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SUMMARY

Adyvisory Opinion on the Reimbursement of Proton Pump
Inhibitors

Introduction

In 2001, the Québec government determined that it was necessary to take steps to try to
contain the growing costs associated with the use of proton pump inhibitors (PPI) in the
Basic Prescription Drug Insurance Plan (Régime général d’assurance médicaments —
RGAM) and to promote the optimal use of PPIs. Since 2002, when the Québec
government and PPl manufacturers signed a partnership agreement, optimization
measures have been proposed with a view to encouraging, promoting and moving toward
the optimal and cost-effective use of PPIs in Québec. Ten years later, there is some
guestion as to whether the different strategies deployed have improved the use of these
drugs and lessened the financial pressure on the basic plan.

Clinical Aspects

The different PPIs are considered therapeutically similar in treating symptomatic gastro-
esophageal reflux disease (GERD), endoscopy-negative GERD, and GERD-induced
esophagitis, in healing or preventing ulcers following the use of nonsteroidal anti-
inflammatory drugs (NSAIDs), and in providing eradication therapy for Helicobacter pylori
(H. pylori) infection. Moreover, the occasional differences identified among the PPIs were
not clinically significant other than in a few exceptions mentioned below. Lastly, no data
demonstrate that one PPl is superior to another for the overall indications. It is
nevertheless worth mentioning that in 2010 in Québec the use of PPIs for confirmed
upper gastrointestinal disorders accounted for less than 20% of all users, whereas most of
the effectiveness studies addressed these disorders.

Furthermore, there are no proven efficacy and safety data that promote the use of one
PPI over another in particular populations. However, among children and pregnant or
lactating women, the use of certain PPIs is better documented than others. Finally, the
use of particular PPl formulations is required by some populations, especially young
children, people with severe dysphagia and those using nasogastric or gastrojejunal tubes.

Registration Status of PPIs in the Other Provinces

The current reimbursement status of PPIs varies from one province to the other. Québec
is the only province that reimburses all the PPIs available on the market. Dexlansoprazole
is not reimbursed in any other province, while esomeprazole is reimbursed in only four
provinces. In addition, only two provinces, Alberta and Québec, provide unrestricted
coverage for PPls. Seven provinces have systems that give preference to two or three PPIs
over others. Reimbursement for these other PPIs is generally authorized for patients who
fail to respond to or are unable to tolerate the preferred PPIs. A few provinces have
systems allowing PPl reimbursement aside from the established criteria or system.



Economic and Pharmaco-economic Aspects

The monthly cost of PPI treatment varies according to the selected generic name and the
dosage, that is, from $5.02 to $47.66. In Québec, since January 14, 2013, following the
elimination of the 15-year rule, the lowest-price method has been applied across the
board to all drug classes included on the Liste de médicaments (drug formulary), including
PPIs.

From a pharmaco-economic standpoint, considering the equivalent effectiveness of the
PPIs included on the Liste de médicaments, a cost-minimization analysis of the PPIs can be
performed. From the perspective of the ministere de la Santé et des Services sociauy, it is
performed over a time horizon of one month. In light of the cost of each standard PPI
dose, the most cost-effective products are, in decreasing order, rabeprazole,
lansoprazole, pantoprazole, omeprazole, dexlansoprazole and esomeprazole. It should be
noted, however, that a cost-minimization analysis cannot be performed in the case of
children, people with severe dysphagia and people using nasogastric or gastrojejunal
tubes.

Operationalization Method

Given that PPIs are drugs used by a very large number of people covered by the Public
Prescription Drug Insurance Plan (Régime public d’assurance médicaments — RPAM), two
operationalization methods emerged from our study: (1) setting a maximum amount by
applying a maximum payable price (MPP) for the PPIs whose guaranteed selling price
(GSP) exceeds the established threshold; and (2) transferring selected generic PPIs to the
“Exceptional Medications” section of the Liste de médicaments. Note that the method
setting a maximum amount does not allow exemptions from additional payments, even
exceptionally, for some beneficiaries using PPls whose GSP exceeds the established
threshold for special cases, conditions or circumstances. For example, adults using
nasogastric or gastrojejunal tubes may not be fully reimbursed for a PPl recommended for
this type of drug administration. Nevertheless, this operationalization method is preferred
owing to its greater flexibility in managing the measure by the RAMQ and INESSS, its rapid
implementation, its lower cost, and the possibility of handling certain exceptions for
clients exempted from additional contributions where an MPP applies.

Budget Impact Analyses of Reimbursement Scenarios

Budget impact analyses for each scenario were performed by considering different
operationalization methods and selected assumptions. The calculations for these analyses
took into account the elimination of the 15-year rule on January 14, 2013. They were
performed according to the quantities of tablets for the targeted drugs and on the
historical basis for the most recent 12-month period available according to the RAMQ's
billing statistics (from October 1, 2011, to September 30, 2012). The methodology used
consisted of four steps: (1) estimating the annual drug costs for the PPIs overall by
assuming that the billing for these drugs would remain stable over the following annual
period; (2) projecting these drug costs if the proposed measure were to be applied;

(3) calculating the gross savings resulting from the difference between the previously
established amounts; and (4) calculating the real savings to the RAMQ's drug budget for
the public plan, taking into account several assumptions and the operationalization
method.



Reimbursement Scenarios Under Study

INESSS analyzed several types of scenarios. Those that drew more attention concerned
the preferential reimbursement of one, two, three or four generic PPIs based on their cost
efficiency. For each scenario, the gross annual savings, the savings related to the
elimination of the 15-year rule, the savings for patients (deductibles and co-payments),
and the net savings were estimated. Independently of the operationalization method, the
gross savings ranged respectively from $78 million to $90 million for the scenario
favouring four generic PPIs to $112 million for the scenario favouring only the most cost-
effective one; savings for patients ranged respectively from $12 million to $14 million and
from $17 million to $18 million; net savings ranged respectively from $32 million to

$41 million and $57 million.

Consequences for Public Health and for the Health System

To clearly identify and assess the repercussions of changing the PPl reimbursement
methods for the public and for the health system, we met with the federations,
professional associations and professional orders concerned. Meetings with various
representatives of PPl manufacturers were also held.

After a targeted literature review and an expert consultation, INESSS concluded that there
were no clinically significant differences between the PPIs at their standard doses for
treating several conditions and that changing PPIs should not have any negative effects on
people’s health, except for the patients mentioned above. Individual response may
nevertheless differ from one product to the other and may lead to fluctuations in
treatment response after transfer to another generic name. The repercussions for the
public will be related especially to the additional amount to be paid or to the change in
generic name. The impact will nevertheless be significant, in view of the large number of
beneficiaries who might want to change their generic PPIs to avoid incurring additional
costs. Pharmacists, almost exclusively those in community pharmacies, will be on the
front lines in applying whichever scenario is selected. They will intervene with all the
affected beneficiaries. Physicians will also be affected by the measure selected. They will
be contacted by pharmacists to discuss particular cases or to answer their patients’
various questions.

The federations, professional associations and professional orders have voiced agreement
with the steps taken to contain the high PPl reimbursement costs. All recognize that the
burden of implementing these changes will rest mainly on community pharmacists.
Collective prescription could be a preferred tool to help manage this change, but the
difficulties in putting this into operation should not be underestimated.

Discussion

Some of the advantages of the operationalization method based on setting a maximum
amount include (a) its greater flexibility in managing the measure by the RAMQ and
INESSS; (b) its rapid implementation because the MPP is a measure that is already in
operation within the Liste de médicaments and is easy to implement; and (c) its lower cost
because it does not require reorganizing the RAMQ's service offerings and also allows for
the handling of certain exceptions for categories of clients exempted from additional
contributions where an MPP applies. However, it does not make it possible to



exceptionally grant a full reimbursement for a PPl whose GSP exceeds the threshold
established for special cases, conditions or circumstances, which would be allowed by the
operationalization method based on exceptional medications.

Of the four scenarios studied, the reimbursement scenarios covering fewer than three
generic drugs appear to be the most difficult to implement. The scenario preferring only
rabeprazole would require a special case-management system, given that this generic
drug is not one of the PPIs recommended for use by some particular populations.
Furthermore, implementing this scenario would affect virtually all PPl users, since this
generic drug accounts for only 3% of current PPI prescriptions. The reimbursement
scenario covering two PPIs offers few benefits compared with that covering three PPIs.
For relatively similar savings, the three-PPI scenario affects 340,000 fewer patients and
makes it possible to favour a generic drug that is well documented for the treatment of
pregnant or lactating women.

Recommendations

The recommendations issued by INESSS are based primarily on the following points:

1. The effective use of healthcare resources is a matter of great concern to INESSS.

2. Spending related to the PPI drug class accounts for nearly 7% of public plan
expenditures ($197 million), of which nearly 64% are attributed to innovator drugs.

3. Drugs in the PPI class have similar therapeutic effectiveness.

4. Given that INESSS has recognized the therapeutic equivalence of the PPls, a cost-
minimization approach is preferred from a pharmaco-economic viewpoint. New
reimbursement methods based on this principle would ensure the use of drugs
considered to be more cost effective, thereby making more efficient use of public
funds.

5. New reimbursement methods based on a cost-minimization approach could reduce
health expenditures by $16 million to $57 million on an annual and recurrent basis,
depending on the scenario selected by the Minister.

6. INESSS nevertheless recognizes, from a clinical viewpoint, differences among
individuals in obtaining clinical responses considered appropriate or, in some
particular clinical circumstances (especially in the case of drug interactions or of
pregnant women and children), the need to prefer one PPl over another, which
supports the scenario with several PPIs being covered by the public plan.

7. Implementing a maximum amount by applying an MPP is the recommended
operationalization measure for considerations of system-wide efficiency and for the
purpose of allowing patients who so desire to continue with their current therapy,
provided that they pay the cost exceeding the MPP reimbursed under the basic
plan.

8. The scenario designed to reimburse two generic PPls should not be favoured, given
the low savings it generates compared with the other scenarios and in
consideration of the far greater number of beneficiaries and health professionals
affected by it.

9. The scenarios for reimbursing three or four generic PPIs minimize the repercussions
for patients and health professionals, even though a fair number of them will be
affected. The main differences between these scenarios relate, first, to the savings



generated, and, second, to the number of beneficiaries and professionals affected.
The scenario favouring three generic PPls would save an extra $3 million but would
in turn affect 55,000 additional beneficiaries.

10.For a limited number of patients, whose prevalence within the public plan is
difficult to assess, a differential therapeutic value must be recognized for the forms
of Nexium and Prevacid FasTab, to allow for easy swallowing or administration by
nasogastric or gastrojejunal tube, as specified in Health Canada’s monographs. The
dosage forms of esomeprazole and lansoprazole should be considered for patients
who have severe dysphagia or who use nasogastric or gastrojejunal tubes and for
pediatric patients.

Taking into account the overall criteria provided by law, INESSS recommends the
following to the Minister:

o Give preference to the scenarios for reimbursing three or four generic PPIs based on
an operationalization method that involves setting a maximum amount by applying a
maximum payable price (MPP).

o Implement this measure but delay applying the decision for at least six months in
order to:

» Develop and deploy a communication plan designed to reach the beneficiaries
and support the pharmacists, physicians and other health professionals affected
by these changes.

= Develop, with the different groups of professionals concerned, collective
prescriptions making it easier to implement the selected scenario or else, for this
specific drug class, allow therapeutic substitution by pharmacists under Bill 41 to
promote the gradual implementation of this measure and to prevent medical
visits associated with it.

= Give the public and health professionals time to understand this new measure
and to make an informed decision about it before it comes into effect.

» Communicate with private insurers to inform them about the new measure in
effect concerning the PPl drug class.

o For patients who have severe dysphagia or who use a nasogastric or gastrojejunal
tube and who need to take Nexium or Prevacid FasTab, evaluate, in collaboration
with the MSSS and the RAMQ, the best administrative method for reimbursing these
forms in order to guarantee fair and reasonable access to these patients with special
health needs.

Lastly, if the application of specific reimbursement measures for the PPl drug class is an
avenue to better contain the medication costs for this class, INESSS intends to monitor
the implementation of this measure. INESSS also believes that significant savings may be
generated through actions promoting the optimal use of PPls, especially regarding the
durations of prescribed treatments.



