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= In 2000:

Tamoxifen
personified
‘personalised
therapy’
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* We weren’t really sure who to treat
when

* We weren'’t really sure why some
cancers recurred while others didn'’t...

* We had a small number of only
modestlgeffective agents

A




What changed?
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Breast cancer - biology matters
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With agreement from facingourrisk.org



Why do we give neoadjuvant therapy for breast cancer?

To facilitate BRCA1/2
testing to plan
surgery/reconstruction

To start systemic
treatment quicker

To downstage to To help prognosticate To reduce risk of
facilitate breast and tailor future infections or CTx
conservation therapy to risk delays post-surgery




For whom is NACT recommended?

* Biology:
 TNBC — fit patients with T2 or N+ disease [?T1c]
 HER2+ - fit patients with T2 or N+ disease [?T1c]

* ER+ HER2 negative: possibly — if grade 3 and/or lower ER eg ER5 PRO with T2
or N+ disease

* Stage:
* Locally advanced BC eg T4, inoperable

* Who is it NOT good for: (classical) lobular BC, grade 1/2, strongly
ER/PR+



pCR Rates by Tumor Subtypes
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due to improvements
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Cortazar et al, CTNEoBC, SABCS 2012



Residual Cancer Burden (RCB)

* The higher the RCB score, the more residual invasive breast
cancer there is in the breast and lymph nodes:

RCB-0 = No residual invasive breast cancer (same as pCR)
RCB-1 = Small amount of residual invasive breast cancer

RCB-Il = Moderate amount of residual invasive breast

cancer

 RCB-Ill = Extensive residual invasive breast cancer



Residual Cancer Burden Calculator

*Values must be entered into all fields for the calculation results to be accurate.

(1) Primary Tumor Bed
Primary Tumor Bed Area: (mm) X (mm)
Overall Cancer Cellularity (as percentage of area): (%)
Percentage of Cancer That Is in situ Disease: (%)
(2) Lymph Nodes

Number of Positive Lymph Nodes:

Diameter of Largest Metastasis: (mm)

|Reset | | Calculate |

Residual Cancer Burden:

https://www3.mdanderson.org/app/medcalc/

Residual Cancer Burden Class:



A Hormone receptor-negative, HER2-negative B Hormone receptor-negative, HER2-positive, neoadjuvant HER2-targeted

(n=1774) (n=488)
TNBC "

Residual cancer burden after neoadjuvant chemotherapy an N
long-term survival outcomes in breast cancer: a multicentre
pooled analysis of 5161 patients 3 6o
s
Christina Yau, PhD & @7 & - Marie Osdoit, MD 4T - Marieke van der Noordaa, MD @ - Sonal Shad, B¢ &
. . 2 40 -
Jane Wei, BS? - Diane de Croze, MD ®- et al. Show more g *
ER- HER2+
204 —RCB-0 i
—R(B-1
—RCB-2
—RCB-3
C T T T T T 1 T T T T T 1
0 2 4 6 8 10 12 0 2 4 6 8 10 12
Number at risk
(number censored)
RCB-0 770(0)  632(101) 381(336) 197(515) 125(582)  74(630)  42(661) 336(0)  303(26)  213(107) 134(184) 91(227)  58(259)  27(289)
RCB-1 212(0)  173(15)  114(63) 56(117)  38(133)  24(147)  16(155) 55(0) 47(5) 33(15) 22(26)  13(35) 8(40) 2(46)
RCB-2 590(0)  397(65)  239(179) 142(267)  94(311)  59(344) 27(374)  76(0) 57(5) 44(9) 35(15)  25(25) 14(36) 6(44)
RCB-3 202(0) 72000 42024  23(37)  18(42)  11(49) 3(55) 21(0) 12(2) 8(5) 7(6) 5(8) 2(11) 1(12)
C Hormone receptor-positive, HER2-positive, neoadjuvant HER2-targeted D Hormone receptor-positive, HER2-negative
(n=756) (n=1957)
100+ -
80 -
g
g 60— -
g
£ 40 ' - ' ' .
2
ER+ HER2+
20 - ER+ H ERZ'
o T T T T T 1 T T T T T 1
0 2 4 6 8 10 12 0 2 4 6 8 10 12
Time since start of neoadjuvant chemotherapy (years) Time since start of neoadjuvant chemotherapy (years)
Number at risk
(number censored)
RCB-0 290(0)  255(30)  185(93)  91(184)  58(217)  35(239)  12(262)  217(0) 187(20) 118(80)  56(140)  39(155  26(167)  23(170)
LGnCet OnCO[Ogy, VOIume 23, /SSUG 1, 149 - 160 RCB-1 153(0) 129 (18) 91(53)  53(85) 33(104)  16(121) 4(132) 211(0)  196(8) 132(64) 73(121) 58(134)  46(145)  35(155)

RCB-2 250 (0) 215(21)  148(63)  91(108)  61(130) 29(160)  12(176) 1036(0)  916(54) 609(280) 373(479) 278(S555) 187(631)  109(699)
RCB-3 63(0) 46 (7) 20(23) 7(34) 4(36) 2(38) 1(39) 493(0)  403(26) 261(125) 151(204) 109(228)  61(268)  27(296)



HER2 positive breast cancer

De-escalation
KATHERINE

Endocrine therapy



Case 1: HER2+

A 43yo pre-menopausal teacher presents with L sided 35mm grade 3
ER negative HER2 positive BC (stage T2 NO MO). Staging CT scan clear

She commences neoadjuvant docetaxel/carboplatin with pertuzumab &
trastuzumab for 6 cycles

Imaging after C3 and C6 show an excellent response to

treatment with a radiological CR on MRI

She proceeds to L WLE and SNB

Pathology: complete pathological response with 36mm
tumour bed but DCIS present ypTis ypNO. Margins clear




What would you advise next?

(a) Adjuvant radiotherapy and trastuzumab for total of 12 months

(b) Adjuvant Trastuzumab Emtansine after radiotherapy

(c) Adjuvant radiotherapy and phesgo for total of 12 months

(d) Adjuvant radiotherapy, trastuzumab for 12 months & Zoledronic Acid

(e) Adjuvant radiotherapy and trastuzumab for 6 months

16



What would you advise next?

(a) Adjuvant radiotherapy and trastuzumab for total of 12 months

(b) Adjuvant Trastuzumab Emtansine after radiotherapy

(c) Adjuvant radiotherapy and phesgo for total of 12 months

(d) Adjuvant radiotherapy, trastuzumab for 12 months & Zoledronic Ac

(e) Adjuvant radiotherapy and trastuzumab for 6 months
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Right Decisions

£ START \

HER2 positive (HR any)
Neoadjuvant SACT

PREFERRED

app (Scotland)

HER2 positive o

| ALTERNATE

Docetaxel and
carboplatin

plus
Trastuzumab and

Pertuzumab ‘

ALTERNATE

NACT pathway:

PCR

CB 0 (cND & ypNO & ne noda
scarring):

rastuzumab to complete 6 or 12

nonths .

I HR+

NONPCR

Trastuzumab emtansine

HR+ I

NONPCR HR+

Adjuvant trastuzumab for 6 or

12 months (6 for lower risk) Adjuvant pertuzumab to be

added if cN+ and pNO or nodal
scarring

Endocrine Therapy




(

HER2-RADICAL.: A study looking at personalised
treatment for early HER2 positive breast cancer

6 versus 12 months of ongoing trastuzumab for
moderate risk patients with pCR to NACT

[PERSEPHONE — 6 vs 12 months adjuvant T was non-inferior]
(Earl, Lancet 2019)



What if there had not been
a pCR - and pathology showed a 13mm area of
residual cancer with 50% cellularity?

(RCB 1)



What if there had not been
a pCR - and pathology showed a 13mm area of residual cancer
with 50% cellularity? (RCB=ll)

(a) Adjuvant radiotherapy and trastuzumab for total of 12 months

(b) Adjuvant Trastuzumab Emtansine after radiotherapy

(c) Adjuvant radiotherapy and phesgo for total of 12 months

(d) Adjuvant radiotherapy, trastuzumab for 12 months & Zoledronic Acid

(e) Adjuvant radiotherapy and trastuzumab for 6 months
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What if there had not been a pCR - and pathology showed a
13mm area of residual cancer with 50% cellularity? (RCB=Il)

(a) Adjuvant radiotherapy and trastuzumab for total of 12 months

(b) Adjuvant Trastuzumab Emtansine after radiotherapy

(c) Adjuvant radiotherapy and phesgo for total of 12 months

(d) Adjuvant radiotherapy, trastuzumab for 12 months & Zoledronic Acid

(e) Adjuvant radiotherapy and trastuzumab for 6 months
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KATHERINE trial

KATHERINE study design

» Prior neoadjuvant therapy consisting of: T-DM1
— Minimum 6 cycles of chemotherapy 3.6 mg/kg IV Q3W
— Minimum 9 weeks of trastuzumab

— Second HERZ2-targeted agent allowed
N = 1486

/ 14 cycles

= Residual invasive tumor in breast or axillary nodes

* Randomization within 12 weeks of surgery

* Radiation and endocrine therapy
per protocol and local guidelines

» Switch to trastuzumab permitted if
T-DM1 discontinued due to AEs

* Primary endpoint: IDFS
= Secondary endpoints: IDFS with second primary non-breast cancers included, DFS, OS, DRFI, safety, and QoL

= Stratification factors: Clinical stage at presentation (inoperable vs operable), HR status, preoperative HER2-directed therapy,
pathologic nodal status after preoperative therapy
AE, adverse event; DFS, disease-free survival, DRFI, distant recurrence-free interval; Adapted from N Engl J Med, von Minckwitz et al., Trastuzumab emtansine for residual invasive

HR, hormone receptor; IDFS, invasive disease-free survival, IV, intravenous, OS, overall survival, HER2-positive breast cancer, Vol. 380, Pages 617-628.
Q3W, every 3 weeks; Qol, quality of life; R, randomized; T-DM1, ado-trastuzumab emtansine. Copyright® (2019) Massachusetts Medical Society.




KATHERINE primary analysis (2018)

IDFS 0S

100 Syear 100] ———
88.3% ——
W

801 —TDM1 — 801 —T1.pMm1
- “ Trastuzumab r7.0% “ Trastuzumab
& =
e ] E' 607 Trastuzumab T-DM1
g 2 (n = 743) (n = 743)
4 ©

frastuzumab T-DM1 = Events, no. (% 56 (7.5 42 (5.7)
L 401 (n = 743) (n =743) 0 401 ) ) (
o o Unstratified hazard ratio 0.70 (95% CI = 0.47, 1.05);
IDFS events, no. (%) 165 (22.2) 91 (12.2) p=0.08
207 Unstratified hazard ratio 0.50 (95% CI = 0.39, 0.64); 207 Boundary for statistical significance hazard ratio <0.43 or
p <0.001 p < 0.000032
0 2 1 L] T Ll L] L] L] L] L] L] L] 0 2 L L L} L] L] L L] L] L L L]
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
No. at risk Time (months) No. at risk Time (months)
Trastuzumab 743 676 635 594 555 501 342 220 119 38 4 Trastuzumab 743 695 677 657 635 608 471 312 175 71 8
T-DM1743 707 681 658 633 561 409 255 142 44 4 T-DM1743 719 702 693 668 648 508 345 195 76 12
CCOD: July 25, 2018, median follow-up: 41.4 months (T-DM1) and 40.9 months (trastuzumab). Adapted from N Engl J Med, von Minckwitz et al., Trastuzumab emtansine for residual invasive
CCOD, clinical cutoff date; Cl, confidence interval; IDFS, invasive disease-free survival, OS, overall survival, HER2-positive breast cancer, Vol, 380, Pages 617-628.

T-DM1, ado-trastuzumab emtansine. Copyright® (2019) Massachusetts Medical Society.




San Antonio Breast Cancer Symposium®, December 5-9, 2023

KATHERINE IDFS final analysis; median follow-up 8.4 years (101 months)

Absolute IDFS benefit
L 5 years y of 13.7 % at 7 years
ears
84.4% y
e T S 80.8%
80 - M
72.2% . T e -
;g 60 - 67.1% - - ' -
Py
s
0
3 40
3 Trastuzumab T-DM1 s T-DM1
(n = 743) (n = 743) == Trastuzumab
201 IDFS events, no. (%) 239 (32.2) 146 (19.7)
Unstratified hazard ratio 0.54 (95% CI = 0.44, 0.66); p < 0.0001*
0_
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 114 120
Nouat ek Time (months)
Trastuzumab 743 677 636 595 556 540 511 495 485 475 460 444 431 421 397 368 238 187 74 42
T-DM1 743 708 682 658 637 620 6805 591 574 561 548 537 521 516 481 443 281 236 89 50 3

* p-value for IDFS is now exploratory given the statistical significance was established al the primary analysis.
Cl, confidence interval; IDFS, invasive disease-free survival, T-DM1, ado-trastuzumab emtansine.

Loibl et al, Proc SABCS 2023
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KATHERINE 2nd OS interim analysis; median follow-up 8.4 years
(101 months)

3 years

100 - 5931"‘;;8 7 years
bbb S |22

80
< 60
o
‘é , : T-DM1
w40 (n=74 (n=743)
o]

Events, no. (%) 126 (17.0) 89 (12.0)
e T-DM1
20 - Unstratified hazard ratio 0.66 (95% CI = 0.51, 0.87); p = 0.0027 ~ Trastuzumab
Boundary for statistical significance hazard ratio <0.739 or p < 0.0263
0 E. L} L] L] L) L] L] L L L] L) L L) L) L) Ll Ll L)

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 20 96 102 108 114 120
No. at risk Time (months)
Trastuzumab 743 696 677 661 643 625 616 600 586 576 558 549 543 532 51 490 374 280 146 72 9
T-DM1 743 719 702 695 675 662 649 642 626 614 604 597 585 576 554 530 394 312 158 93 14

Significant reduction in risk of death by 34% with T-DM1

Cl, confidence interval; OS, overall survival; T-DM1, ado-trastuzumab emtansine.

Loibl et al, Proc SABCS 2023



Site of first disease recurrence

Site of|firstioccurrence of an IDFS event

19
26% 7
0.9%

35 - 239
32.2%
30 -
3
= 160
b 146 21.5%
2 5 19.7%
©
o
Y
O 15 1
| .
)
=
g 19 46
=z 6.2%
5 - 16
2.2%
0 -
Total patients with Locoregional
IDFS event recurrac recurrence

* CNS metastases as component of distant recurrence (isolated or with other sites).
CNS recurrence after first IDFS event: 18 patients (2.6%) in the trastuzumab arm and four patients (0.5%) in the T-DM1 arm.
CNS, central nervous system; IDFS, invasive disease-free survival, T-DM1, ado-trastuzumab emtansine.

Nearly 50% of all first distant
recurrences post Kadcyla
involve CNS

— T-DM1
v Trastuzumab

14 14
1.9% 1.9%

Contralateral
breast cancer

Death without
prior event

S Loibl, Proc SABCS 2023



De-escalation?

* Next question is whether 14 cycles of Kadcyla is really required for
lower residual disease cases...

* Will be limited appetite for a commercial study for this



Endocrine therapy for ER+ HER2+ve disease

Consider tailoring to risk/biology

Exploratory analysis of HERA adjuvant Trastuzumab trial presented at ESMO 2024:

965 patients: 501 (51.9%) received tamoxifen alone vs 464 (48.1%) received
antihormonal therapy with OFS (tamoxifen [n = 269] or exemestane [n = 195])

OFS group had significantly better 10-year DFS (OFS 70.9% vs. non-OFS 59.6%, p <
0.001) and OS (OFS 84.7% vs. non-OFS 74.0%, p < 0.001)

Addition of OFS was independently associated with improved prognosis

 Among those receiving OFS, those treated with an Al demonstrated better DFS
(HR, 0.44; 95% Cl, 0.29-0.68; p < 0.001) and OS (HR, 0.43; 95% Cl, 0.18-0.60; p <

0.001)

233MO - Ovarian function suppression in HR-positive, HER2-positive Moon, S. et al.

. . . Annals of Oncology,
breast cancer: An exploratory analysis from the HERA trial V35, 5310



TNBC



Case 2: TNBC

A 59yo F presents with 30mm G3 TNBC with axillary lymph node
enlargement (stage T2 N1 MO0). Staging CT scan clear.

She commences neoadjuvant accelerated EC (relative contraindication to
immunotherapy)

Unfortunately, after 4 cycles of EC: minimal response in
breast on imaging (4w interval between baseline US & C1D1)

MDT decision made to continue with carboplatin and paclitaxel with early
repeat imaging. No BRCA1/2 mutations identified.

After 6 weeks of carbo/paclitaxel, imaging shows
progression, with tumour enlarging to 55mm in size




Progress

* NACT is discontinued and she proceeds to surgery (L mastectomy and
ANC)

* Post-operative pathology: 65mm grade 3 invasive ductal carcinoma with
metaplastic features. 1/10 axillary lymph nodes involved but extensive
vascular invasion. Residual Cancer Burden (RCB) score Il

* Proceeds to adjuvant RT to L chest wall



What would you (a) Add adjuvant pembrolizumab (KN522)

advise next? :
(b) Restaging CT scan

(d) Clinical trial

(e) Adjuvant Olaparib (OLYMPIA)

(f) Complete carboplatin/paclitaxel

33




What would you (a) Add adjuvant pembrolizumab (KN5:

- ?
advise next: (b) Restaging CT scan

(d) Clinical trial if available

(e) Adjuvant Olaparib (OLYMPIA)

(f) Complete carboplatin/paclitaxel

34

Can select >1



Schmid, Proc SABCS 2023

ii) Neoadjuvant/Adjuvant Pembrolizumab for high risk
early TNBC; KEYNOTES522

(i

Stratification Factors < Neoadjuvant Phase > < Adjuvant Phase =p
* Nodal status (+ vs -)

* Tumor size (T1/T2 vs T3/T4) Neoadjuvant Treatment 1 Neoadjuvant Treatment 2 Adjuvant Treatment

« Carboplatin schedule (QW vs Q3W) (cycles 1-4; 12 wk) (cycles 5-8; 12 wk) (cycles 1-9; 27 wk)

Pembrolizumab 200 mg Q3W

Pembrolizumab 200 mg Q3W

Placebo

Primary Endpoints Placebo
* pCR (ypTO/Tis ypNO)
* EFS

Secondary Endpoints _ _ _
» PCR (ypTO ypNO and ypTO/Tis) Neoadjuvant phase: starts from the first neoadjuvant treatment and ends

* pCR, EFS, and OS in PD-L1+ population after definitive surgery (posttreatment included)

» Safety . . . .
Adjuvant phase: starts from the first adjuvant treatment and includes
radiation therapy as indicated (posttreatment included)




KEYTRUDA activates the anti-tumour

immune response
-

Tumour

Tumour

« PD-L1 (and PD-L2) on tumour cells bind to PD-1 on T cells
to prevent their activation, leading to immune evasion’:3

« KEYTRUDA is a humanised monoclonal antibody that binds
to PD-1, blocking its interaction with PD-L1/-L2 and leading to

activation of the anti-tumour response®® ,
Slide courtesy of MSD



KN522 pCR results

Pathological Complete Response at IA1

Primary Endpoint: ypTO/Tis ypNO
A 13.6 (5.4-21.8)

P=0.00055
70%
= 60%
O
X
& 50%
(@)}
e 40% ® Pembro + Chemo
o M Placebo + Chemo
O 30%
o
20%
10%
0%
ypTO/Tis ypNO

Adaptiert nach: Schmid, P. et al., "KEYNOTE-522: Phase Il study of pembrolizumab (pembro)+ chemotherapy

(chemo) vs placebo+ chemo as neoadjuvant therapy followed by pembro vs placebo as adjuvant therapy for triple-

negative breast cancer (TNBC)." (2018): TPS602-TPS602.

PCR % less in RWE
studies (54.5% in US
RWE study (Hofherr et
al, SABCS 2023)



KN522 results; pCR and EFS at I1A6

iR 100t 0 192.2% 7
1A6P e % — e i . pCRYes
Events (95% CI) 90- ﬁ‘m)
Pembro + Chemo/Pembro 18.5% 0.63¢ £ 80— 188.2% - 065(0.39-1.08)
(0.49-0.81) c !
Placebo + Chemo/Placebo 27.7% :g 70~ : -
100~ : g 60— :
- | - PCRNo
il | 81.3% o 50- : HR (85% CI)
80- , =) i ]0.72(0.54-0.96)
S 40— .
70_ ] : |
| 72.3% S 30- |
60— : ;‘, Pembro + Chemo/Pembro Responder :
50 I o 20- Placebo + Chemo/Placebo Responder :
I
404 : 10+ :
30 : 0 — T T T—T—T— T
20— : 0 6 12 18 24 30 36 42 48 54 60 66 72
10 | No. at risk Time, months
Median follow-up’: 63.1 mo |
0 T 1 1 | I E— | B T 1 . . .
0 6 12 18 24 30 36 42 48 54 60 66 72 High risk defined as T1c N1-2
Time, months .
or T2-4 NO-2 disease P Schmid et al, Proc ESMO 2023; slides
courtesy of MSD




Schmid, Proc SABCS, 2023

EFS at IA6 by Baseline Clinical Nodal Status

A 3% - a "better” pCR

Negative Nodal Status by pCR Status® Positive Nodal Status by pCR Status®

Q L | . (=} — .
Z T = I ———ymimmnm— 95.3%77_ o cR S AT :
G 90 ﬂwhunwumm.l.u 91.0%-- ?:) 90- %89.3%‘1_ CR
& : a ; 84.8%-- P
T 804 S 804 :
[ : G
3 707 : S 70
S : ©
= M% — 0]* No pCR
T 507 : 56.9% 'clg 50 48.8%
Z 40 § Z 404
B 40 : ° 40
2 2
307 = 301
o 0
0] o
Z 2041 Q. 204
> >
2 194 PCRHR:0.53(95% Cl, 0.22-1.24)" -(‘/3) 104 PCR HR: 0.68 (95% Cl, 0.36-1.28)"
E No pCR HR: 0.57 (95% Cl, 0.36—0.91)" L No pCR HR: 0.86 (95% Cl, 0.59—-1.24)° :
W O I I I I I I 1 | I 1 | 1 L O I I I I 1 1 I I I I I 1
0O 6 12 18 24 30 36 42 48 54 60 66 72 0 6 12 18 24 30 36 42 48 54 60 66 72
No. at risk Time, mo No. at risk Time, mo
Pembro + Chemo/Pembro pCR 240 240 238 236 232 230 228 228 225 218 149 55 0 Pembro + Chemo/Pembro pCR 255 255 246 243 241 238 235 230 226 221 146 65 0
Pbo + Chemo/Pbo pCR 118 118 117 115 111 111 110 109 108 103 70 28 0 Pbo + Chemo/Pbo pCR 99 99 97 91 89 88 87 86 86 82 60 25 0

Pbo + Chemo/Pbo no pCR 76 72 62 54 51 46 44 42 41 41 28 10 0 Pbo + Chemo/Pbo no pCR 97 93 82 69 60 54 51 49 49 48 31 16 0



Ove 'ad | | SU rViva | KEYNOTE-522: Key secondary endpoint — OS in the ITT population

at 75-month follow up

- ESMO 2024

e OS at 60 months was 3 |
86.6% (95% Cl, 84.0 to & o s aees
88.8) vs 81.7% (95% Cl, ' TR T
77.5 to 85.2) in the § o mammasna

0 Median follow up: 75.1 months .
placebo group N S PN A A N A AR R N A S
( P=0 002) e Time (months)
KE

Schmid et al, NEJM September 2024




Safety in KN-522

14.7% G3 irAEs/infusion reactions vs 2%
7.8% Pembro discontinuation rate (vs 1% placebo)
Chemotherapy interruption higher in Pembro arm (11% vs 6% )

2 immune-related deaths (ILD in neoadjuvant phase and encephalitis in
adjuvant phase)

Majority of irAEs occurred in neoadjuvant phase Cortes, Proc SABCS 2023



Is the adjuvant phase really necessary
after a pCR?

* UK de-escalation study in set-up (Tim
Robinson)...watch this space

 Significant additional burden on
chemotherapy day units

St

fi-8 cycles: Tagana-
cargaglatin fellowsd by

| AGECE with pamiaralizumah

* Toxicity profile means:
* More clinic visits

 More immune-related toxicity = more AO
interaction and follow-up

J

Cangidar ng £-8 ydlas G-8 oyslas

gystamic GrT | | systamic ChT

e

py Surgery end loceregionsl /|
% T if irdlicate <

J | )
Neoadjuvant Immune Checkpoint Inhibitors = [&,{ =3
amicral zuma? -8 cyclesr | 1 yaarl

Plus Chemotherapy in Early Breast Cancer
A Systematic Review and Meta-Analysis

Guillermo Villacampa, MSc!2; Victor Navarro, MSc2; Alexios Matikas, MD, PhD3*: et al . .
ESMO guidelines say yes




Patients with HER2-negative stage |-111B breast cancer
Age 2074 yr
ECOG performance-status score of 0 or 1

CREATE-X |

Neoadjuvant chemotherapy

* 910 patients with HER2 negative ‘

eBC (31/33% TNBC) in Japan & e
S Korea ‘

* All received neoadjuvant |
anthracycline, taxane or both S f ST 1SnEE

with positive lymph nodes

(~94%) with non-pCR ‘

Randomization

e Randomised to 6 months

adjuvant capecitabine or l l
O b S e rvat I O n Capecitabine group, standard Control group,
therapy plus capecitabine standard therapy
1250 mg/m?, twice a day, on days 1-14

Masuda, N Engl J Med 2017;376:2147-2159



DFS & OS in TNBC cohort

C Disease-free Survival among Patients with Triple-Negative Disease

Probability of Disease-free Survival

No. at Risk
Capecitabine
Control

1.0+
0.8~
Capecit_abine
0.6+
Control
0.4
DFS 69.8% vs 56.1%
0.2+ Hazard ratio for recurrence,
second cancer, or death, 0.58
95% Cl, 0.39-0.87
0.0 T T T I 1
0 1 2 3 4 5
Years since Randomization
135 109 96 76 42 11
147 95 84 69 47 6

D Overall Survival among Patients with Triple-Negative Disease
1.04
= Capecitabine
T 0.8+
3
(7] :
= Control
y 0.6
>
2
; 044 0OS78.8% v 70.3%
%
-8 0.2+
= Hazard ratio for death, 0.52
95% Cl, 0.30-0.90
00 T T T I 1
0 1 2 3 4 5
Years since Randomization
No. at Risk
Capecitabine 139 124 116 91 50 11
Control 147 125 108 82 52 S

Masuda, N Engl ] Med 2017;376:2147-2159



Reflection on CREATE-X

* Not replicated in Western population
* What is the efficacy post carboplatin?

 After carboplatin and Pembrolizumab?



Antibody-Drug Conjugates (ADCs)

Antigen Antibody

« High homogeneous expression on tumour « High affinity and avidity for tumour antigen

» Low or no expression on healthy tissues « Chimeric or humanised to decrease immunogenicity
« High affinity and avidity for antibody recognition = Long hal-life and high molecular weight

Cytotoxic payload
« Highly potent agents—IC50
in subnanomaolar range

« Calicheamicin

« Maytansine derivative
{DM1or D)

« Auristatin {monomethyl
auristatin £ or monomethyl
auristatin F)

« Optimal DAR

Linker
« Stable in arculation
« Efficient release of payload at target site

+ Efficient linker technolegy
« Cleavable versus non-cleavable
= Site of conjugation

« Prevents premature release of payload at non-target tissue

« DAR affects drug distribution and pharmacokinatics

m Trastuzumab Emtansine (T-
DM1/Kadcyla)

m Trastuzumab Deruxtecan
(Enhertu)

m Sacituzumab Govitecan
(Trodelvy - TNBC)

m Dato-Deruxtecan (in clinical
trials)

Chau, Lancet 2019; Vol 394, Issue 10200, p793-804



Currently recruiting post-NACT ADC studies

* TROPION-breast 03: A randomized phase Il global trial of datopotamab
deruxtecan * durvalumab in patients with TNBC and residual invasive

disease at surgical resection after neoadjuvant therapy (AZ)

e TROFUSE-12—- Sacituzumab Tirumotecan (MK-2870) Plus Pembrolizumab
Versus TPC in TNBC Who Did Not Achieve pCR (MSD)

 ASCENT 5: A phase 3, randomized, open-label study of adjuvant
sacituzumab govitecan (SG) + pembrolizumab (pembro) vs pembro +
capecitabine (cape) in patients (pts) with TNBC and residual disease after
neoadjuvant therapy (NAT) and surgery (Gilead)

Watch this space....

=Edinburgh



OlympiA: Phase 3 Study of Olaparib vs Placebo as Adjuvant Treatment
O LYM P IA in gBRCA and High-Risk HER2-Negative Primary Breast Cancer

Post Neoadjuvant gBRCA
TNBC patients
Non-pCR

Study is double blinded

ER/PgR-positive/HER2- Olaparib 300 mg
negative patients twice dailv for .
Non pCR AND CPS&EG score = 3 12 montyhs F::ow -1
years

Post Adjuvant gBRCA - 4 IDFS, distant
TNBC patients . - IDFS, OS
axillary node-positive (any tumor SASEERR EtE St
size) or axillary node-negative
tumor > 2 cm (pathological size)

ER/PgR-positive/HER2-
negative patients

> 4 pathologically confirmed
positive LN

ClinicalTrials.gov. NCT02032823.



What is the  All patients must have received at least 6 cycles of
anthracycline and/or taxane based CT

* No concomitant adjuvant pembrolizumab, capecitabine

definition of ‘high

risk’? or abemaciclib allowed
Neoadjuvant Non-PCR
TNBC Adjuvant >pT2 or 2pN1
Neoadjuvant Non-PCR & CPS + EG score*
ER+ >3
Adjuvant >pN?2

*CPS&EG scoring system; score O for clinical stage 0-1IA, 1 for stages IIB and IlIA, 2 for stages IlIB and I1IC (AJCC staging); Pathological stage: O for
stages 0 and |, 1 for stages IIA-11IB, 2 for stage IlIC (AJCC staging); Receptor status: O for ER positive, 1 for ER negative; Nuclear grade: O for nuclear
grade 1-2, 1 for nuclear grade 3



OlympiA iDFS results

Olaparib significantly reduced the relative risk of invasive disease or death by 42% vs.

1007 93.3%
: 0
: 89.2% 85.9%
80 88.4%
| 0
| glLo% 77.1%
g s0- s
0 i
a 407 :
20 I
1-year ! .
treatment cap ! — Olaparib
0- : — Placebo
0 6 12 18 24 30 36 42
No. at risk . . .
Olaparib Time from randomisation (months)
Placebo 921 820 737 607 477 361 276 183
915 807 732 585 452 353 256 173

For the HR-positive/HER2-negative subtype, the 3-year iDFS was 83.5% with olaparib vs. 77.2% with placebo (hazard ratio
0.70; 95% ClI, 0.38—1.27) with no statistical evidence of divergence from the overall ITT population vs. placebo?'?

placebo

Hazard ratio:

0.58

99.5% ClI: 0.41, 0.82
P<0.001

Olaparib
sl 85.9%
Placebo 0
("=915) 77.1%

Difference: 8.8%
95% CI: 4.5, 13.0

Adapted from Tutt ANJ et al. 2021
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OlympiA OS results

Significant OS benefit compared with placebo at planned event driven OS analysis

o)
100+ _ 980% 95.0% 92.8% 89.8% 4-year OS2

96.9% T
o 92.8% . Hazard ratio:
80 ! ' 89.1% b
: 86.4% O 68
98.5% CI: 0.47, 0.97
60- ; P=0.009
$ !
0 i
O 404 :
5 Olaparib 0
. s Rl 89.8%
1-year i — i
treatment cap ! Olaparib Placebo 86.4%
0- : — Placebo (n=915) ’
T T i T T T T T T T
0 6 12 18 24 30 36 42 48 54 )
Time from randomisation (months) Difference. 3.4%
95% CI:. -0.1,6.8
No. at risk
Olaparib 921 862 844 809 773 672 560 437 335 228
Placebo 915 868 843 808 752 647 530 423 333 218 Adapted from Geyer JR et al. 2022

aData cut-off:12 July 2021; median follow-up in ITT population was 3.5 years; °PNon-proportional hazards; 98.5% Cl is shown for the hazard ratio for OS because P<0.015 is required to indicate statistical significance fgrlthis endpoint.
Cl, confidence interval; iDFS, invasive disease-free survival; ITT, intent-to-treat; OS, overall survival.
Geyer Jr CE, et al. Ann Oncol 2022;33:1250-1268.



Safety profile

Consistent with other trials, with the majority of AEs being Grade 1 or 2

Olaparib Placebo
o, a
AE, n (%1 n=911 n=904
Any AE 836 (91.8) 758 (83.8)
Serious AE 79 (8.7) 78 (8.6)
AE of special interest? 31(3.4) 51 (5.6)
MDS/AML 2(0.2) 3(0.3)
Pneumonitis 9(1.0) 12 (1.3)
New primary malignancy 21(2.3) 36 (4.0)
Grade >3 AE 223 (24.5) 102 (11.3)
Grade 4 AE* 17 (1.9) 4 (0.4)
AE leading to permanent 98 (10.8) 42(4.6)
discontinuation of treatment
AE leading to death 1(0.1) 2(0.2)

1. Geyer CE Jr, et al. Ann Oncol 2022;33:1250-1268;

2. Tutt ANJ, et al. N Engl J Med. 2021;384:2394—-2405.

f
100

Olaparib? Placebo?
(0.8) Nausea 23.6 (0.0)
| Fatigue |26.8 (0.7)
(8.7) B Anaemia 3.5 (0.3)
(0.7) | Vomiting 8.2 (0.0)
(0.2) | Headache 16.7 (0.1)
(0.3) | Diarrhoea 134 (0.3)
(4.9) B Neutropenia | 5.8 (0.8)
3.0)12.3 Leukopenia 5.4 (0.3)
(0.2) | Decreased appetite . 5.9 (0.0)
(0.0) | Dysgeusia 4.2 (0.0)
Gradel-2  (0.1) | Dizziness 7.2 (0.1) Gradel—2
M Grade 23 0.2) 9.5 Arthralgia 12.5 (0.2) M Grade 23
75 50 25 AEs (%) 0 25 50 75 100
52



Case discussion

* \Very early progression/recurrence and treatment refractory — bad
biology

* Metaplastic breast cancers (~¥1% of BC) often respond poorly to
chemotherapy Pappropriate for NACT approach

* vs gBRCA1/2 or basal subtypes which tend to respond well

* This disease is already refractory to anthracycline, taxane and
platinum therapy



Long term safety; Ovarian data

SOLO1 (2 years maintenance Olaparib or placebo for EOC;
In the 7-year FU period, 4 (1.5%) cases of myelodysplastic syndrome/AML
reported in olaparib group vs 1 (0.8%) in the placebo group’

New primary malignancies reported in 14 (5.4%) Olaparib arm vs 8 (6.2%)
placebo group’

Study 19 (n=265), at 78mo FU, 2 patients had MDS/AML in olaparib group
vs 0 in placebo (NB 11% of pts stayed on treatment for >6years)

1, DiSilvestro et al, Proc ESMO 2022; 2: Friedlander et al, Br J Cancer. 2018 Oct 30; 119(9): 1075-1085



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6219499/

Phase |l trials for TNBC to watch

o ?What role will ADCs play in neoadj/adj/post-NACT setting?

RESPONSE <===) TOXICITY

* TROPION-breast 04: A chemo-free NACT option of Dato-DxD plus
durvalumab vs KEYNOTE 522 regimen
e for TNBC and ER low HER2 negative eBC
 MK2870 (anti-TROP2 ADC) similar study?

* Neoadjuvant PARP inhibitor studies in gBRCA1/2 associated BC
* Small phase IIs reported/ongoing eg NOBLE EORTC study of Olaparib +/- durvalumab

* Neoadj Talazoparib 24 week single arm phase Il — pCR rate 45.8% (Litton, Oncologist
2023; 28(10): 845-855)

* PARTNER trial of neoadjuvant carbo/pac +/- Olaparib - negative study in 559
gBRCAwt patients with TNBC (Abraham et al, Nature 2024: 629: 1142-1148)



Case 3: ER positive HER2 negative BC

A 48yo F presents with a 3.5cm left breast mass to the
breast clinic. No family history of note and fit and well.

Imaging shows a 32mm mass with multiple enlarged axillary
lymph nodes. Staging CT scan is clear.

Pathology confirms grade 3 ER5 PR3 HER2 1+ (neg) NST ductal
breast cancer with axilla + on biopsy

On examination, the tumour is - just - still conservable




What would you
advise the MDT?

(a) Neoadjuvant EC-paclitaxel

(b) Surgery with left WLE and ANC

(d) Neoadjuvant EC/Paclitaxel
with pembrolizumab

57



What if it was
grade 2 ER8 PR8? (a) Neoadjuvant EC-paclitaxel

(b) Surgery with left WLE and ANC

(d) Neoadjuvant EC/Paclitaxel with
pembrolizumab
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High-risk HER2-negative eBC1-3
ER-positive / HER2-negative

Neoadjuvant chemotherapy Neoadi* ~rapy
(anthracycline/taxane * platinum) (antr K, )
~<mbrolizuma.

------------------------------------------------------------------------------------

Surgery

(lumpe vy or mastectomy, with or without radiotherapy)

R R R R R,

ET
EFSP-‘?GSPHPHEI‘? in Adjuvant chemotherapy
Son bl (anthracycline/taxane + platinum)

Pembrolizumab

Abemaciclib + ET Olaparib for high-risk

BRCAm patients®
(for up to 12 months)

Follow-up
(annual mammogram until patient enters national screening programme)

Diagram: Astra Zeneca



Neoadjuvant 10 in E
Keynote 756 & C

1278 participants randomized 1:1

Pembrolizumab Arm

+ 635 allocated

14 (2.2%) * 634 (99.8%) started paclitaxel
discontinued
neoadjuvant * 598 (94.2%) started AC or EC
treatment
due to PD? * 614 (96.7%) had documented surgery®

* 478 (75.3%) started adjuvant treatment

Analysis Populations
*ITT:N=635

+ Safety-evaluable: N = 634¢

Placebo Arm

* 643 allocated

* 641 (99.7%) started paclitaxel 13 (2.0%)
discontinued
* 612 (95.2%) started AC or EC neoadjuvant
treatment
* 631 (98.1%) had documented surgery® due to PD?

+ 524 (81.5%) started adjuvant treatment

Analysis Populations

* ITT:N=643
+ Safety-evaluable: N = 642¢

Median follow-up9: 33.2 mo (range, 9.7-51.8)

R+ breast cancer:
neckmate 7FL

Table 1: Summary of similarities and differences between the trial designs

Similarities
Phase 3, PBO-controlled RCTs
evaluating neoadjuvant/ adjuvant

Differences

PD-L1 inhibitors: pembrolizumab
vs nivolumab

Trial design PD-L1 inhibitors in combination .
with the same NACT regimen for :153:1”0;5;153 enrolled twice as
high-risk HR+/HER2- eBC Wi

Enrolment criteria:

Eligibility Overall similar: Patients with * ChackMate-7FL: Grade 2/3,

T N T1c-T2/N1-2 or T3/T4 NO-2
criteria high-risk HR+/HER2- eBC . KEYNOTE-756: All Grade 3, T1c-T2/
~ N1-20rT3/T4

PD-L1 assays:

Stratification
factors

Primary
endpoint

Nodal status, anthracycline
schedule, PD-L1 status

Powered to detect difference in
pCRrates

* CheckMate-7FL: SP142 (and 28-8 CPS
in biomarker analysis)

» KEYNOTE-756:22C3 CPS

KEYNOTE-756 was also powered to

detect difference in EFS



KEYNOTE 756 results

® 1278 patients randomised

® pCR rates (ypTO/Tis ypNO) were significantly greater with pembro + CT vs
placebo + CT (24.3% [95% Cl, 21.0-27.8] vs 15.6% [95% Cl, 12.8-18.6];
P=0.00005)

o More patients in the pembro vs placebo group had RCB-0 (24.7% vs 15.6%)
or RCB-1 (10.2% vs 8.1%)

o Fewer patients in the pembro vs placebo group had RCB-2 (40.8% vs 45.3%)
or RCB-3 (20.5% vs 28.9%)

@® EFS results are immature and continue to be evaluated



Sa

n Antonio Breast Cancer Symposium®, December 5-9, 2023. F Cardoso

Pathologic Complete Response at IA1 by ER Status

and PD-L1 Expression

PD-L1 CPS 21

A 24.2 (1.0-45.1)° = more like TNBC

100

90—

wl  57.6%
___ A 9.2 (3.7-14.6)b
S
5
*
s
o
2

83/450

100 5

pCR Rate, % (95% Cl)
o
a2
1

PD-L1 CPS <12

Pembrolizumab Arm
Placebo Arm

A 4.6 (-0.4-10.2)"

7.2%
2.7%

e

11152 4/150
ER+210%

< ER+ <10% ) ER+z210%
Mo pCR in patients with a PD-L with ER+ <10% (pembrolizumab arm, n = 1; placebo arm, n =4). ®*Estimated treatment difference based on Miettinen & Nurminen method (unstratified).

Data cutoff date: May 25, 2023.

This presentation is the intellectual property of the author/presenter. Contact them at Joyce OShaughnessy@USONCOLOGY . COM for permission to reprint and/or distribute.



IO in ER+ BC — Checkmate-7FL

Remarkably similar results for some groups

Figure 2: pCR results in CheckMate-7FL by PD-L1 expression and ER status

B Nivolumab

B PEO
1007

pCR rate, % (95%CI)
& & 8

P
s

- -5.4, 10.7)

(=]
1

A241
(10.1. 38.7)

y

B34

<1% z1%
n=338 n=172

A5.7
[-4.0, 15.5)

=

<1
n=171

PD-L1 status

A2RE
(0.2, 45.8)

]

=

21 <5 25 <10
n=178 n=248 n=101 n=287

A16.6
(2.8, 29.4}
A43 aA5%
[-4.5, 12.8) (-2.5. 14.4)

a114

(7.3, 52.3] {-7.0.53.1)

210
n=b2

&270

<10%
=32

ER%

4293
(8.2.47.7)

AT7.4
(0.4, 14.4)

I_l

210% s50% >50%

n=470

n=80

n=422

Figure 1: pCR results from KEYNOTE-756 and CheckMate-7FL (ESMO 2023)

B Pembrolizumab I Nivolumab
i PBO W PBO
100- 100-
0 90
B0 80
_— ?D_ — ?G—
o c
® 607 A8.5(4.2,12.8) 2 60 £10.5(4.0,16.9)
B p=0.00005 5 o p=0.0021
& | =
[+ 40 ol 40
2 S 24.5% \
=8 30- 24.3% 2 10
- 15.6% o 13.8%
10+ 10-

0

__/

1. Cardoso F et al. SABCS 2023,;GS01-02; 2. Cardoso F et al. ESMO 2023;LBA2.



Discussion; 10 in ER+ disease

* We don’t know pCR is as valid a surrogate for OS in ER+ HER2- disease
* In general we use less NACT in ER+ HER2 neg disease

* 2% PD seen in both arms during NACT

* Toxicity still a major concern for a very curable group of patients

* Not convinced this is right approach for majority of ER+ disease...maybe for
lower ER disease



MONARCH-E & NATALEE
Adjuvant CDK4/6i

* MONARCH-E = Abemaciclib & NATALEE = Ribociclib
e [No adjuvant data for adjuvant Palbociclib]

* Criteria not based on pCR/response data

* Don’t forget Olaparib for ER+ HER2neg gBRCA1/2 carriers



NATALEE iDFS update ESMO 2024
(Not approved in NHS yet)

iDFS in ITT Population BRIV
Significant iDFS benefit with RIB + NSAI after the planned 3-year treatment

100

WQO.B% 8850/0
® o 88.1% e .
3 83.6%
B A2.7%
g 60 A4.9%
=
g |
< 1
2 40 i ¢
o
e Median follow-up for iDFS, 44.2 mo? E !
@
2 20 RIB + NSAI NSAI alone v
= Events/n (%) 263/2549 (10.3)  340/2552 (13.3) |

Hazard ratio (95% CI) 0.715 (0.609-0.840)
0-{ Nominal 1-sided P value <0.0001
I I 1 I I 1 : 1 : I I 1
0 6 12 18 24 30 36 42 48 54 60 66
Months
No. at risk
RIB + NSAl 2549 2351 2275 2207 2133 2078 1843 1480 914 155 8 0
NSAl alone 2552 2240 2168 2082 2006 1935 1687 1366 848 150 6 0
Peter A. Fasching . | Content of this presentation is copyright and responsibility of the author. Permission is required for re-use

ongress . o
gf'f:;?i["uom M v BarcelenaAuditorinm ol S e SARCELONA SP,



NATALEE a broader patient population
than MONARCH-E:

= NICE decision anticipated ~ ?May 2025, SMC later

NO not allowed in monarchE

AJCC Anatomical
B oeex

Stage lIA TON1 Only if grade 3 or Ki-67 220%

T1N1 v Only if grade 3 or Ki-67 220%
Only if G3 or G2 with Ki-67 220%

Ll or high genomic risk? X

Stage IIB T2N1 v Only if grade 3 or Ki-67 220%
T3NO v X

Stage IlIA TON2 v v
T1N2 Vv v
T2N2 v v
T3N1 v v
T3N2 v v

Stage IlIB T4NO v X

Only if tumor size 25 cm or

S v arade 3 or Ki.67 220%
T4N2 v v

Stage IIIC Any TN3 v v

In monarchE, relatively
few patients with stage
Il were allowed:

N1 allowed only if

grade 3 or

Ki-67 220%

In monarchE, within

stage Il

* NO not allowed (in
B)
N1 (whether in IlIA
or llIB) allowed only
if tumor size 25 cm,
grade 3, or Ki-67
220%

Slamon DJ, Fasching PA, Hurvitz S, et al. Therapeutic Advances in Medical Oncology. 2023;15.




Question: Adjuvant Olaparib or Abemaciclib for high risk
ER+ HERZ negative cancers?

Cross-trial comparisons ideally avoided:

3 year iDFS HR 0.58; 99.5% Cl, 0.41 to 0.82; P<0.001) for Olaparib! vs 42 month
iDFS HR 0.664 (95% Cl 0-578-0-762, nominal p<0-00012for abemaciclib

Overall survival HR 0.68 (99% Cl, 0.44 to 1.05; P=0.02)* for olaparib versus HR
0-929 (95% Cl 0-748-1-153; p=0-50) for abemaciclib

BUT - note only 18% of patients in OLYMPIA (325/ 1836) were ER positive

1: Tutt, Aetal: N EnglJ Med 2021; 384:2394-2405; 2: Johnston, S et al; Lancet Oncol 2023: Vol 24: 1: 77-90



Outcomes with CDK4/6i therapy in
HR-positive and gBRCAmut MBC patients

Results/Conclusions
Frenel et al. BRCA/PALB2 mutated patients wit @ 14.3 vs. 26.7m)
Collins et al. BRCA mutated patients witl{ shorter 0526 vs. 51m)
Bruno et al. BRCA/CHECK/ATM mutated patients witl-@se outcomes
Safonov et al. BRCA2 mutations with@Worse PFS™
Fuentes Antras, et al. BRCA1/2 and PALB2 mutations with(9.9 vs. 26.8m)

Recognize HR-positive/BRCA-mutated as a specific subgroup of patients

o

* Mostly retrospective and subgroup analyses data — ethe'njec': CJ)' gtea'; {\onn gncol' ;ggg-
g = runo L, al. recision Oncol, :

* Unmet need for specific treatment approaches for HR+/BRCA-mutated patients Safonov A, et al. Cancer Res 2022.

* Prospective data and combinations need to be explored Collins J, et al. Oncol Therapy, 2021.

Fuentes Antras J, et al. ASCO 2023.

Barrios, C; Proc SABCS 2023 with permission



The [SPY 2.2 trial:
Innovative adaptive design based on response

. .
i :
V v
o- Q o BLOCK A 0- Q a3 BI.OCK B BLOCKC
EXPERIMENTAL Tx BEST BY RPS RESCUE CHEMO
Screen Randomize Surgery

preRCB

*Block A is a randomised platform design that evaluates up to 4 experimental
therapies across multiple subtypes, without the use of paclitaxel

*Block B consists of multiple subtype-specific ‘best in class’ treatments assigned
based on I-SPY’s response-predictive subtypes (RPS)

*Block C is rescue therapy, consisting of anthracycline chemo at a minimum



I-SPY 2.2

 Serial MRI scans throughout
 All those receiving Block C therapy go to surgery when completed

e Aim is for participants to receive only the amount of treatment needed to
achieve pCR, to limit potential side effects

* Also aims to limit exposure to ineffective treatments; halfway through
blocks A and B, if MRI shows very little change, participants may forego the
remainder of that block and proceed to the next

* 1in 5 participants will be randomised to control arm in which treatment
begins in Block B

e >2500 patients enrolled, 25 agents already evaluated and 3 already have
accelerated approval...

I-SPY Trials - Quantum Leap



https://www.quantumleaphealth.org/for-investigators/i-spy-trials/

Randomize
to Expt’l or
Control Arm

Patient Outcome (RCB/pCR)

Update
Randomization

Probabilities SPY 2's adaptive randomization engine

signs a participant to a study arm; it
ves greater weight to arms that have
en successful in the participant’s tumor

ubtype.
Apply e
: Termination
- Graduation /,.-Ut,./@ Rules (per arm) Update @
Predictive
@ Probabilities

|-SPY Trials - Quantum Leap



https://www.quantumleaphealth.org/for-investigators/i-spy-trials/

Summary

* Biology biology biology

* The neoadjuvant setting is the perfect window to gain valuable early
prognostic information to allow tailoring of post-op therapy

* TNBC and HER2 positive cases with significant residual disease/high
RCB sadly often have worse outcomes
e Can we cure more patients with better therapy, now that we know their
cancer doesn’t respond well?

* The NACT and post-NACT settings are very useful windows for drug
development and biomarker discovery, improving efficiency

* 93 published manuscripts already and counting for i-SPY trials...
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