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Why me?



Non-medication

• SLN (took 3 years)

• Tumor localisation (quick)

• Reconstr. breast surgery
(convention)

• Multigene assays MP/Odx

• (convention) 

• High risk/ breast imaging 

• ….

Medication prior to authorization (2014)

• Adj Trastuzumab 2005
• EMA ABC: Aug 2000 

• Oct 25, 2005 (Art 56* conventie)

• EMA EBC: May 2006 

• RIZIV/INAM: Jul 2006  
• Breast ClinicsAll centers

Previously involved in reimbursement
innovative cancer therapies

2022: large increase in requests from physicians
pharma for oncology indications

KB 25-3-1964 Article 106-109 KB 14-12-2006 25-04-2014



Medications : very long way from lab  patient prescription

577d + extra days  EMA-CTG … if reimbursed…



Only 54% of authorized drug is 
reimbursed in Belgium

How many of the 160 EMA registered drugs (2017 – 2020), available 1 jan 2022? 

Source: https://www.efpia.eu/media/636821/efpia-patients-wait-indicator-final.pdf

EFPIA PATIENTS W.A.I.T. INDICATOR 2021 SURVEY 

9

https://www.efpia.eu/media/636821/efpia-patients-wait-indicator-final.pdf


Belgische patiënten wachten te lang op 
nieuwe geneesmiddelen

How many days between EMA market authorization (2017-2020) and availability?

Source: https://www.efpia.eu/media/636821/efpia-patients-wait-indicator-final.pdf

EFPIA PATIENTS W.A.I.T. INDICATOR 2021 SURVEY
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https://www.efpia.eu/media/636821/efpia-patients-wait-indicator-final.pdf


DRUGS FOR ADVANCED 
BREAST CANCER

FDA EMA REIMBURSED
IN BELGIUM

Atezoliz + nab-paclitaxel Mar 2019 Aug 2019 1-4-2021

Olaparib Jan 2018 Apr 2019 1-4-2022

Talazoparib Oct 2018 Jun 2019 1-7-2021

Some “recent” examples of delays
in metastatic breast cancer with a high need



Current problems to early access 
anti-cancer therapies

• Long waiting time until reimbursement for tested indication
• Waiting EMA approval scientific evaluation …repeated by INAMI/RIZIV/CTG/CRM …
• European administration is inefficient, cumbersome process

• Lack of transparency and methodological validity in reimbursement procedure
• No clear framework for the scientific evaluation by CTG/CRM  Dutch BOM PASKWIL criteria

• Scientific interpretation by internal experts is often divergent from guidelines and clinican’s preference

• Scientific and financial arguments are often confused and/or intertwined
• Errors in scientific evaluation reports and sometimes in indication proposals

• Industry-related issues
• Financial toxicity of anti-cancer R/

• Not all companies ask for reimbursement in Belgium (small country, long costly procedures)

• Legal framework hampers reimbursement procedures for combined R/, especially if more companies involved
• Ability to start early access programs strongly directed by global pharma, not by request of physicians

• Differences in willingness to approve individual medical need requests

• Only EMA-approved indications considered for reimbursement T. Agnostic FDA approvals (e.g. TMB, MSI-H)

• Diagnostic issues
• Required diagnostic test not reimbursed

Reimbursement
Commission



…Other Problems…

…Reimbursement more restrictive than label (Chapter 4)
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Not reimbursed

Olaparib metastatic Jan 2018 Apr 2019 1-4-2022

But reimbursement restricted to TNBC  drug label



- Drugs in Reimbursement Chapter I 
- Off label = OK (no restriction/ no ctrls)

- Clinical Trials (commercial; IIT; basket)

- Prior to Registration
- Compassionate Use Program (CUP*).

- After Registration (prior to reimbursement)
- Medical Need Program (MNP*)
- Off label beyond CUP/MNP (with cost) 
- Special Solidarity Fund
- Free drug samples (8 per physician per year)
- Individual Urgent Medical Need*

Today’s Topic: Early access to therapeutic innovations “without cost”

*Cost for company; contract negotiations to avoid patient costs

No label 

X



Different ways to access innovative 
anti-cancer drugs: Clinical Trial

Access prior to European marketing authorization

(‘early access’)

• clinical trials

• Compassionate Use & Medical Need Program

Risk/Benfit by FAGG/AFMPS ‘efficacy; quality; safety; 

2

Access after European marketing authorisation

• via terugbetaling 

• andere wegen

n of oncology clinical trials / 100k inhabitants (2009-2019)
We are a hub of clinical trials



Outside a clinical trial: CUP/MNP 
Belgian law* describes conditions for access to medications, not authorized or different indications

(unmet medical need or a major therapeutic advantage)

Non- authorized drugs:  compassionate use for pts with a chronically, seriously debilitating or life‐ threatening 

disease (*) ; no authorized medicinal product available. The medicinal product concerned must either be subject of 

application marketing authorization by the centralized procedure or must be undergoing clinical trials for related 

indication.

Authorized in Belgium (other indication): pts with (*) that cannot be treated satisfactory by a product that is 

authorized for this indication (and commercially available) in Belgium (“medical need programs”). 

UNFORTUNATELY under 3 conditions :

o a demand to obtain authorization for this indication in question is in process

o or indication authorized but product not commercially available

o or clinical trials ongoing in this indication

dossier to be submitted to afmps/fagg

max duration …60d to obtain drug

*The law on unauthorized medicinal products (25-3-1964); 

2004/2006/2016



How to obtain – without cost- innovative therapies? Belgian Law: milestones 2004/2006/2016?

CUP/MNP/ETA

All CUP/MNP programs (submitted after 01/07/2014) on web site: ‘authorized programs’, ‘closed programs’ or 
‘on hold programs’. For each of these programs: ‘Summarized information for publication’ + approved ‘ICF’

How can we, physicians motivate companies to start more such programs?

(initiated by company months prior to market access)



DRUGS FOR ADVANCED 
BREAST CANCER

FDA EMA FAGG 
MNP/CU/ETA/ 

samples

REIMBURSED
IN BELGIUM

Atezolizumab + nab-paclitaxel Mar 2019* Aug 2019 v 1-4-2021

Olaparib Jan 2018 Apr 2019 v** 1-4-2022

Talazoparib Oct 2018 Jun 2019 v 1-7-2021

Some “recent” examples of delays
in metastatic breast cancer with a high need

* Atezolizumab is no more FDA approved in this indication
** MNP discontinued before reimbursement was granted

Phase III OlympiA (n=1836) gBRCAm HER2-neg : 1 jr Olaparib (300mg BID) vs plac
Very High Risk pts  ADJ LYNPARZA 1jr 4-jr 

+3.4% OS; HR=0.68; [98.5% CI, 0.47-0.97]; p=0.009.  Ann Oncol Oct 2022

EMA Authorization July 2022

Adjuvant Olaparib



Belgian Law 2016: Once the CUP or MNP is approved ETR can be done at the RIZIV/INAMI:  GDPR unprove…

CTG:
-contract
-No contract
-Confidentian convention



‘off label’ use… (as defined by package insert).

Another indication, another pt group, another dose, dose interval,another route of admin.

Off –label use is possible, allowed (Belgian law), *needed: if no Clin Trial/MNP/CUP inform 
patient (uncertainty regarding efficacy and risk). A prescription inconsistent with the 
conduct of a reasonable and prudent professional practitioner would be a fault under 
Belgian law which could trigger medical practitioner’s liability. Cost!

*Evidence based; guideline + Patient Informed

No registration/ KCE report 2015; 252A/  

off‐label use could be unlawful if this is not done with the usual care
. Don’t abuse therapeutic freedom (Orde Der Artsen) 

No budget in Belgium for off-label treatment indications / early access



IV. Special Solidarity Fund
Financial Intervention for 1 pt for expensive drug

Process is cumbersome with no or unpredictable outcome physicians request pharmaceutical companies to provide 
for off-label treatments which places the decision and responsibility on the companies... 
 Arbeidsrechtbank ….

No Way!X



Donation of free samples

Strict conditions
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https://pharma.be/sites/default/files/2021-08/health_ethics_nl.pdf

Free Samples
Yes, but only if commercially available

https://pharma.be/sites/default/files/2021-08/health_ethics_nl.pdf


Pharma.Be (association for the innovative bio-pharmaceutical
industry): constructive approach, listens to the challenges
encountered, shared these current opportunities with recent
kick-off (working group that co-creates a potential new and
sustainable framework for off-label individual medical need to
better support our patients)



Reimbursement groundbreaking drugs 
should be faster
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• New procedure for groundbreaking
medicine

• Once EMA approval

• CTG evaluates immediate
reimbursement

• No delay till reimbursement → up to
10 months faster access

• CTG continues evaluation

• Company pays money back if negative
advice at the end of process



What about CTG? Should we re-think? 
More quality and faster evaluations?
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• Avoid parallel work: Use European evaluations in 
CTG/CRM

• Involve patient organisations to join evaluations

• Patient experts geven perspectief van patiënten op 
impact van ziekte en ervaring met behandelingen 
(schriftelijk en/of hoorzitting)

• Patient organisations (CRM/CTG)

• Involve scientific organisations to join evaluations, to
help external experts and academici in CRM/CTGOpinion ‘working group oncology’ RIZIV/INAMI

What happens with opinion? Task Force BSMO: Surrogate Endpoints
Immaturity of OS-data/ clinical relevance

Fast Approval as by FDA: Data Collection Refund
Now other evidence than large Phase III RCT



PIK3CA-mutant MBC
Our 1st Alpelisib experience in UZ-Leuven (2017)

…In a study of 50 pts with PIK3CA-mutant 
metastatic breast cancer, alpelisib (also known as 
BYL179) combined with fulvestrant was 
associated with a 24% objective response rate. 
(NCT02437318) Mayer I. et al CCR 2017

www.thelancet.com Vol 389 June 17, 2017



5-3-2017: Dear Prof Mayer & Arteaga. 
50yrs, metastatic ILC, ER+ HER-2 neg
relapsed after 6L anti-E and CT. NGS 
(paclitaxel relapsed tumor) in Sr MJ 
nodule, using the Illumina-
platform (targeted re-sequencing 
Illumina kit TruSightTumor26 
Sequencing; detection limit: 5% 
mutante allele; 10% tumor cell)

Hoste, G et al. Clin Drug Investig 38, 1071–1075 (2018). 

Clinical Benefit and improved ECOG status 7m later; PTENm

Our Alpelisib experience in UZ-Leuven (2017)

7m later; PTENm



2017: FAGG : Requirements for Compassionate Use Medication in Urgent Situations described in the FAGG 
guidance on compassionate use and medical need programs dd 04/JAN/2016. In order to ascertain that all
requirements are met, you need confirmation that:
The patient is in immediate risk of dying; 
•Or the risk of non-treatment is higher than the inherent risks of the treatment
•The patient cannot be treated

•With a marketed medicinal product,
•With a product under hospital exemption or
•With a magisterial preparation
•In a clinical trial

1. treatment plan protocol

2. informed consent form (ICF; no name)

3. CUP attestation form

4. template to notify hoofdarts & EC 

5.       Letter of agreement with UZ Leuven

5. AE-SAE formulier: <24h SAE; <10d AE

6.       Duration to get drug on average 3m…

‘ I am responsible for the use of 
- Unauthorized drug
- Authorized drug in unauthorized indication’

I. Global CU program = UMN Belgium
1 Individual patient

Novartis Global Medical Affairs Individual UMN

Alpelisib (BYL719)  “CBYL719X2001” 

Opened 17-1-2017



In accordance with article 106 §5 of the Royal Decree relative to the human and veterinary medicines as modified on 25 
April 2014, I confirm that the FAMHP does not have any objection to the demand for modification to the here above 
mentioned compassionate use program

II. Belgian CU program 
2nd patient …

Project KOTK Laurence
UZL + UZ Gent

8-3-2019: BSMO meeting ( Task Force Breast ) PIK3CA testing is 
required in all luminal HER2-neg MBC patienten ( 30 % + ) 



III. Belgian CUP/MNP 
12-2020



Piqray access journey in Belgium1,2,3

Reasons for first negative reimbursement decision:

- No effect on OS; ↑↑ Drop-out due to AEs
- Label not in line with current guidelines; lack of comparison vs. 

everolimus+exemestane/chemo

- EU reimbursement status: Even NICE reimburses

Acces to Piqray today:      EPIK-B5 (ph III: ALP+FUL vs FUL; post CDKi; HR+ HER2- aBC)
– 6 centers in Belgium

MNP status – new patients by year (Nov. 2022)

1st

?

1 32

Hearing 
with KOLs

RIZIV/INAMI 
Covid freeze2 3

PIK3CA NGS  BC
Tumoral Tissue & 

Liquid biopsy

PIK3CA NGS 
Testing for BC1

PIK3CA NGS Testing
for BC if associated therapy

reimbursed

2nd

1Alpelisib | FAGG; 2Novartis – aanvraagdossier voor terugbetaling PiqrayÒ (2020) en evaluatierapporten (CTG); 
3Novartis – aanvraagdossier voor terugbetaling PiqrayÒ (2021) en evaluatierapporten (CTG)
Piqray Product Information: SmPC (=LINK)  

https://www.fagg.be/nl/MENSELIJK_gebruik/geneesmiddelen/geneesmiddelen/onderzoek_ontwikkeling/gebruik_in_schrijnende_47
https://www.ema.europa.eu/en/documents/product-information/piqray-epar-product-information_en.pdf


Positive decisions to reimburse alpelisib in: 
The Netherlands 
Austria
Switzerland 
Luxembourg
Sweden
Slovenia 
Italy
Spain
Croatia 
Finland 
Norway 
Iceland

Reimbursement status in EU countries & UK
 Piqray has been reimbursed in 14 countries in EU including UK2,3,4,5,6

2Novartis – aanvraagdossier voor terugbetaling PiqrayÒ (2020) en evaluatierapporten (CTG); 3Novartis – aanvraagdossier voor terugbetaling 
PiqrayÒ (2021) en evaluatierapporten (CTG); 4https://www.nice.org.uk; 5https://www.novartis.com/uk-en; 6Governmental Healthcare portal 
from each respective country; Piqray Product Information: SmPC (=LINK)  

4,5 6

https://www.nice.org.uk/
https://www.novartis.com/uk-en
https://www.ema.europa.eu/en/documents/product-information/piqray-epar-product-information_en.pdf


No Access:
Neratinib Metastatic

No legal framework in B. for Individual off-label use of medicinal products
Pierre Fabre…as it is available in Germany and UK…try to obtain it from there

No intention to start a marketing authorization application process in B.

Neratinib after 3L in monotherapy or in combination with capecitabine is a useful treatment for 

patients with and without brain metastases. PFS and OS were found to be similar as previous trial 

data. Routine anti-diarrhoeal prophylaxis allows this combination to be safely delivered to patients 

in a real-world setting. 45 patients from Royal Marsden BCRT 2022 October



• Procedure should be faster; no layer of administration
• Budget for off-label molecular guided treatment if EB-recommendation by an independent body?
• National Molecular Tumor Board
• Decision to administer/prescribe ~doctor (supported by nMTB, MOC) national EC
• Collection of real-world data: to learn from and to support drug for reimbursement

national molecular tumor board
terugbetaald, klinische studie,
CUP/MNP, nieuw systeem



Ballett study (P.I. Dr. Brigitte Maes)

Informed consent
- Ballett (13 sites)
- Precision 1 CGP

TruSightOncology 500
9 Belgian laboratories

Molecular Tumor 
Board

Dedicated Platform

Comprehensive Genomic Profiling report +/- Treatment recommendation

Reimbursed Rx
Clinical trial
MNP/CUP

Off-label Rx

• Belgian Approach for Local Laboratory Extensive Tumor Testing

• 936 Belgian pts with metastatic solid tumors

Data collection
Precision 1



Taskforce KCE: Report 348, 2022 who are these pts?
roadmap for development, production, mark authorization, reimbursement if clinical benefit

RIZIV workgroup: Contractgeneesmiddelen; modernisering terugbetalingsprocesen

Internationalising of reimbursement: treatment combinations, complexe therapies
eGezondheid 2022-2024

What is going to be done by Health Authorities

Early and fast access is important issue for our Minister of Health

PASKWIL



Access of 
Belgian cancer
patients
to therapeutic
innovations

Thank you

for your attention


