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CARE™ PERSPECTIVES

MORE INNOVATION NEEDED

IN RHEUMATOLOGY

CARE™ RHEUMATOLOGY FACULTY DISCUSSED THE IMPORTANCE OF
ACCESS TO INNOVATION WITHIN CANADA AT ACR 2019
The American College of Rheumatology/Association of Rheumatology Professionals (ACR/ARP) annual
meeting took place on November 8 th - 13 th in Atlanta, Georgia. The conference featured a robust
educational program, with over 450 sessions, 3,000 abstracts, and 15,000 participants from around
the globe.
The ACR conference included significant updates and sessions on innovative medicine that have the
potential to affect the management of rheumatic diseases within Canada. Investigational JAK inhibitors
and other oral small molecules, as well as IL-23 inhibitors were prominently featured.
Select members of the CARE™ Rheumatology Faculty used the 2019 ACR conference as an opportunity
to meet and discuss the impact of, and continued support for access to innovation and biosimilar
adoption, specifically from a Canadian context/perspective.
Participants included: Dr. Philip Baer, CARE™ Rheumatology Steering Faculty member, along with Drs.
Cathy Flanagan, Vinod Chandran, and Carter Thorne. Patient perspective provided by Siân Bevan, PhD,
Chief Scientific Officer of The Arthritis Society.
A summary of discussion on access to innovation and forward-looking statements are included. This
is augmented by abstract content on innovative therapy.

Of note: similar CARE™ discussions on access to innovation are occurring over the Fall and Winter period
with CARE™ Clinical Faculty representing dermatology, gastroenterology, hematology, oncology and
respiratory medicine.
In order to ensure that summary statements by the CARE™ Rheumatology Faculty are reflective
of rheumatologists across Canada, a needs assessment focused on access to innovation
is included. This needs assessment was developed under the direction of Dr. Philip Baer.
Rheumatologists can also access the needs assessment online at https://CAREeducation.ca.
Responder feedback to the needs assessment will be reviewed in aggregate by Dr. Philip Baer.
Insights will help inform Dr. Baer’s presentation and comments at an upcoming meeting at the 4 th
annual CARE™ National Congress on Access to Innovation (February 7, 2020, Toronto), that will
include various CARE™ Faculties, along with government, public and private payers.
Thank you for your consideration in responding to this needs assessment.
Questions or comments can be forwarded to info@CAREeducation.ca.

01 CARE TM PERSPECTIVES

SUMMARY OF THE CARE™ RHEUMATOLOGY FACULTY MEETING AT ACR 2019

Access to innovative agents, including biologics and the
biosimilars that followed, has significantly altered disease course
and improved patient outcomes.

•

Monotherapy
○ Many of the currently available advanced RA treatments
require methotrexate for improved efficacy.10,11,12,13
○ Due to insufficient response or toxicity, a significant
proportion of patients discontinue methotrexate after
approximately two years.14

•

Route of administration
○ Approximately half of patients with RA prefer the oral
route of administration over non-oral alternatives (e.g.
injection).15,16

•

Newer agents (JAK inhibitors and interleukin inhibitors, among
others) offer significant benefits to patients. They add to the
armamentarium of options and have been approved and
subsequently funded in jurisdictions outside Canada.

•

Leveraging gainsharing (societal benefit)
○ In some cases, the adoption of biosimilars, and in
select regions enforced non-medical switch (e.g. British
Columbia), has been positioned by public payers as an
opportunity to fund new agents, however: 17
▪
Savings from biosimilars in and of themselves may
not be sufficient.
▪
Newer agents may soon be funded in British Columbia
consequent to the enforced biosimilar switch, but
will future innovative agents continue to be funded?
It remains the case that newer agents are equally as
likely to be funded in jurisdictions other than British
Columbia which are not adopting enforced biosimilar
switch.
▪
If non-medical switching of stable patients is
mandated, how do clinicians manage both patient
expectations and information needs?

With all the advances and benefits of biologic agents, there is still
need for improvement:
Health-related quality of life (HRQoL)
●

•

The percentage of patients with rheumatoid arthritis (RA)
who must stop working due to lack of mobility, pain and other
disease-related symptoms is still high.
○ Approximately one third of people with RA seeing a
rheumatologist in Canada stop working as a result of
disease-related symptoms (work disabled).1
○ Approximately half of RA patients < 60 years old are
unemployed. 85% of RA patients with severe disability
retire early. 2,3
The patient’s perspective needs to be considered. The chronic
nature and lifelong impact of RA needs to be factored into the
patient journey and therapeutic decisions made along the way.
○ Patient Reported Outcomes (PROs) are important. In
particular, clinical and meaningful improvements in
disease activity, physical function, pain, and fatigue are all
important.

Addressing unmet needs
●

There is a significant unmet need for patients with inadequate
response to TNF inhibition and other currently approved
biologic and targeted therapies (TNFi-IR and biologic-IR
patients).

●

Clinical data and clinician experience highlight areas for
improvement in:

•

Clinical efficacy
○ Approximately one third of RA patients do not achieve an
ACR20 response.4
○ Approximately 60% of patients do not achieve sustained
clinical remissions (generally requires ongoing therapy). 5
○ Patients with inadequate response to biologic therapy
are generally more challenging to treat than patients who
respond inadequately to csDMARD therapy.6,7,8,9
			

Continued on next page …
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Improving current timeliness and approach by government
agencies and (public) payers
The complex and interconnected system for approval, health
technology assessment, and subsequent funding would
benefit from streamlining and reforms.
○

Health Canada (HC) determines if a drug is safe (NoC).

↓
○

PMPRB considers if the price is excessive compared to
other countries.

↓

○

●

H

pCPA (pan-Canadian Pharmaceutical Alliance)
determines what the value is.18

↓
○

H

The health technology assessment (HTA) agencies
(CADTH and INESSS in QC) review how the treatment
compares to existing treatment options.

↓
○

H

H

Payers then consider if they can afford it.

Approval of innovative agents with different modes of action
(MOA) appears to be lagging or at risk of future lagging
compared to other jurisdictions outside Canada.
○ While multiple agents targeting TNF have been approved
in Canada, fewer choices that target IL-6, JAK inhibition,
IL-17 and IL-23 are available to rheumatology clinicians.19
▪
Patients with an inadequate response to a therapy
are less likely to benefit from other therapies with the
same MOA.
○

Best-in-class options across the various MOA should be
duly considered and subsequently funded.

Inconsistency with respect to funding across Canada
●

Access to therapies is inconsistent across the different regions
of Canada.
○ This represents an unfair burden on RA patients, their
families, and healthcare providers. It also exacerbates
inequities/challenges across regions.
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‘

WHILE MULTIPLE AGENTS
TARGETING TNF HAVE
BEEN APPROVED IN

CANADA , FEWER CHOICES
THAT TARGET IL- 6, JAK
INHIBITION, AND IL-17
AND IL-23 ARE AVAILABLE
TO RHEUMATOLOGY
CLINICIANS. 2 0
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‘

●

CARE™ STATEMENTS ON ACCESS TO INNOVATION

•
•
•
•
•
•

Canadian clinicians and patients have been beneficiaries of innovative medicines
Access to innovative therapies has been essential to improving healthcare in Canada
Medicine is becoming more specialized with new therapy options, combinations, and sequencing
Delays in the approval and funding of innovative medicines negatively impact patient outcomes
Timely approval of formulary listing after a therapy receives NoC can be improved
Approval process and subsequent funding should provide consideration for disease subsets which may particularly benefit
from innovative therapies

•
•
•
•

Patients should not be penalized based on their disease
Healthcare’s impact is not always immediately evident – the magnitude of its impact is often only seen years later
Benefits of innovation need to be viewed beyond drug acquisition cost
Approval of multiple agents in the same drug class have brought benefits, but perhaps a best-in-class process for funding
and approval is the route to support continuous innovation

CARETM Rheumatology Faculty Planning
In the first half of 2020, the CARE™ Rheumatology Faculty will participate in the 4th CARE™ National Congress on Access to
Innovation and produce a CARE™ Conference Report from EULAR 2020.
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ABSTRACTS FROM ACR 2019 AND RELATED PUBLICATIONS

Health-Related Quality of Life
ACR 2019, 1352. Effects of upadacitinib on patient-reported
outcomes after 24 weeks in patients with active RA and an
inadequate response to conventional synthetic or biologic
DMARDS: Results from SELECT-NEXT and SELECT-BEYOND
Phase 3 Studies

Safety and effectiveness of upadacitinib or adalimumab plus
methotrexate in patients with RA over 48 weeks with switch to
alternate therapy in patients with insufficient response (2019)21
Fleischmann et al.
•

Bergman et al.
●

•

In SELECT-NEXT, 85% to 93% of patients receiving upadacitinib
15mg maintained PRO improvement responses ≥ minimum
clinically important differences (MCIDs) at week 24, whilst in
SELECT-BEYOND, 66% to 88% with UPA 15 mg maintained
≥ MCIDs from week 12 to week 24
At week 24, patients reported substantial and clinically
meaningful improvements from baseline in disease activity,
physical function, pain, fatigue and morning stiffness

ACR 2019, 2907. Clinical and functional outcomes among RA
patients switching between JAK1-selective inhibitor upadacitinib
and adalimumab following insufficient response

•

New Innovation
ACR 2019, 548. Efficacy and safety of a novel SC formulation
of CT-P13 over the 1-year treatment period and after switching
from IV CT-P13 in patients with active RA: results from part 2 of
phase I/II RCT
Westhovens et al.
●

Fleischmann et al.
●

•

For patients who switched from upadacitinib 15mg once daily
to adalimumab 40mg every other week, DAS28(CRP) was
≤ 3.2 in 40% of patients, whilst for patients who switched from
adalimumab to upadacitinib, DAS28(CRP) was ≤ 3.2 in 56% of
patients after six months
Patients who are unresponsive to one therapy may benefit
from switching to the other therapy

Trends in the achievement of low disease activity among a US
national sample of RA patients initiating biologics (2016)20
Harrold et al.
•

•

Of 6,534 patients initiated onto biologics between 2011 and
2013, 51% of patients on their first biologic achieved low
disease activity (LDA, CDAI≤10) at 12 months, compared with
35% initiated onto their third biologic
Being initiated onto their 1st biologic later, or receiving a
biologic therapy in the third treatment line and beyond, was
associated with a lower likelihood of achieving LDA
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From weeks 26 to 48, responses including low disease activity,
clinical remission and improvements in pain and function were
superior for upadacitinib compared with adalimumab
Patients with insufficient response to one therapy safely
achieved clinically meaningful responses after switching to the
alternative medication

•

This SC infliximab biosimilar is demonstrated to be as effective
as the IV infliximab biosimilar, with a slightly greater response
in the SC arm at week 30
A subcutaneous formulation could likely prove preferable
to patients, however to gain approval, the SC version would
need to be filed as an innovator drug due to no SC infliximab
originator existing

Safety and efficacy of upadacitinib in patients with RA and
inadequate response to conventional synthetic DMARDs
(SELECT-NEXT): a randomized, double-blind, placebocontrolled phase 3 trial (2018)22
Burmester et al.
•

•

At week 12, 64% of patients receiving upadacitinib 15mg had
achieved a 20% improvement in the ACR criteria, compared
with 36% of placebo patients. Serious adverse events were
reported in 4% of upadacitinib patients and 2% of patients
receiving placebo; the majority of AEs were tolerable
Significant improvements in clinical signs and symptoms were
observed in patients who received upadacitinib in addition to
csDMARDS for moderately-to-severely active RA

A randomized phase IIb study of mavrilimumab and golimumab
in RA (2018)23

•

Guselkumab administered every 4 weeks and every 8 weeks
significantly improved joint and skin symptoms, physical
function and quality of life, as well as significantly reduced
radiographic progression at week 24
Well tolerated, with low rates of adverse events similar to
previous psoriatic arthritis studies

Weinblatt et al.
•

•

•

Mavrilimumab is a monoclonal antibody to granulocytemacrophage colony-stimulating factor receptor α, whilst
golimumab is a monoclonal antibody to TNF
62% of patients receiving mavrilimumab 100mg every other
week, and 66% of patients receiving golimumab 50mg every 4
weeks, achieved ACR20
Both drugs were demonstrated to be efficacious and welltolerated

•

ACR 2019, 2877. Safety and efficacy results from the open label
extension of a phase 2 trial of risankizumab, a selective IL-23p19
inhibitor in patients with active psoriatic arthritis
Papp et al.

Innovative Mode of Action

•

ACR 2019, 518. Upadacitinib in patients with RA and inadequate
response or intolerance to biological DMARDs: results at 60 weeks

•

At week 52, 76% of patients achieved ACR20 and 44% of
patients achieved ACR50
Treated patients maintained improvements in joint and skin
symptoms throughout the open label extension with no new
safety findings

Genovese et al.
•

•

By week 60, 53% of patients randomized to upadacitinib
15mg once daily achieved DAS28-CRP less than 2.6. 9% of
all randomized patients discontinued treatment due to AEs
or lack of efficacy; serious AEs included serious infections,
herpes zoster, and hepatic disorder
However, the benefit to risk ratio remains favourable, and
upadacitinib continued to be effective in improving physical
function

ACR 2019, 929. Efficacy and safety of fenebrutinib, a BTK
inhibitor, compared to placebo in RA patients with active
disease despite TNF inhibitor treatment: randomized, double
blind, phase 2 study
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•
•

28% of patients achieved ACR20 at week 12, compared with
12% of patients receiving placebo
At week 12, fenebrutinib demonstrated higher efficacy rates
across disease activity measures versus placebo in the TNF-IR
group, with an acceptable safety profile

ACR 2019, L13. Guselkumab, an anti-interleukin-23p19
monoclonal antibody, in biologic-naïve patients with active
psoriatic arthritis: week 24 results of the phase 3, randomized,
double-blind, placebo-controlled study
Mease et al.

11

Abbvie, Humira Product Monograph, 2019.
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Amgen, Enbrel Product Monograph, 2018.
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UCB, Cimzia Product Monograph, 2018.
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Biologics Policy Directions & pCPA Negotiations, 2018.
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21
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15 YEARS OF
C A R E T M E D U C AT I O N
CARE TM (Community. Academic. Research. Education) Faculty is a
Pan-Canadian group of leaders in their field who gather, discuss and address
gaps in knowledge, to develop education initiatives that frame
news from a Canadian perspective.
The vision of the CARE TM Faculty is to share opinions and update Canadian
specialists with news and developments from key conferences
framed in a Canadian perspective.
The mission of the CARE TM Faculty is to enhance medical education,
with the explicit goal of improving patient outcomes.

Learn more at www.CAREeducation.ca
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