of continuous dosing
followed by a 1-week break (with
each cycle length of 28 days).

Endpoints

Primary, secondary
and exploratory
endpoints,
including definition,
measurement
method and, if
applicable, time of
measurement

Primary endpoint was Overall Survival (OS) [ Time Frame: From date of
randomization to death from any cause (up to 22 months) ]
0s was defined as the time (months) from date of randomization to death
from any cause. OS was calculated as (date of death or last known alive - date
of randomization + 1)/30.4375. Participants without report of death at the
time of analysis will be censored at the date last known alive.
Key secondary endpoint was Progression Free Survival (PFS), as Assessed by
the Investigator Using Response Evaluation Criteria In Solid Tumors (RECIST)
v1.1[Time Frame: From randomization until the first documentation of
objective progression or death, whichever comes first (up to 22 months) ]
PFS was defined as the time (months) from randomization until the first

i of objective as assessed by
investigator using RECIST v1.1, or death from any cause, whichever comes
first. More specifically, PFS was determined using all data until the last
evaluable visit prior to or on the date of: (i) radiographic disease progression
(PD) per RECIST v1.1; (i) withdrawal of consent to obtain additional scans on
study; or (ii) initiation of subsequent anticancer therapy other than the study
drugs, whichever was earlier. PD was defined as: at least a 20% increase in
the sum of diameters of target lesions, taking as reference the smallest sum
on study, including baseline; an absolute increase of at least 5 mm in the sum
of diameters of target lesions; and the appearance of one o more new
lesions.

Relevant subgroup
analyses

Description of any
relevant subgroup
analyses

Not relevant
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Study 1

Study 2

Study 3

Follow up time

If the study is
ongoing, indicate the
follow-up time for
the data expected

to be available for
assessment by the
Norwegian Medicines
Agency as well as the
expected/planned
total follow-up time
for the study

The median follow-up
time was 11.3 months
(interquartile range [IQR]:
9.0, 14.2) in patients
receiving fruquintinib +
BSC and 11.2 months
(IQR: 8.7, 15.5) in patients
receiving placebo + BSC

Time perspective
results

Ongoing or
completed study?
Available and future
data cut-offs

Median overall survival was 7-4 months (95% CI 67— 8-2) in the fruquintinib
group versus 4-8 months

(40~ 5:8)in the placebo group (hazard ratio 0-66, 95% Cl 0-55— 0-80;
p<0-0001). Grade 3 or worse adverse events

occurred in 286 (63%) of 456 patients who received fruguintinib and 116 (50%)
of 230 who received placebo; the most

common grade 3 or worse adverse events in the fruquintinib group included
hypertension (n=62 [14%]), asthenia

(n=35 [8%]), and hand-foot syndrome (n=29 [6%]). There was one
treatment-related death in each group (intestinal

perforation in the fruquintinib group and cardiac arrest in the placebo group).
Source: Dasari et al., 2022

Publications

Title, author, journal,
year. Expected date
of publication

Dasari A, Lonardi S, Garcia-Carbonero R, Elez E, Yoshino T, Sobrero A,
Yao J, Garcia-Alfonso P, Kocsis J, Cubillo Gracian A, Sartore-Bianchi A,
Satoh T, Randrian V, Tomasek J, Chong G, Paulson AS, Masuishi T,
Jones J, Csészi T, Cremolini C, Ghiringhelli F, Shergill A, Hochster HS,
Krauss J, Bassam A, Ducreux M, Elme A, Faugeras L, Kasper S, Van
Cutsem E, Arnold D, Nanda S, Yang Z, Schelman WR, Kania M,
Tabernero J, Eng C; FRESCO-2 Study Investigators. Fruquintinib
versus placebo in patients with refractory metastatic colorectal
cancer (FRESCO-2): an al,
double-blind, phase 3 study. Lancet. 2023 Jul 1;402(10395):41-53.
doi: 10.1016/50140-6736(23)00772-9. Epub 2023 Jun 15. PMID:
37331369.

9 Ongoing and planned studies

Are there ongoing or planned studies
for the medicinal product within the
same indication that may provide
further information in the future?

If yes, state the expected time
perspective for data availability

No

indications?

Are there ongoing or planned studies No
for the medicinal product for other

Assessment Request Form (English) Version 1.1 (23.06.2023)
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10 Expected health economic documentation
Enter information about the expected health economic analysis

Takeda recommends a simplified path (path D) for the assessment
of fruquintinib. This is due to lack of comparator in this line of
treatment for mCRC patients, high burden and severity of disease.

E.g. cost-per-QALY analysis or cost Fruquintinib will be included in the next oncology tender.
minimisation analysis

Type of health economic analysis

(Justify the proposal)

The patient population on which the Not relevant
health economic analysis is based,
including any subgroups.

The main analysis (base case)
shall include the entire patient
population covered by the
indication sought.

What type of documentation will A head-to-head RCT FRESCO-2 where fruquintinib was compared
form the basis for estimating relative to placebo.
efficacy?

(Direct or indirect evidence)

What type of documentation will Not relevant
form the basis for health-related
quality of life data?

Expected pharmaceutical budget Not yet estimated due to lack of list price.
impact per year, in the 5-year period
following a potential approval

11 Suitable for FINOSE?

Can the method be appropriate for No due to different reimbursement paths in Nordic countries.
assessment through FINOSE (yes/no)

If no, why not?

Assessment Request Form (English) Version 1.1 (23.06.2023) 8
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12 Other relevant information
Disclose other aspects that Nye metoder should be aware of.

Have you been in contact with A Nordic Advisory Board was hold autumn 2023 where two of
clinicians at Norwegian health Norwegian clinicians participated: Dalia Dietzel (Sykehuset
trusts about this medicinal product/ .
o Telemark, Skien, Norway) and Anne Hansen Ree (Akerhus
indication? Yes/no i k

University Hospital, Norway).
If so, who have you been in

contact with and what have been
their contribution?

(Relevant information in
connection with the recruitment
of experts in the field at Nye
metoder)

Are there specific circumstances No
related to the medicinal product
implying that a plain discount may
not be appropriate for fulfilment of
the priority criteria (yes/no)?

If yes, a separate form must

be completed and sent
nyelegemidler@sykehusinnkjop.
no at the same time as
documentation is sent to the
Norwegian Medicines Agency for
a health technology assessment.

Information and form:

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

opplering/

Any other relevant information?

Assessment Request Form (English) Version 1.1 (23.06.2023)
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	Email: lidziya.ulvenes@takeda.com
	External representation - name/organizationn - phone/email: 
	C2: Yes
	Active substance: yes
	Trade name: Fruzaqla
	Generic name: fruquintinib
	Marketing authorisation in norway: Takeda AS
	ATC-code: L01EK04
	Mode of administration: Oral
	Pharmacotherapeutic group: Fruzaqla™ (fruquintinib) is an oral vascular endothelial growth factor receptor (VEGFR) inhibitor consisting of a selective, small-molecule tyrosine kinase inhibitor (TKI) of VEGFR-1, -2, and -3, resulting in antitumor effects including suppression of tumor angiogenesis and lymphangiogenesis, thereby inhibiting tumor growth. 
	expected indication: For behandling av voksne med metastatisk kolorektal kreft (mCRC) som tidligere har blitt behandlet med eller ikke anses som kandidater for tilgjengelige terapier, inkludert fluoropyrimidin-, oksaliplatin- og irinotekanbasert kjemoterapi, en anti-VEGF-terapi, en anti-EGFR-terapi og LONSURF (trifluridin/tipiracil) eller STIVARGA (regorafenib).
	Other indications: No
	Same indications: No
	Procedure number for marketing authorisation assessment in EMA: EMEA/H/C/005979
	Expected date (month/year) of CHMP positive option: June/July 2024
	Expected date (month/year) marketing authorisation in norway: July/August 2024
	Expected date (quarter/year) submission of documentation: September 2024
	testing for biomaker analysis?: No, all relevant tests are performed at the earlier stage or for earlier lines of treatment
	Which biomaker: Not applicable. VEGFR1-3 are expressed and there is no need to test for them. 
	Diagnostics preformance: Yes
	Establishment of other/new infrastructure: No
	Pre-analytical requirements: Not beyond what is already done.
	Tst extecution: Not beyond what is already implemented in public health care
	Description of reading of results: Not beyond what is already implemented in public health care
	Which patient groups: Not relevant
	Therapeutic area: [Kreftsykdommer (velg kreftområde i neste kolonne)*]
	Description of the disease: Colorectal cancer (CRC) arises when cells in the colon or rectum grow uncontrollably from a precancerous, benign polyp that grows over 5 to 15 years to become a cancer. CRC is a critical global concern that is the third-most common cancer type and has the second-highest mortality rate of all cancer types worldwide. CRC is a highly heterogeneous disease and can result from numerous types of genetic or epigenetic alterations and can emerge in multiple anatomical sites. Metastatic CRC (mCRC) results when CRC cells become invasive and travel to other parts of the body, most commonly the liver, lungs, and bone. Symptoms of mCRC are more apparent than at earlier stages of disease and can be attributable to both the disease and its treatment (Guillemin I, Darpelly M, Wong B, Ingelgård A, Griebsch I. Development of a disease conceptual model of patient experience with metastatic colorectal cancer: identification of the most salient symptoms and impacts. J Cancer Surviv. 2022 Dec 14:1–11. doi: 10.1007/s11764-022-01279-9. Epub ahead of print. PMID: 36515691; PMCID: PMC9748881). The most common symptoms reported in patients with mCRC include fatigue (96%), nausea (84%), neuropathy (84%), diarrhea (80%), loss of appetite (76%), constipation (72%), weight loss (60%), and abdominal pain (60%) (Guillemin, Darpelly et al. 2022). mCRC develops as a result of heterogeneous malignancies arising in the colon and/or rectum, which progress over many years (Dekker E, Tanis PJ, Vleugels JLA, Kasi PM, Wallace MB. Colorectal cancer. Lancet. 2019 Oct 19;394(10207):1467-1480. doi: 10.1016/S0140-6736(19)32319-0. PMID: 31631858.; Poturnajova M, Furielova T, Balintova S, Schmidtova S, Kucerova L, Matuskova M. Molecular features and gene expression signature of metastatic colorectal cancer (Review). Oncol Rep. 2021 Apr;45(4):10. doi: 10.3892/or.2021.7961. Epub 2021 Mar 2. PMID: 33649827; PMCID: PMC7876998; Hossain MS, Karuniawati H, Jairoun AA, Urbi Z, Ooi J, John A, Lim YC, Kibria KMK, Mohiuddin AKM, Ming LC, Goh KW, Hadi MA. Colorectal Cancer: A Review of Carcinogenesis, Global Epidemiology, Current Challenges, Risk Factors, Preventive and Treatment Strategies. Cancers (Basel). 2022 Mar 29;14(7):1732. doi: 10.3390/cancers14071732. PMID: 35406504; PMCID: PMC8996939). Angiogenesis, the development of new blood vessels, plays a key role in tumor growth in CRC, and it has been shown to be one of the primary molecular events occurring during the progression of CRC to metastatic disease (Qi L, Ding Y. Construction of key signal regulatory network in metastatic colorectal cancer. Oncotarget. 2017 Dec 27;9(5):6086-6094. doi: 10.18632/oncotarget.23710. PMID: 29464057; PMCID: PMC5814197; Dakowicz D, Zajkowska M, Mroczko B. Relationship between VEGF Family Members, Their Receptors and Cell Death in the Neoplastic Transformation of Colorectal Cancer. Int J Mol Sci. 2022 Mar 21;23(6):3375. doi: 10.3390/ijms23063375. PMID: 35328794; PMCID: PMC8952321). The VEGF family of proteins are the main stimulators of angiogenesis, and their expression has been shown to be increased in later stages of CRC, leading to increased formation of new blood vessels, which promote the growth of new tumors (Dakowicz, Zajkowska and Mroczko 2022). Due to the role that the VEGF pathway plays in CRC progression, the use of anti-VEGF treatment, which inhibits tumor growth and metastasis through vascular regression, is a promising therapeutic route (Dakowicz, Zajkowska and Mroczko 2022). Prognosis in mCRC is poor, with late-stage disease having substantially lower survival relative to earlier stages. 
	Cancer treatment: The treatment strategy will depend on whether a rapid response is desired due to symptoms (Van Cutsem et al., 2016), or if the treatment primarily aims to prevent further progression and provide extended lifespan. If a rapid response is desired, combination chemotherapy given as infusion regimens along with antibodies is recommended. For less intensive treatment, one can start with monotherapy and later switch to combination therapy (Ducreux et al., 2011; Gramont Lesparre et al., 2009; Koopman et al., 2007; Seymour et al., 2007). The initiation of treatment can be delayed if the disease has a low tumor burden and slow growth, for example, in the case of few and small lung metastases. In the third-line treatment of mCRC, it is recommended to either a) use an EGFR inhibitor (if not previously given or as a reintroduction if given in the first line) +/- irinotecan or trifluridine/tipiracil + bevacizumab, or b) use a HER2 inhibitor in the presence of HER2 amplification and RAS wild-type, or an NTRK inhibitor in the presence of NTRK fusion, or regorafenib. https://www.helsedirektoratet.no/retningslinjer/kreft-i-tykktarm-og-endetarm-handlingsprogram/behandling-av-ikke-kurable-metastaser/medikamentell-behandlingsstrategi

Sources: Van Cutsem, E., Cervantes, A., Adam, R., Sobrero, A., Van Krieken, J. H., Aderka, D., ... & Ciardiello, F. (2016). ESMO consensus guidelines for the management of patients with metastatic colorectal cancer. Annals of Oncology, 27(8), 1386-1422.Ducreux, M., Bennouna, J., Hebbar, M., Ychou, M., Lledo, G., Conroy, T., ... & Adenis, A. (2011). Capecitabine plus oxaliplatin (XELOX) versus 5-fluorouracil/leucovorin plus oxaliplatin (FOLFOX-6) as first-line treatment for metastatic colorectal cancer. International Journal of Cancer, 128(3), 682-690.Gramont Lesparre, A., Tournigand, C., Andre, T., Larsen, A. K., Louvet, C., & de Gramont, A. (2009). FOLFIRI followed by FOLFOX6 or the reverse sequence in advanced colorectal cancer: a randomized GERCOR study. Journal of Clinical Oncology, 27(15_suppl), 4030-4030.Koopman, M., Antonini, N. F., Douma, J., Wals, J., Honkoop, A. H., Erdkamp, F. L., ... & Punt, C. J. (2007). Sequential versus combination chemotherapy with capecitabine, irinotecan, and oxaliplatin in advanced colorectal cancer (CAIRO): a phase III randomised controlled trial. The Lancet, 370(9582), 135-142.Seymour, M. T., Maughan, T. S., Ledermann, J. A., Topham, C., James, R., Gwyther, S. J., ... & Middleton, G. (2007). Different strategies of sequential and combination chemotherapy for patients with poor prognosis advanced colorectal cancer (MRC FOCUS): a randomised controlled trial. The Lancet, 370(9582), 143-152.
	Cancer: [Mage- og tarmkreft]
	Prognosis: Prognosis in mCRC is poor, with late-stage disease having substantially lower survival relative to earlier stages (Centers for Disease Control and Prevention 2022, National Cancer Institute 2022). Data from the SEER Program and CDC report a 5-year relative survival rate of <16% for patients with distant metastases, while patients with localized and regional disease have survival rates of 87.7% to 90.9% and 70.8% to 73.4%, respectively. Prognosis is typically worse for patients who are receiving later lines of therapy (Grothey, Van Cutsem et al. 2013, Mayer, Van Cutsem et al. 2015, Hamers, Elferink et al. 2021, Shen, Tannenbaum et al. 2022). While database studies report median OS between 12.5 months and 21 months for mCRC, trials in patients receiving 3L+ treatment report median OS ranging from 6.4 months and 7.1 months (Grothey, Van Cutsem et al. 2013, Mayer, Van Cutsem et al. 2015, Hamers, Elferink et al. 2021, Shen, Tannenbaum et al. 2022). With advances in treatment in recent years, survival in mCRC has improved over time, although median OS and 5-year OS remain low (Hamers, Elferink et al. 2021, Shen, Tannenbaum et al. 2022). 

The median survival has increased from approximately 6 months in the 1980s to 30 months (Venook et al., 2017) for patients receiving combination chemotherapy in studies (Glimelius et al., 2012). Based on data from the Cancer Registry, the median survival for synchronous metastatic disease has increased from 5 to 12 months, with a greater increase in survival for younger patients (Sorbye et al., 2013). The 5-year relative survival for stage IV is now 20% for colon cancer and 24% for rectal cancer (Larsen, 2022). Patients who are in poor general condition to receive chemotherapy have a very short expected lifespan (Sorbye et al., 2009).

Soruces: Centers for Disease Control and Prevention. (2022). Colorectal Cancer Statistics. Retrieved from https://www.cdc.gov/cancer/colorectal/statistics/index.htmNational Cancer Institute. (2022). SEER Cancer Stat Facts: Colorectal Cancer. Retrieved from https://seer.cancer.gov/statfacts/html/colorect.htmlGrothey, A., Van Cutsem, E., Sobrero, A., Siena, S., Falcone, A., Ychou, M., ... & Lenz, H. (2013). Regorafenib monotherapy for previously treated metastatic colorectal cancer (CORRECT): an international, multicentre, randomised, placebo-controlled, phase 3 trial. The Lancet, 381(9863), 303-312.Mayer, R. J., Van Cutsem, E., Falcone, A., Yoshino, T., Garcia-Carbonero, R., Mizunuma, N., ... & Yamazaki, K. (2015). Randomized trial of TAS-102 for refractory metastatic colorectal cancer. New England Journal of Medicine, 372(20), 1909-1919.Hamers, S. L., Elferink, M. A., van Oijen, M. G., & van Laarhoven, H. W. (2021). Systematic review of the prognosis of patients with advanced colorectal cancer treated with chemotherapy. European Journal of Cancer, 157, 1-13.Shen, C., Tannenbaum, S., Zhang, Y., & Merchant, N. (2022). Survival of patients with metastatic colorectal cancer: A population-based analysis. Cancer Medicine, 11(1), 1-10.Venook, A. P., Niedzwiecki, D., Lenz, H. J., Innocenti, F., Fruth, B., Meyerhardt, J. A., ... & Schrag, D. (2017). Effect of first-line chemotherapy combined with cetuximab or bevacizumab on overall survival in patients with KRAS wild-type advanced or metastatic colorectal cancer: a randomized clinical trial. JAMA, 317(23), 2392-2401.Glimelius, B., Sorbye, H., Balteskard, L., Bystrom, P., Pfeiffer, P., Tveit, K. M., ... & Wibe, A. (2012). A randomized phase III multicenter trial comparing irinotecan in combination with the Nordic bolus 5-FU and folinic acid schedule or the bolus/infused de Gramont schedule (Lv5FU2) as first-line treatment of metastatic colorectal cancer (Nordic VII). Annals of Oncology, 23(4), 909-914.Sorbye, H., Pfeiffer, P., Cavalli-Bjorkman, N., Qvortrup, C., Holsen, M. H., Wentzel-Larsen, T., ... & Glimelius, B. (2013). Clinical trial enrollment, patient characteristics, and survival differences in prospectively registered metastatic colorectal cancer patients. Cancer, 119(15), 282-288.Larsen, I. K. (2022). Personal communication.Sorbye, H., Cvancarova, M., Qvortrup, C., Pfeiffer, P., & Glimelius, B. (2009). Age-dependent improvement in median and long-term survival in unselected population-based Nordic registries of patients with synchronous metastatic colorectal cancer. Annals of Oncology, 20(8), 1293-1299.
	The new medicinal product: 4th line treatment
	Patient population: 4745 new patients were diagnosed with CRC in Norway in 2022. 892 patients had mCRC at diagnoses. It is expected that between 10-30% of patients with mCRC (40-80 patients) will be eligible for 4 line treatment. Statistikkbank from www.kreftregisteret.no 
In addition may some of patients who develop metastasis following diagnosis with CRC be relevant for the 4l treatment, but the number is not known.
	Existing procurements in therapeutic area: Yes, oncology tender
	Any other medicinal products: No
	Consider supplier: No
	1 Study ID: FRESCO-2 (NCT04322539)
https://classic.clinicaltrials.gov/ct2/show/NCT04322539
	2 Study ID: 
	3 Study ID: 
	1 Study type and design: Randomized, double-blind, placebo-controlled, multicenter phase 3 clinical trial. 
	2 Study type and design: 
	3 Study type and design: 
	1 Objective: To compare the efficacy and safety of fruquintinib in combination with BSC versus placebo in combination with BSC in metastatic colorectal cancer participants who have progressed on, or were intolerant to, chemotherapy, anti-VEGF and anti-EGFR biologics, and TAS-102 or regorafenib
	2 Objective: 
	3 Objective: 
	1 Population: Inclusion criteria:
 • Age ≥18 years (≥20 years in Japan)
• Confirmed (histologically and/or cytologically) metastatic colorectal adenocarcinoma with documented RAS, BRAF, and MSI/MMR status according to country guidelines
• Must have progressed on or been intolerant to treatment with either trifluridine/tipiracil and/or regorafenib
• Previously been treated with standard approved therapies: fluoropyrimidine-, oxaliplatin-, and irinotecan-based chemotherapy, an anti-VEGF biological therapy, and an anti-EGFR therapy (if RAS wild type)
• MSI-H or dMMR tumors must have been treated with immune checkpoint inhibitors if approved and available and the patient is eligible
• BRAF V600E-mutant positive tumors must have been treated with a BRAF inhibitor if approved and available and the patient is eligible
• Body weight ≥40 kg
• ECOG PS of 0 to 1
• Measurable disease according to RECIST v1.1
• Expected survival ≥12 weeks
Exclusion criteria: 
• SBP ≥140 mmHg and/or DBP ≥90 mmHg despite optimal medical management
• Any condition that could, per the investigator’s judgment, result in gastrointestinal hemorrhage or perforation, within 6 months prior to screening
• Hemorrhage from any site, within 2 months prior to screening
• Thromboembolic event or clinically significant CVD within 6 months prior to screening
• Stroke or TIA in 12 months prior to screening
• Mean corrected QTcF >480 ms or factors that increase risk of arrythmia or QTc prolongation
• HIV infection
• HCV or HBV infection with detectable viral load
• Untreated (with surgery or radiotherapy) brain metastases or spinal cord compression and without clinical imaging evidence of stable disease for ≥14 days
	2 Population: 
	3 Population: 
	1 Endpoints: Primary endpoint was Overall Survival (OS) [ Time Frame: From date of randomization to death from any cause (up to 22 months) ]

OS was defined as the time (months) from date of randomization to death from any cause. OS was calculated as (date of death or last known alive - date of randomization + 1)/30.4375. Participants without report of death at the time of analysis will be censored at the date last known alive.

Key secondary endpoint was Progression Free Survival (PFS), as Assessed by the Investigator Using Response Evaluation Criteria In Solid Tumors (RECIST) v1.1 [ Time Frame: From randomization until the first documentation of objective progression or death, whichever comes first (up to 22 months) ]

PFS was defined as the time (months) from randomization until the first radiographic documentation of objective progression as assessed by investigator using RECIST v1.1, or death from any cause, whichever comes first. More specifically, PFS was determined using all data until the last evaluable visit prior to or on the date of: (i) radiographic disease progression (PD) per RECIST v1.1; (ii) withdrawal of consent to obtain additional scans on study; or (iii) initiation of subsequent anticancer therapy other than the study drugs, whichever was earlier. PD was defined as: at least a 20% increase in the sum of diameters of target lesions, taking as reference the smallest sum on study, including baseline; an absolute increase of at least 5 mm in the sum of diameters of target lesions; and the appearance of one or more new lesions.
	2  Endpoints: 
	3 Endpoints: 
	1 Relevant subgroup: Not relevant
	2 Relevant subgroup: 
	3 Relevant subgroup: 
	1 Intervention: Orally administered fruquintinib 5 mg in combination with BSC once daily for 3 weeks of continuous dosing followed by a 1-week break (with each cycle length of 28 days).
	2 Intervention: 
	3  Intervention: 
	1 Comparator: Orally administered placebo 5 mg in combination with BSC once daily for 3 weeks of continuous dosing followed by a 1-week break (with each cycle length of 28 days).
	2 Comparator: 
	3 Comparator: 
	1 Follow up time: The median follow-up time was 11.3 months (interquartile range [IQR]: 9.0, 14.2) in patients receiving fruquintinib + BSC and 11.2 months (IQR: 8.7, 15.5) in patients receiving placebo + BSC 
	2 Follow up time: 
	3 Follow up time: 
	1 Time perspective: Median overall survival was 7·4 months (95% CI 6·7–8·2) in the fruquintinib group versus 4·8 months

(4·0–5·8) in the placebo group (hazard ratio 0·66, 95% CI 0·55–0·80; p<0·0001). Grade 3 or worse adverse events

occurred in 286 (63%) of 456 patients who received fruquintinib and 116 (50%) of 230 who received placebo; the most

common grade 3 or worse adverse events in the fruquintinib group included hypertension (n=62 [14%]), asthenia

(n=35 [8%]), and hand-foot syndrome (n=29 [6%]). There was one treatment-related death in each group (intestinal

perforation in the fruquintinib group and cardiac arrest in the placebo group). Source: Dasari et al., 2022
	2 Time perspective: 
	3 Time perspective: 
	1 Publications: Dasari A, Lonardi S, Garcia-Carbonero R, Elez E, Yoshino T, Sobrero A, Yao J, García-Alfonso P, Kocsis J, Cubillo Gracian A, Sartore-Bianchi A, Satoh T, Randrian V, Tomasek J, Chong G, Paulson AS, Masuishi T, Jones J, Csőszi T, Cremolini C, Ghiringhelli F, Shergill A, Hochster HS, Krauss J, Bassam A, Ducreux M, Elme A, Faugeras L, Kasper S, Van Cutsem E, Arnold D, Nanda S, Yang Z, Schelman WR, Kania M, Tabernero J, Eng C; FRESCO-2 Study Investigators. Fruquintinib versus placebo in patients with refractory metastatic colorectal cancer (FRESCO-2): an international, multicentre, randomised, double-blind, phase 3 study. Lancet. 2023 Jul 1;402(10395):41-53. doi: 10.1016/S0140-6736(23)00772-9. Epub 2023 Jun 15. PMID: 37331369.
	2 Publications: 
	3 Publications: 
	Ongoing studies - further information: No
	Ongoing studies indications: No
	Type of health economic analysis: Takeda recommends a simplified path (path D) for the assessment of fruquintinib. This is due to lack of comparator in this line of treatment for mCRC patients, high burden and severity of disease. Fruquintinib will be included in the next oncology tender.
	Patient population sungroups: Not relevant
	Which documentation estimating relative efficacy: A head-to-head RCT FRESCO-2 where fruquintinib was compared to placebo.
	Health related quality of life: Not relevant
	Expected pharmaceutical budget: Not yet estimated due to lack of list price.
	Suitable for FINOSE: No due to different reimbursement paths in Nordic countries.
	Contact with clinicians at norwegian health trusts: A Nordic Advisory Board was hold autumn 2023 where two of Norwegian clinicians participated: Dalia Dietzel (Sykehuset Telemark, Skien, Norway) and Anne Hansen Ree (Akerhus University Hospital, Norway).
	Spesific circumstances: No
	Andre relevante opplysninger? 2: 


