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Bioequivalence

‘a high degree of similarity in the bioavallabilities of two
products (of the same galenic form) from the same molar dose,
that are unlikely to produce clinically relevant differences in

therapeutic effects, or aaverse effects, or both”
(Conduct and Analysis of BA and BE Studies, Part A, Health Canada)

‘a Notice of Compliance. Issued.in respect of a new. drig

shall state the name. or the Canadian Reference. Product
referred to i the stubmission ana. shall constitute a declaration
of eqguivalence for that new driig’”

(Subsection €.08.004\(4), Food and Prug Regulations)




Interchangeability

‘decisions respecting interchangeability and drug lists remain in
the domain of the institution responsible for the costs of the
product which includes hospitals, provincial governments anad
other third party payers”

(Canada Gazette, Part Il, September 6, 1995)

Interchangeanility. requires consideration o Whether or not the
generic drug exactly itlills the puUrpoeses or the brand name
arig, achieves all'the henericial resulis the branad name arg
Would haverachieved ana has ne negatve side-efecis that the
prana namie arug would have avoelded ana thatin everyway,
ihe generic artig dees nehanmir when: Used interchangeanly in
e naviayallerin thetarger populaion



Harmonization Efforts

In principle, all provinces support harmonization e.g.
development of a list of ‘core submission requirements’

In. reality, interchangeability /s a provincial. accountability, Issue

for supsequent-entry products, I Seme pProvinces ira
‘aeclaration of equivalence: has been maade for Report A drugs
anad the: Canaadian ReferencesProduct Is identical to the
Ministry’s erginal product, 1ess Iniermnatoen /s, required;
comparavve vieavalauiit/daiais:stll reviewed ior Report B

ana C drigs ‘
= . AR



Burden ofi Proof :
The Standard /n Vivo Bieeguivalence Trial?

* Inclusion Criteria:
s objective IS the reduction of intrasubject variability
e age range 16-55 yrs
s helght/welgnt ratio. within: 15%) of nermal
s healthy adult males

s Siuady Pesign;
s\ Opjective.ls terminimize varanility.ana bias
s exercise, dier, Simoking, alcenol Use
s\ aaministraiion, ol ieead. and i,
s positreranad. prysical Activity




Population Covered by the Alberta Health
Sponsored Drug Programs 1995/96

Age In Years Female Male Total % of Total
Population

2,908 5.607 1.28%

11,535 11,063 22,598 5.14%

57,257 31.280 88.537 20.14%

69.167 43,809 112,976 AN

% of Total Po pulation 57.2% 42.8% 100%




Burden of Proof:
The 90% Confidence Interval?

e Current Standards:

o Rejative Mean AUC:

s the 90% CI of the relative. mean AUC of the T to the R
formulation should be within 80-125%, AUC may. be evaluated
vy determining AUC-- provided that AUC-/AUC, > 0.60

o Relanyevieans G

* the relativermean measured C - of the Tk to, the: R fermuiation
shoula vervenwveen 60-125%

¥ &
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Average Vs Individual Bioeguivalence

o Average Bioequivalence:
* does not address the right guestion I.e. ‘switchability’
» does not take Into account subject by formulation interaction
s N0 Incentive. to create a less variable T formulation

s does not encourage use of subjects that are representative
of the target population

O elelivieltizlf BlegeftiyzlElees

s altractive from. a clinical polnt of view. Ut practical ana.
melnedolegical ISSUEs must e oVercome




Number of Brand Name Authorizations for
the Alberta Healthi Sponsored Drug
Programs 1993-1997

1993 46

(3 months )

1995 96 90

5 if1gre ayicarice ic) Stigaart el araaleel Wiifl ifle GLIffer
Ifligrerizle) cje Of clftf ¢fs5%




Erom the Formulary Perspective:

do equivalent plasma concentrations mean equivalent
therapeutic effect and safety?

to what extent are. minor differences. in formulations
exaggerated in special populations?

Should bieequivalence be determined.at enly. ene pointin'a
proguct’s lifetime .e. formulation, creep?

o, What externissisonl e e, /e,cislafo S
Involvea?




