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Synthetic Lethality and DNA Repair in
Pancreatic Cancer

K Nomlcls

Phase Il trial of
olaparib in BRCA

mutated cancers
(PDAC, N = 23)
Median PFS 4.6 months
ORR 21.7%

Norgpar
it gt

Cldath

Phase [l POLO trial: olaparib as maintenance
therapy following platinum-based chemo in
gBRCA mutated mPDAC

METHODS PATIENT CHARACTERISTICS
+ 3315 patients screened with a 7% detection Placebo (N = 62)
rate of gBRCA1/2 mutation(247 patients
identified) -> 154 randomized
*Received at least 16 weeks of first line T“me m’_'" R anamenth (=)
platinum based chemo for metastatic disease diagnosis to (range)
without progression randomization
+154 patients randomized 3:2 to maintenance Duration of first- Median, months  5.0(25-35.2)  5.1(3.4-204)
olaparib (300mg BID) or placebo line (range)
chemotherapy
'r;;{ggmg‘ggﬁ)‘"“ PFS (starting from time of gt jine chemo  FOLFIRINOX 79 (85.9) 50 (80.6)
Bestresponse  CRor PR 46 (50) 30 (48.4)
on chemo

Improved PFS with olaparib maintenace

Primary endpoint: PFS by blinded
independent central review* Olaparib Placebo
(N=92) (N=62)
74 38
HR0.53
95% C10.35, 0.82;
P=0.0038

ility of PFS

i
30 olaparib patients (32.6%)
12 placebo patients

3 40 42 44 46 48 50

1110
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Other Conclusions

- Interim OS data showed no difference between arms at 46%
maturity (18.9 vs 18.1 months, HR 0.91, p = 0.68)

*No difference between the two arms in terms of quality of life
assessments

*There was no unexpected toxicity from olaparib compared to AE

data from other trials
* Most common AEs: fatigue, nausea, diarrhea, abdominal pain, anemia,

decreased appetite, constipation, vomiting, back pain and arthralgia

Is there a role for 1% line therapy with
FOLFOXIRI'in mCRC

VISNU-1: FOLFOXIRI + bevacizumab vs FOLFOX +
bevacizumab in mCRC deemed high risk by presence of >3

CTC

TRIBE-2: FOLFOXIRI plus bevacizumab vs sequential FOLFOX
+ bevacizumab -> FOLFIRI plus bevacizumab

General Principles of Treating Metastatic
Colorectal Cancer Patients

RN
= =
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CALGB 80405: Establishing a paradigm
for RAS/RAF wild-type mCRC

*First line randomized study of mFOLFOX6 vs FOLFIRI
combined with either cetuximab or bevacizumab in 1137

patients with untreated RAS wt mCRC

*Global provider preference for FOLFOX over FOLFIRI (73 vs
27%)

*Response rates were 55% in the bevacizumab group and
59% in the cetuximab group (p = 0.13)

140 patients underwent curative resection following
chemotherapy (mOS for bevaciumab group 62 months,
cetixumab 65 months).

Phase Ill trials with improved outcomes with
FOLFOXIRI compared to FOLFIRI

Phase IIl GONO (N = 244) TRIBE (N = 508) Phase IIl HORG (N = 285)

[Cogamctest 0336

tal. NEIM 2014; 371: 1

VISNU-1 Design

FOLFOX-Bevacizumab
N=177

VISNU-1
N=349
Metastatic CRC
23CTC

VISNU PROGRAM

Screened n=1208 | 3 CT(
| o0 FOLFOXIRI-bevaci b
| ECOG PS 0-1 -bevacizumal

N=172

For Educational Use Only
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VISNU-1: Key Results

FOLFOXIRI-bev FOLFOX-bev >,
N=172 N=177 3,
PFS 12.4m 9.3m 0.64 (49-82) Primary endpoint PFS
P =0.0004
os 223m 17.6m 0.862 (:66-1.06)
RR 59% s2% P e—— -

TRIBE-2 Design

FOLFIRI-Bev x 8
Unresectable mCRC
<75 years
ECOG PS 0-1 (01 70-75)
No adjuvant oxaliplatin

SFU-bev as

FOLFOXIRI-Bev x & SFU-bev as

N=339 maintenance | FPregression

FOLFOXIRI-bev x&

Cremoin Cet . 0037, 2019 (Absract 3508) ASCO 2019

TRIBE2: Key Results

FOLFOXIRI-bev Sequential doublet-bev
N=340

prs2 19.1m 17.5m HR 074 (62-88)
prs1 120m 98 m HR 075 (53-88)
s Cew T T T s 27.6m 26m HR 081 (57-38)
RR 62% 50% (FOLFOX-bev)
2% lne AR 19% 12%
2% lne pFs 62m s6m HR 87 (73-1.04)
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Time on Treatment during TRIBE-2

FOLFOXIRI-b

5FU-b maint.

Doublet-b

Are we burning a bridge by using all our cytotoxics up
front?

n=109 PD
e

n=111 PD
—_—

1st line therapy provides majority of
benefit with lower 2" line PFS
|
FOLFOX/ 54% 8.0 4% 2.5 months
% FOLFIRI months
g FOLFIRI/ 56% 8.5 15% 4.2 months
E 06 FOLFOX months
) 0 6 12 18 Mo::hs 30 36 42
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Overview of treating mCRC

*While FOLFOXIRI has been shown to improve outcomes compared to both
FOLFIRI and FOLFOX, this approach is not appropriate for all patients

* Both trials excluded patients based on age (no one greater than 75). For frailer

patients or those with lower burden of disease, may be more reasonable to start
with a doublet

* Importantly, patients having received adjuvant oxaliplatin were excluded
from TRIBE2 (only 4% in VISNU1)

* TRIBE2 shows minimal benefit for re-introducing FOLFOXIRI vs restarting a
doublet at time of progression

Best of ASCO 2019:
Breast Cancer

Emily Ray, MD, MPH
Wednesday, July

Outline

Neoadjuvant and Adjuvant Therapies

-HER2+ breast cancer (Abstract 500)

-HR+ breast cancer (Abstract 514)

Metastatic Breast Cancer Therapies

-HER2+ breast cancer (Abstract 1000)

-HR+ breast cancer (Late-breaking abstract 1008)
-Triple negative breast cancer (Abstract 1003)

Supportive Therapies (Abstract 6527)

CHAPEL HILL
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Neoadjuvant and Adjuvant Therapies

HER2+ breast cancer
KATHERINE trial (N Engl J Med 2019; 380:617-628)
> Established the role of trastuzumab emtansine (T-DM1), an antibody-drug

conjugate of trastuzumab and the cytotoxic agent emtansine (DM1) in the
adjuvant setting for patients with residual invasive breast cancer following

neoadjuvant therapy
> Invasive disease—free survival was significantly higher in the T-DM1 group
than in the trastuzumab group (HR 0.50)

THE UNIVERSITY

of NORTH CAROLINA
at CHAPEL HILL

Presented on July 24, 2019

il

KRISTINE Study Design

+ Centally confimed | Trastuzumab
Pertuzumab

6 cycles of
necadjuvant therapy

Adjovant chemotherapy was permitied or any
patient n the T-DH1-P an but was recommended
for those withresidual isease in {ymph nodets) or
in the breast (-1 cm)

Stratification factors: local HR status, geographic location, and clinical stage at presentation

Primary endpoint: pCR by local assessment (ypT0/is, ypNO)

Secondary endpoints: EFS, IDFS, S, safety, PRO

209ASCO

THE UNIVERSITY
of NORTH CAROLINA
at CHAPEL HILL

ol

Primary Results

* Neoadjuvant TCH+P resulted in a superior pCR rate compared
with T-DM1+P
—56% Vs 44%, P=0.0155"
— pCR rates were higher with TCH+P in tumors with IHC2+ HER2 staining (21% vs 7%),
or IHC3+ HER? staining (61% vs 50%)?

* During neoadjuvant treatment, T-DM1+P had a more favorable safety
profile than TCH+P!
— Lower incidence of grade >3 adverse events (13% vs 64%)
— Lower incidence of serious adverse events (5% vs 29%)
— Lower incidence of adverse events leading to treatment discontinuation (3% vs 8%)

209ASCO

THE UNIVERSITY
of NORTH CAROLINA
at CHAPEL HILL
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EFS Events

Death without prior EFS event 2

" T-DM1+P TCH+P

Total number of EFS events 31(13.9) 13 (5.9)
Locoregional progression before surgery
Invasive disease recurrence after surgery 11(4.9) 11(5.0)
Non-invasive recurrence (DCIS) after surgery 3(1.3) 0

(0.9) 2(0.9)

209ASCO

THE UNIVERSITY
of NORTH CAROLINA
at CHAPEL HILL

Event-Free Survival

Estimated time of surgery

80
£
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Dayl 6 12 18 24

Time (months)
No. of Patients at Risk

209ASCO

THE UNIVERSITY
of NORTH CAROLINA
at CHAPEL HILL

CH+P 221 214 21 209 197 190 140 10
TDM1+P 223 199 192 185 177 173 126 16

—— TCH + P (n=221)
TDM1 + P (n=223)
+  Censored

% % 42 48

Invasive Disease-Free Survival

aso-Free

Survival (%)

Invasive Di

—— TCH+ P (n=214)
TDM1 + P (n=204)

ol
Day1 6 12 ) 2
i Time (months)

No. of Patients at Risk
CH+P 214 212 200 188 191
TOM1+P 204 193 187 177 174

209ASCO

THE UNIVERSITY
of NORTH CAROLINA
at CHAPEL HILL
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Journal of

Clinical
Oncology

j T ine and
Pertuzumab in Human Epidermal Growth Factor
- Receptor 2-Positive Breast Cancer: Three-Year
Outcomes From the Phase Il KRISTINE Study

5 Greo S, WD, Wi o Lge Yo, IO Chpn . ME°,
e —

2 Implications of Neoadjuvant Therapy in Human
pidermal Growth Factor Receptor 2—Positive
~ Breast Cancer

209ASCO
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THE UNIVER:
of NORTH CA
at CHAPEL HILL

Take-Home Points

Higher risk of EFS event in T-DM1+P arm (HR 2.61, 95% Cl 1.36-4.98)

= Driven by presurgical locoregional progression which was associated with lower HER2
expression and greater HER2 heterogeneity

Similar risk of IDFS event between arms (HR 1.11, 95% Cl 0.52-2.40)
© Is systemic chemotherapy unnecessary for some patients?
= Area of needed investigation before can be implemented in practice

Patients attaining pCR had ~97% 3-year IDFS
AEs and PROs favor T-DM1

THE UNIVERSITY
of NORTH CAROLINA
at CHAPEL HILL

Clinical Application

Would not routinely use T-DM1+P in the neoadjuvant setting

Could consider using for patients unable to tolerate chemotherapy
or unwilling to take chemotherapy

Unclear if we can use chemotherapy-sparing neoadjuvant regimens
in some patients — further investigation required

THE UNIVERSITY
of NORTH CAROLINA
at CHAPEL HILL

For Educational Use Only
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Neoadjuvant and Adjuvant Therapies

HR+ breast cancer — Duration of Endocrine Tx

The Clinical Treatment Score at 5 years (CTS5) is a prognostic tool
using clinicopathological data to estimate distant recurrence (DR)
risk after 5 years of endocrine therapy for postmenopausal women
with estrogen receptor positive (ER+) breast cancer.

It was developed and validated in the ATAC and BIG 1-98 trials.

THE UNIVERSITY
of NORTH CAROLINA

1 Clin Oncol 37, 2019 (suppl; abstr 514)
4t CHAPEL HILL

HR+ breast rancer — Diiratinn of ET

ol |
Tumowr Grode

Patent age (years
Namberof nodes mvlved ||

hitpsi//www.ctsS-calculatorcom/

THE UNIVERSITY
of NORTH CAROLINA
o CHAPEL HILL

1 Clin Oncol 37, 2019 (supp; abstr 514)

HR+ breast cancer — Duration of ET

Methods: The validity of CTS5 was tested in a retrospective cohort of

diagnosed with early ER+ breast cancer at the

Royal Marsden Hospital from 2000-2007 who were alive and distant
recurrence-free at 5 years.

Primary endpoint: Time to late distance recurrence (5-10 years).

1 Clin Oncol 37, 2019 (supp; abstr 514)
4t CHAPEL HILL

For Educational Use Only 11
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r;z;';‘;;"’;;‘:';;) TS5 (continuous)
€TSS low

CTSS intermediate
CTS5 high

;;i';‘;:‘:‘;:;;: TS5 (continuous)
TS5 low

CTSS intermediate
CTS5 high

THE UNIVERSITY
of NORTH CAROLINA
at CHAPEL HILL

1.95 (1.59-2.39)

Reference
2.28(1.32:3.93)
381(2.27-6.41)

1.72 (1.23-2.40)

Reference
1.69 (0.84-3.51)
263(1.29-5.34

HR+ breast cancer — Duration of ET

<0.0001

0.003
<0.0001

0.001

0.16
0.008

1 Clin Oncol 37, 2019 (suppl; abstr 514)
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THE UNIVERSITY
of NORTH CAROLINA
o CHAPEL HILL

HR+ breast cancer — Duration of ET

Premenopausal

g ssmisee
£ sshsana
H Loxe0178)
H

H

e T Low, n=314 (41%)

—— Intermediate, n=261 (34.1%)
High, n=191 (26.9%)

78
Followrup time [years]

1 Clin Oncol 37, 2019 (supp; abstr 514)

00

1

%

Distant recurrence free (%)
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Follow-up time

THE UNIVERSITY
of NORTH CAROLINA
at CHAPEL HILL
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HR+ breast cancer — Duration of ET

10

Figure 2: Observed versus expected cvents for the postmenopausal cohort.

Observed: low
Prodicted: low
Observed: intermediate
Predicted: intermediate
Observed: high
Predicted: high

1 Clin Oncol 37, 2019 (supp; abstr 514)
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Take-Home Points

CTS5 is validated in an unselected, non-trial cohort, including pre-menopausal patients

Calibration was less accurate in pre-menopausal patients compared to post-menopausal

THE UNIVERSITY
NORTH CAROLINA
af CHAPEL HILL

Clinical Application

These findings highlight the prognostic value of the CTS5 calculator,
not the predictive value (i.e. ikelihood of benefit of further

endocrine therapy)

= Therefore, this tool should be used to identify patients whose risk of distant

recurrence after 5 years of ET is so low that extended ET could not possibly be
beneficial

THE UNIVERSITY
NORTH CAROLINA
CHAPEL HILL
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Proposed extended endocrine therapy algorithm, adapted from Richman and Dowsett, NCRO, 2018.

THE UNIVERSITY
NORTH CAROLINA 1 Clin Oncol 37, 2019 (supp; abstr 514)
CHAPEL HILL
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Outlime

Metastatic Breast Cancer Therapies
-HER2+ breast cancer (Abstracts 1000)

-HR+ breast cancer (Late-breaking abstract 1008)
-Triple negative breast cancer (Abstract 1003)

THE UNIVERSITY
of NORTH CAROLINA
at CHAPEL HILL

Metastatic Breast Cancer — HER2+

THE UNIVERSITY
of NORTH CAROLINA
o CHAPEL HILL

Persistent Unmet Need in HER2+ MBC After Anti-HER2 Therapy

« Current standard of care for HER2-positive MBC
~ First-line: trastuzumab and pertuzumab with chemotherapy'?
—Second-line: T-DM1%*

* After the above therapies, there is no recognized standard of care
—Subsequent therapies are poorly defined, including sequential
chemotherapy with trastuzumab and/or lapatinib®’
—Continued anti-HER2 therapy after progression is generally preferred,
in combination with chemotherapy®1!

300635526/ 2753-2743. 11 Camaron .t 8. Onclogit, 2AD1561924.95.

209ASCO

THE UNIVERSITY
of NORTH CAROLINA
at CHAPEL HILL
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SOPHIA Primary PFS Analysis:
A Phase 3 Study of Margetuximab + Chemotherapy
vs Trastuzumab + Chemotherapy
in Patients With HER2+ Metastatic Breast Cancer
After Prior Anti-HER2 Therapies

Hope. Rugo, MD, Seack-AhIm, M, PhD,’ Gail 5. Wright, MD, FACP, FCCP.
Ph; Javier Cortes, MD, P
Antonino Musalino, MO,

i, MD; wo,
¢ Shakeela W. Bahadur, MD, Barbara B. Haley, D! Raul H. Oyola, MD," David A. Riseberg, MD.
, MD, PhD, MSc. 1 Fatima Cardoso, MD,  Giuseppe Curigliano, MD, PhD,  Peter A. Kaufman,
Sutton Edich, *Shengyan Hong, Ph, * Edwin Rock,

 MD, % Mark D. Pegram, MD,"
1D, PhD,  William J. Gradishar, MD,” on behalfof the SOPHIA Study Group.

eacaonn s
oy Sarceons span;
k ey Dats T, U5k

209ASCO
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of NORTH CAROLINA
at CHAPEL HILL

Margetuximab: Fc i

ate Immune Responses

Margetuximab'?
Fab:

+Same specificity and affinity
+Similarly disrupts signaling

b:

+Binds HER2 with high specificity

*Disrupts signaling that drives
cell proliferation and survival

c:

*Wild-type immunoglobulin G1 (Ig61)
immune effector domains

+Binds and activates immune cells

Fc engineering:
« 1 Affinity for activating FyRIIIA (CD16A)
« Affinty for inhibitory FyRIIB (CD328)

Margetuximab Binding to FyR Variants:

Receptor weke  Afnity
po  Recoptor ing  FoldChangs
Lower 5t
oren Higher ant
Acthating Lower o1y
o324 Haher o
Inhibory __co3zs Equhalent 8axd

209ASCO

THE UNIVERSITY
of NORTH CAROLINA
at CHAPEL HILL

Study CP-MGAH22-04 (SOPHIA) Design'?

Arm1
[ —— [r—— Daresni bl

+ chemothera
22 prior anti-HER2 therapies, "

including pertuzumab
+13 prior treatment lines

cycles
in metastatic setting

chemotherapy

«
~Prior brain metastasis ok if
treated and stable

Trastuzumab
(8 mg/kg loading > 6 mg/kg Q3W)
+ chemotherapy

Sequential Primary « PFS (by CBA; n=257; Hi
dpoints +05 (n=385; HR=0.75;

67, a=0.05; power=00%) in 3-week cycles
0.05; power=80%)

« PES (Investigator assessed)

« Objective responserate (by CBA)

Secondary Endpoints

Stratification:
+ Chemotherapy choice
i «a o) «Prior therapies (<2 s >2)
Endpoints - Safety profie, antidrug antibody * Metastaticsites (<2 vs >2)
Effect of CD164, CD324, and CD32B on margetuximabefficacy
Hiehasardrat CoAscanrlbindad anay
209ASCO

THE UNIVERSITY
of NORTH CAROLINA
at CHAPEL HILL
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PFS Analysis in ITT Population

S - B —
ol R 2] a0l
§ @ ey Banssn | wirsss i ) lsorsen | (asesas)
IR I
f-—3 - - T I B p iU A S B

+ PFS analysis was triggered by last randomization on October 10, 2018, after 265 PFS events occurred

209ASCO

THE UNIVERSITY

of NORTH CAROLINA
at CHAPEL HILL

PFS Subgroup Analyses

Medion 15 955 1, onths by fr—
Margeimsb Tttt s e gk
i paent 536 SaEses s —— o eees oow
Copecaine, i =) Ssrrem ——— o e om
" cons-acs) aapaesss —— ok aies  oom
satear-iion s5as736) ——— oss s o
ssaeson s1pase) e o s os
S04 000 2 —— o6 losom  oon
s70a7,857) sswzs a5 —.— o s om
e ) e s —— o esose  oom
s7is5218) ss@2s 700 . om s oss
Esiass 830 et e —— os loseoso oo
HeR2 1 amplid, <245 sswon 60 ssosss —— 1 onae  osn
“Age 350 years o170 Eotssz 051 Seia e — o wos  omm
e —— 5624 697) ssosss) —— 0w ss11  osw
o (noladiwant T yes 103 6305555051 Sawoiss —— oe aos  ome
Prioeoladivant T o w23y 56371697 as407718) . o0 ossaa oss

Trastuzumab Better

209ASCO

THE UNIVERSITY
of NORTH CAROLINA
o CHAPEL HILL

Planned" Exploratory PFS Analyses by FcyR Genotypes (CBA)

Margetuximab benefit appears to be increased in low-affinity CD16A-158F allele carriers

Medion 8595 ) Morts v [—
LCrcmver_+ remaenin s
Ripriens Ssbaion  eolrss ~ onweew oo
[ R T T = e oo oo
sasiiosy  sslasvesy [ee 0 oas  oom
G303 43teois s on s oos
At sspesey  sspseiion  — i ewae o
STemos  ssereea — [T TOT
espsai  ssleee . on s o
sense  siprmssy) . o masim o
[reT—T Seese  sslirae) = [T
funcion_ cosa, ety ouen  ssemrin et o8 s oo

— 0
Virgetuximab Botter Trastuzumab Battor

cosaaT.

209ASCO
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of NORTH CAROLINA
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AEs Regardless of Causality

Margetuximab + Trastuzumab +
Chemotherapy (n=264) | Chemotherapy (n=265)
Most common AEs, n (%) AllGrade®  Grade23' | AllGrade’  Grade23'
Fatigue 103(390)  12(45) | 92(347) 7(26)
Nausea 81(307) 311 | 84(317) 1(04)
Neutropenia 73(27.7)  51(193) | 51(192)  30(113)
Diarrhea 59(223)  6(23) | 62(234) 5(19)
Anemia a8(182) 12045 | 55208  17(64)
Neutrophil count decreased 2(121) 2283 | I(132) 2504
Febrile neutropenia 8(3.0) 830) | 1203 12 (45)
‘AEs of special interest, n (%) AllGrade  Grade23 | AllGrade  Grade3
Infusion-related reaction (IRR)* 3(129)  4(15) | 10038 o
Left ventricular dysfunction 6(23) 3(11) 7(26) 1(04)
Discontinuation due to IRRS, n (%) 30 2(08) 0 0

209ASCO

THE UNIVERSITY
of NORTH CAROLINA
at CHAPEL HILL

Presented on July 24, 2019

Take-Home Points

In combination with chemotherapy in pretreated HER2+ MBC,
margetuximab improves PFS over trastuzumab with comparable
safety.

Overall survival data in the ITT population showed a non-significant
1.7-month difference favoring the margetuximab arm, which grew to
6.7 months in the CD16A FV/FF allele group (94% of patients)

A second interim analysis for overall survival is expected later this
year.

THE UNIVERSITY
of NORTH CAROLINA
o CHAPEL HILL

Clinical Application

Margetuximab with chemotherapy could be considered in the 3
line for patients with HER2+ MBC

© Clear PFS benefit

= 0S benefit yet to be established, stay tuned

> Need further investigation regarding patient selection according to genotype

THE UNIVERSITY

of NORTH CAROLINA
at CHAPEL HILL

For Educational Use Only
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Metastatic Breast Cancer — HR+

af CHAPEL HILL

MONALEESA-7 Study Design

First Phase Il trial with a CDK4/6 inhibitor
exclusively in premenopausal patients

Ribociclib

Primary endpoint
“PFS (ocal)

‘Select secondary endpoints
“HRQOL

Randomized 11

Placebo
3 wee week off

NSAUTAE + GOS?

Stratifcation Factors
+ Liver/lung metastasis (yes/no)
« prior chemotherapy (yes/no)
+ Combination partner (NSAV/TAM)

209ASCO

THE UNIVERSITY
of NORTH CAROLINA
at CHAPEL HILL

Unmet Needs in Premenopausal Patients With
Advanced Breast Cancer

* Young women with breast cancer tend to have poorer prognoses and more
aggressive cancer compared with older women, yet premenopausal patients
are underrepresented in clinical trials?

* Ribociclib, a CDK4/6 inhibitor, plus ET with ovarian suppression demonstrated
a significantly longer PFS vs ET alone as initial ET in premenopausal patients
with HR+/HER2— ABC in the MONALEESA-7 trial* (23.8 vs 13 mos, HR 0.55)

* To date, there have been no reports of a statistically significant
improvement in OS with the addition of a CDK4/6 inhibitor to ET

209ASCO

THE UNIVERSITY
of NORTH CAROLINA
at CHAPEL HILL

For Educational Use Only
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Overall Survival
* = 29% relative reduction in risk
- 2 of death
+ The P value of .00973 crossed
the prespecified boundary to

Placsbo +ET

1. claim superior efficacy
H 4
H Landmark Analysis
Eventa [ T0ar337 [y
iciio+ ET | Placebo+ ET
| Median0S,mo  Notreached w09 Estimate borE
36 months Tio% casm
42 months 02% 60%

209ASCO
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THE UNIVERSITY
LINA
af CHAPEL HILL

Overall Survival in the NSAI Subgroup

S SN
- * = 30% relative reduction in
. risk of death
. Landmark Analysis
s | Ribocicio+ 7 | Placebo+ET ] Keplan-tieier [
| Evensn 61248 60247 Estimate
Median 0S,mo  Notreached w07 36 months
HR (95% CI) 0699(0.501-0.976) 42 montns

209ASCO

THE UNIVERSITY
of NORTH CAROLINA
at CHAPEL HILL

Take-Home Points

Ribociclib plus ET has favorable PFS and OS compared to ET alone in
pre-menopausal patients with HR+ metastatic breast cancer

No other CDK 4/6 inhibitor has a proven OS benefit

THE UNIVERSITY
of NORTH CAROLINA
at CHAPEL HILL

For Educational Use Only
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Clinical Application

CDK 4/6 inhibitor plus ET is the clear choice for first-line treatment of
HR+, HER2-negative advanced breast cancer
Different agents have been used interchangeably with choice of agent often driven by affordability to patient, dosing,
side effect profile
Ribociclib may become the preferred agent as the only CDK 4/6 inhibitor with proven overall survival benefit

THE UNIVERSITY

of NORTH CAROLINA
at CHAPEL HILL

Metastatic Breast Cancer — TNBC

THE UNIVERSITY
of NORTH CAROLINA
o CHAPEL HILL

IMpassion130 Study Design

" " " Atezolizumab
Patients with metastatic or i

inoperable, locally advanced TNBC : .
without prior therapy for advanced iabpacitaxel v priicy

[per RECIST 1.1
Doute i o cossoerparmtes o
Stratification factors: Placebo intolerable
« Pror (curatve seting) taxane use (yes vs o) I toxicity
+ Liver meastases (yes vs no
+ PDL1C status postve [2 19] vs negative [< 1%])

g
H
2
3
2
)

« Co-primary endpoints in ITT and PD-L1 IC+: PFS and OS¢
+ Pre-specified hierarchical testing of O in ITT and, if significant, in PD-L1 IC+ patients
* In both treatment arms, 41% of patients were PD-L1 IC+
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OS in PD-L1+ Population

100 Stratified HR, 0712 24-Month OS Rate (95% CI)
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Patents a sk Time (months)
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Take-Home Points

IMpassion130 is the first and only phase 3 study to show the
clinically meaningful benefit of immunotherapy in metastatic TNBC

PD-L1 status predicts clinical benefit of atezolizumab plus nab-
paclitaxel

No new safety signals in updated analysis

THE UNIVERSITY
of NORTH CAROLINA
o CHAPEL HILL

Clinical Application

Atezolizumab + nab-paclitaxel is FDA approved and recommended
for the treatment of patients with
PD-L1+ metastatic TNBC
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O u WH‘-ﬂi@lant and Adjuvant Therapies

-HER2+ breast cancer (Abstract 500)
-HR+ breast cancer (Abstract 514)

Metastatic Breast Cancer Therapies

-HER2+ breast cancer (Abstracts 1000)

-HR+ breast cancer (Late-breaking abstract 1008)
-Triple negative breast cancer (Abstract 1003)

Supportive Therapies (Abstract 6527)

THE UNIVERSITY

of NORTH CAROLINA
at CHAPEL HILL

Dose-dense paclitaxel

« Less neuropathy than weekly paclitaxel crun s cestwngisses. 2016 re 2507061 38.48)
« Shorter duration of treatment than weekly paclitaxel

8 weeks vs 12 weeks
« Per NCCN guidelines, requires growth factor support with each cycle

THE UNIVERSITY
of NORTH CAROLINA 1 Clin Oncol 37, 2019 (suppl; abstr 6527)

af CHAPEL HILL

c Complications in Bre:
ar Experi

Hypothesis: Growth factor support is not necessary with dd-paclitaxel

Methods: Retrospective chart review of 265 patients receiving dd-paclitaxel for breast
cancer (1010 cycles of chemotherapy, 783 without GCSF, 227 cycles with GCSF, dependent
on provider standard practice)

af CHAPEL HILL

THE UNIVERSITY
of NORTH CAROLINA JClin Oncol 37, 2019 (suppl; abstr 6527)
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Results:

No episodes of neutropenic fever in all 1010 cycles of dd-paclitaxel
Similar rates of grade 3/4 neutropenia in both groups (10% without GCSF vs 9% with
GCSF)

Estimated number needed to treat to prevent 1 episode of grade 3/4 neutropenia: 167

THE UNIVERSITY

of NORTH CAROLINA JClin Oncol 37, 2019 (suppl; abstr 6527)
4t CHAPEL HILL
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Take-Home Points

Dose-dense paclitaxel confers about a 10% risk of grade 3/4
neutropenia but very low risk of febrile neutropenia

THE UNIVERSITY
of NORTH CAROLINA
f CHAPEL HILL

Clinical Application

Omission of GCSF following dose-dense paclitaxel seems reasonable
in patients who otherwise do not have patient-specific risk factors
for myelosuppression

Age > 65

Persistent neutropenia

Bone marrow involvement by tumor

Recent surgery / open wounds

Liver dysfunction (Bilirubin > 2)
Renal dysfunction (Cr clearance < 50)
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