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DrugApprovalin High-Risk,EarlyStageBreastCancer

W. Fraser Symmans The University of Texas MD Anderson Cancer Center,
Houston,TX

The United StatesFoodand Drug Administration(FDA)releaseddraft guidancein May 2012 on the

useof pathologicalcompleteresponse(pCR asa novelsurrogateend point in neoadjuvanttreatment

of highrisk, early-stagebreastcancerto supportaccelerateddrug approval Followingthe releaseof

the draft, the Agencyreceivedcommentsfrom the publicandis now in the processof developingthe

final guidancedocument Usingthe draft guidanceand the commentsthat FDAreceivedon it asa

framework, this panelwill addressissuessuchas defining and identifying the "high risk" population

who should be includedin neoadjuvantregistrationtrials, specificeligibility criteria for patients in

thesestudiesin terms of clinicalburdenof diseaseand breastcancersubtypes the amount of safety
and efficacydata neededto embarkon a neoadjuvantregistrationtrial; pCRand prediction of clinical
benefit Recommendation®n specimenhandling, processing,and interpretation for evaluation of

pathologicalcompleteresponsewill alsobe discussedFollowingthe presentationsa paneldiscussion
will addressthe following wHow canwe incorporatebiomarkersto identify a highrisk breastcancer
populationfor neoadjuvanttrials andto asses<linicalresponseto therapy?wHow muchefficacyand

safetydatais necessaryo embarkon a neoadjuvantregistrationtrial? wisit ethicalto givea newdrug

to patientswith curableearly breastcancerafter acceleratedapprovalbasedon a smallneoadjuvant
trial with a non-clinicalprimary endpoint? wHowto addresdoco-regionalmanagementof the breast
andaxillawithin registrationtrials of neoadjuvantsystemicherapy?
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Drug Development Process
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FA Accelerated Approval Regulations

FDA may grant marketing approval for a new
product on the basis of adequate and well-
controlled clinical trials establishing that the drug
product has an effect on a surrogate endpoint
that is reasonably likely to predict clinical
benefit

~ pCR could be considered reasonably likely to predict for
clinical benefit

~ AA requires confirmation of benefit
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m Information Needed to Open Regulatory Path for
Neoadjuvant Breast Cancer

Is pCR associated to Which pCR definition What magnitude of

long-term clinical is best associated to PCR improvement
benefit long-term clinical will predict long-term
(EFS and 08)? benefit? clinical benefit?

_ . (TRIALS

» 12 neoadjuyant randomized GBG/AGO: 7
controlled trials :

~ pCR clearly defined with Meta-analysis of Randomized NSABE. 2
P y ys : EORTC/BIG: 1
all necessary data collected Neoadjuvant Trials TA: 2

~ Long-term follow-up EFS Total # patients
and OS data collected "

Patients (n) 3
6377
3171
1856
1589

12993

J
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EFS Definition

Time of ADJUVANT
Time of - VAN
randomization == - ERA _u EFS »

*loco-regional or distant recurrence or deaths from any cause

Neoadjuvant trials should use EFS as a measure of
long-term outcome
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FOA CTNeoBC Meta-Analysis pCR Definitions

- ypTO ypNO
* Absence of invasive cancer in the breast and axillary nodes;
absence of DCIS

- ypTO/Tis ypNO
* Absence of invasive cancer in the breast and axillary nodes;
DCIS allowed

- ypTO/Tis
* Absence of invasive cancer in the breast and DCIS allowed;
regardless of nodal involvement
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| Nodal Status N  Deaths
— Negative 342 18
0.2 «==. pCR with residual DCIS (n = 78) 20~ —o- 1-3 positive 44 6
-== PCR without residual DCIS (n = 199) - —i— 4-9 positive 16 5
Residual disease (n = 2,025) —&— 10+ positive 5 3
| [ I | | T
0 30 60 90 120 150 0 1 2 3 4 5 6 ¥
Follow-Up (months) Years After Surgery
Sgna\t/vri'tikoas 47 24 12 2 1 *In patientS WithpCR
pCR without DCIS 99 63 31 24 14

Residual disease 1,100 637 350 203 124



ThePromiseand Challenge®f Pathological USCAP
CompleteRespons€pCR asa NovelEndpointfor ~ ——

DrugApprovalin High-Risk,Early-StageBreastCancer

W. FraserSymmans

FA Association of pCR on EFS and OS

Event-free Survival Overall Survival
o _ o "
>
= = & m
2 o 7 = o
© L2
‘ & i &
& o e o
a
E g - HR=0.48, P* < 0.001 T; g - HR=0.36, P* < 0.001
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pCR=ypT0/is ypNO * Nominal p-value

Individual patients who attain a pCR have a more favorable
long-term outcome




ThePromiseand Challenge®f Pathological
CompleteResponsdpCR asa Novel Endpointfor

USCAP
AACR

HIGHLIGHTS

DrugApprovalin High-Risk,Early-StageBreastCancer

W. FraserSymmans

60
50 +
40 +
30 +
20 4

10 +

n

Grade1-2 Grade3
HR+

Yes Tras

No Tras

HER2+ HR+

NoTras YesTras

HER2+ HR-

pCR Rates by Tumor Subtypes

TRIPLE NEG

Event-Free Survival Probability

Event-Free Survival Probability

HR+
= J
: ‘\
HR=0.49, P* < 0.001
| — pCR(n=270)
o | = nopCR(n=2491)
2 40 (. 8 190 120
Months since Randomizaton
HER2+ HR+
-
: ¥
HR=0.58, P* = 0.001
® | = pCR(n=247)
s | — nopCR(n.—.839)

20 an [+ ® 100
Months since Randomization

120

Event-Free Survival Probability

Event-Free Survival Probability

00 02 04 06 08 10

0

Triple Negative

HR=0.24, P* < 0.001

| — PpCR(n=389)

| = nopCR(n=768)
T 1 T T

Months since Randomization

HER2+ HR-

il
=
HR=0.25, P* <0.001
® | — @GR (n=325)
O R(n=510)
bl 0 L) 2 100
Months since Randomization

20 40 60 80 100 120




ThePromiseand Challenge®f Pathological UscAr
CompleteResponsdpCR asa Novel Endpointfor — “——

DrugApprovalin High-Risk,Early-StageBreastCancer

W. FraserSymmans

[FD/A Differences between Responder and Trial
Level Analysis

Patient level Trial level

2 = 5-yrEFS rate A=2% |
= |

HR=0.98 (95% Cl: 0.84,
1.15)

Exp arm ‘
-~ Ctri, non-pCR 84 = Culam

-
-
- -

04 06 08 10
.
’
«
»
»,
'
’
¢
¢
¢
4
|
grat)
- J
O
A

Event-Free Survival Probability
f
'
‘
!
'
|
'
1
\
L
=
=]
3
8-
0O
A
Event-Free Survival Probability

04

0
|
gar
L
3
o

00

+—

= }
T T T T

30 60 90 120 150 180 30 60 %0 120 150 180
Months since Randomization Months since Randomization

New Drug New Drug | Control
pCR 21% 10% pCRA=11%
Control No pCR 79% 90%




ThePromiseand Challenge®f Pathological 0SCAD

CompleteResponsgpCRH asa NovelEndpointfor  ——
DrugApprovalin High-Risk,EarlyStageBreastCancer

W. FraserSymmans

1. pCRis associated with longterm |
outcomes (EFS and OS) |

|
/




