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The Perfect Storm for Health Systems

1. Robust pipelines of promising
and disruptive technologies

2. Increased demand for early and
equitable access to promising

technologies

3. Regulatory acceleration ‘v ﬁ .
4. An affordability crisis . H

=1

Fostering a Shift from HTA to Health
Technology Management (HTM)

1. Early identification of disruptive technologies
2. Strengthened engagement with stakeholders
3. Life cycle HTA (in collaboration with regulators)
4. Evidence-informed implementation
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Life cycle HTA

Post-market
surveillance

Pre-market

dialogue Managed exit

ﬂ-

Managed entry

——

Reassessment

CADTH Reassessment Processes

Public drug programs, canceragencies, or pCPA Manufacturer or tumour groups INITIATOR
Contextual changesleading to New evidence or comparators New evidence supportingrevised
- - L . . TRIGGER
implementation challenges requiring class-level drug review reimbursement status
Targeted reassessment Therapeuticreview Standard reassessment PROCESS
Updated CADTH recommendation(s) PRODUCT
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CADTH Reassessment Processes

CADTH aims to conduct its reviews in the most efficient manner:

e A standard reassessment is conducted to address questions related
to comparative clinical benefit and/or cost-effectiveness of a single
drug that is currently reimbursed by the drug programs for the
indication(s) of interest.

e Targeted reassessment is conducted to address changes in
contextual factors that may affect the ability of the drug programs to
implement existing recommendations from CADTH.

e Therapeutic review: Questions regarding the comparative safety,
clinical effectiveness, and cost-effectiveness of multiple drugs.

Triggers for Reassessment

Regulatory * Revised indications (e.g., changes that could alter coverage)
activity » Conversion from NOC/c to NOC (if concern in initial review)
Coverage * Required component of funding arrangement

activity » Utilization issues (e.g., perceived overuse)

* Manufacturer proposes changes to existing criteria

Clinicallcost- |+ Emergence of new comparators
effectiveness |+ Availability of new clinical data (e.g., new RCTs or RWE)

questions * Uncertainty of the magnitude of benefit
Contextual » Clinical practice considerations (new guidelines that do not
changes align with CADTH recommendation)

10
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Challenges (Drug Plan Perspective)

» Plans have significant challenges attempting to implement
recommendations with reassessment conditions

» Unclear who is responsible for generating the evidence,
funding analyses, and paying for the drug during the study

» Lack of tools to require manufacturers to comply

» Concern that the evidentiary bar is lowered by reimbursing
in the absence of sufficient evidence

11

Challenges (CADTH Perspective)

« Committees unable to provide detailed guidance as to the type
data that would be required for reassessment

» Confidentiality of listing agreements (e.g., conditions and pricing)
could create a barrier to conducting a meaningful and transparent
reassessment of the drug

* Limited resources could require prioritization of drugs for
reassessment
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The pCPA is an alliance of the provincial, territorial and federal governments that
collaborates on a range of public drug plan initiatives and conducts negotiations on
brand name drugs in Canada to:

Increase access to Reduce duplication of
clinically-effective and effort and improve use
cost effective drug of resources

treatment options i ::i W

PCPA
@ “APP !

Achieve consistent s Improve consistency
and lower drug costs for of decisions among
Participating Jurisdictions Participating Jurisdictions

15

@ During Negotiation:

*  During an active negotiation: CADTH and INESSS
formulary listing recommendations are both used as
a guide for pCPA negotiations
o CADTH recommendations guide drug
negotiations by British Columbia, Alberta,
®Priorto a negotiation: Saskatchewan, Manitoba, Ontario, New
Brunswick, Nova Scotia, Prince Edward Island,
Newfoundland & Labrador, Yukon Territory,
Nunavut, and Northwest Territories.
o INESSS recommendations guide drug
negotiations by Québec’s

CADTH shares “pre-submission” materials
(manufacturer’s discretion) with the pCPA to
facilitate timely product awareness, preparation,
and to reduce duplication of effort.

o Relevant information from INESSS is
incorporated into pCPA process as required.

16
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Confidential _zga- P )
i >\ f \. Patient/ dose/

first-dollar i N A i
-, &GP treatment caps

rebates -

Transparent
price
V.olume-based reduction
tiered rebates
Hard caps,

category caps

Outcome/ F q
performance ree gooas,
based grants
17
Consensus based decisions ‘ Wide gap in perception Pay per performance or
with 14 different of appropriate value outcomes-based
participating jurisdictions between manufacturer proposals
and payor (appropriate
cost-effectiveness?)
Uncertainty of budget Value vs. Timeliness of Manufacturer proposed
impact Negotiations & Access criteria vs. Notice of
Compliance indication vs.
CADTH/INESSS
recommendation
Gene therapy specific

Early products have uncontrolled trials (very high clinical
uncertainty), unclear long-term efficacy and cost-effectiveness, as
well as issues around availability of sites, capacity, unique set of
payors, interprovincial billing, etc.
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Outline

-ﬁ
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About the PMPRB and its regulatory framework

H\> Canada’s struggle with the affordability of new drugs

> Are lower drug prices a barrier to access?

21

1 About the PMPRB and its
regulatory framework

PMPRB
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About the PMPRB
b G = »» = -

* The PMPRB is an independent, quasi-judicial, consumer protection agency that carries out it’s mandate at
arm’s length from the Minister of Health.

* It was established by Parliament in 1987 under the Patent Act (Act), to ensure that the prices of patented
medicines sold in Canada are not excessive.

* PMPRB is a “consumer protection pillar” established as a counter-balance to the market exclusivity afforded
to patent medicines through the Act, which eliminated compulsory licensing, giving patentees a statutory
monopoly power.

* The PMPRB regulatory framework reposes on three legal instruments:

és Scientific and price review process, price tests for new
ing) and existing drugs

lati Comparator countries and reporting requirements: e.g.
egulations prices of medicines, R&D investment

Excessivity factors, mandate, jurisdiction, structure
and powers of the Board

= Despite a number of minor changes to these legal instruments, the regulatory framework has remained
virtually unchanged since the PMPRB'’s founding.

' The PMPRB is part of a complex regulatory and reimbursement ecosystem

- ﬁ
Health Pri
Technology ne rtlfeti n Reimbursement
Assessment gotiatio decision
R Public

CADTH PCPA | plans Patient
Review for Safety, access
Efficacy and Quality A, Uy -

Hospitals and
’ﬁ"equineB Prirées Health Authorities
eview Boar
Excessive Price I
Monitoring -
P t d
and Investigation P rescription drug

spending, 2018 (CIHI)
Private plans

Some price negotiation
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Canada is not immune
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news

Ottawa
Sky-high cost puts drug out of reach
for adults with rare disease

CBC News
Posted: Apr 08, 2019 4:57 PM ET | Last Updated: April 8

published: 2019-08-29 ¥ Globe and Mail (Ontario)
received: 2019-08-20 0303 (EST) THE GLOBE AND MAIL News | A1, Words: 1,055

"Nobody can afford this'

Olivia Little's parents wonder how they will treat her rare disease after a drug
maker tweaked the formula for eye drops, which raised the price from a few
thousand dollars a year to $103,272

by: Kelly Grant
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For many Canadians, prescription drugs are unaffordable

G ¢ 0= 2 & 2o -ﬁ

* 21% of the prescription drug sending in 2018
was out-of-pocket

* About 1in 5 Canadians report having no

prescription drug coverage while many more 20% Percentage of Canadians without prescription
are underinsured or face high deductibles or co- ° drug coverage
pays
. . -~ )

* Almost 1 in 10 Canadians have had to forego Percentage of Canadians who had to forego
filling a prescription drug in the past year for 8.2% filling a prescription because of cost
reasons related to cost

* Many Canadians who forego filling prescriptions Canadians used additional health services as a
seek additional health care services 374K result of foregoing a prescription drug in the

past year

—__The costof paying for prescription dri 1gs-means

that many Canadians must forego paying for
basic necessities like food and heat

Canadians had to forego other spending,
including basic necessities, to pay for

prescription drugs in the past year

Sources: CIHI

The Impact of Out-of-Pocket Prescription Drug Costs, The consequences of patient charges for prescription drugs in Canada: a cross-sectional survey,

University of British Columbia, 2016
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Rapid growth in high-cost™* drugs is accounting for an increasingly significant share
of spending but covers only a small minority of claimants

* High-cost is defined as average annual cost exceeding $10,000
Data source: 1. PMPRB Annual Report 2017; 2. PMPRB CompassRx, 5th edition; 3. IQVIA™ Private Pay Direct Drug Plan Database.

Spending on patented medicines is outpacing other healthcare categories and

economic growth, 2013-2017
- ﬁ

CPI . 1.5% Growth in patented medicine
spending has been twice as high
as that in GDP and almost 4 times

— - 2.4% that of inflation.

Patented medicines _ 5.8%
High-cost medicines _ 13.0%

Lower due to savings from generic

Drugs = price reductions
Physicians 4.0% Growth in physician and hospital
spending was much lower than that
Hospital 4% in patented medicine spending
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Canada pays third-highest list prices on patented medicines in OECD and has the
second-highest sales per capita

-ﬁ
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Foreign-to-Canadian price ratios, patented medicines, OECD Countries, 2017*
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b Sales per capita CAD on patented medicines, OECD Countries, 2018*
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Evolving pharmaceutical market — patented medicines
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Share of Sales for High-Cost Patented Medicines, 2006 to 2017 o %
Source: Annual Report 2017, PMPRB 7% =
33.0%
281%
23.3%
135%
144%
11.8% =
101% =
GO | -
m .
SHARE OF SALES % 2006 2007 2008 2009 2010 201 2012 2013 2014 2015 2016 2017
50K+ 03 04 05 07 13 17 22 27 45 92 78 53
W 20K-50K 21 24 27 30 35 6.0 82 109 129 12.0 138 18.1
10K-20K 52 55 6.9 8.1 2.6 10.8 129 145 15.6 165 18.7 18.2
Total 76 8.3 10.1 118 144 185 233 281 330 377 40.3 41.6
32
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Despite small patient populations, EDRDs are a rapidly growing market, gaining

sizeable sales through high prices
- ﬁ

G ¢ @& 44 aaE.
While EDRDs are rare by definition, collectively they represent a substantial portion of Canadian
population

CAGR 2012-2018

okcp eorD (Median) [ NG 29%
can eoro [N 30%

canTotal [l 5%

CAGR: 30%

m Non-cancer

m Cancer

33 Cumulative number of EDRDs approved 26 31 37 48 61 71 79
EDRD share of total Pharma market 1.9% 2.2% 2.8% 3.6% 4.3% 5.5% 7.0%
Sales per capita $1 $13 $16 $23 $28 $38 $50
Orphan medicines are increasingly dominating the market
G 4 4 2 A4 &S o - ﬁ
” New medicines launched in Canada and the PMPRB?7, 2009 to 2018
52 51
» 50
Q
£ 4
§® 35
g 31
o 30
“
K Data source: PMPRB Meds Entry
g 20 Watch
E *  1QVIA MIDAS® Database, 2009 to
e 2014 (all rights reserved); US Food
10 and Drug Administration, European
Medicines Agency, and Health
Canada databases.
0 L 1 1 1
Average 20092014 | 2015 2016 ‘ 2017 2018
Smrgac;?c i%fe grphan 33% 54% 42% 46% 59%
~hate of oncology 20% 34% 16% 3% 20%
ﬁ U5, FOOD & DRUG In CY 2018 so far*, CDER has approved 55 NMEs, including 31 orphan drugs
= ==
CDER New Drugs ngram: - :::el:; ;iar:te ;ime ever, the majority of NMEs approved are orphan drugs to treat
2018 Update

6/2/2020

17



Main problems with current framework

p S ¢ == 2 2 S (=] ﬁ

Our basket of comparators —the PMPRB7 — is made up of premium priced countries and
includes the US, an international outlier.

PMPRB price review is based on publicly available list prices, which are increasingly divorced
from the true price net of confidential rebates/discounts.

Internal and external price referencing are ineffective tools to regulate the prices for many high-
cost medicines.

All medicines are subject to the same level of regulatory scrutiny, regardless of risk of abuse of
market power.

PMPRB sets ceiling prices for medicines at introduction and does no reassess over time to
ensure that the prices continue to remain non-excessive

b b b P

Government has responded with “...biggest step to lower drug prices in a
generation.”

Canada makes drug-price crackdowr.
official over industry opposition

Amendments to the Patented Medicine Regulations provide the PMPRB with modern
tools and information it needs to protect Canadians :

1. Benchmarking prices against countries that are more like Canada

economically and from a consumer price protection standpoint. These proposals will
bring Canada in line
with the policies and

practices of most
3. Regulating at the level of the actual prices being paid in Canada other developed

and not just the non-transparent manufacturer list prices. countries

2. Considering the value and the overall affordability of a medicine
when setting the maximum price.

6/2/2020
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Recent and next steps in the implementation of the regulatory changes
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Revised Draft

Draft Guidelines

}:Finalized Guidelines

Guidelines
* Released on November ¢ Expected later this spring e Exact date TBD
21,2019 e Significant changes ¢ To be implemented once
¢ Proposed approach for envisioned in response to the regulatory amendments
consultation the feedback received come into force
¢ Broad and robust 85-day e Limited consultation e Commitment to evaluate
consultation period PMPRB Framework
Modernizati d
e Extensive feedback e Covid-19 situation being ° err.'nza ‘on an
. . . . Evaluation Plan (FMEP)
received, including 122 monitored
written submissions

(e —
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Are lower drug prices
a barrier to access?

L% | Extreme regulations to lower drug

. prices mean Canada will get fewer

new drugs
PR
_?.5':5:%-}
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l Countries with lower patented drug prices than Canada have greater
availability of new medicines
G 4 4 2 A4 &S o - ﬁ

Despite higher drug prices prevailing in Canada, less than half (48%) of all new drugs have sales in Canada,
lower than other major markets, many of which have lower average patented drug prices

3.21

Average Foreign-to-Canadian price ratios, patented medicines, 2017

OECD Median =0.81

1.06 1,00 0.97 0.94 0.94
94 0.94 0.92 0.89 0.88
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19% 18% 19% 16% 15%
SOV W W W———— ET0700 N SR . 319 25%
° . 38% 40% 40% 39% 39% 39% 38%
48% 48% 45% 48% 48% o0 50% % !
1% 5% 58% 196 0% 55% OECD Median = 40%
.. . mmmm Average FTC Price Ratios
39 76% Share of new medicines with sales, 2009 to 2018 v e
Data source: PMPRB Annual Report, 2017; PMPRB Meds Entry Watch, 2018, i Share of new medicines with sales
Note (1): New medicines approved in Canada and the PMPRB7 from 2009 to 2017 with available sales, by country, PMPRB Share of new medicines with sales
by Q4-2018. Refer to data source for specifics. mm OECD
Are there fewer drugs being launched in Canada since the
announcement of the reforms on August 20197?
G 4 4 2 A4 &S o - ﬁ
The number of new medicines approved over the most recent three quarters are in line with past trends
Number of new medicines approved in Canada per quarter, 2015 - 2020
Min-Max
Oct-Dec
16 Min-Max 2015-2019
Jul-Sep
14 2015-2019 N
Jan-Mar
12 2015-2019
10
8
6
A 9
2
40
0
July-Sep 2019 Oct- Dec 2019 Jan-Mar 2020 Ave. per quarter Annual 2015- 2018

Data source: Health Canada Drug Product Database
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Are there delays in Canadian drug launches since the announcement of
the reforms on August 20197

L EE— . ] -ﬁ

* Critics of the reforms claim so, however, just under 50% of new medicines approved by Health Canada in 2019
received that approval within one year of United States approval, higher than in 2018.

Share of NASs approved in Canada within one year of FDA approval

60% 55%

54%
51% 50%
50% _— a7%
40%
30%
20%
10%
0%
2015-2018 2015 2016 2017 2018 2019

Data source: FDA and Health Canada Drug Product Database

42

Is the number of new clinical trials being started in Canada declining since
the announcement of the reforms on August 20197

o 0 2 @» 42 - oo - ﬁ
 Studies that say yes, are based on information in the Health Canada Clinical Trial Database that is
incomplete and inappropriate to be consider in this context (e.g. “No Objection Letter”)

* In fact, the number of new clinical trials being started in Canada has been markedly higher since the
announcement of the amendments to the Patented Medicine Regulations, than the average of

previous years.
Number of clinical trial starts in Canada 2019: 707
Average 2014-2018: 536

93
79
73 71
62 63
18 54
44 43 ﬂ : : i
September October November December January February Average
Data source: Health Canada Clinical Trial Database, 2014-2020 W 2019-2020 @ Average for previous years
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