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associated with exceptional access programs, as well as 
pharmaceutical policies on this matter. After describ-
ing the specific case of pertuzumab, we will see how it 
reveals a little-questioned object of research: drug excep-
tional drug access programs (DEAPs).

Recent pharmaceutical industry development towards 
immunotherapies, gene therapies and more broadly per-
sonalized medicine have led these DEAPs to play a key 
role, allowing access to personalized treatments under 
conditions not yet approved, thus creating a form of 
parallel market. The pharmaceutical industry’s access 
programs, in the form of patient support programs or 
compassionate programs, which can be understood as 
DEAPs, are beginning to be studied and understood, but 
they remain very flexible and difficult to grasp [2]. Our 
interest here in this commentary is to refer more spe-
cifically to public DEAPs, without directly considering 
manufacturers’ support programs, which pose other spe-
cific problems. The programs and dynamics surrounding 
exceptional access to pharmaceuticals are underdocu-
mented. How do these programs work in practice? What 
are the health and political issues generated by DEAPs in 
the era of gene therapies, precision medicine, and ultra-
expensive therapies? Addressing these issues requires 
delving into the links between pharmaceutical exception 

Introduction
New cancer drugs pose numerous problems of access 
and health equity in many countries and across Canadian 
provinces. The case of pertuzumab as a neoadjuvant in 
breast cancer treatment has been highlighted as reveal-
ing such inequities between Canada and other countries, 
as well as within Canada itself, where Québec’s popula-
tion would have access to this antibody, while a nega-
tive evaluation from the Canadian Agency for Drugs and 
Technologies in Health (CADTH) would make it inac-
cessible in the rest of the country [1]. This case provides 
an opportunity to clarify the health and equity issues 

BMC Medical Ethics

*Correspondence:
Pierre-Marie David
pierre-marie.david@umontreal.ca
1Université de Montréal, Faculty of Pharmacy, 2940 Chem. de 
Polytechnique, Montréal, QC H3T 1J4, Canada
2Faculty of Law (LL.M. Candidate), McGill University, 3644 Peel St, 
Montreal, QC H3A 1W9, Canada
3McGill Department of Equity, Ethics and Policy, 2001 McGill College 
Avenue, Montréal, Québec H3A 1G1, Canada
4CISSS Laval Ethics Center, 1755 boulevard René-Laennec, Laval,  
QC H7M 3L9, Canada
5Université de Montréal, Faculty of Medecine, 2900 Edouard Montpetit 
Blvd, Montreal, QC H3T 1J4, Canada
6Simon Fraser University, Faculty of Health Sciences, Blusson Hall, Room 
11300, 8888 University Drive, Burnaby, BC V5A 1S6, Canada

Abstract
Drug exceptional access programs (DEAPs) exist across Canada to address gaps in access to pharmaceuticals. These 
programs circumvent standard procedures, raising epistemic, economic, social and political issues. This commentary 
provides insights into these issues by revealing the context and procedures on which these programs depend.
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programs and the new economic and scientific dynamics 
of pharmaceutical development.

Controversy over pertuzumamb as neoadjuvant
In December 2022, a commentary in Current Oncology 
identified inequities in access to neoadjuvant partuzumab 
in Canada [1]. Rayson and colleagues first identified 
inequities in access resulting from varying assessments 
between states. More surprisingly, the commentary also 
highlighted inequities within Canada, and the fact that 
Québec has access to the drug unlike other Canadian 
provinces. Which is not quite the case. The case of per-
tuzumab as a neoadjuvant provides an opportunity to 
clarify the issues involved in current programs for excep-
tional access to drugs, as well as pharmaceutical policies 
on this matter in Québec.

Pertuzumab, marketed as Perjeta by Hoffman-La 
Roche, has been positively evaluated by several regula-
tory authorities outside Canada as a neoadjuvant cancer 
therapy. CADTH, however, has given the drug a nega-
tive review in 2022 for these same indications. This poses 
several access problems for Canadian patients, who find 
themselves short-changed, or have to pay out-of-pocket 
or through their private insurance for this drug. In Febru-
ary 2022, the Québec health evaluation institute INESSS 
(Institut national d’excellence en santé et services sociaux) 
positively recommended this drug for this very indica-
tion, but with economic conditions. This means that 
the Minister of Health must negotiate the price to allow 
definitive access. Since February 2022, the Minister has 
been negotiating with Hoffman-La Roche, the company 
that markets this molecule. The drug is therefore not offi-
cially available to Québec women, as suggested by Rayson 
et al. 2022. Nevertheless, Québec does have an excep-
tional program for access to drugs for “Particular Medical 
Necessity”, a category through which pertuzumamb as a 
neoadjuvant has been accessed by patients in Québec.

In fact, pertuzumab is only accessible in Québec within 
healthcare facilities (e.g., hospitals), via a doctor’s request 
for “Particular Medical Necessity” (NMP, nécessité médi-
cale particulière, in French). This mechanism for excep-
tional access to the drug dates to a 2015 law reforming 
the organization of the healthcare system in Québec, 
which was clarified in 2016, in a circular specifying the 
guidelines for processing these NMP requests. Generally, 
hospitals set up review committees for these requests. 
These committees are made up of various experts whose 
role is to give an opinion to the Hospital board of pro-
fessionnals  (CMDP, Comité des Médecins, Dentistes et 
Pharmaciens, in French), which will ultimately decides 
whether to grant access to these drugs that are not on 
the approved drug lists. In Québec, this is a decentral-
ized process: each establishment organizes itself and 
makes these decisions on its own. The question of access 

to pertuzumab reveals the health policy issues raised 
by exceptional drug access programs, and the potential 
inequities they may raise.

Difficulties in defining drug exceptional access 
programs across Canada
In Québec
For many years, Québec has been a privileged territory 
for the pharmaceutical industry. With notable innova-
tions, these privileges were reinforced in the 2000s as 
pharmaceutical policies were very advantageous for the 
industry [3]. In 2007, for example, the Québec Minis-
try of Health adopted a Drug Policy [4] with four main 
objectives: accessibility to drugs, establishment of a fair 
and reasonable price for drugs, optimal use of drugs and 
maintenance of a dynamic biopharmaceutical industry in 
Québec. This last objective is indicative of a specific con-
ception of health as an economic driver through pharma-
ceutical industry sector by the government. This policy 
also allowed for an open door from the industry to the 
Ministry of Health. One of the concrete effects of this 
policy for pharmaceutical regulation is the acceleration 
of drug evaluation procedures. While regulation is still 
perceived as a limiting step in reaching the market, the 
evaluation of a drug can now be initiated by the INESSS 
before even obtaining the approval of Health Canada. 
In this context, exception programs become outlets for 
these innovations. Four DEAPs have been implemented 
in Québec (see Table  1): (i) the “Exceptional Drug Pro-
gram,” (ii) the “Exceptional Patient Program,” (iii) the 
“Particular Medical Necessity” program which gives 
access to non-listed treatments in health care institu-
tions but with federal compliance and (iv) the “Excep-
tional Treatments Program” for non-listed drugs without 
federal compliance [5, 6]. Some aim at controlling price 
and access, while others are used in hospital settings in a 
manner that bypasses the standard procedure set by pro-
vincial and hospitals’ lists. In addition, some compassion-
ate programs and patient support programs [7] can also 
be considered DEAPs, as is the case in Québec.

In Canada
Because of the distribution of legislative powers, the 
federal government funds part of the provinces’ health 
expenditures and authorizes drug marketing (through 
Health Canada). Provincial governments are responsible 
for ensuring the appropriate use of and access to drugs, 
which are generally the ones listed for reimbursement 
by provincial public insurances. This situation results 
in variability in the access to drugs [8] as well as equity 
issues [9, 10].

First, the federal “Special Access Program” provides 
exceptional access to non-approved drugs. This could be 
named a/the federal DEAP. We could also acknowledge 
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that there are various barriers in providing pharmaceu-
ticals through federal DEAP as demonstrated by the 
continuing lack of access to pharmaceuticals for certain 
populations such as indigenous people requiring tuber-
culosis drugs [11]. In the provinces, if the drugs are 
approved by Health Canada, but not listed by the minis-
tries of health or used outside of their recommendations, 
their access is managed through provincial DEAPs. The 
actual names of these programs vary greatly within prov-
inces and between them: “exceptional” (Ontario’s Excep-
tional Access Program), “compassionate” (BC Cancer 
Compassionate Access Program), “special” or “necessary” 
(Québec’s Nécessité médicale particulière, BC Special 
Authority program). Some provinces even use economic 
and moral language, labelling their program as “cata-
strophic” (Catastrophic Drug Program) [12]. Within the 
same province, different DEAPs co-exist, as presented in 
Québec, as well as in Canada. See Table 2.

There is great diversity and variability in the way these 
programs are organized, and access to the same drug 
can differ greatly from an inter-provincial/territorial 
basis (one province or territory to another) and an intra-
provincial basis (e.g., between rural and urban settings, 
among different hospitals). Thus, within the same coun-
try, patients with the same needs are dependent on the 

DEAPs of their local settings for accessing the same drug. 
This raises major issues of equity in a context where the 
Canadian health care system is generally understood and 
praised for being equitable in terms of access, treatment, 
and structure. As a result, there is critical need for fur-
ther examination, understanding and analysis/evaluation 
regarding equity issues and DEAPs. Furthermore, there is 
a need to consider the broader context of pharmaceutical 
development, as those programs are increasingly used to 
channel access to pharmaceuticals precisely designed in 
this specific context.

Drivers of drug exceptional access programs
The impulses of cancer treatments and their 
pharmacoeconomics
Successive generations of anti-cancer drugs have renewed 
hopes for clinical outcomes for both health professionals 
and patients. They act in an increasingly specific way on 
the specifics of cancers by offering a statistical prolonga-
tion of survival and sometimes a cure. In addition, they 
prohibit tumor growth for a period of time, and they can 
even reduce tumor growth. This ensures obvious clini-
cal benefits: spending more time with loved ones, being 
able to adequately say goodbye to people around them or 
being present for significant moments such as a child’s 

Table 1 Drug exceptional access programs in Québec
Exceptional drug program (“Médica-
ment d’exception”)

Exceptional patient 
program (“Patient 
d’exception”)

Particular medical 
necessity (“Nécessité 
médicale particulière”)

Exceptional treat-
ment (“Traitement 
d’exception”)

Health Canada notice of 
compliance

Yes Yes Yes No

Listed on the provincial 
public insurance list

Yes Yes No No

INESSS conditions Only if therapeutic indication recognized 
by INESSS and with
exceptional reimbursement

Use associated with pa-
tient specific conditions

Unevaluated or evaluated 
negatively

Unevaluated

Decision Régie Assurance Maladie du Québec 
(RAMQ)

RAMQ Hospital board of profes-
sionals (CMDP)

Hospital board of 
professionals (CMDP)

Access In pharmacies and hospitals In community and 
hospitals

In hospitals In hospitals

Table 2 Other examples of drug exceptional access programs in Canada
Federal: Special ac-
cess program (SAP)

Pharmaceutical industry: 
Patient support programs (PSP) 
from pharmaceutical industry

Quebec : Particular medical 
necessity (“Nécessité médi-
cale particulière »)

Ontario : Exceptional ac-
cess program

Health Canada notice of 
compliance

No Yes Yes Yes

Listed on the provincial 
public insurance list

No Yes or No No No

use conditions Not to encourage the 
early use of drugs

Determined by the PSP Unevaluated or evaluated 
negatively

Unevaluated

Decision Health Canada Pharmaceutical industry Hospital board of professionals 
(CMDP)

Executive officer ministry of 
health under advise of Com-
mittee to Evaluate Drugs

Access In community and 
hospitals

In community and hospitals 
through PSP

In hospitals In community and hospitals
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wedding. In addition to the hope of a cure, health profes-
sionals and patients often perceive these considerations 
as compelling. Accordingly, their access to such pro-
grams is justified despite an unfavourable assessment of 
the treatment from a cost-effectiveness perspective.

In this context, the recommendations issued by agen-
cies restricting access to anti-cancer drugs are largely 
contested by patients, patient associations and the phar-
maceutical industry. They might lobby for off-label use, 
despite an unfavourable cost-benefit ratio. For the indus-
try, anti-cancer drugs represent a very lucrative market 
and recent developments are pushing towards increas-
ingly targeted (and therefore expensive) molecules. For 
patients and patient associations, the new anti-cancer 
drugs represent a hope of treatment often when other 
treatments have failed. Thus, they perceive this as a fail-
ure of the system not to try everything for a therapeutic 
hope where, in their view, the economic calculation no 
longer holds.

Following anti-cancer drugs, gene therapies have more 
recently represented the upward trend. The cost of these 
therapies is well beyond the ability of most third-party 
payers to pay. Gene therapies offer a cure for a health 
problem to a greater extent than most other drugs. This 
adds to their potency and attractiveness, which is often 
monetized at a selling price that goes far beyond the costs 
of research and development. These two classes of drugs 
often offer hope to patients, families, and clinicians. New 
waves of anti-cancer drugs and gene therapies provide 
renewed hope for patients who are at the end of their 
rope or facing a therapeutic dead end.

The impact of anti-cancer drugs on the health care sys-
tem, especially in financial terms, has led to major institu-
tional arrangements and a restructuring of the activities 
of agencies and third-party payers. Specific budgets have 
been set aside for access to cancer drugs, and agencies 
and third-party payers have set up dedicated review com-
mittees and separate processes for evaluating and man-
aging access to cancer drugs. While these treatments 
hold great promise, they are not necessarily effective, let 
alone cost-effective (sometimes with modest impacts on 
DALYs and QALYs). Moreover, a specific range of cost by 
QALY has emerged to inform decision-making. Whereas 
a tacit threshold of 50 000$ per QALY has traditionally 
informed pharmaco-economic decisions, in the field of 
oncology this threshold might be doubled around 100 
000$/QALY. Oncology seems to be connected to a spe-
cific form of valuation that has been coined as “malignant 
pharmacoeconomics” [13]. As a matter of fact, oncology 
drugs embody this exception with respect to both cost 
and regulation in many provinces in Canada.

“Orphanization” and the quest for “nichebusters”
The pharmaceutical industrial model has long been 
based on a relatively small number of highly profitable 
products provided to vast populations, generating a sig-
nificant share of pharmaceutical industry sales. These 
“blockbuster” drugs were expensive but not prohibitively 
so (for most insured people) and were largely reimbursed 
by public and private third-party payers. Most of these 
drugs were hugely profitable until their patent expiry. 
In the last decade, these traditional blockbusters have 
lost momentum, thus affecting sales and profitability of 
companies. Precision medicine (which can be defined as 
medicine seeking to improve patient stratification and 
management using biological information and biomark-
ers grounded on individualized therapeutic approaches 
to health [14], pharmaceutical developments and 
increasingly profitable drugs have transformed the mar-
keting structure of the pharmaceutical industry. Phar-
maceutical developments targeting more determinedly 
niche patients with products referred to by some as 
“nichebusters” have superseded mass production [15, 16]. 
As opposed to “blockbusters,” “nichebusters” have gener-
ated a business model characterized by highly expensive 
drug prices and a very small number of patients. The 
development of these “nichebusters” has fostered access 
and sustainability problems for public insurance sys-
tems. DEAPs seem an opportunistic solution for those 
problems.

This shift is driven by a multitude of factors, the most 
important of which is pharmaceutical development and 
innovation. This can be explained by the fact that the 
number of highly profitable products that can be sold on 
a large scale is decreasing. However, this is counterbal-
anced by an increased capacity for patient stratification, 
allowing better identification and grouping of patient 
needs and more precise mechanisms for meeting them. 
This is often shown to be beneficial, as it allows for 
increasingly personalized health care to be received. In 
the case of the drug nusinersen (brand name: spinraza), 
Wadmann and Hauge show precisely how Danish insti-
tutions have stratified patients and their disease to con-
trol costs while keeping access possible to certain eligible 
individuals. This strategy of “stratification” [17] leads to 
the fragmentation of patient populations, making them 
almost orphaned in their needs and from a therapeutic 
point of view.

These trends are driving changes in treatment cat-
egories. In recent years, orphan drugs, as they were cat-
egorized, have slipped from their initial definition. Until 
recently, orphan drugs were considered medicines that 
had limited market potential. To ensure safety, security 
(especially in terms of developing solid evidence despite 
far smaller populations), but also cost-effectiveness of 
this type of product, several jurisdictions such as the 
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USA [18, 19] and the EU [20] have adopted a specific leg-
islative framework for orphan drugs or rare disease treat-
ments. The legislative frameworks also aim to stimulate 
the pharmaceutical industry, which had long argued that 
specific requirements represented unfair obstacles to the 
development of such drugs.

This definition was somewhat reversed when it became 
possible to target small groups of patients, not only for 
rare diseases but for the individualization (or cluster-
ing) of patients with specific health needs and calling 
for more expensive (and more profitable) products [21]. 
Since then, the pharmaceutical development model of 
orphan drugs has been replaced (at least in part) by new 
models emphasizing on stratification and individualiza-
tion of the response to patients’ needs. Such a process 
can be labeled as “orphanization” since it entails that a 
drug, in its biotechnological development and marketing, 
seeks to target a very limited number of patients, making 
it an orphan drug. A major reversal, which can be attrib-
uted to the development of precision medicine, has thus 
taken place: an orphan drug is no longer a drug with lim-
ited marketing potential, but a drug with major market-
ing potential that is aimed at a limited number of patients 
[22].

This context invites us to rethink the exceptionality at 
the heart of DEAPs. Whereas they were once conceived 
as a means of ensuring access to medicines to meet the 
unmet demand of certain patients, DEAPs are now 
emerging in a more global economic and political con-
text as ways of facilitating the supply of particular treat-
ments. From this point of view, DEAPs are particularly 
well-suited to the contemporary context marked by the 
knowledge and economic developments of personalized 
medicine.

Issues associated with DEAPs
This evolution of the pharmaceutical development and 
pharmacoeconomics sheds a new light on exceptional 
access-to-medicines programs and helps to formulate 
some of the epistemic, economic, social and political 
issues associated with them.

Epistemologically, DEAPs are not neutral regarding 
the knowledge considered and valued. As previously dis-
cussed, in the current pharmaceutical regime, the status 
of evidence is changing radically, considering smaller 
numbers of patients and decisions made sometimes 
more on phase II trials rather than on phase III research, 
requiring less patients but raising uncertainty. Secondly, 
the management enabled by DEAPs implies post-access 
monitoring in the form of Real-World Evidence, which is 
becoming a central tool in the governance of access. The 
risk of conducting fewer clinical trials is being overtly 
made by pharmaceutical companies, and in turn raised 
by patient groups. The relationship between access 

programs and the data and knowledge they promote 
must therefore be considered to fully understand the 
issues at stake.

Economically, the market for expensive orphan drugs 
is growing at an annualized rate of 32% and represents 
nearly 10% of Canadian pharmaceutical sales. Provincial 
regulatory agencies, such as Québec’s INESSS, acknowl-
edge this expansion of the term “orphan”: “Products with 
orphan designations target rare diseases or small subpop-
ulations of common “precision medicine” diseases and 
are likely to be highly expensive” [23]. Restructuring the 
locus of profitability from blockbusters to nichebusters 
by stratifying patient populations (also called salami slic-
ing strategy) and orphaning responses to health needs 
has laid the foundations for new pharmaceutical and 
therapeutic regimes, rationalising the high cost of oth-
erwise low-cost or unapproved drugs. Thus, exceptional 
policies and practices might operationalize a tour de 
force by both facilitating access to drugs while rationing 
them at the same time. This operation is fruitful both for 
pharmaceutical manufacturers who are provided with a 
justification for their high prices, as well as policymak-
ers who want to occupy both sides of the fence. A plau-
sible explanation for the increased use of DEAPs is the 
new pharmaceutical regime and the growing pressure to 
bring promising drugs to the market quickly. Consider-
ing the ongoing difficulty in accessing expensive drugs 
and the trend towards a greater proportion of new drugs 
that have significant impacts on health insurers’ budgets, 
regulatory authorities may be led to evaluate such mol-
ecules negatively by specifying strict conditions. Thus, 
DEAPs are an important alternative means for the indus-
try to reach the market, and for the government to pro-
vide access to expensive and uncertain drugs.

Socially, these programs generate relatively polarized 
reactions. Their proponents are often practitioners ask-
ing for the latest scientific developments to treat their 
patients (even if they have yet to be validated); or prac-
titioners who want to use certain molecules for indica-
tions that have not been approved. Numerous patient 
associations, often supported by the pharmaceutical 
industry [24], are also lobbying for maintaining the con-
crete hope associated with access to certain drugs, even 
when efficiency and cost-effectiveness data are uncertain 
(or even unfavorable). It is the same logic that underlies 
industry sponsored compassionate programs deployed in 
hospitals. According to DEAP opponents, however, such 
programs (especially those sponsored by the industry) 
represent a form of strategic loyalty through compas-
sion [25]. Indeed, programs sponsored by industry can 
provide drugs for other more regular DEAPs and make 
them more acceptable for health professionals as they do 
not draw from the common fund. Some practitioners and 
pharmacists are opposed to these programs and consider 
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them unfair, as shown by our ongoing research in Qué-
bec. Offering drug access through exceptional programs 
entails circumventing the standard procedures for eval-
uating safety and effectiveness and jeopardizing public 
health insurance systems. Between these positions, pol-
icy-makers seem to remain hesitant. That said, under-
neath those perceptions of DEAPs lies important legal 
and political issues.

Politically, whereas the absence of a pan-Canadian 
policy is a major obstacle to equity in access to drugs 
[26–28], DEAPs contribute to address certain gaps in 
access to pharmaceuticals but they also create some of 
the access equity issues as they also contribute indirectly 
to the absence of a pan-Canadian policy. Indeed, Cana-
da’s current patchwork of DEAPs adds to the patchwork 
of public or private drug plans. This has been shown to 
also expose households to considerable and inequitable 
financial risks, adding to the administrative costs of pre-
scriptions. This situation also isolates the management of 
prescription drugs access from other key components of 
Canadian Medicare. The current debate on the reform of 
the Patented Medicine Prices Review Board (PMPRB) is 
also linked to issues associated with DEAPs. In particular, 
pharmaceutical companies have used Canadian access 
to medicines for rare diseases as leverage to oppose 
the changes [29]. Once we have better investigated and 
understood the political dynamics surrounding DEAPs, 
it will be important (even before having asked the ques-
tion of their internal fairness) to know whether they do 
not contribute to preventing the development of a coher-
ent Canadian pharmaceutical policy. Rather than denying 
access to important drugs, one alternative would be to 
think of DEAPs as part of a pan-Canadian pharmaceuti-
cal policy.

Conclusions: understand DEAPs through the lens 
of equity
The literature on DEAPs lacks substantial analysis and 
significant data, as well as comparisons between the 
provinces and territories [30]. There is a need to docu-
ment DEAPs and investigate how they work in theory, 
in addition to how they are used in practice and which 
actors and institutions are involved in the decision-mak-
ing and intertwined through them. There is also a need to 
describe how patients have accessed the latest (often very 
costly) innovative therapies in different provinces and 
how the media has covered these issues. Whereas pub-
lic decision-makers seem to remain hesitant to comment 
on DEAPs, mainstream media take stories about patients 
who are denied drug access very seriously, as well as the 
unaffordable prices set by pharmaceutical industries. In 
doing so, the media ends up framing public debate on 
very specific terms, at times invisibilizing more struc-
tural issues that go to the heart of public health insurance 

systems. In the absence of extensive and comparative 
knowledge of DEAPs, a pan-Canadian study is urgent 
and topical to generate data and to help develop a more 
critical discussion that is mindful of the legal and politi-
cal issues associated with these programs.
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