
Do innovative medicines against cancer 

always have a real added value?
What can/should we do better when allowing 

drugs on the market?

10 October 2024

Mattias Neyt (KCE), MSc, PhD

Senior health economist

▪ Source: https://kce.fgov.be/en/do-innovative-medicines-against-

cancer-always-have-a-real-added-value

▪ Mattias Neyt (KCE), Carl Devos (KCE), Nancy Thiry (KCE), Geert Silversmit (BCR), Cindy De

Gendt (BCR), Nancy Van Damme (BCR), Diego Castanares-Zapatero (KCE), Nicolas Fairon

(KCE), Frank Hulstaert (KCE), Leen Verleye (KCE)

https://kce.fgov.be/en/do-innovative-medicines-against-cancer-always-have-a-real-added-value


Research questions

▪ RQ1: What is the evolution in overall survival in a broad

selection of oncology indications and the budget impact

of introducing new cancer drugs in the last 15 years in

Belgium?

▪ RQ2: What is known in the literature about the benefits

(e.g. impact on overall survival and QoL) and cost-

effectiveness for a broad selection of new cancer drugs?

Methods

▪ Belgian observational data

• Belgian Cancer Registry (2004-2017) & Intermutualistic Agency

(oncology drugs, 5y FU, health care act 2018) & vital status

(January 2020)

▪ International literature

• Systematic reviews (survival), HTA reports (economic evaluations)



Selection

▪ 40 different drugs

in 12 cancer types

• + : broad picture

▪ Focus on stage IV
(where applicable)

Summary

▪ Half: (slight) improvements

▪ Other half: no clear

improvements…

▪ Almost always (large)

increases gross drug exp.

& mean treatment costs

▪ Remark: nuance needed

(see discussion)



Summary

▪ 12 cancer indications:

• 1. Breast cancer (st. IV)

• 2. Chronic Myeloid Leukaemia

• 3. Colorectal cancer (st. IV)

• 4. Head & neck cancer (st. IV)

• 5. Melanoma (st. IV)

• Ex. Nuance (st. NA)

• 6. Mesothelioma (st. III/IV/X)

• 7. Multiple myeloma

• 8. Non-Hodgkin Lymphoma

➢ CLL/SLL, DLBCL, Mantle cell

lymphoma

• 9. Non-small cell lung cancer

(st. IV)

• Ex. nuance

• 10. Ovarian cancer (st. IV)

• 11. Prostate cancer (st. IV)

• 12. Renal cell carcinoma (st. IV)

Summary
▪ (Cost-)effectiveness: general findings and problems

• Greatest uncertainty: impact OS

➢ Lack head-to-head, immature data, surrogate endpoints, cross-over

• Impact QoL – also large uncertainty

➢ Not always measured (disease-specific & generic utility instrument), if

measured – considered confidential (!)

• Choice comparator

• Confidential prices

• Price/discount intervention (& comparator & FU treatments…)

• Decision maker’s ICER (transparency & accountability)



Discussion
Learn from the past to do better in the future

▪ Real-world observational data

• Misinformation relative treatment effect

• Remark: limited benefits in overall survival

▪ The use of progression-free survival as a surrogate endpoint

• Evidence: link with OS & QoL

• QoL as an important endpoint (~EUnetHTA guidelines HRQoL)

▪ Our recommendations & …

… link with HTA regulation: big opportunities

• Pre-market: JSC

• After JCA

HR from RCTs vs. observational data

Banerjee, JAMA 

Oncol (2020)



Limited benefits in overall survival

▪ Davis et al. (2017): evidence EMA approved cancer drugs

• Significant prolongation of survival in just over a third (24/68,

35%) of all drug indications

➢ The magnitude of the overall survival benefit ranged from 1.0 to 5.8

months (median 2.7 months) (see next slide)

• For the 44 (65%) remaining drug indications: no conclusive

evidence at time of market authorisation that the drugs offered

survival benefits

Source: Davis et al., BMJ, 2017

▪ Magnitude

of benefit

Extra



The use of PFS as a surrogate endpoint

▪ Is PFS a valid surrogate for OS?

• SR Ciani (2014): in advanced solid tumors

➢ “The strength of the association between the two surrogates and OS was generally low. The level of

evidence (observation-level versus treatment-level) available varied considerably by cancer type, by

evaluation tools and was not always consistent even within one specific cancer type.”

• SR Prasad (2015): in Oncology

➢ “most trial-level validation studies of surrogate end points in oncology find low correlations with

survival.” and that “the evidence supporting the use of surrogate end points in oncology is limited.”

• Gyawali et al. (2020): Evaluating the evidence behind the surrogate measures included in

the FDA's table of surrogate endpoints as supporting approval of cancer drugs (breast cancer)

➢ “The results from correlation studies evaluating pCR, DFS, ORR, and PFS suggest that the

treatment effects on none of these surrogate measures were strongly correlated with treatment

effects on OS.“

▪ Can PFS be considered

as a surrogate for QoL?

• QoL as an endpoint:

190/352 trials (54%),

reported in 147/190

trials (77%)

• Correlation: weak



• Arguments used to link PFS to QoL

➢ chemotherapy ~toxicities and negative impact QoL

➢ anxiety

➢ ability to work

➢ …

➔ rather arguments to include instruments that are able to

measure the impact on these elements…

Remark: use of both disease-specific and generic utility 

instruments in complement! (EUnetHTA guideline HRQoL)

▪ FYI – guidance on outcomes for joint clinical assessments (JCAs)

• Problem is

recognized

• HTD should

provide evidence

for the association
(~correlation >0.85)

Extra



Recommendations (2021)

▪ See synthesis for a full overview… (~extra slides)

▪ Focus: better balance between ‘early’ access & generating

evidence on the true added value

… over the life cycle of an ‘innovative’ drug

Both at: (2 crucial moments with high leverage)

▪ EMA/JCA level: start (RCTs, comparator, endpoints,

(in)appropriate cross-over, etc.) + transparent publication of

results, use of conditional approval, etc.

▪ (inter)national level: application of MEAs, international

collaboration

Towards comparative evidence generation in phase 2b/3 
Jointly approved by regulators and HTA/payers 
with public (co-)financing of trial infrastructure 

HAVE BETTER EVIDENCE AT MARKET LAUNCH! (→ MEAs)

▪ High potential

HTA regulation

• JSC (~PICOS)

• JCA

• Impact scoping

(~PICO)

• ➔ post-market

collaboration

➢ Further research

➢ Price negotiations



▪ Part 1/5

▪ Have better

evidence at

market launch

FYI – Recommendations (2021)

▪ Pre-market

▪ PICO

▪ RCT

▪ Part 2/5

▪ Surrogates

▪ All results

▪ Early

dialogues

▪ Conditional

market

authorization



▪ Part 3/5

▪ Registries vs

registry-based

RCTs

▪ Conditional

reimbursement

▪ Part 4/5

▪ Etc…



▪ Part 5/5

9. Non-small cell lung cancer (st.IV)



9. Non-small cell lung cancer

expenses for the first two years after incidence per 

incidence year (stage IV)
mean cost per patient for the first two years after 

incidence per incidence year (stage IV)

10. Ovarian cancer



10. Ovarian cancer

expenses for the first two years after incidence per 

incidence year (stage IV)
mean cost per patient for the first two years after 

incidence per incidence year (stage IV)
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