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Figures 2A-2B
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Figures 2C-2E
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Figures 3A-3B
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Figures 3C-3D
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Figure 4

Ability of Peak TropZ Ab to bind mAb-recepior
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Figures 6A-6C
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Figures 6D-6F
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Figure 7
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Figure 9
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Figure 10
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Figure 11
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Figure 12
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Figure 13
‘ . : Absoluta 150 % inhiition o top cone:

Soll Mo, Lol e ol s Tywe W28 PaL (naa) | cisptatin fan | M2 8 pea (oma) | Cisplatin
1 NCEH1668 tung 1 Q.56 2.74 90, 79%: Q9.49%
2 NCEH#282 fung 2 12 3.08 8fr.21% 53.36%
3 NCEH-H1435 fung 3 188 GO0 95.28%
4 NCEH1E20 tung 4 2.35 2.40 Q9.78%
S NCE-HAAL tung 5 3.69 4.15 94.17%
B NCLH2126 fung 6 3.78 5.04 99 B8Y%
F HCC 78 tung 7 465 .36 QQ.71%
& NCEH1781 fung 8 54,10 99 26%
G Capan-2 Pancreatic 1 1.21 8852% 93.431%
8 BxPC-3 Pancreatic 2 1.50 28515 98.38%
1% HuP-14 Pancreatic 3 Iy 32.82% 93.94%
12 KYSR- 274 Excphageal 1 321 §2.86% 8 27%
13 NCH-NXT Gastric 3 3.32 85.073% 97.5%
13 MRS Gastric 2 A.03 RB.93% 9.97%
i SCH Gastyle 3 1085 $5.99% 39 .95%
i SWL7R0 Biadder 1 1.35 3.8 86.81% 99.21%
1 K¥4 Biadder 2 377 32 94 97%
18 Ri117/94 Sladder 3 1.97 ¥
i3 Canv-3 Ovarian 1 3.25 .50
28 REC 1984 Rraast 1 737 7.3
2% RV Breast 2 3230 326 04,
22 KPL-4 Breast 3 1230 99.53%
3 REGS-2 tteyine 1 9.68 73.30% Q4,965
24 B0Ted 4538 trerine 2 23.82 53.24% HU.86%
25 ME-1RG Uterine 3 2740 614085 99.25%

Screening Panel

Percent
Cancer type Positive Total age +ve

Pancreatic 3

Gastric 3 8

QOvarian 1 3

'.Esophageal 1 5 20.0

CRC g 3 0.0
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Figures 14A-14C
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Figures 14D-14F
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Figure 15
100~ «— 7% Trop2 PHY DAR4 3mpk QWx2
e 24/ e Tmp2 PHT DAR2 Srrpk QWx2
80~ - -
60—

TGl
3
o

H

20
T o
0 1 i i 1 H ] -
28 35 42 49 56 63
20

Days



WO 2024/220546 PCT/US2024/024997

19/34
Figure 16
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Figure 17

ThA13 Diastereomers on HCT116
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Figure 18

introduction

Thailanstatins are naturally occurring anti-proliferative compounds that
target spliceosomes and modulate pre-mRNA splicing. Alterations in splicing
machinery and mRNA splicing are commaon in cancer and represents a
potential susceptibility that can be exploited by targeted delivery of 3
splicing modulator to tumors with antibody drug conjugates {ADCs)

Chemistry

The lead small molecule of Peak Bio's R&D toxin and ADC platform is a novel
analog of Thailanstatin called analog 13 {A13}, that led to the development
of a family of seven related linker-toxins {L-Ts}.

The ADCs derived from these L-Ts have been extensively characterized in
vitro and in vive as Her? and Trop2 ADCs.

Structure of inker-toxins

Lysives Nan-oisawabis Clazuabie

i2

HEY
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Figure 19

‘ Linker Screen

The PH-1 family of L-Ts were conjugated to the Trop2-specific monoclonal
antibody (hRS7) and the resulting ADCs were tested for therapeutic efficacy
against pre-implanted Trop2- expressing NCI-N87 gastric carcinoma tumors
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Figure 20
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Comparison of TGl efficacies of IMMU-132 vs various anti-Trop2 PH1 ADCs

300+

700+

500+

300

100~

-100~4

Porcent tumar volume change

369~

700~

8004

300

1060

Percent tumos volume change

~10p-4

\‘,»@,SMW ¢,§§L

isotype PH1
3 mglhg

B

T6-16 PH1, DARS

1 mglky

Q@ PP

fMMU-132, DARS

F 900+

700~

580

300

100+

-100~4

Barcent tumer volume change

260

700+
8004
300+

100

1 myikg

hRS7 PH1, DAR4

1 mgfkg

Parcent tumor volurae change

~100-4

Pergent tumor volume change

Peecent tumor volume change

M2.1 PH1, DAR4
1 sngfky

300

700~

500~

300+

100+

~10G~

TINA PH1, DARS
1 mygiky
200~
T80+
$00+
300
100

~10f-4

2.1 P11, DAR2
1 mgfkg

13
-4
4

700~
500~
300+
100w

R
~100-4

Percent tumos volue change

M2.3 PH1, DAR4
1 mgikg

900+

790

500

300~

100~ ~
&

Percent tumar volusne change

400 b D A2 @

TGl of hRS7 PH1 DAR 4 > hR57 SN38 (IMMU-132) DAR 8 (p<0.05)

At equivalent dose level of 1mg/kg single dose-

TGl of M2.1 PH1 DARs 2 and 4 > IMMU-132 DAR 8 (p<0.05)

~

e

Significant TGl ot 1 mg/kg ond tumor shrinkage at 3 mg/kg observed with

multiple TROPZ2 antibodies- hRS7, TINA, 76-16, M2.1 and M2.3

M2.1 and M2.8 mAbs recognize human gnd cynomolgus monkey Trop2

Sige Scatter s

M2.1 antibody

human;

HESU TR

REA916 {positive controf}

huran

Doayna

Transient averexpression of Trop2 ¢BNAs in Chinese Hamster Qvary {CHO} cells

hRS7 {IMMU-132) antibody

YL 3




WO 2024/220546 PCT/US2024/024997

24/34
Figure 21A

Differentiated NHP safety profile for Trop2 PH1 ADCs

Dose level/ 2 mg/kg 6 mg/kg 18mg/kg & mgihg
Regirmen Q3Wx3 Q3Wx3 Q3Wx2 Q3Wx3
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Figure 21B
Terminal Recovery
Dose 1 Dose 2 Dose 3 Necropsy Necropsy
l 3 whks. l 3 wks. l 3 wks.
D1 D22 D43 D45 D64
N
\\\Dose 1 Dose2 Unscheduled
Necropsy
18mg/kg DAR2 L l /
Staggered stant § +.... 3wks. 4. -
D1 D22
Histopathology e

Dose level/ Regimen

2mg/kg Q3W x 3

6 me/kg Q3W x 3 |18 mg/ke Q3W x 2

Drug-to-antibody ratio

Necropsy Group

Recovery|

Recovery | Unscheduled  {Terminal

2mg/kg Q3W x 3 | 6 mg/kg Q3W x 3

Recovery|Terminal {Recovery

number of animals 2 1

2 1 3 2 1 2

1

id

Necrosis, proximal tubule,
medullary array

Vaculoation, proximal tubules,
hilateral

Necrosis, hepatocyte,
centrifobular

Vacuolation, hepatocyte,
centrilobufar

infiltrate, neutraphitic,
centritobutar

Bone Marrow {stermum}-

Cellularity decreased

Celtularity increased,
granuiocytic

Adrenal glands

Vacuolation, decreased, cortex,
diffuse

Vacuolation, acinar cells

tymphocytes, decreased

Histopathology performed unilaterally for ofl tissues

BN

»  No evidence of typical Trop2 ADC toxicities such as neutropenia, peripheral neuropathy,

stometitis or LD gbave MTD

*  Tolerated at 6 myg/fkg G3W times 3 repeat doses with mild-minimeal or transierst

observations. Recovery necropsy after 3 weeks confirms reversibifity
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Figure 22
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Peak Bio Trop2 PH1 ADCs exhibits low off-target activity
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3 tung 3 1.88 9.00 78.29% 55.28%
4 lung 4 3.3% 2.40 58.86'% U9.78%
& tung 5 368 415 &3 3(% 91.17%
3] lung & 3.78 5.04 68.28% 99.38%
# tung? 4.6% .36 81.52% 92.71%
8 Lung 8 54.10 0.13 62.22% 99.26%
8 Pancreatic 1 1.23 15.35 88.52% 93.41%
10 Pancreatic 2 1.50 0.39 88 62% 99.98%
RRS Pancreatic 3 7.52 3.7¢ R2.82% 99.94%
32 £sophagest 3 121 1.22 82.86% 99.97%
13 Gastric 1 1.32 2.36 35.07% 97.52%
33 Gastric 2 4.03 10.03 82.53% 92.97%

5 Gastric 3 10.55 1.02 85.99% 99.96%
16 Bladdear § 1.36 3.8% 86.91% 99.21%
17 8ladder 2 1.77 4,12 95.19% 99.97%
18 Bladdar 3 1.97 1.29 83.53% 99.99%
19 Ovarsian 1 3.25 2.60 43 63% 93.10%
26 Breast 1 277 7.03 33.38% 89.67%
23 Breast 2 12,10 5.26 70.82% 94.25%
22 Breast 3 12.30 1.52 77.55% 99.53%
Z3 Uterine 1 2.68 0.93 74.10% 99.96%
28 Uterine 2 23.82 1.27 €3.34% 99.86%
25 Utering 3 2740 0.51 £51.40% 99.95%
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Figure 23

M2.8 PH1 ADC has potent in vivo activity
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Conclusions:

« Trop2 ADCs conjugated with PH1 toxin exhibit significant TGl at drug-to-
antibody ratio of 2 and 4. These ADCs are internalized ropidly, exhibit low
off-target activity in normal celis and Trop2-negative celis while exhibiting
equal or better cytotoxic potency and TGl refative to first-in-class
therapeutic ADC in tested cell lines and xenograft model, respectively

* The target validation studies suggest that Trop2 PH1 ADCs were sufficiently
differentiated in greas of preclinical efficacy and well tolerated in a
toxicologically relevant host.
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Figures 24A-24B
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Figures 25A-25B
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Figures 26A-26B
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Figures 27A-27B
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Figure 28
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Figures 29A-29B
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Figures 30A-30E
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