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Australia’s CEA Guidelines - a short history

v SAAC G Nt et L FLE 20V - (00l LA

Asthived versors of the PBAC Guocires
UL WG Qs Seogn 4 21 05F 10 M)
o J008 PRAC Ouatemmt e A0 F0F S 200K - P L
* ERDRIYAL St et A0 U B LR - Dinen LAV
¢ 0 PG Dadesn FU 20NN
000 e Omarvess 13 swrmmn a {900 PYNG umatrm e §7 €D

o A0 FRAG Duinatms s 26 KN

Ancors of updates

Source: Guidelines for prepari ions to the
https://pbac.pbs.gov.au/

Commerclal in Confldence

ical Benefits Advisory Committee (PBAC)

Draft guidelines
issued in August
1990 - that’s
28 years ago

CEA mandatory
in 1993, but
v3.0 in Nov
1995 were first
clear set of
guidelines

Version 5.0 Sept
2016

Public Summary
Documents in
July 2005
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Australia’s CEA Guidelines - uncertainty issues

* 60 pages
* 15 mentions on uncertainty

* 109 pages
* 6 mentions on uncertainty

* 298 pages
¢ 120 mentions on uncertainty

* 300 pages
POl * 100 mentions on uncertainty

* 350 pages
* 100 mentions on uncertainty

* 216 pages
* 110 mentions on uncertainty

~— / — J  J J

€€E€ECK

Source: Guideli for prepar i to the Phar
https://pbac.pbs.gov.au/

Commercialin Confidence

ical Benefits Advisory Committee (PBAC)

LLICIR HEALTH
COMSULTING - o



Where is “uncertainty” dealt with?
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Section 3A.9 Uncertainty Analysis
(Analyses)
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Outcomes

* 3A.9.1 Identifying and defining uncertainty in the model
* Parameter uncertainty
» Translational uncertainty
» Structural uncertainty

* 3A.9.2 Presentation of univariate sensitivity and scenario analyses

* 3A.9.3 Presentation of multivariate and probabilistic sensitivity
analyses

* 3A.9.4 Summary of the uncertainty analysis LUCIZ HEALTH
COREULTING -



Sources of Uncertainty

* Time horizon

* Extrapolation method

» Duration of treatment effect

* Inclusion/exclusion of AEs

* Health states included

* How parameters change over time

e Link between surrogate and final outcomes

* Model specific structural parameters
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Tips

e Currently no standard approach to assessing uncertainty
e [tis difficult and time consuming

e Does have an impact on the ICER

e Conduct sensitivity analyses to assess assumptions

e |dentify potential sources of structural uncertainty when
developing model

e Compare model with published models
- Review Published Summary Documents and PBAC Outcomes

¢ Consider what’s likely to be important or of interest
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Why does it matter?

Outcomes from the July 2018 PBAC Meeting

Positive First Time Subsequent
Recommendations Rejections Rejections

“Uncertain” “Uncertain” “Uncertain”
n=3 n=14 n=3

Drug/Indication Drug/Indication Drug/Indication
n=27 n=12 n=3
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But, remember.......

“Essentially, all models are wrong, but

some are useful”
George E P Box (1919-2013)

George Edward Pelham Box FRS (18 October 1919 - 28 March 2013) was a British statistician, who worked in the areas of .
quality control, time-series analysis, design of experiments, and Bayesian inference. L I: | D HEALIH
COMSUILT NG - e
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