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PANEL MEMBERS:

» JO N&
Patient Representative, Expert Re\

» Seema Nagpal, BSc. Pharm, M.Sc, Ph.D
Epidemiologist and Senior Leader, Public Policy, Diabetes Canada



Christina Sit

awareness, stakeholde

- Responsible for making patient group
submissions to pCODR



Jo Nanson

e Wortl

and private practice; wa
Cancer Centre providing psychological ser\
children and young adults with cancer

- member of the expert review committee of pCODR for
SiX years

e a breast cancer survivor and member of a breast
cancer Dragon boat team



Seema Nagpal

» Attained PhD in Populz
of Ottawa

» Has worked at CADTH, the Canadian Medical
Association, Health Canada and the Queen Elizabeth
Health Science Centre prior to becoming the
Epidemiologist and Senior leader, Public Policy at
Diabetes Canada



1992, Montréal Breas
demanded role in decision-making for care anc
agenda

Breast cancer advocacy groups formed

Research on women's attitudes to share decision-making
undertaken

Rapid increase in the number of advocacy groups; initial
advocacy initiatives led by women but men followed
(eventually)



My personal epiphany in 1995
Engagement of patients on Ottawa cancer centre committees

Now an expectation that all cancer centres have a Patient and Family Advisory
Committee

CCO Provincial Patient and Family Advisory Committee




New Drug Funding Progras

« Inaugural Policy Advisory Committee(1997) had patie
representatives but MOHLTC committee to evaluate drugs did not

« Committees merged in 2004 but patients were not initially included
in the CCO/CED

« Ultimately, patients were invited to participate in that committee
and CCO/CED processes became the model for the current pCODR



Patented Medicine Prices Review Board National Regulatory body — reviews and approves new

— acceptance of manufacturer’s price medicines based on efficacy, safety +/- magnitude o
ptance of manuf p Health Santé dicines based on efficacy, safety +/- magnitude of
Canada Canada beni

LE SAVOIR PREMD FORME

| FCODR

Rigorous evidence review of:
1. Clinical effectiveness (Clinical Panel, systematic
review)

Alignment with Patient values
Cost effectiveness (Economic Panel)
Feasibility of adoption

Expert Review Committee (pERC) delivers recommendation:
1. Forreimbursement
2. Forreimbursement with conditions
3. Against reimbursement




Necitumumab (EGFR mADb) + HR 0.84 1L SUUAMOUS
Gemcitabine/Cisplatin +MST1.6m .
Ramucirumab (VEGFR mAb) + Docetaxel HR 0.86 \

Nintedanib (VEGFR TKI) + Docetaxel (-ve Can we pay for It a”’)

all NSCLC)

Nivolumab (PD-1 mAb) Should we pay for it all?

Pembrolizumab (PD-1 mAb)

What is good value?

+ MST n/a NSCLC
Osimertinib (T790M TKI) e d?;:A’PCF);QS. - 2L T790M EGFR+
Ceritinib (ALK TKI) m5|f|°:/°sc;§Rm 2L ALK+
Alectinib (ALK TKI) 48% ORR 2L ALK+

PlatinumDoublet
+/-/or Pembrolizumab

Nivolumab
Pembrolizumab
Docetaxel

Nivolumab
Pembrolizumab
Docetaxel

Pembrolizumab
Docetaxel

Nivolumab
Docetaxel

Platinum Doublet

Platinum Doublet
Other T790Mis

Platinum Doublet
Other ALK TKIs

Platinum Doublet
Ceritinib

N



How SHOULD Medical Decisions be made??

Efficacy

Patient
Preference

2.0

Quality of
Life Impact

Cost to
Patient

Cost to
Society

/




Reduce costs
of drug
development

Negotiate
prices!

Guideline-
based
treatment

Choose wisely

Prevention, Cure
> Palliation

Maintain high
bar for clinical
benefit
(ASCO: <0.8 HR
OS, Median OS

gain >2.5m)

Select patients
with greatest
benefit
(biomarkers,
/ performance
status)

Contain Costs



treatments
Provides a patient perspective on what progression free survive
Patient and caregiver input are both invaluable
Patients and their care providers are realistic

Benefits to patients may be different from traditional HTA measufres
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Discloser

 Diabetes Canada receives funds from general
fundraising, donations, foundations, provincial
governments, and private corporations including, but not
exclusively, pharmaceutical companies. These
pharmaceutical companies include: AstraZeneca, Bayer,
Boeringer Ingelheim, Eli Lily, Janssen, Merck, Novartis,
Novo Nordisk, Sanofi, Stonebridge, Valiant.

» Diabetes Canada does not receive any funding for



DIABDETES
CANADA

On Feb, 13, 2017 the Canadian Diabetes
Association became Diabetes Canada

Our ultimate, long-term goal is to End
Diabetes through prevention and cure.



The Evolving Diabetes Epidemic in
Canada

Diabetes prevalence in Canada, 2000-2025

Prevalence (%)

Number of prevalent cases (millions)
N
o

EET1DM Prevalence [_1T2DM Prevalence = s=mPrevalence Rate (right axis)




Growth Drivers of Type 2 Diabetes

1. Genetics Factors
2. Lifestyle Factors

3. Environmental Factors



Overcrowding in the diabetes pool




Falling Complication Rates over Time

A Population with Diabetes
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Diabetes Canada believes that the needs of
patients must be at the centre of health policy

decisions.

» Healthcare funding decisions are made in an environment of limited
fiscal resources

e There must be choice.
 There must be balance.




CDR Patient input

 Challenges

— Wide range of opinions and experience with the disease and drug
treatment

— Not many with drug experience

— Exact indication is unknown so difficult to ask specific questions that
inform the review

— Resources are limited

— How does the value of the drug to the patient get incorporated into a
cost effectiveness recommendation




What do patients want?

« HCCC — draft
— FIT framework (Flexible, Involvement, Transparency)

« Patient Engagement

— Patients are meaningfully involved at the decision-making table as
partners in the process



HTA evolves to
Health Technology Management

 The promise of a brighter future and patient engagement

* How will this happen?

— Patient engagement at every stage
» Governance and Priority-Setting
» Assessment and Evaluation Throughout the Technology Life Cycle
» Partners in knowledge translation
» Partners in continuous improvement




But where are the patients with development
of HTM?

 The proposal was developed within CADTH and with input from
provinces

 How are patients involved with the next steps of operationalizing this
Initiative?

 What structural changes are required to ensure patients are not
asked for input but are real partners

T _EHE A
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Role of HTA in Canadian Cancer Drug Funding Decisions

Regulator
(Effect &
safety)

HTA (Assess

CDR PCODR Quebec value)
(CADTH) (CADTH) (INESSS)

N

Alliance (pCPA)

CADTH | BCODR 22 3



BEYOND DATA: QUESTIONS ANSWERED BY

Y= LUNG
N3 CANCER
PATIENT GROUP SUBMISSION CANADA
® Experience patients have with this type of cancer - impact on their lives
® Patient experience with current therapy
® Impact on caregivers
® What are the expectations for the new drug
® What experience have patients had to date with the new drug
¢ Additional information
/Challenges In lung cancer! \
* Limited Canadian experience with drug
* Low survivorship Low number of Canadian
« Time past between close of trial and submissio patients able to participate
« Small target patient population drug
under consideration is a targeted therapy
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CANADA

@] [) L) L

Clinical trial Patients of LCC’s Medical
participants Advisory Committee

2015 FACES OF LUNG
CANCER REPORT

THE LUNG CANCER AVALANCHE.
OME PATIENT, ONE DIAGNOSIS,
COUNTLESS CASUALTIES.

International




KEVNGTE 0167 | Al Patients with PO-LT TPS of &7% Patients with PO-LT TPS 50N GIVING MEANING TO DATA:

n=210 n=146 n=90 n=103 n=b0

” E?ST.SI 0 0.0) Elaiv t0.0.9) ;-'t!.s ta 5.5) E&?s k0 0.7) E?i?.s ta-2.2 EG. PEMROLIZUMAB

L% Mean Change

from baseline at

K] T8
(24 te 14.3) | (-1.9 to 9.8)
p=0.00% p=0,19

Harms Outcomes, | Pembro Fembro Docetaxel
imgkg 10mg/kg (n=30%)

18 109 (35
B e
[ 31 (10)
Abbreviations: AE = adverie event, Cl = confidence interval, HR = hazard ratio, HRGeL = health-related quality ¢ N t .
life, L5 - least squares; NA - not applicable; MR = not reported, Pembre - pembrolizumab; 0LQ-C30 - EORTC O e
Quality of Life Questionnaire C-30; 50 = standard deviation, TRAE = treatment-related adverse avent, WDTRAE =

pithdranal due to trestmentreated avese vent - docetarel s o tenent wemcs oy, The current slide and next slide have been

H
A Data cut-off date is September 30, 2015.

L1 1 for pemrolunthvrss doceasel, wher M« 1 fvurspebrlzumab 2/ bg o 10mg placed onto separate slides for ease of review
for PFS (p<0.001)

i Lredtmant group versus docetaxst They will be on the same slide but animated

Efficacy during actual presentation.

After a median follow-up time of 13.1 months (range, 8.6-17.7), a total of 521 patients had
died: 172 {50%) in the pembrolizumab 2mg/kg group, 156 (45%) in the 10mg/kg group, and 193
(56%) in the docetaxel group.

Overall, compared to d onged 0%, regardless of
dose, among all patients was greater in the TPS 250%
patient subgroup. The other patient subgroups
examined, however, the not reach statistical

significance in the following patients subgroups: those with squamous cell histology, mutant
EGFR status, aged =70 years,® and an ECOG status of 0. The subgroups analysis was pre-
specified for ECOG PS5, EGFR status and age of tumour sample, For tumour histology it was a
post-hoc exploratory subgroup analysis. Further, the use of archived versus new tumour
sample tissue for PD-L1 testing did not appear to affect treatment benefit.

Considering all patients (TPS 21%), a total of 774 PFS events were nhf.un-'ud during the follow-
up peried; 226 (77%) in the 2mg/kg pembrolizum
and 256 (75%) in the docetaxel group, Ho diff,
groups. Compared to docetaxel, pembrolizumakb
benefit among patients with a TPS 250%, but not
expression level, The results of subgroup anal
in the following subgroups of patients: male gend

LUNG
CANCER
ﬁ CANADA

AWAREMESS. SUPPORT. EDUCATION.



HrQoL
| Change from baseline

Pembrolizumab allowed patients to get out of bed and find a “new normal”

The ability to get out of bed, put clothes on like a “real person” and “fix my hair” was significant. As one patient put it, “When you are on chemotherapy you can be at
home but there is no difference to being in the hospital. You still can’t do things.” Pembrolizumab gave patients and their families a new, “good” quality of life by giving
them a chance to still do some of the they were able to do before a lung cancer diagnosis. It established a “new normal”.

Pembrilzumab offered the possibility of returning to work

Patients were often concerned with taking time off for their disease. On chemotherapy, the side effects can be so strong, that there is no chance the patient can work.
For those that responded on pembrolizumab, the question of returning to work became an option not possible for many lung cancer patients. For CC this was a very
big concern and he was happy that his treatments allowed him to continue to teach at an Canadian University, coach Little League, play hockey. Other patients shared

this desire.

Magnitude of benefit

- Statistically significant PFS benefit

Pembrolizumab offered a chance to fulfil life hopes and dreams.

For CC that meant being a father to their young children, “32 months on Keytruda, everything went down 96%. I'm spoiled...my daughter gets to treat [stage IV lung
cancer] as a chronic illness. She wants to be an oncologist.”

It also allows for patients to start a new mission. Many of the patients interviewed for this submission indicated that they wanted to help increase lung cancer awareness
or serve as a peer to others living with lung cancer. This is significant not because that want to contribute and help. It is significant in that a they are ABLE to help.

“Stable became my new favourite word!”

When you have cancer, perspective can be everything. One patient reported that while her tumour never did shrink despite multiple rounds of treatment, after each
scan the results were stable. This was “my new normal” and “better than the alternative.” Even small chores and “getting back to the basics of life” were a triumph.
Stable is an important point to emphasize as patients have high expectations of immunotherapy. They hear about complete responders and pin great hopes of being the
same. Education needs to occur to ensure that patients and their families understand that stable is still a win.

Fewer all grade and grade 3 - 5 treatment-related adverse events

The side effects of pembrolizumab did not inhibit life

LL reported that her side effects were “really, really light.” She has experienced some dizziness and some itchiness but otherwise Keytruda has “given me my life back.
She likes to exercise and the only thing holding her back now is due to ageing.

The majority of patients interviewed and reviewed during the environmental scan have reported no side effects to mild side effects that are easily managed. In a few
cases there have been stronger side effects that had to be managed either by OTC or prescription drugs. Even of those however, most found that the management was
tolerable and did not interfere with day to day life.
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DATE OF FROM FDA APPROVAL TO
HEALTH CANADA APPROVAL

LUNG
Figure 6 - Date of FDA approval to Health Canada approval gﬁ CANCER
CANADA
DRUG FDA ADDITIONAL DAYS Phasa 3% PPORT. EDUCATION.

UNTIL HEALTH

INDICATION CAMADA APPROVAL

APPROVAL
DATE

Data
Usad

Generic name
(brand nama)

DATE

For the first line treatmant of epidermal growith fector

Final Recommemndation

?:Irdnl} [EGFR) : F-DEﬂh'El._ : | o .j.$1132. m:!‘l. ;hj'E.Eﬂ'M: i
) amall call lung cancer (NSCLC) patients ys) oot effact I .
Az monotherapy for the treatment of patiants with
alectinib anaplasiic kmphoma kinasa [ALK) positive, localy
{Alecensaro®) advemced (nol amenable to curstiva tharapy) or m wlﬂ':mﬂ Pamding i
2nd line* matestatic NSCLC who have progresaed on of s :
intolerant 1o crizotinib until loss of clinical banedit
alactinib
{Alecensarc®) As monotherapy for the treatment of patiants with
2nd line with ALK poeitive, locally edvancaed or matzstatic MSCLE Cecembsar September 29, 2016 Final Recommendation: o
cantral nervous who have progressed on or are intolerant 1o crzotinib 11,2015 (293 days) Mot recommeandsd
systam [CHNS) and have cantral mersous aystamn (CHNE) metasiasas
metastases
itinib For treatment as monotherapy in petients with ALK Eingl R -
Zykadia®) positve locelly advanced (not ameanatble to curative April 29, March 27, C bar 8 2015 Not o
therapy) or matestatic NSCLEC who have progressed 2014 2015 (332 days) '
2nd line an or who wars intolarant to crizotinib L
caritinib For treatment as monotherapy in patiants with ALK Final Recommendation
(Zykadia®) positive locally advanced (not amanable to curative April 26, March 27, March 21, 2017: 5
Resubmission tharapy) or matastatic NSCLC who have progressed 2014 2015 (332 days) Racommended, panding
2nd line on of who ware intolerant to crizotinib cost effectiveness
Finel Recommencation
crizotinib As monotherapy for uss in patients with ALK positive
26, April 25, May 2, 2013:
[Xalkor®) acvancad [not amenable to curstive therapy) or flagust a
2011 2012 (243 days) Recommeanded, pending
2nd line mateatatic MSCLE et efiactivensss
crizotinib As monatherapy for use in patients with ALK positive - a5, T;Ewh"
(X alkoori®) advemced (noi amenable to curstiva tharapy) or ' i ) 3
1at lina metastatic NSOLE 2011 2012 (243 days) Recommended, pending

cosl effactiveness




DRUG

Ganearic name

(brand name)

pembrolizumalk

(Keytruda®)
2nd line

pembrolizumalb
1st line

ramucinumab

2nd line

DATE OF FROM FDA APPROVAL TO
HEALTH CANADA APPROVAL

Continued... Figure & - Date of FDA approval to Health Canada approval

INDICATION

In combination for the treatment of patiants with
advanced NSCLC with & BRAF VB0 mudation and

whio have been previoushy treated with chemaotherapy

For the tragtmeant of patients with advanced or
mietastatic NSCLC who progressad on or &fter

chemaitharapy

Faor the tregtmant of patients with locally edvancad or
mietasiatic EGFR TH80M mutation poaitive NSCLC
who have progreasad on or after EGFR tyrosing
kinasa inhibitor (TKI} therapy

Faor the tregtmant of patients with metasiatic NSCLC
whosa tumours exprass PO-L1 (as determined oy &
valdsted test) and who have diseass progression on
or after platinum-comntaining chamotharsoy

For prenviowusaly unireated patients with metastatic
MNECLC whose fumours express PD-L1 and who
do not harbour & senaitizing EGFR mutation or

ALK translocetion.

For the tregtment of patients with advanced or
mietasiatic NSCLC who progressad on or afier
pletinum-based chamotharspy in combination with
docatexal

FDA

APPROVAL

DATE

Juna 22,
2017
{approved in
any lina of
thaerapy)

March 4,
2015

Aprl 21,
2014

ADDITIONAL DAYS
UNTIL HEALTH
CANADA APPROVAL

DATE

May 16, 2017

(-37 days) [approved
only after failure of

pricr chemotherapy)

Februrary 26,
2017 (725 days)

July 5,
2016 (235 days)

April 15,
2016 (559 days)

July 12, 2017
(261 days)

July 18,
2015 (451 days)

Iritial Recommeandsation:
Mot recommeanded

Final Recommaeandation
June 3, 2016:
Recommended and
publicly funced in most
provinoes

Final Recommaeandation
May 4, 2017
Recommenasd panding
coat affeciivaness

Final Recommaeandation:
Recommencsd panding
coat affeciivensess but
mot yat funded

Final Recommendation:
Recommendad, panding
coat affeciivensss but
mot yat funded

Closad, mot submitted
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SIGNIFICANT DELAYS IN ACCESS

Figure 8 - Number of days from date of FDA approval to date of provincial coverage

afatinib [Giotrif®)
2nd line

alectinib (Alecensaro®)  December * 1,

2nd line 2015 Funded Funded Funded Funded Funded Funded Funded Funded Funded Funded
alectinib (Alecensaro®)  Dscembsr 11, Not Not Nat Not Not Nat Not Nat Not Not
with GNS metastasis 2015 Funded Funded Funded Funded Funded Funded Funded Funded Funded Funded
ceritinib (Zykadia®) Agril 20, Naot Not Nat Not Nat Nat Not Nat Not Not
2nd line 2014 Funded Funded Funded Funded Funded Funded Funded Funded Funded Funded
crizotinib (Xalkori®) At 24, 818 747 760 783 767 gaz B28 805 840 1711
2nd line 2011

- —_——— — M ¥
crizotinib (Xalkori®) August 26, Mot
Srwaan Fo 1746 1763 1773 1784 1748 1627 1711 1879 1808 O
iy “"'h"" NIRRT SR} & June 22, Mot Not Mot Mot Mot Not Not Mot Mot Mot
m"’ “d““h““' R 2017 Funded Funded Funded Funded Funded Funded Funded Funded Funded Funded
nivolumab March 4, Not Not
o B 728 761 750 740 L 780 g3 O
osimertinib (Tagrisso®)  Novamber 13, Mot Mot Nat Mot Mot Nat Mot Nat Mot Mot
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PR Saptember 4, Not Not Not Not Mot Not Not Not Not Not
w 2014 Funded Funded Funded Funded Funded Funded Funded Funded Funded Funded
"““"‘T":“q"“' October 24, Mot Mot Nat Mot Mot Nat Mot Nat Mot Mot
1[' ﬂ‘“‘-"lm"” 2016 Funded Funded Funded Funded Funded Funded Funded Funded Funded Funded
pemetrexed [Alimta®) Juby 2,
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ramucinurmab Agril 21, Not Mot Mot Not Mot Mot Mot Mot Not Mot
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2nd line

July 12,
2013

AiE 445 430 461 403 1027 535 426 GRS 1200
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LUNG
CANCER
CANADA

AWAREMNESS. SUPPORT. EDUCATION.

e Negative funding
PCODR
recommendation

e Submitted on
phase 2 data -
Targeted
therapies with
high response
rates




INNOVATION IN TREATMENT HAVE GIVEN CANADIAN
LUNG CANCER PATIENTS REAL HOPE BUT....

= LUNG
s CANCER
7o \ CANADA

® Healthcare system has not innovated on pace with treatments

® Significant barriers to access that are growing
® Treatments approved on phase 2 data denied public coverage

¢ CDIAC
® Private plans
® High cost of treatment

Lung Cancer patients have no time to wait!
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COLLABORATION = INNOVATION

® Change paradigm of drug evaluation
® Targeted therapies and phase 2 data
® Develop new economic models for drug funding

¢ All stakeholders (clinicians to patients to government) have a voice, and a
responsibility
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