CAPRA Sympesium on Diabetes
Current Practice, Euture Trends
Review: and Appreval
eff New Druigs for Dianetes

N Teday’s Climate

James: Sutherland Ph.D:
SPecial  AdVISor
Fherapeutic Products Directorate
iHealth Canada




Disclaimer

OpInIeNRS expressed are those of the
presenter and may. not necessarily refiect
these of Tferapeutic Products Dikecterate.




Agenda

Fhe changing climate for the review: and
approval eff “ethical™ drugs.

Recent guidance on| risk assessment.
Emphasis on [skemininmization.




Climate Change

Fomerew:s smart™ regulater huids on
ioday’siand yesterday:si eXperience.

Wihat- was; yesterday:s regulatery climate?




Yesterday's Climate

IR the 1960s; thalidemide was Used by pregnant
Women I Eurepe andl Canada 1o tieat morning
sickness. \Woemen Who: teok: the: drug in early,
pregnancy: gave birth terchildren Withr severe
pIrtih defects such asi missing er shortened limias.

Thalidemide was remoyved fromi the market.

Sulsequently, new: regulations and drug
SCreening methods were introduced.




Yesterday's Climate

I 19701 the University: Group: Dialbetes Progiam
(UGDBR) study: was, puklished.

It Was the first controlled trial to test the: benefit
of lewernng hleod glucese en the Incidence: of
complications of dialketes.

IHOWeEVEr, It shewed no: Benetfit off glycemic
controliint new-onset type 2 diaketics.

MereeVver, a major CONCEmIWas the Glsern/aton
that the sulionylurea agent (telbutamide) andra
piguanide (phenformin) Were assoclated with
Increased candiovasculalr mortality.




Wihat Is Treday:s Climate?

The UK. House off Commons, Health
Committee, recently 1ssued a report en the
lanence or e Prhanmaceytcal 1nausty;

RIS repert provides a criticall evaluatien of
ieday s climate that Industry, regulators,
doecters and patients new: face.




Toeday’s Climate

“Illie consequences of lax oversight Is that the
Industry’s infllence hasi expanded and a numer of
practices have: develeped wWhilchr act agaiast the
PUBIIC Interest.”

“The Industry affects every level ofi healthcare
previsien, fremithe drtigs that are initailly,
discovered and developed threugh: clinical trals; te
the promoetion off drtigs te the prescrber and the
patient: greups;, te the prescriptien off medicines and
the compilations of clinical guidelines.”




Toeday’s Climate

“Onee licensed, medicines; are Intensely.
premoted te) prescribers. The ven/ nigh
costs off developing a new drugl make: It
Vitalf that a  company: [eceups IS Cests as
guickly: as; possibly: aftter licensing...”

“At the heant off the preklem may: e the
trend for the industry ter beceme ever
more driven by 1ts marketing force.”




Toeday’s Climate

“Promotion ofi medicines 1o patients and
InKS BEtWEER| drug companies and patient
Pliganisatiens, may. add te) this; prekiem,
leading patients 1o demand new drtigs firom
thelr decters...”

“GPS are particulai targets; they have more
prescribing fircedem: than hespiital
specialists.”




Toeday’s Climate

e most Immediately Wornying Conseguence of
the preblems described akeyve: Is the unsafe Use: of
drugs. Over-prescriptien off the COX-2 1nhIkIters,
Vioxx and Celebrex, hasibeen linked to thousanads
Ol deatis and many. More: Cases oii neart fiallre.
This case lllustratera senes ofi fallures... there were
Inadeguacies Inrthe licensing and pest-marketing
survelllance precedures; and excessive premotion
of the drugs to decters.”




Toeday’s Climate

The report concludes:

\We need an Industiy whichiis ledi by the
values ofi Its scientists not those: of 1ts
marketing force.?




Sclence Based Regulation

Fhe' Intermatienal Conference on
Harmenisatien (1ICH) BrRgs tegether
scientists and regulaters; froam  industny anad
govermment ter discuss and develop
science hased guidelines related tordrug
development and risk- management.
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Sources of Guidance Documents

eday’ thererare hunadreds of guidelines:
Intermatienal and Regional

s ICH — Scientific & technical guidelines' — 80
s WHO, EMEA

National

s FDA, HC — Scientific & Regulatory

a Asseciatiens - Clinical Practice guidelines







Google

Enter vour search:

lesson of thalidomide di:




Fherapeutic Guidelines

IHowerver, to date, IICH has; developed only one
therapeutic category guideline — for
antinypertensive drugs.

I the area of dialketes, the latest guiaeling that
nas heen developead was by the EMEA inr 2002,

Note Tor Gulaance o Clirical lvestigator) o1
Viealcinal Proaucts i ther Ireatment or PDIaneles
Viellit/s




Fherapeutic Guidelines

IHOWEeVer, ene may. ask Is the EMEA
Dialketes Guidance equally: applicakie te
the Canadian; Setting?

Derwe need additienalibrdging studies
either due: to differences; Ini the practice of
MEdICInE or the Needs of special
populations (I.e; abvoriginall peoples)?

See ICH E5 Ethnic Eactors Guideline




EMEA NG - Diabetes Mellitus

Fherapeutic guidelines, while refiecting
the state off scientific thinking at time of
develepment, need te be considered

tegether withrmore: recent: guidelines.

Delays can 6CCUr Inl the review: Precess
When current ISSUes have not heen
adeguately addressed 1 the: stmission.




New Guidance

S0 Wihat are spme of these newer:
guidances that need 1o ve consideread?




ICH Guidelines — S7B

e Noenclnical Evaltatorn) ol e Potental ior:
pejayed Venticular Repolarzatori;..

Fhis draft decument addresses nenclinical

testing strategies anad integrated risk assessment
e predicting the petential off pharmaceuticals
e delayed ventrcular repoelanzation (O intenval
prelengation) associated With ventricular
tachycardia and tersade de pointes.




ICH Guidelines — E14

e Clinical Evaluaton. OF /0T lhterval
Projorganen Ana  Proarniiyiimic Potental.

QI/QI¢ studies; are needed where nenclinical
data 1s not able te preclude: this risk. (see S7B)

Applicable torapproved drtigs WhHER new: deses
anadl reuir off administration ane Being| develeped.

Overall discussion of risk assessment snouldinote
AW, thIS' potentiall concera Ras; Been; evalluated.




|ICH Guidelines — S8

[MTUIAoLOXICOI00Y,. SHAIES 1O HUman PAalacelicals
Status: Step 3 released for consuliation

RECOMMENdations on'nonclinical testing fiox
ImmUunoesuUppression Induced by low: molecular

Welght drugs’ (nen:kielogicals).
It applies 1o new: pharmaceuticals;, as wellfas to

marketed drug productss propesed for product lanel
changes.

Alse applies tormarket drugs that sSnew signs: of
Immunoesuppression (Increased susceptinility, to
Infiections or to the development of tumers).




ICH E2E
Phialimacoevigilance Planning

Fhe planning of pharmacovigilance
ACtVItIES I preparation for the' early,
pPoStmarketing perod.

o he: provided:at time: of filing or When a
Major safiety, CONCErm| as arsen.

Fhe twe main; parts: are:
1D Sarety: Speciiicatonane
2) Pharmacovigliance: Plamn




1) Safiety: Specification

The Saftety: Specification s a suimmany. oi:

1) iImpertant identified risks of a drug,

2) Impertant petential fsks; and

3) Impertant missing Infermatien.

It considers the pepulations potentially: at-1rsk.

Alse), any outstanding safety’ questions WhIch
warrant fitiither investigation duiing the poest-
apprevall period:.




Elements off Safety: Specification

Populatiens 1o he considered sheuldiinciude:
Childrenrand the elderly.
Pregnant or lactatingf Wemen
Co-morkidity stichl as epatic or renal diseraers
Diiferences inl disease severity fremi that studied
SUb-pepulations cary/ingl genetic polymerphism
Patients oft different raciall and/or ethnic efHgins




Elements off Safety: Specification

Eimitatiens of the safety: datanase

Such as:
a S|ze ofi the study pepulation
a Study IRclusion: and exclusien criteria




2) Pharmacoevigilance Plan

Structure of therPhaimmacovigilance Plan:
SUmmany’ eff Ongeing Salety lssues
Routine Pharmacovigilance: Practices
Action Plan for Salety Issues
Summany’ eff Actions to) e Completed
Phammacevigiiance: Viethods
Designi and Conaduct of Onsernvational Studies




EDA Approach te
Riske Management

Fhe EIDA approachi to rskimanagement
IS divided! inte three: parts:

1)) Premarketing Risk: ASSessment

2) Development and: Use: of Risk
Minimization Actien Plans: (RISKIVIAP)

3) Goed Pharmacovigilance Practices anad
Pharmacoeepidemielogic Assessment




1) Premarketing Risk Assessment

Premarketing Risk Assessment guidance
WasiIssued Inriviarchr 2005,

|t dIScUSSES the generatoen, acquisition,
analysis, and presentation ofi premarketing
safiety, data.

It represents; EDA's cuirent thinking and
Interpretation: of related ICHH documents.




2) Risk- Minimization Action: Plans

Prevides guidance on:

1D DesIgning /&/sk Mirliizaben Action Plans
Ol KISKIVIAPS torminimize 1dentified
Product risks.

2) The selecting and developing teols te
MIRIMIZE risks.




Example of EDA Premarketing
Risk-Minimization: Plan

et us new Ioek at: an example: of a new.
dialetic ditg recently: appreveadiin the US.




Symiin®; (pramlintide acetate)

he EDA approved Symiin i March 2005

SYMEINTIS arsynRthetic analeg of humanramylin;, a
Raturally eccuring NerMoeRe: that IS made. In; the
eta Cells ofi the! pancreas.

It 1S an Injectanie medicine ter controll bloed
sugar fier adultss withrtype 1. and type: 2 diaketes.

It IS 1o e Used i adaitien ter insulin: therapy: in
patients Wihe cannot achieve: adeguate control of
thelr bloed sugars on intensive Insulin therapy.
alene.




Symilin RiskMAP

Symiin Minimization' Action: Plan (RISKMAR)
IS needed to ensure that a seunad planis in
place wWith' applicanle teols te mininize: [nsks

as
iy
2,
3)

part of the approval conaditions.
RISk oft hypoeglycemia
Petentialifor medication: errers

Potential for off-label use



Symilin - Medication Guide

he Viedication Guide Inferms: patients that
Symlin shieuldrenly be usediif they: ane alreaady/
Using thelr insulin as prescribed, but still neead
petter Bloed sugar contrel; Will fellew: thelr
@OCtor's Instructions exactly; will“fellew-up with
thelr decter often; will test thelr bleod stgar
levels; lbefore and after eveny meal, and at
pedume; andiunderstand new! ter adjust Symiin
and insulin deses.




Postmarketing Study: Commitment

Peferred pediatric stuay.Is a reguired
postmarketing study’ commitment.

A study in adoelescents ages 12 - 17 years
With type: 1 and type 2 diabetes to
evaltiate the pharmnacokinetics and
phammacedynamic effects of different
stbclitaneous doses of the drug.




Postmarketing Study: Commitment

Commitment terconduct:

multicenter; open:Iakel; ehservatienal study to
prespectively: cellect data that clharacterze drug
use following Intreduction inte; the marketplace.

Conduct off a pestmarketing ohservational study,
10 aSSess, tie: petential hypoglycemic risk.

Provide Protecel Submission Date, Study: Start
Date, and' Einal " Repoert Sulkmission: Date.




Risk Management Agreements

Agreement onl sk managenent

precedures designed tor encourage safe
and effective: use: of drug:

No direct-to-consumer advertisement.
Norjouimal advertising| il ene year:.




Risk Management Agreements

Promotion limited te; phaysicians Wne
Specializein digletes, management and
are supported by certified dialketes
educators.

Gradualiintroduction Inte: the marketplace;

With' evaluation: ofif patterns, eff Use: by,
“targeted™ and “nen-targeted* healtharcare

PreViders.




Risk Management continued

ASSESS datalhases for Information

[eganding prescliption; practices; and
submit the results of these assessments
on a semi-annual basis.

EdUcation and outreach programs for
ealtir care providers and patients:.




Risk Management continued

Stveillance Plan: reperting oiff Severe
ypeglycemic events in an expedited
MaNnEr e tWo years, 6l asilong as/the
study IS engoeing.

A 2477 callfcenter tor assist patients and
PhYSICIaNS With the' use: of drug

Submit coplies of promotienallmaterals




Tomorrew:s Regulatery: Climate

Fherapeutic Preducts Directorate, vy aligning
itseliFwithr regulators firom the United States,
EUrope and Japan through ICH; Is commitied te
applying the best availanble scientific guidance
and sk management teols to) Bothl the pre-
market and post-approval ofi drtg products;

Drugs will-lberap

proved 1nra timely: manner

Pased Rl a satisfiacteny. valance: of benefits anad

FISKS Within cone

itIGRS Speciified In the' product

labelland relatee

fISk minimization: plans.




Concluding Statement

One thing Is crystal clear. The healtha benetits, of
ethicall drugs centribuite enermously: to the
guality, efi lifie: el Canadians; and have saved
many: lives.

Fhe Canadian Pharmaceutical Industry and 1ts
asseclations suchi as CARRA play a vital'rele in
ensurng that drugs are: used hothl safely: and
effiectively inf Canada.

- TThank you -







Yesterday's Climate

I3 the: case: o Aceutane;, the manuifiacturer
develeped inrcensultation wWithr regulaters, a
Strengthened Risk Vanagement Pregram, called
S.MEACRUE., trie: Sy/stern to. Vianage Aceliane-
relatea’ leratogenicity

Black Bex Contraindications: and Warmings aleng
WIth' USe of prescriptions with yellow: stickers.

Patient Package: with: Patient Viedication Guide
aleng withr Infermed Consent/Patient Agreement
forms to be signed befere being dispensed.




Yesterday's Climate

IR 1996 the US EDA appreved thalidemide te
treat lepresy. Inr erder teravold tragic bith
defects, severall restrictions, were established.
DOCLOrS pPrescrining) and pharmacists diSpensing
thalideomide: arerrequiied torparticipate inra
pPregrami sponsered by the drug's manufacturer.

Patients had te) e educated aneut the drugrs
effiects.




