Canada

BACKGROUNDER

ON JUNE 2020
DRAFT GUIDELINES:

Explanation of Changes
from November 2019
Draft Guidelines

PMPRB, JUNE 19, 2020



The Patented Medicine Prices Review Board
Standard Life Centre, Box L40

333 Laurier Avenue West, Suite 1400
Ottawa, ON KIP 1C1

Tel.: 1-877-861-2350
Fax: 613-288-9643
TTY: 613-288-9654

Email: PMPRB.Information-Renseignements. CEPMB@pmprb-cepmb.gc.ca
Web: www.pmprb-cepmb.gc.ca
Twitter: @PMPRB_CEPMB



mailto:PMPRB.Information-Renseignements.CEPMB%40pmprb-cepmb.gc.ca?subject=
http://www.pmprb-cepmb.gc.ca/home
https://twitter.com/PMPRB_CEPMB?ref_src=twsrc%5Egoogle%7Ctwcamp%5Eserp%7Ctwgr%5Eauthor

Table of Contents

-

The PMPRB GUIAEIINES ..o 2
The PMPRB Guidelines CoNSUITAtION ..o 2
Reaching out to Canadians: Overview of the PMPRB Consultation ........c.......... 3
Explanation of Changes to the Draft GUIdelinesS ..o 4
1. Domestic Therapeutic Class Comparison (dTCC) ..o 5
2. Maximum List Price (MLP) Test - International
PriCe COMPDAIISON. .. 6
3. Classifying a patented medicine as Category |, 7
4. Pharmacoeconomic Value (PV) Threshold & Accounting
for Therapeutic Comparators - High Cost MediCines.............c.ccccceveen.. 9
5. Market Size AdJUSEMENTS ..o, n
6. Confidentiality of Maximum Rebated Price (MRP) ..o 13
7. Regulatory review of patented biosimilars and generics ........cccccoeven... 14
8. Other issues raised by stakeholders that have been

addressed by these Changes ... 15




The PMPRB Guidelines

The Patented Medicine Prices Review Board
(PMPRB) is a quasi-judicial body with a regulatory
mandate to prevent pharmaceutical patentees
from charging consumers excessive prices during
the statutory monopoly period. Its creation arose
out of concern that stronger patent protection for
medicines might cause their prices to rise unac-
ceptably to the detriment of consumers.

Pursuant to subsection 96(4) of the Patent Act,
the PMPRB issues guidelines (“Guidelines”) which
are intended to provide transparency and pre-
dictability to patentees regarding the process
typically engaged in by public servant employees
of the PMPRB (“Staff”) in seeking to determine
whether a patented medicine appears to be
priced excessively in any market in Canada.

Before making or amending its Guidelines, the
PMPRB has an obligation to consult under sub-
section 96(5) of the Patent Act. The PMPRB takes
its obligations in this regard very seriously and
has pursued all necessary steps to ensure a mean-
ingful consultation process predicated on an open
and transparent dialogue with Canadians.

—_

SOR/2019-298.

The PMPRB Guidelines Consultation

On January 1, 2021, the amended Patented
Medicines Regulations (“Amended Regulations”)’
will come into force. Changes to the PMPRB’s
pricing Guidelines are necessary for the Amended
Regulations to be implemented and to enable the
PMPRB’s move to a more risk-based approach to
regulating the ceiling prices of patented medicines.
On November 21, 2019, the PMPRB published a
draft set of new Guidelines (“the November 2019
Draft”) for consultation with stakeholders and the
public. Extensive feedback followed and the writ-
ten submissions we received are available on the
PMPRB website.

In response to the feedback received during

the consultation period, the PMPRB has made a
number of substantive changes to the November
2019 Draft. These changes are reflected in a
second draft set of Guidelines published on

June 19, 2020 (“the June 2020 Draft”) which

the PMPRB is now consulting on for a period

of 30-days.? The purpose of the present docu-
ment is to explain in general terms the nature

of the changes and why they were made. It is
intended to be read as a companion piece to the
June 2020 Draft to support the reader’s under-
standing of the changes. A similar document
accompanied the publication of the November
2019 Draft Guidelines and is available on the
PMPRB website. As is the case for the Guidelines,
the Backgrounder is not binding on the PMPRB
or patentees.

The publication of the June 2020 Draft Guidelines
and the ensuing 30-day consultation process is the
last and final step in a process that dates back to
the release of the PMPRB’s Discussion Paper on
Guidelines Modernization in June 2016, and follows
the roadmap for reform laid out in its 2015-2018
Strategic Plan. From the beginning, the PMPRB’s
consultation process has been consistent with
government best practices to ensure maximum
inclusion, clarity, and productive discussion.

2  This consultation focuses only on the responsive changes, i.e., the substantive differences between the
November 2019 Draft and the June 2020 Draft. It is not intended to revisit elements of the Draft Guidelines

that did not change from the previous version.
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The deadline for providing written submissions
to the PMPRB on the June 2020 Draft Guidelines
is July 20, 2020. The PMPRB remains commit-
ted to hearing from all Canadians who have an
interest in and opinion on how it carries out its
regulatory mandate and looks forward to receiv-
ing constructive and meaningful feedback from
this consultation process with a view to issuing
final Guidelines in the fall of 2020.

Reaching out to Canadians:
Overview of the PMPRB
Consultation

The publication of the November 2019 Draft
Guidelines was followed by an 85-day consulta-
tion period. During that time, the PMPRB sought
to engage with as many stakeholders as possible
in various ways, including face-to-face meetings
across the country, day-long outreach sessions in
Ottawa with industry and civil society, webinars
and working groups.

The following is a summary of the PMPRB’s
consultation efforts following the release of
the November 2019 Draft Guidelines:

e Health Partners Working Groups: two
one-day outreach sessions in November
2020 and January 2020 with health partner
representatives including public drug plan
representatives, the Canadian Agency for
Drugs and Technologies in Health (CADTH),
Institut national d’excellence en santé et
services sociaux (INESSS), pan-Canadian
Pharmaceutical Alliance (pCPA), Health
Canada, and Cancer Agencies;

* An Industry Forum: a one-day outreach ses-
sion in December 2019 with representatives
from Innovative Medicines Canada (IMC),
BIOTECanada and some of their member
companies;

e A Civil Society Forum: a one-day out-
reach session in December 2019 with
patient groups and other non-institutional
stakeholders;

e An Industry Webinar: in January 2020
with 187 participants from across the
pharmaceutical industry;

e Cross country consultation meetings: over
60 meetings with more than 260 partici-
pants from stakeholder groups across the
country. These included ministries of health,
public and private payers, patient and
patient groups, clinicians, industry and trade
associations, pharmacists and distributors,
health care organizations, etc,;

e Bilateral meetings with pharmaceutical
companies, trade associations and consul-
tants: over 40 meetings, mainly in Ottawa.

Specific information on dates, locations and
stakeholder groups the PMPRB met with, as well
as electronic versions of the documents that
were discussed at those meetings are available
on the PMPRB website.

The PMPRB’s Board had planned to host a public
policy forum in Ottawa on March 18, 2020 but
was unable to do so because of the emerging
COVID-19 pandemic. To provide stakeholders
with an opportunity to convey any new or dif-
ferent information they may have intended to
present to the Board at that event, the PMPRB
extended the timeline for written submissions
from interested parties until March 18, 2020.

The PMPRB received 123 written submissions
during the consultation period from a diverse
array of stakeholders. One-third (33%) of the
submissions received were from patentees and
their industry associations, and another third
(33%) came from consumer and patient advocacy
groups. The PMPRB also received almost 900
letters from individuals or patients, the majority of
which were from Cystic Fibrosis patients and their
caregivers as part of an advocacy initiative spear-
headed by Cystic Fibrosis Canada. The 123 written
submissions are available on the PMPRB website.
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Category

Consumer/patient advocacy total
Patentee

Patentee association
Generics/biosimilars
Patentee/patentee association total
Distributor/consultant/pharmacist
Industry associations (e.g. life sciences)
Consultant

Industry total

Union

Clinician

Academic

Think tank

International

Civil academic/clinician/think tank total

Public (e.g. agency, health authority, government)

Private insurance
Public entity or private insurance total
Grand Total

The efforts outlined above are part of a process
that will continue even after the Guidelines are
implemented. The PMPRB will work with stake-
holders to ensure that the impact of the
Guidelines is well understood and to minimize any
operational or compliance issues arising from
their early application. Adjustments to the
Guidelines will be made if it becomes clear that
certain aspects of the new regime are not operat-
ing as intended, subject as always to further
consultation with stakeholders and the public.

Explanation of Changes to the
Draft Guidelines

In issuing Guidelines, the PMPRB must reconcile
seemingly conflicting public policy objectives,
namely, facilitating access to patented medi-
cines at non-excessive prices while recognizing
the legitimate interest of pharmaceutical paten-
tees in maximizing the value of their intellectual
property. Not surprisingly, the PMPRB’s diverse
stakeholder community holds divergent and
even diametrically opposing points of view on

4 CONSULTATION BACKGROUNDER

Submissions (#) Submissions (%)

41 33%
34 28%
3%
2 2%
40 33%
n 9%
5%
2%
19 15%
7 6%
4 3%
3 2%
1 1%
1 1%
16 13%
4%
2%
6%
123 100%

the policy rationale for the Guidelines and the
Amended Regulations upon which they are
based. Accordingly, the PMPRB recognizes that
consensus is not achievable when consulting on
measures to modernize its regulatory framework.
However, the PMPRB has made every effort
throughout the consultation process to foster a
productive, fair and transparent dialogue with
our stakeholders and to listen carefully to their
concerns. The changes explained below are

the result of that effort and represent our best
attempt to be responsive to the competing feed-
back we have received from stakeholders and

to craft a modern-day regime that continues to
encourage voluntary compliance.

What follows is a concise description of the key
changes between the November 2019 and June
2020 Draft Guidelines, the stakeholder feedback
upon which they are based, and an explanation
of the Board’s reasoning in making them. This
information is presented to provide context

and is not intended to constitute an exhaustive



treatment of all the relevant feedback the
PMPRB received in respect of each issue, or of
the analysis that prompted the change.

1. Domestic Therapeutic Class
Comparison (dTCC)

PROPOSED APPROACH IN NOVEMBER 2019
DRAFT GUIDELINES

One of the factors for assessing whether a price
is excessive as set out in s. 85 of the Patent Act
is “the prices at which other medicines in the
same therapeutic class have been sold in the
relevant market” (s. 85(1)(b)).

The November 2019 Draft Guidelines proposed to
address this factor in two main ways. First, it pro-
vided that the Maximum List Price (MLP) for New
patented medicines would be set by the lower of
the Median International List Price (MIP) for the
PMPRB11 comparator countries and the domestic
Therapeutic Class Comparison (“dTCC”), subject
to a floor set by the Lowest International Price
(LIP) for the PMPRB11 countries. Second, it pro-
vided that if a cost-utility analysis prepared by a
publicly funded Canadian organization was not
available for a Category | patented medicine, then
the Maximum Rebated Price (MRP) would be set
by the lower of the LIP, the dTCC or the interna-
tional Therapeutic Class Comparison (“iTCC”),
with further adjustments based on the Market
Size Adjustment Methodology.

Both the dTCC and the iTCC would be calculated
based on the median cost of treatment across

the comparator medicines, derived by taking into
account the lowest public price and price source.

SUMMARY OF STAKEHOLDER FEEDBACK

Patentees object to the proposed approach,
asserting that it would push Canadian list prices
towards the LIP and fails to recognize that med-
icines within a class can have differing levels of
therapeutic benefit. Patentees also recommend

that the dTCC and the iTCC be calculated based
on the highest rather than the median cost of
treatment across the comparator medicines.

Public and private payers and other stakeholders
involved in health care delivery did not express
any concerns with applying the TCC factor in the
manner described above.

ANALYSIS

While few patented medicines® are launched in
therapeutic areas dominated by older, generi-
cized medicines, the Board recognizes that the
proposed approach would likely have the effect
of pushing the MLP for these medicines to the
LIP. As a result, the Board has decided to forego
this approach where the patentee has filed
prices for the medicine in PMPRBI11 countries. It is
believed that the international prices of the med-
icine may already reflect, to some extent, the
availability and pricing of comparator medicines
in those markets.

The Board did elect to retain the domestic dTCC
whenever PMPRBI1 prices for a medicine are

not available. In such cases, the dTCC test will
be calculated using the top of the class instead
of the median. The dTCC and iTCC will also be
retained in the context of setting the MRP for
large market size Category 1 medicines.* The
Board views the median as the more appropriate
bar in this instance given that the prices used
for conducting the TCC are gross (list) prices
instead of net prices.

DESCRIPTION OF THE CHANGE IN THE
JUNE 2020 DRAFT GUIDELINES

For New patented medicines, the MLP will be set
by the MIP for the PMPRB11 comparator coun-
tries if the patentee has filed prices for at least
one country. If there are no available prices in
the PMPRBI11 countries, then the MLP® will be set
by the dTCC, calculated based on the highest
instead of the median cost of treatment across
the comparator medicines, derived by taking
into account the lowest public price in Canada.

3 Based on 2017 and 2018 data, 17% of new DINs launched into a therapeutic class dominated by

genericized medicines.

4  The dTCC may also set the MRP for high cost Category 1 medicines where the pharmacoeconomic analysis is a

cost minimization.

5 The use of the dTCC is also contemplated during the interim period. If there are no available international
prices, the dTCC test or the iTCC may be used to set the initial MLP - iMLP.
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If the patentee has not filed international prices
by the end of the interim period (maximum 3
years), and there are no domestic therapeutic
class comparators, the MLP may be set at the
median of the iTCC.

If during the lifecycle of the medicine, it is
launched in other countries, the MLP will be
subject to the reassessment criteria, which con-
templates an increase or a decrease depending
on where the Canadian list price sits vis-a-vis
international list prices.

The dTCC will be considered in the establish-
ment of the MRP for Category | medicines with
an actual market size exceeding $50 million,

as described in Section 5. In such a case, the
dTCC will be based on the median cost of
treatment across the comparator medicines,
derived by taking into account the lowest public
price in Canada and subject to the applicable
Therapeutic Criteria Level (TCL) floor.

2. Maximum List Price (MLP) Test -
International Price Comparison

PROPOSED APPROACH IN NOVEMBER 2019
DRAFT GUIDELINES

One of the excessive pricing factors set out in

s. 85 of the Patent Act is “the prices at which the
medicine and other medicines in the same ther-
apeutic class have been sold in countries other
than Canada” (S. 85 (1) (c)).

The November 2019 Draft Guidelines proposed
that the Maximum List Price (MLP) be set by the
lower of the Median International Price (MIP)
for the PMPRB11 comparator countries and

the domestic Therapeutic Class Comparison
(“dTCC”), subject to a floor set by the Lowest
International Price (LIP) in the PMPRBITI1. If the
patentee does not file international prices by
the end of the three years (“Interim Period”),
and there are no domestic therapeutic class
comparators, it further proposed that the MLP
be set using the international Therapeutic Class
Comparison (“iTCC”).

SUMMARY OF STAKEHOLDER FEEDBACK

Patentees, the biosimilar industry, distribu-
tors, industry consultants and some patients
and patient groups argue that the MIP should

6 CONSULTATION BACKGROUNDER

be replaced by the Highest International Price
(HIP) for Grandfathered medicines, and make

a number of points in support of that position.
First, they claim that the MIP approach incor-
rectly assumes that all prices above the median
of the comparator countries are excessive.
Second, they view the application of the MIP for
Grandfathered medicines as inconsistent with
the Cost Benefit Analysis (CBA) conducted by
Health Canada as part of the Regulatory Impact
Analysis Statement (RIAS) that accompanied
the Amended Regulations. Third, they maintain
that the application of the MIP to the prices of
Grandfathered medicines will have a significant
impact on industry revenues and result in drug
shortages and a decline in support services cur-
rently available to patients.

“Recognizing that the application of the new
basket is mandated in the amended Regulations,

it would be more appropriate to apply the current
pricing rules (highest international price compari-
son or HIPC) to establish the list price ceiling (MLP)
for existing medicines. Even with the HIPC, list
price reductions will be achieved for existing prod-
ucts, as a result of the change in the international
reference basket (PMPRBI1)” ~ Janssen

Conversely, some public and private payers

and other patient groups take the position that
Canadians have been paying excessive prices
for patented medicines for years and view the
MIP of the new PMPRBI11 basket of comparator
countries as a reasonable way to ensure gross
(list) prices in Canada align with international
norms. In addition, these stakeholders stress that
the MIP of the PMPRBI11 is the most appropriate
price test to adequately protect cash-paying
customers from excessive list prices. This is very
important given that a significant portion of sales
are borne directly by Canadians through cash
payments and as contributions to co-payments
and deductibles.

Health researchers and provincial cancer
agencies support the proposed approach

for calculating the MLP and urged the PMPRB
not to use the HIP test. One consumer advocacy
group applauded the updated schedule of
comparator countries and noted that it will
“make price-comparisons much more equitable
for the Canadian pharmaceutical consumers”.



“...nous ne pouvons qu’accueillir favorablement
tout nouveau processus de fixation et de pla-
fonnement des prix s’'appuyant sur les données
probantes et les pratiques exemplaires, de méme
que l'utilisation d’une nouvelle annexe de pays
de comparaison (le CEPMBI1) visant a établir les
nouvelles régles de comparaison des prix...”

~ Centrale des syndicats du Québec
ANALYSIS

The Patent Act does not require the Board
to adopt any specific threshold based on the
PMPRBT11 prices, only that these be considered.

It is acknowledged that, in the main, the Cost
Benefit Analysis (CBA) assumes MLP ceilings
that are generally closer to the highest and
median price in the PMPRB11 countries for
Grandfathered and New patented medicines
respectively. At the same time, the purpose
of the CBA was to assess the impact of the
Amended Regulations in isolation. It should
not be read as precluding changes to the
current Guidelines, as significant such
changes are necessary to implement the
Amended Regulations in the first place.

The Board’s analysis of the impact of the appli-
cation of the MIP to Grandfathered medicines
indicates that it may be less significant than
claimed by certain stakeholders who oppose it.
List prices are not reflective of true net prices
paid by a large segment of the Canadian mar-
ket and the true impact on the net revenue will
thus be less than the nominal impact on the list
prices. That being said, the Board has decided to
apply the HIP test to Grandfathered medicines as
a concession to patentees whose expectations
may have been raised by the CBA and in recog-
nition of the impact of changing the schedule of
comparator countries. The Board is of the view
that the misalignment of Canadian prices vis-a-vis
international prices is best addressed by applying
the MIP test for New patented medicines moving
forward. As a general rule, the Board feels that
Canadian list prices higher than international
norms smacks of excessiveness and the MIP is an
appropriate litmus test for ensuring that Canadian
list prices do not become excessive in the future.

DESCRIPTION OF CHANGE IN THE JUNE 2020
DRAFT GUIDELINES

Grandfathered Patented Medicines and
their Line Extensions

The gross (list) price ceiling of Grandfathered
patented medicines will be set as the lower of
the HIP for the PMPRBI1 countries, and the appli-
cable ceiling under the previous Guidelines. The
MLP of Line Extensions of Grandfathered medi-
cines (i.e., new strengths and dosage forms) will
also be set by the HIP.

Gap and New Patented Medicines

The MIP test will be retained for setting the MLP
for Gap medicines, (i.e., medicines for which a
DIN was assigned on or after August 21, 2019
and the first sale in Canada took place prior to
January 1, 2021) and New patented medicines
(i.e., all other patented medicines for which a DIN
was assigned on or after August 21, 2019).

3. Classifying a patented medicine as

Category |

PROPOSED APPROACH IN NOVEMBER 2019
DRAFT GUIDELINES

The November 2019 Draft Guidelines pro-
posed that a patented medicine be classified
as Category | if it meets either of the following
criteria:

©) 12-month treatment cost greater than 50%
of Gross Domestic Product (GDP) per capita,
and/or

an estimated or actual market size
(revenue) exceeds annual Market Size
Threshold, initially set at $25 million.

(i

PMPRB DRAFT GUIDELINES CONSULTATION, 2020




SUMMARY OF STAKEHOLDER FEEDBACK

Pharmaceutical patentees oppose the criteria
and associated thresholds. As regards the latter,
they contend that the thresholds are too low
and would result in a majority of New patented
medicines falling into Category |, contrary to the
PMPRB’s stated intent in adopting a risk-based
regulatory approach. Other stakeholders, notably
some patient groups and pharmacy associa-
tions, echoed concerns about the proportion of
patented medicines likely to be screened in as
Category |I.

“These guidelines are inherently biased against
drugs for small, difficult-to-diagnose and previ-
ously untreated patient populations with poorly
documented natural history of disease and little
clinical evidence of direct links between biomark-
ers and other outcome measures. This description
would apply to almost all rare diseases. .... It

is ridiculous to introduce a cost-effectiveness
assessment (CEA) at the time of launch...”

Canadian Organization for Rare Disorders (CORD)

Patient groups concerned with access to rare
disease medicines are particularly troubled by
the fact that virtually all such medicines would
fall into Category | due to their high annual treat-
ment costs and, as such, be subject to the new
Pharmacoeconomic Value (PV) factor. These
products rarely have favorable pharmacoeco-
nomic profiles because of their extreme high
prices, which patentees claim are necessary to
recoup research and development costs from a
relatively small patient population.

Conversely, some representatives of civil soci-
ety and healthcare organizations are of the view
that a lower threshold for annual treatment cost
should apply if the PMPRB is to properly scruti-
nize all patented medicines that are beyond the
means of many consumers.

For their part, union groups express strong sup-
port for the inclusion of market size as a criterion
for Category | medicines, citing the significant
impact some medicines have on health insurance
plans despite falling under the PV threshold.
They note the large year-over-year increases
their members’ drug plans have struggled with
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recently due to medicines that would be
considered low cost under the November 2019
Draft Guidelines.

Finally, patentees assert that there should be a
mechanism to move medicines out of Category
| and into Category Il if their revenues fall below
the specified thresholds.

ANALYSIS

Further analysis of the data suggests that a sig-
nificant percentage of medicines would realize
over $25 million in annual revenue at some point
over their patent life. Considering that this data
reflects historical trends, it is likely an underesti-
mate of expected future revenues for patented
medicines launched more recently.

In addition, with high cost medicines increasingly
dominating the market, the observation that

the proposed Category 1 criteria would capture
a significant number of new medicines is not
without merit. As a result, the Board has con-
cluded that in order for its risk-based approach
to be administratively feasible for PMPRB Staff
and patentees, higher thresholds are warranted,
both in terms of treatment cost and market size.
To address concerns related to rare disease
medicines in particular, the Board has decided to
carve out from Category | high cost medicines
that are expected to realize below a certain mini-
mum amount in annual revenue.

DESCRIPTION OF CHANGES IN JUNE 2020
DRAFT GUIDELINES

The new market size threshold will be $50M in
annual revenues and the new treatment cost
threshold will be 150% of GDP per capita. It is
estimated these revised thresholds will result in
approximately 25% of new medicines triggering
the Category | criteria, which is more in keep-
ing with the PMPRB’s original intent in moving
to a risk-based approach. These medicines are
expected to account for a majority of patented
medicine sales (68%), which will in essence
ensure that the PMPRB exercises greater regu-
latory scrutiny over a minority of medicines that
account for the majority of sales.



Medicines that realize less than $12M in annual
revenue will not be subject to an MRP even when
they exceed the new annual treatment cost
threshold. This will ensure that medicines that
treat rare diseases are not discouraged from
coming to Canada out of concern that their net
price will be substantially reduced by regulation.

Recent data suggests that a sizable portion of
patented medicines (42.5%) do not realize $12M
in annual revenues in any of the first 10 years

on the market (Figure 1). These medicines only
accounted for 3.7% of patented sales, suggesting
that even cumulatively these medicines do not
give rise to affordability concerns.

Figure 1. Patented medicines in Canada, share of medicines and share of sales, by maximum annual sales

96%

$12M+ $25M+ $50M+ $100M+

Maximum annual sales by the 3rd Year

. Share of medicines

$25M+

Maximum annual sales by the 10th Year

$50M+

$100M+

$12M+

. Share of total sales

*Included patented drugs launched after 1998 in Canada; Sample Size: N=639 for the 3-year analysis; N=338 for the 10-year analysis
Data source: PMPRB, 2018; CPI applied to bring historical sales into 2018 value

4. Pharmacoeconomic Value (PV)
Threshold & Accounting for Therapeutic
Comparators - High Cost Medicines

PROPOSED APPROACH IN DRAFT GUIDELINES

Under the November 2019 Draft Guidelines,
Category | medicines that are required to report
cost-utility analysis would have a maximum
rebated price (MRP) ceiling based on the level at
which the patented medicine’s Incremental Cost-
Effectiveness Ratio (“ICER”) would equate to
the Pharmacoeconomic Value (PV) threshold of
$60,000 per Quality-Adjusted-Life-Year (QALY).

For patented medicines for rare diseases with an
estimated total prevalence no greater than 1in
2,000 across all approved indications, the MRP
would be set at 50% above the level at which
the ICER would equate to the PV threshold of
$60,000 QALY.

“Breast cancer is the poster child for some of
the worst practices of pharmaceutical compa-
nies, for example, trying to get extremely highly
priced drugs on the provincial drug formularies
by mobilizing women with breast cancer through
“patient advocacy” groups to directly pressure
those governments. This tactic has been used
for stage 4 breast cancer drugs whose actual
benefits do not live up to the claims of the drug
companies and whose side effects greatly dimin-
ish the quality of life of the women taking them”
~ Breast Cancer Action Quebec
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SUMMARY OF STAKEHOLDER FEEDBACK

Patentees are fundamentally opposed to the
introduction of PV as a factor for the PMPRB

to consider in determining what constitutes an
excessive price and, not surprisingly, take issue
with the approach proposed for its application in
the November 2019 Draft Guidelines. In addition
to citing operational and technical challenges
arising from its application, patentees and some
patient groups objected to the proposed PV
threshold of $60,000/QALY as unreasonably
low, especially for medicines for rare diseases,
notwithstanding the 50% higher ceiling afforded
to this class of products. Whereas some patient
groups believe that the PV factor should never
apply to medicines for rare diseases, others are
extremely concerned with the very high oppor-
tunity cost associated with reimbursing these
products, especially given that evidence of
their clinical benefits at introduction is often
ambiguous at best.

Patentees also take issue with the proposed
$60,000/QALY PV threshold as an arbitrary
one-size-fits-all approach that runs the risk of
exposing what public drug plans are paying
under confidential product listing agreements
(PLAS). They argue for a more flexible approach
that recognizes and rewards therapeutic benefit,
as is the case under the current Guidelines, but
did not volunteer an alternative which would
satisfy them. Specific suggestions on this point
did come from some public insurers, who rec-
ommend PV thresholds of $100,000/QALY and
$120,000/QALY for medicines that are therapeu-
tically superior, or even higher for medicines that
are potentially curative.

Lastly, in addition or in the alternative to advo-
cating for a more flexible approach predicated
on therapeutic benefit, some patentees sug-
gest that the application of the PV threshold be
subject to some form of stop-loss mechanism
which would blunt its impact and provide much
needed certainty to industry about the worst
case scenario under the new regime.

ANALYSIS

Pharmacoeconomic value is now a s.85(1) factor
and the Board has a statutory obligation to
consider it. However, until such time as there is
more developed empirical evidence in Canada
on opportunity cost in the public health system,
an argument exists for erring in favour of more
generous thresholds that are aligned with the
higher end of what is seen internationally and
that provide greater certainty and predictability
for patentees.

By way of comparison, in the United Kingdom,
the National Institute for Health and Care
Excellence (NICE) has an explicit cost effec-
tiveness threshold of €30,000/QALY. However,
there are certain cases where NICE will allow

a higher threshold of £50,000/QALY for end

of life treatments and €100,000 to €300,000
for “Highly Specialized Technologies” (HSTs)
depending on the absolute QALY gain associ-
ated with the medicine. In other countries such
as the Netherlands and Norway, the thresholds
depend on the severity of the disease, among
other factors. In the Netherlands, an informal
cost-effectiveness threshold of €20K/QALY (low
burden) to €80K/QALY (high burden) is used.
Japan has recently implemented a tiered cost-ef-
fectiveness assessment scheme that requires

a downward price adjustment, the amount of
which depends on the drug’s cost-effectiveness.
The price reduction is limited to 10-15% of the
pre-adjustment National Health Insurance reim-
bursement price.

“... the MRP concept has no price floor whatso-
ever and will result in prices below the lowest of
the PMPRB 11 schedule. This is contrary to the
government’s policy intent....”

Innovative Medicines Canada (IMC)

In addition to the above considerations,
the Cost Benefit Analysis (CBA) for the
Amended Regulations also assumed a
maximum price reduction of 50% for high
priority New patented medicines®.

6 May 2019 CBA for CGIl, Page 34 “Finally, for all elements of the regulatory amendments, a 50% reduction cap
was applied so that the price for a medicine cannot be reduced by more than 50%, even if that is required to

meet the specific Guidelines’ test.”
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DESCRIPTION OF CHANGE IN JUNE 2020
DRAFT GUIDELINES

The following PV thresholds and capped price
reduction floors will be applied to set the MRP
for high cost Category | medicines based on an
evaluation of their therapeutic criteria (for reve-
nues in excess of $12 million annually:

Table 1. Pharmacoeconomic Value Thresholds

It should be noted that for Category | high cost
medicines, in the absence of a cost-utility analy-
sis being provided by the patentee, a maximum
reduction of 50% will automatically be applied.

Price adjustment based on Therapeutic Criteria Level for MRP calculation

Therapeutic Criteria Level (See Appendix E -

The Scientific Review Process)

Level |

Level ll

Level lll

Level IV

Pharmacoeconomic analysis is a cost minimization

No pharmacoeconomic assessment

PVT Reduction Floor off MLP

$200K/ QALY 20%
$150K/ QALY 30%
$150K/ QALY 40%
$150K/ QALY 50%

Median of dTCC subject to 50% floor
50% of MLP

5. Market Size Adjustments

PROPOSED APPROACH IN NOVEMBER 2019
DRAFT GUIDELINES

For high cost Category | medicines, the
November 2019 Draft Guidelines proposed that
the Maximum Rebated Price (MRP) be further
adjusted for market size if annual quantities of
the medicine are sold such that, after the appli-
cation of the Pharmacoeconomic Value (PV)
Threshold, annual revenues would be in excess
of $25 million. These further adjustments would
result in additional 10% reductions in revenue
increments of $25 million to a maximum reduc-
tion of 50% for annual revenue in excess of
$125 million. They would apply equally to other
Category | medicines that are not high cost but
are so categorized because their estimated or
actual annual revenues exceed the $25 million
market size threshold.

SUMMARY OF STAKEHOLDER FEEDBACK

The intensity of patentee opposition to the
Market Size factor is second only to the sen-
timent reserved for the PV factor. In general,
patentees feel that the effect of this factor is to
import into the PMPRB regime considerations
that should lie within the exclusive purview of
public and private payers, not a federal ceiling

price regulator. In addition, many patentees
argue that the $25 million increment is arbitrary
and that not allowing the MRP to increase if
revenue falls below the specified thresholds is
inconsistent and unfair.

Stakeholders who are supportive of the Market
Size factor recognize that demand and preva-
lence need to be taken into account in setting
ceiling prices that contribute meaningfully to the
sustainability of Canada’s health care system.
They note that a small number of medicines can
account for significant expenditures and pose
immediate affordability challenges in the system
without necessarily being ‘high cost’.

ANALYSIS

Like PV, Market Size is now a s.85(1) factor and
the Board has a statutory obligation to con-
sider it. However, a case can be made that the
initial $25 million threshold is too low and the
number of incremental adjustments proposed

in the November 2019 Draft Guidelines is unduly
onerous on patentees. A retrospective analysis
indicates that approximately one-quarter of pat-
ented medicines realize over $50 million in annual
revenues over the first 10 years of market exclu-
sivity, while only 14% realize over $100 million.

PMPRB DRAFT GUIDELINES CONSULTATION, 2020 n



Many of the other relevant points raised by For Category | medicines that do not meet the
stakeholders in this context have already been annual treatment cost threshold of 150% of GDP
addressed in section 3 of above. per capita but with an actual market size exceed-
DESCRIPTION OF CHANGE IN JUNE 2020 ing $50 million, the MRP.wiII l?e based on the
DRAFT GUIDELINES lower of the Maximum List Price (MLP) and the

domestic Therapeutic Class Comparison (dTCC)
The revised thresholds for the Market Size adjusted by the applicable factor. The dTCC will
adjustment and the corresponding reductions be derived based on the median cost of treat-
required at these thresholds are set out in the ment across the comparator medicines, using the
tables below. lowest public price. The impact of the dTCC will

be subject to a price reduction floor that varies
Table 2. Market Size Adjustments based on the therapeutic criteria level.

Market size adjustment for Category | patented high cost medicines

Annual Incremental Price’ adjustment factor used to calculate
revenues MLP MLP adjustment factor
adjustment
factor
<$12M MLP 0%
0% $12M - $12M * (MRP/MLP)
$12M-50M + (MRP/MLP)
Revenues
Greater of $21.5M - $9M = (MRP/MLP)
$50M-$100M PEP and -25% + (1-25%) * (MRP/MLP)
Revenues
Floor
$32M - $7.8M = (MRP/MLP)
>$100M -35% + (1-35%) » (MRP/MLP)
Revenues

" Lower of the MLP and List Price

Market size adjustment for Category | patented medicines for high market size medicines

Annual Incremental Price! adjustment factor used to calculate
revenues MLP MLP adjustment factor
adjustment
factor
<50M MLP 0% 0%
$50M - $37.5M = (MRP/MLP)
$50M-$100M  Lowest of -25% + (1-25%) » (MRP/MLP)
the MLP and Revenues
the median $56.7M - $32.5M « (MRP/MLP)
>$100M of the dTCC -35% R + (1-35%) » (MRP/MLP)
evenues

* Lower of the MLP and List Price
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Therapeutic Criteria Level dTCC Reduction Floor
(See Appendix E - The Scientific Review Process)

Level
Level Il
Level lll

Level IV

20% off MLP (dTCC not applicable)
30%
40%
50%

6. Confidentiality of Maximum Rebated
Price (MRP)

PROPOSED APPROACH IN DRAFT GUIDELINES

Upon the coming-into-force of the Amended
Regulations, all patentees are to report price and
revenue information that is net of all adjustments
including discounts, rebates and free goods and
services, to any party that pays for, or reim-
burses, the patented medicine. This will ensure
that the PMPRB has a complete and accurate
picture of what patentees are truly charging for
their medicines in Canada. Any information filed
by patentees with the PMPRB in this respect
enjoys the full protection of the confidentiality
provisions of the Patent Act.

As already explained, the November 2019 Draft
Guidelines proposed that for high cost Category |
patented medicines the MRP would be calculated
by applying a $60,000 per Quality-Adjusted-
Life-Year (QALY) Pharmacoeconomic Value (PV)
threshold to the Incremental Cost-Effectiveness
Ratio (“ICER”). For patented medicines for rare
diseases, the MRP would be set at 50% above
the level at which the ICER would equate to the
PV threshold of $60,000/QALY. Finally, the MRP
for all Category | patented medicines would be
subject to 10% reductions in revenue increments
of $25 million to a maximum reduction of 50% for
annual revenue in excess of $125 million.

SUMMARY OF STAKEHOLDER FEEDBACK

Patentees are very concerned with the impact
of the new regime on their ability to continue
to negotiate confidential discounts and rebates
with payers in Canada. They do not appear to
dispute that their filings with the PMPRB wiill
remain confidential, but are worried that the
approach taken in the November 2019 Draft
Guidelines would enable third parties (including
payers in other countries) to back calculate a

rough estimate of the MRP and extrapolate the
levels of price reductions from the list price that
would be required in order for the patentee to
comply with it. Patentees believe that this would
be possible for three reasons. First, the cost-util-
ity reports they will be required to file with the
PMPRB are made publicly available by the organi-
zations that issue them (e.g. Canadian Agency for
Drugs and Technologies in Health (CADTH) and
Institut national d’excellence en santé et services
sociaux (INESSS) ). Second, the MRP tests are
transparently set out in the PMPRB’s Guidelines.
Third, list price and estimated revenue data are
also publicly available from various public sources
other than the PMPRB. Patentees believe if other
countries and competitors are able to estimate the
magnitude of the difference between gross (list)
and net price in Canada, this would put their global
business model at risk and imperil the introduction
of New patented medicines in Canada.

“The new maximum rebated price (MRP) calcula-
tion methodology, when combined with publicly
available data, may allow third parties to reverse
engineer or estimate net prices.”

Innovative Medicines Canada (IMC)

Stakeholders who express the opposite view
believe just as strongly that confidential pric-

ing is a key contributing factor to skyrocketing
pharmaceutical prices, both domestically and
internationally in recent years and that it is imper-
ative that this phenomenon be brought into the
light, not only in Canada but around the world.

“The fact that the information underlying the
calculation of the ... MRP is confidential will intro-
duce additional obscurity into pharmaceutical
prices which is unfortunate.” ~ Expensive Drugs
for Rare Diseases Advisory Committee
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ANALYSIS

The Board recognizes the difficulty inherent in
crafting ‘brightline’ price tests that are predict-
able to patentees but do not enable competitors
to back calculate rough estimates of their con-
fidential discounts to third parties. At the same
time, it notes that a number of the issues raised
by patentees, such as the public availability of
pharmacoeconomic reports issued by CADTH
and INESSS and the public availability of list
prices and revenue estimates, are well estab-
lished features of the status quo in Canada and
cannot be unwound by the Guidelines. Formal
and informal cost-utility thresholds are standard
in a number of countries and yet patentees con-
tinue to sell their products in those markets. That
being said, the Board is not unsympathetic to the
concerns raised by patentees and believes that
the revised approach to calculating the MRP in
the June 2020 Draft Guidelines has the dual ben-
efit of being responsive to both these concerns
and the desire expressed by both patentees and
many patient groups to retain an assessment

of therapeutic criteria as a key input in setting
ceiling prices.

DESCRIPTION OF CHANGE IN JUNE 2020
DRAFT GUIDELINES

As explained in section 4, the MRP calculation
will be a function of the Therapeutic Criteria
Level (TCL) assigned to the patented medicine
and the applicable PV threshold and price floor
that corresponds to it. The TCL of a patented
medicine will be known only to the PMPRB and
the patentee.

7. Regulatory review of patented
biosimilars and generics

PROPOSED APPROACH IN NOVEMBER 2019
DRAFT GUIDELINES

The Amended Regulations removed the require-
ment for patentees of certain types of patented
medicines to file identity, price and sale infor-
mation with the PMPRB, unless so requested in
response to a complaint. These include patented
veterinary medicines, an expanded subset of
medicines that do not require a prescription
(i.e., over-the-counter - “OTC” medicines) and
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generic medicines that meet the regulatory
definition. Where a complaint is received in
respect of one of these types of patented med-
icines, they would be automatically considered
Category Il for investigation purposes.

The November 2019 Draft Guidelines made no
special provision for ‘biosimilar’ medicines (i.e.,
subsequent entry biologics approved on the
basis of a comparison to an innovator’s ref-
erence biologic) which do not fall within the
definition of “generic” medicines in the Amended
Regulations. Consequently, patentees of these
medicines would be required to file price infor-
mation with the PMPRB and could fall into either
Category | or Category Il

SUMMARY OF STAKEHOLDER FEEDBACK

Makers of biosimilar medicines, the generic phar-
maceutical industry and some patentees argue
that there are other types of patented medicines
that should be considered at low risk of excessive
pricing from an administrative standpoint and
thus exempt from the reporting obligations under
the Amended Regulations. In their view, this
exemption should apply to biosimilars, the brand
version of medicines that face generic compe-
tition and patented generic medicines that are
authorized for sale by regulatory pathways under
the Food and Drug Regulations other than just an
Abbreviated New Drug Submission (ANDS).

Biosimilar makers in particular stress that their
market in Canada is still in its infancy and should
be shielded to the greatest extent possible from
needless regulatory burden. They contend that
having biosimilars subject to the same degree of
regulatory scrutiny from the PMPRB as the refer-
ence biologic product flies in the face of efforts
elsewhere in the health system to reap the
potential savings associated with this fledgling
market. Regulating biosimilars on a com-
plaints-basis is also said to be more aligned with
Canadian Agency for Drugs and Technologies in
Health’s (CADTH’s) recent decision to no longer
conduct Health Technology Assessment (HTA)
reviews of biosimilars in order to simplify and
streamline market access for these products.
Alternatively, if biosimilars are not exempt from
PMPRB oversight, biosimilar makers argue that
the domestic price of the reference biologic



should be the only comparator because inter-
national price comparisons to other patented
biosimilars would be inappropriate.

ANALYSIS

Although the Board cannot exempt patentees

of medicines from the prescribed filing require-
ments under the Amended Regulations, from

a day to day administrative standpoint, it does
have some flexibility in the degree to which
certain non-exempt medicines are proactively
scrutinized. The Board is of the view that a
strong case can be made that expanding the
scope of exempt patented medicines beyond the
strict regulatory definition for administrative pur-
poses is consistent with a risk-based approach to
regulating ceiling prices.

DESCRIPTION OF CHANGE IN THE JUNE 2020
DRAFT REGULATIONS

Patented biosimilars, generic medicines, med-
icines for veterinary use and OTC patented
medicines will only be subject to investigation

if a complaint is received by the PMPRB. In

such an event, medicines of this kind will be
deemed to be Category Il and treated as such
notwithstanding the existence of properties that
might otherwise meet the criteria for Category

| screening. Unlike patented medicines which
have reduced reporting requirements under the
Amended Regulations, patented biosimilars and
generics approved through non-ANDS pathways
have a legal requirement to report to the PMPRB.

8. Other issues raised by stakeholders
that have been addressed by the
above described changes

Medicines for rare diseases

As already explained, the November 2019 Draft
Guidelines proposed a 50% higher Maximum
Rebated Price (MRP) for medicines with an
estimated total prevalence no greater than 1

in 2,000 across all approved indications. The
revisions to the MRP approach in the June 2020
Draft Guidelines no longer distinguish between
medicines for rare and non-rare conditions.
Instead, a full exemption from the MRP has been
made for all medicines which would otherwise
qualify as Category | because of their annual
treatment costs if their annual revenues is below
$12M. This measure, coupled with the higher

Pharmacoeconomic Value (PV) thresholds and
capped price reductions for medicines based on
their Therapeutic Criteria Level (TCL), go a long
way to address concerns raised by certain stake-
holders about unfair treatment of medicines for
rare diseases under the new regime.

Reasonable Relationship (RR) Test

The November 2019 Draft Guidelines proposed
that the Reasonable Relationship (RR) test may
be conducted to determine the Maximum List
Price (MLP) or Maximum Rebated Price (MRP)
of a new or additional strength of a patented
medicine with other existing strengths, where
the new or additional strength has the same
medicinal ingredient, indication, dosage regimen,
and same or comparable dosage from as the
existing strength(s). The MLP or MRP of the new
strength would have been set to be equivalent
to the price per standard unit of the existing
strength(s). The approach was also intended

to be applied when multiple strengths of new
medicine are first sold simultaneously, and some
strengths are identified specifically as loading,
titration, or reduction doses.

Patentees have concerns that this approach
would discourage the launch of new strengths
that are potentially more convenient for patients.
This would particularly be the case for medicines
that would otherwise be priced at level with
other existing strengths.

In view of these concerns, the Board has decided
to revert to a simplified version of the RR test
used under the current Guidelines. The test will
benchmark one strength as the reference strength
and set the ceiling for the other strengths (new
or existing) based on their proportional relation-
ship to it, subject to a Highest International Price
(HIP) cap. In order to accommodate the practice
of level pricing, patentees will be allowed to price
lower strengths up to the MLP of the refer-

ence strength subject to the HIP. This approach
addresses the issue of level pricing within the
confines of international price limits.

The RR test will be applied to New patented
medicines (i.e., medicines for which a DIN was
assigned on or after August 21, 2019 and the first
sale took place on or after January 1, 2021).
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