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Neo-adjuvant immunotherapy in TNBC
Overview and Key Take Aways

» Addition of immune check point inhibitor (Pembrolizumab) to anthracycline-taxane-
platinum based NACT improves EFS/OS

» Modest improvement in pCR leading to larger EFS/OS improvements

»Encouraging efficacy data with shorter duration taxane-platinum based
chemoimmunotherapy (or ADC+10)

» In immune-enriched tumors these regimens leads to high (> 70%) pCR rates

» No clinically available individual patient selection biomarkers
» Area of active translational research
> irAEs

» Incidence in real world higher than noted in pivotal trial

» Toxicity predictors not well understood

» Treatment optimization: Ongoing trials



KEYNOTE-522 Study Design (NCT03036488)

< Neoadjuvant Phase P ¢ Adjuvant PhaSe =—p
Neoadjuvant Treatment 1 Neoadjuvant Treatment 2 Adjuvant Treatment
(cycles 1-4; 12 weeks) (cycles 5-8; 12 weeks) (cycles 1-9; 27 weeks)

Key Eligibility Criteria
Age 218 years Pembrolizumab 200 mg Q3W

Newly diagnosed TNBC of Pembrolizumab 200 mg Q3W
either T1c N1-2 or T2-4 NO-2

ECOG PS 0-1

Tissue sample for PD-L1
assessment?

<ATMmMGO®ITCW;

Placebo

Stratification Factors:

* Nodal status (+ vs -)

» Tumor size (T1/T2 vs T3/T4)

» Carboplatin schedule (Q1W vs Q3W)

100 1 A 13.6 (5.4-21.8)2
00 | P=0.00055
Primary endpoints: pCR (ypTO/Tis ypNO) by local review, EFS by local review o | |
64.8%
Secondary endpoints: pCR (ypTO ypNO and ypTO/Tis), OS, EFS, AE . 51.29% Fg:—zgosﬂ
=50 1 p .
Exploratory endpoints: RCB, pCR by subgroups, EFS by pCR S5 |
:l:g"_w .
30
aMust consist of at least 2 separate tumor cores from the primary dDoxorubicin dose was 60 mg/m2 Q3W. 20 4
tumor. eEpirubicin dose was 90 mg/m2 Q3W.
bCarboplatin dose was AUC 5 Q3W or AUC 1.5 Q1W. fCyclophosphamide dose was 600 mg/m2 Q3W. 10 4
cPaclitaxel dose was 80 mg/m2 Q1W.

ypTO/Tis ypNO



EFS
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Events
Pembro + Chemo/Pembro 18.5%
Placebo + Chemo/Placebo 27.7%

Median follow-up®: 63.1 mo
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Schmid P etal. N Engl J Med. 2020;382(9):810-821. Schmid P et al
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KEYNOTE-522

EFS OS

No. Events/No. Patients (%)

Pembro + Placebo + Hazard Ratio
Pembrolizumab-  Placebo- Subgroup Chemo/Pembro ChemolPlaceho (95% Cl)
Subgroup Chemotherapy ~ Chemotherapy Hazard Ratio for Event or Death (95% Cl) Overall - 115784 (14.7) 85/390 (21.8) 0.6 (0.50 to 0.87)
no. of patients with event ftotal no. (%) : : : : :

Overall 123/784 (157)  93/390 (23.8) —— 0.63 (0.48-082) Nodal status
Nodal status : Positive — 78/408 (19.1) 56/196 (28.6) 0.65(0.46t00.91)

Positive 80/408 (19.6) 57/196 (29.1) —_— 0.65 (0.46-0.91) Negative —f— 371376 (9.8) 29/194 (14.9) 0.65(0.40t0 1.05)

Negative 43376 (114)  36/194 (13.6) —— 0.58 (0.37-0.91) Tumor size
L ; TIM2 — 54/580 (9.3) 51/290 (17.6) 0.51(0.35t0 0.75)

TltoT2 64/581 (1L0)  59/290 (20.3) —— 051 (0.36-0.73)

ThoTd SO/03(90) 347100 (34.0) - 034 (055-128) T34 —i— 61/204 (29.9) 34/100 (34.0) 0.88 (0.58t0 1.34)
Carboplatin schedule 5 Carboplatin schedule

Weekly T1/444(160)  56/220 (25.5) — 0.60 (0.42-0.8) Every 3 weeks —i— 46334 (13.8) 36/167 (21.6) 0.63(0.41t00.97)

-L1 status '

Positive 98/656 (14.9)  68/317 (2L3) — 0.67 (049-0.92) PD-L1 status

Negative 25128 (195)  25/69 (36) —— 0.48 (0.28-085) CPS 21 - 92/656 (14.0) 62/317 (19.6) 0.70 (0.51 0 0.97)

e ; CPS <1 —i— 23/128 (18.0) 23/69 (33.3) 0.51(0.28t00.91)

<65yt 103/700 (14.7) 79/342 (23.]) —— 0.61 (0.45-0.82) Age category

=65 20/84 (24 14/48 (29 _— 0.79 (0.40-1.56
I B | — <5 years - 93700 (13.3) 72342 (21.1) 062(045100.84)

0 101/678 (149)  80/341 235) — 0.60 (0.45-0.80) >65 years® _1_ 22/84 (26.2) 13/48 (27.1) 0.96 (04810 1.91)

1 22/106 (20.8) 13/49 (27) _— 0.81 (0.41-162) : | |

025 050 100 200 400 0.1 1 10
Pembrolizumab- Placebo- N >
Chemotherapy Chemotherapy PE;IV; r';)s_'_ PIFa i\;%r: .
Better Better
Chemo/Pembro ~ Chemol/Placebo

Higher event rate in PD-L1 negative, benefit of pembrolizumab noted regardless of PD-L1
status (83% PD-L1+)

Schmid P et al. N Engl J Med. 2020;382(9):810-821. Schmid P et al. N Engl J Med. 2022;386(6):556-567.
This presentation is the intellectual property of the author/presenter. Contact them at psharma2@kumc.edu to reprint and/or distribute.



GeparDouze/NSABP B-59

Primary end point: EFS
Secondary end points: pCR, OS

N =1550

Invasive Breast Cancer Diagnosed
by Core Needle Biopsy

Negative for ER, PgR, HER2 on
Central Testing by ASCO/CAP

Clinical Stage Tlc if node-positive
(cN1,cN2or cN3), T2or T3
irrespective of nodal status

STRATIFICATION FACTORS

Group (NSABP; GBG)
Clinical Size of Primary Tumor (1.1-3.0 cm; >3.0 cm)

Clinical Nodal Status Documented by Imaging, FNA or
Core Biopsy (negative; positive)

PD-L1 status by VENTANA SP142 assay (positive 21% IC
[proportion of tumor area occupied by PDL-1+ immune

cells]; negative; indeterminate; not available®)

AC/EC Schedule (g2wk; g3wk)

**
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Placebo*

+
wP + Carboplatin
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Atezolizumab*

+
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Atezolizumab ***
To complete 1 year >
of therapy
rior to amendments in July 2019.

Atezolizumab (atezo) 1200 mg or placebo IV Day 1 every 3 wks for 4 doses.

Paclitaxel 80 mg/m2 IV weekly x 12 doses (WP) + Carboplatin AUC of 5 IV Day 1 every 3 wks for 4 cycles.
Atezo 1200 mg or placebo IV Day 1 every 3 wks for 3 to 4 doses depending on AC/EC schedule used.
Doxorubicin (A) 60 mg/m2 IV + cyclophosphamide (C) 600 mg/m2 IV Day 1 every 2 or 3 wks for 4 cycles.
OR Epirubicin (E) 90 mg/m2 IV + cyclophosphamide (C) 600 mg/m2 1V Day 1 every 2 or 3wks for 4 cycles.
Atezo 1200 mg or placebo IV Day 1 every 3 Wks after surgery until 1 yr after the first dose. Ad.J_usLan_t

Geyer C et aI SABCS 2024



Patient Characteristics by Stratification Factors

p ter Chemo/Placebo Chemo/Atezolizumab Total
Srainete n =777 n =773 N = 1550

Group
GBG 490 (63.1%) 488 (63.1%) 978 (63.1%)
NSABP 287 (36.9%) 285 (36.9%) 572 (36.9%)

Nodal Status

Positive 639 (41.2%)

Clinical Size of the Primary Tumor

1.1-3.0cm 457 (58.8%) 453 (58.6%) 910 (58.7%)
>3 cm 320 (41.2%) 320 (41.4%) 640 (41.3%)

PDL1 Status

Positive . . 561 (36.2%
AC/EC Schedule

Every 2 weeks (q2w) 495 (63.7%) 489 (63.3%) 984 (63.5%)
Every 3 weeks (q3w) 282 (36.3%) 284 (36.7%) 566 (36.5%)

295 (38 0%) 288 (37 3%) 583 (37.6%)
Geyer Cet al, SABCS 2024




Event-free Survival

1.00-

0.75

0.50-

0.25-

0.00-

GeparDouze: Event-free Survival

4-year EFS
85.2%

4-year EFS ;

81.9%

* Chemo/Placebo
mshm Chemo/Atezolizumab

Median follow-up 46.9 months

Chemo/Placebo Chemo/Atezolizumab
n =777 n =773

# of events 133 110
3-year EFS 83.8% 87.7%
(95% ClI) (81.0%; 86.3%) (85.1%; 89.9%)
4-year EFS 81.9% 85.2%
(95% ClI) (78.9%, 84.6%) (82.4%, 87.7%)

HR =0.8 (95% C1=0.62,1.03)
Log rank p =0.08

No. at Risk

6 12 18 24 30 36 42
Time in Months

675
689

743
749

707
719

645
666

624
645

571
610

425
450

48

281
299

54 60 66 72

Numeric 3.3% difference

173 90 30 g in 4-year EFS

196 94 35 15
Geyer C et al, SABCS 2024



EFS Subgroup Analysis

Subgroup N events/patients HR (95% CI) P P for interaction
Group 0.457
GBG 146/978 0.868 (0.627, 1.202) 0.395 —l—i—
NSABP 971572 0.714 (0.478, 1.067) 0.100 —-—i—
Clinical Nodal Status 0.039 |
Negative 109/901 1.066 (0.732, 1.552) 0.739 — -
Positive 134/649 0.623 (0.441, 0.879) 0.007 e E
ACIEC Schedule 0.401 i
Every 2 weeks 159/996 0.872(0.638, 1.191) 0.389 —a
Every 3 weeks 84/554 0.694 (0.450, 1.069) 0.097 —-—i—
Clinical Size of Primary Tumor 0.098
>3.0cm 128/647 0.653 (0.459, 0.929) 0.018 —_——
1.1-3.0 cm 115/903 1.003 (0.696, 1.446) 0.986 -
PD-L1 status 0.712 i
Negative/indeterminate/not available 160/853 0.831 (0.609, 1.135) 0.244 _._._
Positive 83/697 0.752 (0.487, 1.160) 0.198 —l—;—
TIL Category 0.086 '
<30% 180/960 0.925 (0.690, 1.239) 0.560 —IT:—
>=30% 63/583 0.551 (0.330, 0.920) 0.023 - I
Overall 243/1550 0.805 (0.626, 1.037) 0.093 —.—E-
S T T

A(tezolizumab Better Placebo Better ’
Geyer C et al, SABCS 2024



3-year Event-free Survival

Event free Survival

NSABP B-59/GBG-96-GeparDouze KEYNOTE-522
1.001 — 1
87.7% 3 -y EFS: +3.9% 100 A 3-y EFS: + 7.7%
0.75- o 807
8 70-
: ©
| o 60 !
e HR = 0.8 (95% Cl = 0.62, 1.03) g,, 50— -
Log rank p = 0.08 S 40+ e Events  (95%Cl)  P-value
0.25-1 § 30— Pembro + Chemo/Pembro 15.7% 0.63¢ 0.000314
. [«}] -
e : & 50— Placebo + Chemo/Placebo zpw | 04082
=k Chemo/Atezolizumab I 1
10— !
000 Median follow-up 46.9 months o Median follow-upe: 39.1 mo !
J . . y Y ' : 1 1 | 1 1 1 1 1 1 1 1 1 1 1 1 1 1
i F B ¥ A B 3R E AW W 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5
| Time, th
Number at risk No. at risk ime, months
w777 743 707 675 645 624 571 425 281 173 90 30 8 784 781 769 751 728 718 702 692 681 671 652 551 433303 165 28 0 O
m— 773 749 719 689 666 645 610 450 299 196 94 35 15 390 386 382 368 358 342 328 319 310 304 297 250195140 83 17 0 O

Geyer SABCS 2024; Schmid et al. NEJM 2020 Slide courtesy of Giampaolo Bianchini



Event-free Survival

GeparDouze pCR by Arm and
EFS by pCR Status

GeparDouze/B-59 vs KN522
results

* GeparDouze/B-59 enrolled
somewhat lower risk population
compared to KN522

* Suggestion of benefit in N+
subgroup in B-59
e Adjuvant capecitabine use
* 50% of RD patients in B-59, not
allowed in KN-522
* Chance
e PD-1 vs PDL-1 antibody

 Similar to findings in mTNBC

e KN-355 vs IMpassion 130/131
(Atezolizumab plus taxane not

statistically superior to taxane in
PD-L1+ mTNBC)

1.00. 4-year EFS
w';*#‘ 93%

*dl- .
vy, - 4-yearEFS;
*.‘ 910/0

0.75. T o g . 4-year EFS

. 70%
4-year EFS ! il ik
Chemo/Placebo, pCR —_— 69%

0.50] Chemo/Atezo, pCR e 3-year EFS for
Chemo/Placebo, Non-pCR — ey — - : RDin KN 522:
Chemo/Atezo, Non-pCR - - i 56.8%

0257 91%

PCR (87.8%, 93.4%) (90.3%, 95%)
68.9%
- *
Non-pCR (63.2%, 74%) (64.3%, 75.9%)
0.00 _ :
] T T I ] ]

Time in Months

Geyer Cet al, SABCS 2024

T T I I
0 6 12 18 24 30 36 42 48 54 60



GeparNuevo: Addition of Durvalumab to D
Taxane/AnthracycIme containing Chemotherapy

Window of opportunity until amendment ‘

p— — —
R 0 1
— a Nab-Pac = ECx4
N=174 Durvakumab MR +Durvalumab IR +Dunvalumab P
0 2 H
TNBC g P @n
0 1]
Stratum: 9| MNabPac D Q
TiLs < | | +Placebo 2 | +Placebo
(lowimedihigh) - °
8 ) 4 T f f
samples samples Samples

No adjuvant ICB

les

PCR: Primary endpoint

Loibl S et al. Ann Oncol. 2019 30 8):1279-1288. Loibl S et al. Ann Oncol. 2022;33(11):1149-1158.
Is presentation is the intellectual property of the author/presenter. Contact them at psharma2@kumc.edu to reprint and/or distribute.

80%
70%
60%
50%
40% 1
30%
20%
10%
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Durvalumab

P=0.287
53.4%

44.2%

Placebo

100% 4
90% 1
80% 1
70% 4
60% 4
50% 4
40% -
30%4
20%4
10%4

0%

Invasive Disease-Free Survival Rate (°/o

+ Censored
Placebo 22/86 events
Durvalumab 12/88 events

Stratified Logrank p=0.0356
Stratified HR* Durvalumab to Placebo = 0.48 (95%Cl 0.24, 0.97), p=0.0398

3yr 85.6%

3yr77.2%

Patients at risk:
— Placebo 86

- Durvalumab 88

12 24 36
Time (months)

78 65 58

80 73 66

T
48

16
18

1
60

0
0

SAN ANTONIO
BREAST CANCER
SYMPOSIUM'

v UT Health

for Carer

ccccccccc

A Subgroup N N Hazard ratio Palue Test for
patients  events \ (95% Cl) interaction
Overall "o + 047702350966 0.040
§TiLs ! 0.705
Low (0%-10%) g 17 —— 0423 (0.156-1.15) 0,000
Intermediatehigh (1194-100%) 108 17 ——— 0,553 (0.205-1.50) 0244
[ i
Window o2 —.—— 0524 (0.2201.25) 0145
No window T — 0465 0.140-1.55) 0211
Breast cancer stage ! 0.940
Stage Oor | 65 ] 0553 (0.092-3.31) 0517
Stage I and igher " —a— 0500240112 00%
Age 1 0552
<4 a0 - 0,34 (0.083-1.33) 0122
240 m ou —gl—— 0573(0.251-1.31) 0.067
o ! 0475
(T2 B2 + 0408(0187-08%0) 0024
€134 04 ; 117 (0.120-14) 084
N ! 0,090
oD w1 ——W—  oemntag wm
el 5 0294 (01140754 0011
PO-L1 : 0463
Negalive w5 i 0,795 (0.1334.76) 0801
Positie W% —— A
ﬂ. U.£ZZ
No wou —+— 0674(0.2951.54) 0350
Yes B9 i : 0220 0.046-1.06) 0.059
T T t T
0 02 05 1 DT
HR

IDFS (secondary endpoint)

Longer iDFS with durvalumab  Longer iDFS with placebo

» More IDFS events in low-sTILs and PD-L1-negative groups
» Benefit of durva regardless of sTILs density and PD-L1 status



A-BRAVE Trial: Avelumab in Early-Stage TNBC With Residual
Disease After NACT or High-Risk After Primary Surgery and
Adjuvant Chemotherapy

High Risk TNBC patients who completed locoregional
and systemic treatment with curative intent

Key eligivilty criteria:

+Age 218 years

+ECOGPS (-1

+TNBC (ER & PgR <10%, HER2 0-1+ or 2+ FISH-J*

+ Anthracycling and taxane (neo)-adjuvant ChemoRx
+Tissue samples for central PD-L1 assessment

+ Randomization <10 weeks from last chemo or surgery

+ Stratum A (Adjuvant): pT2N1, pT3-4N0-3, pN2-3 any T#
+ Stratum B (Post-neoadjuvant): residual invasive carcinomain the
breast andlor axillary lymph nodes*

Avelumab
10mglkg, iv, g 2 weeks for 52 weeks

In case of ER 1-9%, adjuvant HT allowed at discrefion of treating physicians.
Whenever indicated, radiotherapy allowed concomitantly with avelumab.

N=477

Co-Primary end points
DFS in ITT and

DFS in stratum B(post
neoadjuvant)

51418

Results awaited

Conte PF et al. 2024 ASCO Annual Meeting. Abstract LBA500.

Adjuvant pembrolizumab vs
observation in patients with RD

1.001
> 0.751
3
@©
o
© 0.50
o
w Avelumab Control A HR P value
L (95% CI)
(] 0.254 # Events 81 91
25 3-year DFS% 68.3 63.2 5.1% 0.81 0.172
-+ Avelumab (95% CI) (61.9-73.8) (56.5-69.0) (0.61-1.09)
=~ Control
0.00
0 1 2 3 4 [5) 6 i
Number at risk Tlme (years)
235 190 168 157 103 43 19 5
231 171 150 141 95 38 10 1
1.00
DFS-Post NA
1 (0)
Numeric 6.2%
. 0.75 i
= improvement
0
©
o)
S 0.50
o
w
L
o 0.251 Avelumab Control A HR (95% CI) P value
# Events 70 79
-+ Avelumab 3-year DFS% 66.9 60.7 6.2% 0.80 0.170
(95% CI) (59.8-73.1) (53.3-67.3) (0.58-1.10)
== Control
0.00
(0) 1 2 3 4 5 6 7
Number at risk Time (years)
195 154 134 127 80 32 16 3
188 136 118 111 74 30 9 1



ALEXANDRA/IMpassion030 Phase 3 trial

S

UN Early TNBC

R o Stage [l

G B » Atleast 50%
3 node-positive
RN N=2300

Y

Axillary nodal status

(0 vs. 1-3 vs. 2 4 positive lymph nodes)
Surgery

(breast conserving vs. mastectomy)
Tumor PD-L1 status

(ICO vs. 1C1/2/3)

Arm A: Atezolizumab + Chemotherapy experimental arm

Wesk135 9 13 1921 4 2 3 42

x

Follow up »
51

Induction Treatment Maintenance Treatment

Arm B: Chemotherapy only control arm

(T ) S

Paclitaxel qw for 12 weeks
ddAC/EC 2w for 4 doses supported with G-CSF/GM-CSF
Atezolizumab

o Induction: 840 mg q2w for up to 10 doses
+ Maintenance: 1200 mg q3w to complete 1 year
¢ Monitoring visit Arm B

Y End of 30-day
safety reporting
period after last
study treatment

IDFS: Primary End Point

100
90
80
T o
5 . Futility declared because the observed
]
¢ b bindi
g Aezo+ chemo  Chemo alone HR of 1.120 crossed the non-binding
§ (n=1101) (n=1098) futiity boundary of HR >1 at this interim
o Y7 DFSewnisn(h)  127(115) 112(10.2) analysis
8 : .
z % DFSHR 1.42°(0.87-145) Median follow-up: ~25 months
2 p=0.37 (Range 0 - 53 months)
10
0
0 3 § g 12 15 18 2 H n il k] K] k] LY 45 48 51 5
Time (months)
Chemo alone s e W el e 812 ™ el %5 am n 28 i) 18 I 7 5 1 0

Atezo + chemo "tz s 32 g 78 88 E I Kl 28 an 12 & 2 5 H 0

#Defined as the interval from randomization unfil date of first ocourrence of an iDFS event, bsiratified by PD-L1 status, Surgery, and Axillary Nodal Status

Timing of 10 matters: Neoadjuvant |10 more effective than adjuvant IO, ? Role in residual disease post NACT

Ignatiadis M et al. 2023 SABCS. Abstract GS01-03.



If using Immunotherapy, can we
de-escalate chemotherapy backbone?

Doxorubicin and Cisplatin induction sensitize to subsequent
PD-1 Blockade: TONIC Trial

MTNBC anti-PD1

Radiotherapy .
3x 8 Gy anti-PD1 sson
(o]

Response rate

Cyclophosphamide

2 weeks 50 mg daily anti-PD1

Randomization

Cisplatin
2x 40 mg/kg IV

anti-PD1

Doxorubicin
2x 15 mglv

anti-PD1

No induction Radio- Cyclo- Cis- Doxo-
biopsy + blood biopsy + blood biopsy + blood (n=12) therapy phosphamide platin* rubicin
(n=12) (n=12) (n=13) (n=17)

Short term doxorubicin and cisplatin induction led to a more favorable tumor microenvironment (upregulation of
immune-related genes involved in PD-1-PD-L1 and T cell cytotoxicity pathways) and increase the likelihood of

response to PD-1 blockade

Voorwerk et al, Nature Medicine 2019



NeoPACT: Carboplatin + Docetaxel + Pembrolizumab

Pre-Surgery — Treatment (18 weeks) Surgery Follow-up 3-year EFS
Stage |-l TNBC ; Pri dpoint: Adjuvant 'ag0
Taff cm or N+ ev(e:art;c:p;:h: )((A: f,.: ?:zes P;;T‘:‘r’}!;i:; '”"::FI’:“"e thjelll';;; 100 I : 'tu 1 m;n?-?-rﬁﬂqﬂm— CR
ER/PR £10% Y i G at provider P
N =120 Secondary endpoints: discretion
> Blood , :gg 0s, Safet < 97
e S— © Comelatvestudies  02duent 2 ALL
Pembrolizumab 200 mg 5 Blood ﬁer protocol Tg
every 21 days X 6 cycles > Tumr dese” S 80 :
IE 1
) I
£ - I
100% 100% ;,-';: " Residual disease
]
k& i 60 !
PCR vs residual disease: !
80% 80% HR 0.057 (95% Cl 0.01-0.45), :
50 - log-rank p<0.001 .
A
60% 60% Months since diagnosis
40% 40% -Immune enrichment assessed by sTILs, PD-L1
or DetermalO™ signature was noted in
20% 20% almost 50% of patients and was associated
with high pCR rates exceeding 70%.
0% 0% E -pCR delta: 30-35% in immune high vs
N=111 > .
¥ o® immune low
sTiLs PD-L1 DDIR Determal0™

Sharma P et al. JAMA Oncol. 2024;10(2):227-235.



BCT1902/IBCSG 61-20 Neo-N: Randomized Phase Il Study of Neoadjuvant
Nivolumab (N) 2-Week Lead-in Followed by 12 Weeks of Concurrent
N+carboplatin plus Paclitaxel (CbP) vs Concurrent N+CbP in TNBC

Stratification according to

Carboplatin AUCS D1 Q3W x4 cycles
Paclitaxel 80 mgjfm2 x 01,8, 15 Q3W x 4 cycles

—|

6 monthly follow-
up to 3years post-

randomisation

* 14-28 days after last

PATIENT POPULATION ARM A

R Cycles 1-4 * 14-28 days after last

A Nivolumab 240 mg|Nivelumab 360 mg D1Q3W x 4 cycles doseo_md’my

: N ' ‘ L
Primary Triple Negative D 2weeks Lead-in|Carboplatin AUCS D1 Q3W x4 cycles 5 End of Treatment
Breast Cancer 0 Paclitaxel 80 mg/m”x D1, 8, 15 Q3W x 4 cycles v visit 30 days after
TIL% M 2 surgery.

I —
Stagel cTlccNO s ARM B e Safety follow-up

R 100 days after last
Stage lIAcT1cNI; cT2 ¢NO A
g : Cycles 1-4 y dose of study

StagellB cT2 cNL;cT3cNO | Nivolumab 360 mg D1 Q3W x 4 cycles * treatment

0 Nivolumab 240 mg— ||

N

age: < 40years, 2 40 years

N=108, Stage I-ll enrolled at 14 centers

35% stage |, 43-51% PDL1+ (= 1% SP-142)

= QOverall pCR rate: 53% (90%Cl 44-61%)

* No evidence of pCR advantage with Lead-in nivo

* Lead-in: 51% (90%Cl 39-63%), Concurrent: 55% (90%Cl 43-66%)

= Patients with immune enriched tumors, identified by high sTILs or PD-L1
positivity, had high pCR rates with 12 weeks of treatment;

dose of Nivolumab N O a d j IO

* pCRrate 71% in PD-L1 positive vs 33% in PD-L1 negative

* pCRrate 67% in highs TILs group vs 47% low TIL group

= EFS pending

Loi S etal. 2023 SABCS. Abstract LBAO1-03.
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Chemotherapy De-escalation in Early-Stage TNBC

$2212: Shorter Anthracycline-free Chemoimmunotherapy Adapted to pathological Response in Early

TNBC (SCARLET)

Randomized non-inferiority trial

Hypothesis: In patients with early stage TNBC, carboplatin-taxane chemoimmunotherapy is non-inferior to taxane-
platinum-anthracycline-based chemoimmunotherapy

Eligibility: TNBC
T2-4/NO, T1-T3/N1-2*

Stratification factors:
-Nodal status

| Neoadjuvant therapy | [ Adjuvant therapy |
. pembrolzumab 2| s Primary Endpolnts
Carboplatin® plus Doxorubicin plus r » BC-EFS*
paclitaxel® X 4 cyclophosphamide g
/ cycles (AC) X 4 cycles e Pembrolizumab » Secondary Endpoint
r RD! Capecitabine per > BC-EFS by TIL
y MD diseretion enrichment
» PCR and RCB 0/1 rate
u PCRE Pembrolizumab > RFS in pCR and RD
b o ataxelt r groups
Arm B Cal‘bugldlln l\..[.flu:, D_.O(..:-_'I:E)(el g > PROs, QOL
r RD Adjuvant AC per | Capecitabine per central vs automated TILs
Y

= Central TiLs

+ Radiographic assessment:

= Blood , wmor lissue,

- Radiographic assessment:
= Blood , tumaor tissue

"T4/N+ , any N3 and inflammatory breast cancer excluded

*Carboplatin QW or Q3W, " Paclitaxel QW.
¢ Carboplatin Q3W, Docetaxel Q3W
4 AC every 2 or 3 weeks

® Total duration of neo plus adjuvant pembrolizumab = 51 weeks
I Adjuvant Olaparib per MD discretion in gBRCA+ allowed

f No Further Adjuvant chemotherapy.

N=2400

MD discretion

Pl: Priyanka Sharma and Zahi Mitri
NCT05929768

MD discretion

#Time from randomization to progression prior to
surgery, invasive recurrence after surgery, new
contralateral BC, or death due to any cause
(adjusted for nodal status and TIL enrichment)

CANCER
RESEARCH
NETWORK

X SWOG

sTILs are integral marker for primary and secondary end point analysis

Neoadjuvant TIL- and
Response-Adapted
Chemoimmunotherapy
for TNBC (NeoTRACT)
NCT05645380
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N=140 -Bragst imaging
“Baod & mor
subimesson

Primary Objactive
pCR rate in high, intermediate and
low sTILS categories

Secondary Objectives

-RCB

-Radiographic respanse by TIL categones
-Iminiine blomarkers, elDNA, clrculating
bismarkers

Carbapkeén® Docefwsl + Pembrolzumab
Dawonaicm + Gychaphosphamide + Pambroizumah

FI: Shan Stackien and Privanka Sharma
Key Pathalogist: Rrderta Salpada
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SAN ANTONIO

Neoadjuvant Immunotherapy Response /%

ayT Halh  AACR

........................

Biomarkers in TNBC -

»PD-L1, TILs, immune signatures Prognostic but not predictive

» Predict high response to neoadjuvant chemo or chemo-immunotherapy but NOT preferential response to addition of 10
» |dentify subgroups with excellent prognosis where de-escalation may be appropriate

»>»DETERMA IO score

» Measures both tumor gene expression and the tumor immune microenvironment
» Preferential benefit from chemo+atezo vs chemo in NeoTRIP and high pCR in NeoPACT
» Planned analysis in S1418

»MHC-II expression on tumor cells

» Predictive of pCR with durvalumab + NAC and pembrolizumab + NAC in cross-trial comparisons
» Planned analysis in S1418

»CD8+TCF1+Ki67+

» High CD8+TCF1+Ki67+ density linked to increased pCR and EFS with the addition of atezolizumab to chemotherapy in
NeoTRIP

»ImSig Proliferation in immune-low tumors
» NeoPACT-NeoSTOP, Validation in GeparNuevo and FLEX registry ongoing

»TNBC-DX

Sinn BV et al. Clin Cancer Res. 2021;27(9):2584-2591. Gonzalez-Ericsson PI, et al. Clin Cancer Res. 2021;27(19):5299-5306. Bianchini G et al. 2021 ESMO Annual Congress. Abstract LBA12.
Sharma P et al. JAMA Oncol. 2024;10(2):227-235. Stecklein SR et al. 2023 ASCO Annual Meeting. Abstract 507. Gianni L et al. 2023 ESMO Annual Congress. Abstract LBA19.

This presentation is the intellectual property of the author/presenter. Contact them at psharma2@kumc.edu to reprint and/or distribute.



ITAE: Post KN-522 data

Real World data
N=577 (17 sites), 18.2% Blacks

Adverse drug events(ADE) 37.6%
causing dose reduction

ADE leading to early 39.5%
discontinuation

irAE, all grades 71%
irAE > 3 higher 33.5%

>3 higher irAE 20.9% 33.8% 0.011

Hospitalization  39% 36% 0.5
rate

pCR 52.3% 55.9% 0.6

Hofherr et al SABCS 2023



Knowledge Gaps

» Do all patients need 4-drug poly-chemotherapy when immunotherapy is part of NAST?
»Can we de-escalate chemotherapy? S2212, NeoTRACT
»1-SPY 2.2: novel agents/combinations to allow early de-escalation

» Role of adjuvant ICB
» In setting of PCR (OptimICE-PCR)
» In setting of Residual disease (SWOG 1418)

» Do all patients need chemotherapy plus immunotherapy?
» Can we identify patients who do not need/unlikely to benefit from ICB?
» Patient perspective
» Long term side effects of ICB in curative setting, toxicity predictors, impact on fertility

» Early identification of patients unlikely to achieve optimal response with neoadjuvant
chemoimmunotherapy
» Tissue, Imaging +/- Machine learning/Al, Circulating biomarkers (ctDNA)
» Neoadjuvant testing of novel more effective therapies



000

Optimizing 10 duration and chemotherapy backbone }
Tailoring treatment de/escalation to response

Risk-Benefit, QOL, Long term toxicity

Closmg the

g ap Predictive biomarkers of efficacy and toxicity §
.
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