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COl declaration

Thomas L. Perry, M.D., FRCPC

£ Consultant to a number of lawsuits against drug companies
 no relationship with pharmaceutical companies
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. THERAPEU(MICS
Outline INTTIATIVE &5 et

A B.C. experience with evidence-based provincial drug
plan since 1994

A National Pharmacare must be based on best evidence
to get best results

A Evaluation of drugs must be independent of industry
A Harder than it looks

A First, a reminder why drugs are not always good




Who ensures drug safety and value?

The experiences of two women will help us
understand why this is an important question
(videos to be shown live at conference only)

Consider the many factors that determine
benefits vs. harms of drugs ...



Watch carefully- if you recognize
patient, respecther confidentiality



Should we try to minimizevhat first video showed?



Heal t h Canadas

A Approves drugs for use in Canada
A Does not control how prescribers use them
A Standard is reasonable safety and some “benefit”

A New NOThbetter than old, just better than placebo for
something

A Long term safety unknown

A Approval often on basis of surrogate outcomes



Example

Vortioxetine (antidepressant)

A Application 2012, Notice of Compliance 2014

A Efficacy for acute treatment of depression
demonstrated in at least 1/11 short-term RCT

A No comparison with other antidepressants

Can you tell from this whether YOU would want to
take vortioxetine (Trintellix) for depressim?



Vortioxetine (latest antidepressant)

Would YOU would want to take it for depression?

What if you learn it is less efficacioushan 2 other
antidepressants?

“Some readers might ask: W1 Zauld the FDA and EMA approveew
drugthat appears to be less effective than other available
antidepressantsand whichfailed to be more effective than placebo in a
substantial subsetf trials? The short answer is that regulatory

standards for efficacy are not as strong as prescribers or the public may
think: efficacy is defined in terms of a chosen effect, which may or may

not be clinically relevant.”

- Cosgrove L et al (including Barbara Mintzes). Under the Influence: The Interplay among
Industry, Publishing, and Drug Regulation. Accountability in Research 2016.
http://dx.doi.org/10.1080/08989621.2016.1153971



UBC Therapeutics InitiativeHistory

A 1973: B.C. Pharmacare established
A 1989: costs rising at 16%/y

A 1994: more drugs, higher costs, large budget deficit.
Ministry of Health needs scientific review of new drugs

A Tl starts - $450K budget
- No conflicts of interest
- Scientific review of evidence

- Government makes courageous funding decisions based
on available evidence

- Role includes education and impact evaluation
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Elements for success

. Clarify scientific evidence, free from bias
. Report it accurately

. Basis for government funding policy is
evidence, not opinion

. Adequate funding to maintain and rejuvenate
academic group (S1 M/y)



Results by 2007

A B.C. drug costs $701 M/y < Canadian mean
A $208 M/y savings from lower cost drugs

A Some expensive drugs not covered; e.g.: donepezil (Aricept),
celecoxib (Celebrex), rofecoxib (Vioxx), rosiglitazone (Avandia)

A No evidence of harm — probably saved lives

A Precedent for Common Drug Review at national level
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Example 1: new NSAIDS licensed 1999

A celecoxib (Celebrex), rofecoxib (Vioxx), valdecg\,
(Bextra), meloxicam (Mobicox), lumiracoxib g
(Prexige)

-------

A promoted as “safer” than traditional NSAIDs

A Real evidencahowed they were not safer; some
more dangerougvaldecoxib, rofecoxib,
umiracoxib soon removed from market)

A Pharmacaredid not pay for them routinely

13



2007 per capita NSAIDs << Canada

- fig 6.2 d Analgesics: Non steroidal anti-inflammatory drugs
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Evidenceinformed policy (year 2000)

# reimbursed RX Cost to province
Ontario

Fig 1. Guarterty Orsl NSAID Préscriptions Paid by tha Provineial Drug Pians in Gntario & BC'
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BC’ s e-nforched palicy

A NSAID use < Ontario

A Unlike Ontario, no large rise in Rx
A Fewer hospitalizations for Gl bleeds
A Much lower costs

Q: Why did B.C. win and Ontario lose?
A: Evidence and government backbone
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Example 2: drugs for dementia

A donepezil (Aricept), rivastigmine (Exelon),
galantamine (Reminyl) s

A promoted as beneficial for Alzheimer’s

A Real evidencahowed not usually effective
but dangerousfor some patients

A Pharmacaradid not pay

17
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Scientific approach to drug policy

Drugs for Al zhel mer

A No improvement of outcomes : ,T{'l!;.f:;;t:}.!iiﬁ,:
important to patients & caregivers
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A Significant adverse effects
A Cost (then) $2.5-$5 per day
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BC did not pay, until political
pressure changed policy
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Results

A Dementia drugs used less in B.C., saved $
A No evidence of harm

A Drugs now accepted as of minimal benefit, with
many troublesome side effects

A B.C. policy probably saved lives or injuries (e.g.
hip fractures from falls)



Referencebased pricing in B.C.

A For calcium channel ClinPharmacolTher2003

o PHARMACOEPIDEMIOLOGY AND
blockers, 12% cost DRUG UTILIZATION

saving in 1997 without — -
inical and economic consequences of
any harms to health reference pricing for dihydropyridine

calcium channel blockers

A For ACE-inhibitors, 19%
cost saving in 1997

The NEW ENGLAND
JOURNAL of MEDICINE

W i t h O u t a n y h a r m S t O . HOME ARTICLES & MULTIMEDIA~ | ISSUES~ | SPECIALTIES & TOPICS - : FOR AUTHORS ~ | C
h ea It h Outcomes of Reference Pricing for Angiotensin-Converting—
Enzyme Inhibitors

Sebastian Schneeweiss, M.D., Alexander M. Walker, M.D., Robert J. Glynn, Ph.D., Makcolm Maclure, Sc.D., Colin
Dormmuth, M.A., and Stephen B. Scumerai, Sc.0.
N Engl J Med 2002; 346:822-B29 | March 14, 2002 | DOI: 10.1056/NEJMza003087

Share n St EI
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Update: Rx Atlas 2013

Pourquoi le Quebec depense-t’il autant plus?

Drugs to lower cholesterol Drugs to lower BP

Cholesterol-lowering drugs Antihypertensives
Wariation in spending across Canada, 2012/13 Wariation in spending across Canada, 2012/13

Figure 2.2g» Age-standardized difference from per capita spending in the rest of

Figure 2.1g» Age-standardized difference from per capita spending in the rest of B - e0%
Canada, by province, 2012/13
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2013: Why is Ontario still >> BC?

Overall

Variation in spending across Canada, 2012/13

Figure 1g» Age-standardized difference from per capita spending in the rest of Canada, L B
by province, 2012713 B +21to+60%
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2013:Pregabalin& gabapentin less in BEwhy?

A Canada per-capita spending on
pregabalin and gabapentin
increased 10.1%/y (62%) from
2007/08 to 2012/13
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Conclusions and recommendations
¢ Misleading promotion pushed gabapentin to blockbuster
status; scientific evidence suggests gabapentin has a
Morgan S et al. Canadian Rx Atlas 2013 minor role in pain control.



Do decisioamakers respond to evidence like this”

Solifenacin(Vesicare:

anticholinergic that can slightly
reduce bladder leakage but
causes dry mouth,
constipation, blurred vision,
impaired thinking, or worse

NO PLACE IS SAFE 1

"IN(ONWNEN(E l"

TAKE CONTROL - ASK YOUR DOCTOR ABOUT VESICARE .+ See: www.ti.ubc.ca for details

25


http://www.ti.ubc.ca

Not everyone loves T

2007 BC > Canadian average 2007 BC << Canadian average

A + 13% for new drugs for A - 41% cholinesterase inhibitors
chronic pain (gabapentin, A _38% bisphosphonates
pregabalin, topiramate) A -38% NSAIDs (? mainly coxibs)
policy failure? _

A -38% inhaled drugs

A + 9% for erectile A - 37% psychostimulants

dysfunction drugs A -34% statins

A -34% oral diabetes drugs ...

(why?)

26




Consequences

A 2007: Pharmaceutical Task Force
conflicted members recommend abolishing Tl

A 2008: BC government reduces Tl role and budget

A 2012: BC government suspends funding; fires 8
Ministry of Health employees; denies data access for
research

A 2014-2017: % of original budget - unsustainable

27
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approach fo maonogement
of type 2 diabetes
mi!.gl.liﬁed?

A We educate doctors & pharmacists
(effect <<< Pharma)

A We assess drug effects at
population level by
pharmacoepidemiology

“ therapeutics |e

A We helped establish Common
Drug Review ‘ot

Copies available at Conference
and online 28




CommonDrugReview

A 2003: national process to avoid redundant provincial
reviews

A Provinces (sans Quebec) contribute $
A Run by CADTH (Ottawa)
A Input from patient groups and manufacturer (+ rebuttal)

A Canadian Drug Expert Committee reviews reports &
recomments +/- reimbursement

Summaries are succinct and accessible



Advantages of CDRexample

Advantages Fentora(fentanyl) — Feb 21, 2017

Common DRUG REVIEW

A 6-page summary

CADTH CANADIAN DRUG EXFERT COMMITTEE
FINAL RECOMMEMNDATION
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Disadvantages of CDR model

A Built-in protection for pharmaceutical companies
(confidentiality protects commercial interests but
trumps patient interests)

A Confidentiality limits education about what is
learned and training of new people

Example: March 2017
= = ... fentanyl IOuccal/ sublmgual (Fentora)

Table 18: Summary of AIIAdverse Events
Table 19: Effect of Fentora Versus Othe T atments on

Table 20: Effect of Fentora Versus Other Treatments on
Table 21: Effect of Fentora Versus Other Treatments on
Table 22: Effect of Fentora Versus Other Treatments on
ER—— it e Table 23: Frequency of




Disadvantage: example or&ntanyl
We pay for wor k, but

Summary of comparisons  Critical appralsal of evidence

LD CLIWACAL REVIEW REFORT FOR FENTOWRS




Are these theW a dzy y eof 20172 a Q

Summary of comparisons  Critical appralsal of evidence

LD CLIWACAL REVIEW REFORT FOR FENTOWRS




Reminder: Why are we here today?
More drugs sans benefits NOT the goe




4 diabetes drugs:
1 new, expensive, ? benefit

. B 3 sedative/antidepressants
1 expensive “me too

Woman
~ taking
13 drugs




Wise formularies can help avoid this

(video example in live presentation)




Why we’re her

Dr. MonikaDutt, Canadian Doctors for Medicare
House of Commons CommittegJune 6, 2016

A Teenage boy has diabetes requiring insulin
A Parents sometimes cannot afford it

A Mother ends up begging doctor for samples
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b)

Logical expectations of a
national pharmacareprogram

. Improve health of Canadians

. Do not increase harmsf inappropriate or

excessive use of prescription drugs

. Reduce drug costs:

remain sustainable

allow funding of other health determinants:
food & water, education, housing, physical fithess
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Policy and technical requirements:

1. Formulary basedn bestavailable
evidenceevaluatedby completely
iIndependentgroup - no conflicts with drug

iIndustry

2. Independentgroup requires expertisan
systematlc review and critical appraisal as
well aspracticingclinicians.



Conclusions

A National Pharmacare needs best evidence to get
best results

AE

valuation of new drugs must be independent of

industry

A B.C. and some countries have shown benefits of

t

nis approach

A F

arder than it looks, but only way to protect

public interest



UBC Therapeutics Initiative
www.ti.ubc.ca

Contributors :

A IV Wright MD, PhD, FRCPC (Scientific Director)

A Ken Bassett MD, PhD (Chair, Drug Assessment Working Group)

A Colin Dormuth ScD (Chair, Pharmacoepidemiology Working Group)
A Barbara Mintzes PhD (now at University of Sydney, Australia)

A Vijaya Musini MD, MSc (Drug Assessment Working Group)

A Lorri Puil MD, PhD (Drug Assessment Working Group)

A Aaron Tejani PharmD (Co-Chair, Drug Assessment & Education
Working Groups)

A Casey van Breemen DVM, PhD (co-founder, UBC Tl)
A and many others including students, grad students, post-docs



