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Abstract

Purpose of Program: Glomerulonephritis (GN) is a group of rare kidney diseases that is increasingly being managed
with higher cost immunosuppressive (IS) agents in Canada. Ontario Health’s Ontario Renal Network (ORN) oversees the
management and delivery of GN services in the province. Stakeholder surveys previously conducted by ORN identified that
both clinicians and patients do not perceive access to GN medications as comprehensive or timely. The program conducted
a focused jurisdictional scan among 7 provinces to inform ORN initiatives to improve access to GN medications. Specifically,
the program examined clinician experience with GN access, public drug coverage criteria, and timelines for public coverage
for select IS agents (ie, tacrolimus, cyclosporine, mycophenolate mofetil [MMF], mycophenolate sodium, rituximab, and
eculizumab) used to manage GN in adults who live in Canada.

Methods: For the selected IS agents, a focused jurisdictional scan on medication access was conducted by ORN in 2018
and updated in July 2022. Information was obtained by searching the gray literature and/or credible online sources for
public funding policies and eligibility criteria. Findings were supplemented by personal communications with provincial drug
programs and consulting GN clinical experts from 7 provinces (ie, Alberta, British Columbia, Saskatchewan, Manitoba,
Ontario, Nova Scotia, and Quebec).

Key Findings: Clinicians from different provinces prescribe IS agents similarly for GN indications, despite distinctions in
public drug funding policies. While patients can obtain public funding for many IS agents, for GN, most provinces rely on case-
by-case review processes. In addition, provinces can vary in their funding criteria and which IS agents are listed on the public
formulary. For IS agents that require prior authorization or case-by-case review, timelines vary by province with decisions
taking a few days to weeks. British Columbia, with a GN-specific drug formulary, had the most integrated and efficient system
for patients and prescribers.

Limitations: This scan primarily relied on publicly available information for drug coverage criteria and clinician experience
with access in their province. Since this scan was conducted, public drug coverage criteria and/or application processes may
have changed.

Implications: While patients in most provinces have similar needs and nephrologists similar prescribing patterns, gaps still
exist for publicly funded GN medications. Interprovincial differences in the drugs funded, funding criteria, and application
process may affect timely and equitable access to GN medications across Canada. Given the rarity of GN, a pan-Canadian
funding approach may be warranted to improve the current state.

Abrégé

Objectif du programme: Les glomérulonéphrites (GN) sont un groupe de néphropathies rares qui sont de plus en
plus fréquemment traitées avec les agents immunosuppresseurs (IS) colteux au Canada. Le Réseau rénal de I'Ontario
(ORN—Ontario Renal Network) de Santé Ontario supervise la gestion et la prestation des services liés a la GN dans
cette province. Des enquétes menées précédemment par 'ORN auprés des parties prenantes ont révélé que tant les
cliniciens que les patients ne percevaient pas I'accés aux médicaments pour traiter la GN comme complet ou opportun.
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Le programme a mené une analyse ciblée des territoires de compétences dans sept provinces afin d’orienter les initiatives
de 'ORN ayant pour objectif d’'améliorer I'accés aux médicaments pour traiter la GN. Plus précisément, le programme
a examiné I'expérience des cliniciens en matiére d’accés aux médicaments pour traiter la GN, les critéres d’admissibilité
au régime public d’assurance-médicaments et les délais de couverture publique de certains agents IS (p. ex., tacrolimus,
cyclosporine, mycophénolate mofétil [MMF], mycophénolate sodique, Rituximab, éculizumab) utilisés pour traiter la GN
chez les adultes canadiens.

Méthodologie: Une analyse ciblée des territoires de compétences quant a I'accés aux médicaments a été réalisée par
’ORN en 2018 et mise a jour en juillet 2022. L’information quant aux politiques de financement public et aux critéres
d’admissibilité a été obtenue en effectuant une recherche dans la littérature grise et des sources crédibles en ligne. Les
résultats ont été complétés par des communications directes avec les régimes provinciaux d’assurance-médicaments et
des experts cliniques de la GN de sept provinces (Alberta, Colombie-Britannique, Saskatchewan, Manitoba, Ontario,
Nouvelle-Ecosse et Québec).

Principaux résultats: Les cliniciens des différentes provinces prescrivent des agents IS de fagon similaire pour les indications
liées a la GN, malgré des distinctions dans les politiques publiques de financement des médicaments. Bien que les patients
bénéficient d’'une couverture publique pour de nombreux agents IS, pour le traitement de la GN, la plupart des provinces
s’appuient sur des processus d’examen au cas par cas. De plus, il peut exister des différences entre les provinces en ce
qui concerne les critéres de financement et les agents IS qui figurent sur leur formulaire public. Dans le cas des agents
IS nécessitant une autorisation au préalable ou un examen au cas par cas, les délais varient d’'une province a l'autre; les
décisions pouvant prendre de quelques jours a quelques semaines. La Colombie-Britannique, qui dispose d’un formulaire de
médicaments pour traiter spécifiquement la GN, présente le systéme le plus intégré et le plus efficace pour les patients et
les prescripteurs.

Limites: Cette analyse s’est principalement appuyée sur des renseignements accessibles au public en ce qui concerne les
critéres de couverture des médicaments et I'expérience des cliniciens en matiére d’accés dans leur province. Les critéres de
couverture des médicaments publics et les processus de demande pourraient avoir changé depuis que cette analyse a été
effectuée.

Conclusion: Bien que les patients de la plupart des provinces aient des besoins similaires et que les néphrologues aient des
habitudes de prescription similaires, des lacunes subsistent en ce qui concerne le financement public des médicaments pour
traiter la GN. Les différences interprovinciales entre les médicaments financés, les critéres de financement et le processus
de demande peuvent avoir une incidence sur I'accés opportun et équitable aux médicaments pour traiter la GN a travers
le Canada. Etant donné la rareté de cette maladie, une approche de financement pancanadienne pourrait étre justifiée afin
d’améliorer I'état actuel.
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Program Description and Objectives

Glomerulonephritis (GN) refers to a rare, heterogeneous
group of kidney diseases that cause progressive kidney dam-
age due to inflammation in the glomeruli.! Depending on the
type of GN, the worldwide incidence ranges from 0.2 to
2.5/100000 person years.> Despite being considered a rare
disease, an estimated 10% of incident kidney failure is attrib-
uted to GN, and this increases to 17% to 26% for prevalent
patients in Canadian provinces and territories.® Furthermore,
GN often affects otherwise healthy young adults, resulting in
devastating consequences for the affected individuals. While
the management of GN varies depending on the type of dis-
ease, immunosuppressive (IS) therapy with agents such as
corticosteroids, calcineurin inhibitors, antimetabolites and
biologics (eg, rituximab) is the cornerstone of treatment.' ¢
The primary goals of care are to prevent or slow progression
to kidney failure and improve or maintain the patient’s qual-
ity of life.® Failure to prevent progression to kidney failure
can result in the use of kidney replacement therapies (eg,
dialysis) that are associated with poorer patient outcomes
and significant health care system costs.>’

Canada as a federation is governed by an act (Canada
Health Act of 1984) assigning roles for health care delivery
that are divided among federal, provincial, and territorial
governments.®!? Kidney care delivery is primarily overseen
by provincial/territorial governments. Each province and ter-
ritory has a distinct structure for coordinating kidney care
delivery in general (eg, British Columbia has BC Renal,
Alberta has Alberta Kidney Care North and South, Ontario
has Ontario Renal Network [ORN]).!"!3 Similarly, prescrip-
tion drug coverage is mostly managed at the provincial/ter-
ritorial level wherein there are variable approaches to
covering GN medications. At the federal level, there are spe-
cific programs for select patient populations that cover health
services, including the costs of prescription drugs (eg, nonin-
sured health benefits [NIHB]).'*

Given only a minority of patients with GN can be man-
aged with low-cost IS agents (eg, prednisone, cyclophospha-
mide), there is increasing use of other more costly agents (eg,
calcineurin inhibitors, mycophenolate, rituximab, eculi-
zumab) that have better efficacy and preferable side effect
profiles.!> In Canada, patients are faced with navigating a
variety of sources for drug coverage, including public pro-
grams at the provincial or federal level, private insurance, or
individuals paying out-of-pocket.'® Intravenous medications
given in outpatient hospital clinics (eg, intravenous cyclo-
phosphamide, rituximab) may be covered through a hospi-
tal’s global budget. In addition, pharmaceutical manufacturers
may offer financial assistance to fully or partially cover drug
costs. Overall, the system is complex.

Ontario Health’s ORN oversees management and deliv-
ery of kidney care services in the province of Ontario.
While ORN does not fund medications for GN, they advise
the government on strategies to address access issues.

Stakeholder surveys previously conducted by ORN identi-
fied that both clinicians and patients do not perceive access
to drugs to treat GN as comprehensive or timely.!” To
inform initiatives on improving access, ORN undertook a
jurisdictional scan to examine current access, extent of
public coverage, and timelines for public coverage in
Canadian provinces for adults who are prescribed IS agents
for GN.

Methods

This scan focused on determining funding sources (eg, pub-
lic drug plan, private insurance, hospital formulary), public
drug coverage criteria, and timelines to access public drug
coverage for IS agents used to treat adults with GN condi-
tions. The following IS agents were included: calcineurin
inhibitors (tacrolimus, cyclosporine), mycophenolate mofetil
(MMF), mycophenolate sodium, and the biologics (ritux-
imab, eculizumab) (Supplementary Appendix Table 1.0). For
the purpose of this scan, GN conditions included any of the
following: ANCA-associated vasculitis (granulomatosis
with polyangiitis [GPA]/microscopic polyangiitis [MPA]),
anti-glomerular basement membrane (anti-GBM) antibody
disease, atypical hemolytic uremic syndrome (aHUS), C3
glomerulonephritis (C3GN), immunoglobulin A (IgA)
nephropathy, focal segmental glomerulosclerosis (FSGS),
lupus nephritis, minimal change disease (MCD), membra-
nous nephropathy (MN), or membranoproliferative glomeru-
lonephritis (MPGN).

Public drug plans provide coverage for drugs under vari-
ous programs and can be accessed as an unrestricted benefit
or a restricted benefit.'® For the purpose of this jurisdictional
scan, the following descriptions were used to define the
drug’s coverage status under a public plan:

e Unrestricted benefit: Drug is listed on the drug plan’s
formulary and is funded for any therapeutic use.
Patients do not need to meet any clinical criteria to
obtain coverage. Terms used by drug plans to refer to
this listing include “general benefit,” “open benefit,”
and “regular benefit.”'®

e Limited use: Patient must meet specific criteria for
drug coverage. Prescribers may write a prespecified
code on the prescription (“reason for use code,” “lim-
ited use code,” etc.).'®

e Prior authorization: The drug is listed as a restricted
benefit on the drug plan. The patient must meet spe-
cific clinical criteria to be eligible for coverage.
Prescribers need to submit a prior approval request on
behalf of their patient. Terms used by drug plans to
describe this listing include “prior authorization,”
“exception drug status,” “exceptional access pro-
gram,” and “special authorization.”'®

e (Case-by-case: Drug is not listed as a benefit on the
drug plan. Drug plan will consider funding a given
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Table 1. Overview of Public Drug Plan Options for GN Medications.

Extent of coverage

Extent of coverage  Plan has co-payments/

Jurisdiction Drug plan based on income® based on age® deductibles®
AB?!22 Alberta Blue Cross® Yes Yes Yes
BC!'!:21.23 BC Renal—GN formulary No No No
SK2!:24 Saskatchewan Drug Plan Yes Yes Yes
MB2!:25 Manitoba Pharmacare Yes No Yes
NS2!-26 Nova Scotia Pharmacare Yes Yes Yes
ONZ2I27 Ontario Drug Benefit Program Yes Yes Yes
Qca® Public prescription drug insurance plan Yes Yes Yes
Federal program?®  Non-insured Health Benefit'*¢ No No No

GN = glomerulonephritis; AB = Alberta, BC = British Columbia, SK = Saskatchewan, MB = Manitoba; NS = Nova Scotia; ON = Ontario; QC =

Quebec.

?Public plans offer varying degrees of coverage based on a person’s age (eg, >65 years), income, or employment status.
®Beneficiaries may be required to pay out-of-pocket costs in terms of co-payments, deductibles, or premiums.

‘Alberta Blue Cross administers some programs on behalf of Alberta Health.

dIn British Columbia, Pharmacare (Plan W) covers prescription drugs for eligible First Nations members.3

drug and indication based on individual patient clini-
cal circumstances and program-specific criteria (level
of evidence, availability of other treatment options,
etc.). Prescribers must submit a patient-specific appli-
cation for funding consideration.

This scan did not examine the funding criteria for the
pediatric population, older therapies (eg, azathioprine, pred-
nisone, and oral cyclophosphamide), or supportive care
drugs (eg, anti-infectives, osteoporosis drugs, and anti-
hypertensive agents).

Data Sources and Collation

Information for this jurisdictional scan was obtained by
searching the gray literature and/or credible online sources
for provincial funding criteria and policies, which included
scanning drug formulary listings on provincial or provincial
agency websites. Findings were supplemented with per-
sonal communications with provincial drug programs and
consultations with GN clinicians (nephrologists and phar-
macists) who practice in Canada. Experts were identified
based on their geographical location and years of expertise
in providing GN care. Ultimately, 12 GN care providers
who routinely manage a large volume of GN patients in their
practice were consulted on medication access to specific IS
agents by indication and in their respective jurisdiction
(2-Alberta, 2-British Columbia, 2-Manitoba, 2-Nova Scotia,
2-Ontario, 1-Saskatchewan, and 1-Quebec). Initial consulta-
tions occurred by telephone or email between October and
December 2018. For both methods, a standard set of consul-
tation questions was used to confirm medication access and
public funding criteria. Subsequently, after reviewing a draft
report, experts were invited to provide any updates to reflect
the medication access landscape in their respective jurisdic-
tions as of July 2022.

Key Findings
Provincial Comparison of GN Formularies

Experts consulted reported that patients often rely on exist-
ing provincial and federal drug plans for prescription drugs.
In addition, eligible First Nations and Inuit persons can apply
for coverage through the NIHB program for specific GN
medications that are not otherwise covered through private
or provincial/territorial plans.'

As shown in Table 1, only British Columbia has a separate
formulary for GN medications where drug costs are 100%
covered by BC Renal, the organization that oversees all of kid-
ney care in the province. In other provinces, government plans
cover a portion of the drug costs and patients may need to pay
a co-payment or deductible out-of-pocket. Out-of-pocket
charges can lead to financial hardship for patients as well as
the inability to access necessary medications.?

Cyclosporine

Experts consulted from most provinces prescribed cyclo-
sporine for the treatment of FSGS (with nephrotic syn-
drome), MCD, MN, and lupus nephritis. In BC, Quebec, and
Nova Scotia, cyclosporine is publicly funded as an unre-
stricted benefit and could be prescribed for any GN disease.
Experts from Nova Scotia reported that it is not often pre-
scribed for GN in that province.’'** In Alberta and
Saskatchewan, cyclosporine is publicly funded with prior
approval for FSGS, IgA nephropathy, MCD, MN, and lupus
nephritis. In Alberta, patients must be steroid-dependent or
steroid-resistant. Saskatchewan does not require patients to
have trialed steroids or cyclophosphamide. Previously, in
Ontario, patients must have tried or could not use cyclo-
phosphamide and/or prednisone to be eligible for public
funding for nephrotic syndrome.**** In June 2021, Ontario
transitioned cyclosporine from requiring prior authorization
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to an unrestricted benefit, which increased patient access
(Supplementary Appendix 1 Table 2.0; Supplementary
Appendix 2).

Tacrolimus

Experts consulted from all provinces prescribed tacrolimus
for FSGS (with nephrotic syndrome), MCD, and MN.
Experts from a few provinces prescribed tacrolimus for
lupus nephritis. In Ontario, tacrolimus is the preferred calci-
neurin inhibitor for patients who are pregnant.*® In,
Saskatchewan, Manitoba, Ontario, and Nova Scotia, tacroli-
mus is publicly funded through case-by-case review pro-
cesses. It is an unrestricted benefit in British Columbia and
Quebec.3!3* Ontario and Nova Scotia reported using the
manufacturer’s access program to obtain drug coverage for
their patients. In Alberta, the public payer considers tacroli-
mus and cyclosporine to be equivalent so only cyclosporine
is publicly funded (Supplementary Appendix 1 Table 3.0).
Of note, British Columbia initially funded tacrolimus only
in patients who had an intolerance or contraindication to
cyclosporine. However, with the availability of a less costly
generic alternative, their GN network removed this funding
condition. A switching study was conducted and found no
clinically meaningful differences between brand and generic
tacrolimus.?

Mycophenolate

Experts from most provinces prescribed MMF for lupus
nephritis, FSGS (with nephrotic syndrome), MCD, MPGN/
C3GN, and IgA nephropathy. In British Columbia, Quebec,
and Manitoba, MMF is an unrestricted benefit, whereas in
Alberta and Nova Scotia case-by-case review is required for
public funding.?!*!*3 In Saskatchewan, MMF funding can be
obtained through their prior authorization program for
patients with nephrotic syndrome. According to current
funding criteria, patients must have biopsy-proven evidence
of severe proliferative lesions or sclerosis and have not
responded to a 6-month course of cyclophosphamide or are
unable to tolerate cyclophosphamide.** For patients without
nephrotic syndrome, MMF funding is considered on a case-
by-case basis (Supplementary Appendix 1 Table 4.0). Ontario
was the only jurisdiction where mycophenolate sodium
(brand: Myfortic) was preferentially prescribed over MMF.
Mycophenolate mofetil required case-by-case review while
mycophenolate sodium was funded as a general benefit. In
other provinces, patients must demonstrate gastrointestinal
intolerability with MMF prior to being considered for cover-
age for Myfortic. In 2019, Ontario transitioned MMF to a
general benefit.”’

Rituximab

Experts from all provinces prescribed rituximab for ANCA-
associated vasculitis (induction or maintenance therapy for

GPA/MPA) and membranous nephropathy (MN). Other indi-
cations may include steroid-dependent FSGS (with nephrotic
syndrome), MCD, MPGN/C3GN, and less commonly other
types of GN such as lupus nephritis or cryoglobulinemia.
These indications typically require case-by-case review for
public funding.

Rituximab is approved by Health Canada for induction
therapy for ANCA-associated vasculitis, while maintenance
therapy remains an off-label use, potentially contributing to
variability in coverage across Canada. In most provinces,
there are established public funding criteria for GPA/MPA
for induction therapy for which the prescriber must seek
prior approval. For induction treatment, provinces have simi-
lar eligibility criteria. Criteria generally stipulate that patients
must have failed prior cyclophosphamide treatment, had an
intolerance or contraindication to cyclophosphamide, or
have reached the recommended cumulative dose.3>3%43338-41
Other criteria can differ between provinces. For example,
while some provinces state that patients must have “failed an
adequate trial of cyclophosphamide,” Alberta and Ontario
quantify a minimum trial of 6 IV cyclophosphamide pulses
or failed 3 months of oral cyclophosphamide.’*3%40-42 For
maintenance therapy, British Columbia and Ontario have
established funding criteria. Since 2020, Ontario lists bio-
similars to Rituxan (rituximab) for GPA/MPA as a limited
use benefit on the formulary for both induction and mainte-
nance therapy so prescribers no longer need to seek prior
approval.*! In Alberta, rituximab maintenance therapy can be
accessed via their case-by-case review program.

For PLA2R-associated MN, 3 provinces have specific cri-
teria for rituximab funding. British Columbia funds second-
line use after a trial of calcineurin inhibitors.>* Manitoba will
consider paying for rituximab in the first-line setting for
patients of child-bearing age or those who have risk factors
for malignancy and for progression. They will also cover
rituximab for patients with risk factors for progression who
have failed or were intolerant to first-line therapy (eg,
Ponticelli regimen).** In 2022, Ontario transitioned ritux-
imab for MN from case-by-case review to a restricted benefit
requiring prior authorization. These criteria granted funding
of rituximab for a subset of adult patients defined as those
with greater than 5 g of proteinuria despite 6 months of con-
servative therapy with renin angiotensin inhibitors. It can be
given sooner if the patient has greater than 8 g of proteinuria,
anti-PLA2R titer greater than 50 RU/mL, or a glomerular
filtration rate (GFR) less than 60 mL/min. Patients who recur
post-transplantation can also access rituximab.** In Alberta,
public funding is available, on a case-by-case basis, for
patients who have contraindications or failed other clinical
alternatives (Supplementary Appendix 1 Table 5.0;
Supplementary Appendix 3).

Since 2019, Health Canada has approved multiple bio-
similars to the reference biologic Rituxan (rituximab).
Provinces vary in which biosimilar products they cover and
for which indications. In Quebec, for example, rituximab
biosimilars for the treatment of GN are funded by
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the hospital’s global budget if given in outpatient hospital
clinics. The extent of coverage varies from one hospital to
the other. Well-established uses (GPA or MPA) are consis-
tently funded throughout the province, with a required prior
authorization if covered through the provincial plan
(RAMQ).** For other uses (eg, MCD, MN), hospitals or the
RAMQ may fund on a case-by-case basis. Experts from
Alberta reported that their patients who access rituximab via
private insurance still may face significant out-of-pocket
costs for co-payments (eg, 20%) associated with private
plans. Patients living in other provinces face similar out-
of-pocket costs if paying by private means, hampering medi-
cation access.

Eculizumab

Experts from most provinces identified atypical hemolytic
uremic syndrome (aHUS) as the main GN-related use of
eculizumab. Some provinces (eg, Alberta, BC, Manitoba,
Ontario, and Quebec) reported clinician interest in using
eculizumab for treating other types of GN (eg, C3GN and
refractory MPGN) and Manitoba may approve it for C3GN
in select cases. Patients may also seek private insurance
coverage or compassionate supply from the pharmaceuti-
cal manufacturer for indications that are not Health
Canada—approved.

Overall, most provinces fund eculizumab on a case-
by-case basis. Only Ontario has established funding criteria
for aHUS that require prior authorization. Patients with a
confirmed diagnosis of aHUS who meet the eligibility crite-
ria can be approved for an initial period of 6 months.** In
Alberta, eculizumab for aHUS can be accessed via the Short
Term Exceptional Drug Therapy (STEDT). This is a case-
by-case program for high-cost nonformulary drugs where
other treatments must have been tried or were contraindi-
cated. For eculizumab, patients must meet specific clinical
criteria.* In British Columbia, eculizumab funding requests
for aHUS have been considered through the Expensive
Drugs for Rare Diseases (EDRD) program. A multidisci-
plinary expert committee reviews each request and consid-
ers the following factors: disease severity, availability of
other treatment options, and clinical effectiveness of the
requested drug® (Supplementary Appendix 1 Table 6.0,
Supplementary Appendix 4).

Turnaround Times

Public funding for many of the GN indications requires prior
approval through a formal prior authorization program or on
a case-by-case basis. Usually, turnaround times are not pub-
licly reported by provincial drug programs. Experts from
several provinces reported that decisions on prior authoriza-
tion requests may come back to the prescribers in under a
week. For drug funding requests requiring case-by-case
review, turnaround times range from a few business days to

a month. Turnaround times may vary depending on the drug
and indication requested, the availability of provincially
approved reimbursement criteria, and the clinical complexity
of the request. Ontario experts noted that there are frequent
requests for additional information, which can significantly
prolong the time to approval.

Discussion

In Canada, each province and territory is responsible for
designing and administering their own drug plans for pre-
scription drugs.?!"?® In the absence of a universal drug cover-
age model, Canada has a patchwork system for prescription
drug coverage where patients rely on a mix of public plans
and private funding for medication access.?’ Differences in
clinician experiences of medication access across Canada
may be due to the authority held by provinces and territories
to make public drug funding decisions.

Public spending in Canada on prescription drugs has been
significantly increasing with $16.2 billion spent on prescrip-
tion drugs in 2021.% To ensure value for money under public
drug plans and better alignment among provincial, territorial,
and federal drug plans, a pan-Canadian review process is
used for many new, and often high cost, medications (eg,
eculizumab, rituximab).*”** Generally, pharmaceutical man-
ufacturers will seek regulatory approval from Health Canada
who will assess the drug’s efficacy, safety, and quality. The
Canadian Agency for Drugs and Technologies in Health
(CADTH) or Quebec’s Institut national d’excellence en santé
et en services sociaux (INESS) will evaluate a new drug’s
clinical and cost-effectiveness compared with current stan-
dard of care interventions and make a reimbursement rec-
ommendation.’® For positive funding recommendations,
the pan-Canadian Pharmaceutical Alliance conducts pric-
ing negotiations with the manufacturer on behalf of the par-
ticipating provinces and territories. Each province and
territory will then make their own funding decisions.”!
Rituximab for GPA/MPA was reviewed through this type of
process and was subsequently listed on many of the provin-
cial formularies.>?

Overall, the findings of this jurisdictional scan suggest
that IS agents are likely prescribed for similar indications
across the country. However, there are interprovincial differ-
ences in drug plan design, public funding criteria, and time to
access. For example, British Columbia was the only prov-
ince with a GN-specific drug formulary, while some prov-
inces have case-by-case review processes or other provinces
have more formalized case-by-case review programs like
Alberta’s STEDT Program or Ontario’s Exceptional Access
Program’s Compassionate Review Policy.33

For some drugs, the benefit status for the same drug and
indication varies between provinces (eg, the same drug and
indication may require prior approval in one province but is
an unrestricted benefit in another province). Where explicit
funding criteria are established (eg, Rituximab for GPA/
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MPA, mycophenolate for nephrotic syndrome), the criteria
can vary. Prior analyses have found that public plans across
Canada are even less well aligned for high-cost drugs.*® For
patients, these differences may mean that they are left with-
out drug coverage for previously covered therapies when
moving between provinces.

In terms of interprovincial differences in decision time-
lines, contributing factors may include differences in pro-
gram structure, application procedures, and request volumes.
British Columbia had the most integrated prescribing and the
most efficient model for GN medication access. In 2013, the
BC GN Network developed a GN-specific registry and drug
formulary. Patients who are registered can access oral immu-
nosuppressants (eg, cyclosporine, tacrolimus, MMF) for any
GN-related indication. These medications must be from a
specific private pharmacy and mailed to the patient’s
home.'>? As the dispensing of oral drugs (eg, cyclosporine,
tacrolimus) is tied to reimbursement at the pharmacy level,
approvals are immediate.

In this scan, we also found that public funding criteria
may not align with recent clinical guidelines that could
impact prescribing practices. For example, clinical guide-
lines recommend similar GN indications for tacrolimus and
cyclosporine given they are both calcineurin inhibitors.®
British Columbia will pay for either cyclosporine or tacroli-
mus on their GN formulary.’! In other provinces, cyclospo-
rine may be the only calcineurin inhibitor listed on the
provincial formulary. For MMF, Saskatchewan’s public
funding criteria require biopsy data, a criterion that conflicts
with guideline recommendations by Kidney Disease:
Improving Global Outcomes (KDIGO) clinical practice
guidelines for the management of glomerular disease.’ In
addition, the KDIGO guidelines recommend either the use of
cyclophosphamide (in combination with glucocorticoids) or
rituximab as initial therapy for patients with newly diag-
nosed ANCA-associated vasculitis.® For rituximab funding,
most provinces still require prescribers to indicate whether
patients have tried cyclophosphamide or have a contraindi-
cation. Prolonged mandated cyclophosphamide trial periods
can jeopardize patient outcomes.®

Of note in this scan were the number of GN medications
and indications that are “off-formulary” and require pre-
scribers to submit applications for a case-by-case funding
consideration, which further prolongs time to access for
patients. This finding may reflect challenges in public fund-
ing for drugs for rare diseases like GN. In a public system
faced with rising health care costs, public payers can be
challenged to pay for expensive therapies with limited evi-
dence as can be the case with drugs for rare diseases.’®7 As
previously mentioned for drugs to be added to public for-
mularies, there needs to be robust clinical and cost-effec-
tiveness data. As such, public funding approval can be
hampered for rare diseases wherein there is limited evi-
dence and/or uncertainty in magnitude of the clinical

benefit.!® Furthermore, pharmaceutical manufacturers are
less likely to file for regulatory approval when the market is
perceived to be too small, and the CADTH reimbursement
review process is primarily for drugs with Health Canada—
approved indications.>® Many GN medications are used for
unapproved indications (eg, rituximab for MCD, lupus
nephritis). For GN medications and indications that have
established funding criteria, public payers may lack timely
processes to update criteria to keep abreast with clinical
practice. Funding criteria are often closely aligned with the
eligibility criteria in the drug’s pivotal clinical trials. As evi-
dence and clinical practice evolves, these criteria may
become out of date. In some cases, as lower cost generic
equivalents become available (eg, mycophenolate, cyclospo-
rine), provinces transition these medications to a restricted
benefit listing that gives prescribers more flexibility to align
with evolving clinical practices.’”-8

Limitations

Information for this scan primarily relied upon publicly
available drug coverage criteria. However, given the number
of off-label GN medications accessed by case-by-case pro-
cesses, we also relied on responses by GN care providers.
Their responses are subject to recall bias as well as potential
negativity or positivity biases based on their previous inter-
actions with funding bodies. Drug coverage criteria and
application processes may have changed since our scan was
undertaken. Furthermore, GN experts consulted were pri-
mary GN specialists and may not have reflected access issues
experienced by community nephrologists and patients living
in small or remote provinces/territories. However, the com-
plexity surrounding access is likely to have an even greater
impact in community settings. Irrespective, our scan is an
initial step to better understand medication access for man-
agement of GN in Canada. A further in-depth study with
quantitative input, reflecting both approvals and denials,
from all provinces and territories and different provider types
is warranted.

Implications

This is the first environmental scan to describe medication
access to GN medications in Canada. Collectively, our find-
ings suggest that medication access for treating GN is chal-
lenging in most provinces. Interprovincial differences in
public funding processes and policies may worsen as newer,
more expensive treatment options become available on the
market and approved for GN use. Health care administrators
may need to consider pan-Canadian approaches to ensure
patients have equitable and timely access to imperative ther-
apies regardless of where they reside in Canada as delays can
be detrimental to both the patient and the system.
Collaborative research efforts remain necessary to provide
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the efficacy data required to support decisions for drug cov-
erage. Finally, informed prescribing is the duty of all nephrol-
ogists, reaching out for guidance managing rare glomerular
diseases when required.
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