Glycosylated protein targets open access to multiple tumor indications for different therapeutic modalities
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GOTx glyco-platform

Revitalizing classical cancer targets with novel GO glyco-targets
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Cancer specificity

Truncated O-glycans drive tumor formation
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anti-glycoCD44 and R800

Efficacy of glyco-CD44 GO-CARTs

Full length CD44 Cancer-associated

isoforms A Healthy Skin
o) , ;Classical anti-CD44-) GO anti-glyco-CD44
* | Constant SE 46 L Al
e .3 domains i
<z | Variable
= |domains

NTD CD19 CAR

o+ (OERLCE I IEELT AR

glyco-CD44 CARTs

LTI

:

Cancer selectivity

YT T AT
P TTTETEY)
Jaligay A S VT TS F
L T TRTTTL e
SREEEE TR

Sal " B e njoa BAges g

1:50 (hRas Core 1¥%:WT)
NTD

Untreated CD44-CARt

Day 14 | gkrr" '.‘.-'iﬁ ‘1"’9
& & @ J f AAE WA &
pay 21 PN LR N

ey 26 LU R T
10\ 589190
Day 35 e
Day 42
Day 48

Day 56

i 2 8 &
*» | TN

- ]

.Yf .

LAS Bla
9’ o «
o 8.8 1 ’
v B R

o g i ﬁ
‘ v ‘3
v 'lg & é
o 9

CARTSs derived from GO-glyco-CD44 targeting Tn-CD44 show high cancer specificity in human 3D skin models and murine
CDX models!. A, lllustration of CD44. B, immunofluorescence of healthy human skin. C, Human Cancer Tissue models
treated with GO-glyco-CARTs. D, Luminescence images of mice inoculated with Jurkat cells and treated with NTD, CD19, or
GO-glyco-CARTs.

Day 63

GO-R800 selectively targets multiple cancer tissue
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Cancer stages and post-treatment

Datasets included: Breast (R800), Lung (R800)
Treatments include 5-fluorouracil, Epidoxorubicin, Docetaxel

Prevalence in cancer stages

In vitro activity of R800-vedotin

ADC Platform
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» Site-specific, DAR2 ADC (mc-vc-PAB-MMAE)
e Potent killing across multiple in-vivo models

R800 :

* Binds to tumor-specific glyco-proteins with low
nanomolar affinity

* Tumor selectivity arises from targeting of cancer-
specific glycan together with the backbone peptide

* R800 glyco-epitope is expressed in a broad range of
tumors including NSCLC, BC, OVC, PDAC

* Overlaps with 80% of ROS1 expression 50% of PDL1
expression and consistent targeting across all cancer
stages and pre- and post-chemotherapy treatments

and after chemotherapy

In vitro plasma stability

In vitro cytotoxicity

EC50

MCF7M PANC1M

R800

. 0.48 nM
vedotin

1.18 nM

Potent activity against breast and pancreatic
cancer cells.

Bystander effect in N/TERT cells analysed by
Incucyte live-cell imaging. ADC kills WT-GFP
target negative cells when co-cultured with

target positive cells. >
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affinities and exquisite cancer specificities.

R800 MMAE

* GO-R800 is a Tn-glycopeptide specific antibodies with sub-nM binding

 GO-R800 is selective for multiple cancer types, including triple-negative

40
Ovarian Cancer 19% (24/130) 30% (40/130) 49% (64/130) NC150 . : :
Metastatic 37% (14/38) 5% (2/38) 42% (16/38) ® - N=153 N1 DAR (% of starting material)
0 OV —  N=18 Cyno Human Mouse
Lung Cancer (NSCLC) 19% (26/140) 11% (15/140) 30% (41/140) E = y
Metastatic 25% (10/40) 3% (1/40) 28%(11/40) 2 504 0 100 98.6 100
Breast Cancer (including TNB) 22% (16/72) 0% (31/72) 22% (16/72) § 1 100 100 97.4
Metastatic 33% (33/104) 1% (1/104) 33% (34/104) % 10+ 3 100 9 100
Normal Tissue 0% (0/96) 0% (0/96) 0% (0/96) 7 96.7 98 94.3
3+/2+ =>25% of cancers cells with positive stan; 25% cut off defined by efficacy in PDx 0 Stagle 1 Stagle ) Sta:ge 3 Post'_Treatm ent 14 87.4 93.1 87.8
1+ =0-25% of cancer cells with positive stain GO-R800-vedotin is stable in human, cyno and mouse
plasma
Efficacy in PDx/CDx models R800-vedotin Summary
PDx/CDx models with variable R800 expression levels
PDx-Breast (R800+++ PDx-B t (R800++ CDx T47D-M (R800++ CDx PANC1-M (R800++ o o .
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H-score = 145; H-score = 140; —
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. . eceptor
Target Expression H-Score Count Day
PDx-Breast High (+++) 256 857K 100% MED = ~3-4 mpk
PDx-Breast Medium (++) 145 150K 94% Determination of minimum effective dose (MED): R800-
CDx-Breast (T47D-M) Medium (++) 142 140K 90% vedotin shows a minimum effective dose (MED) in PDx-
CDx-Pancreas (PANC1-M)  Medium (++) 140 191K 100% Breast (R800++).

breast, lung and metastatic cancers.
 ADCs were produced using site-specific DAR2.

* MMAE was conjugated via mc-vc-PAB cleavable linker.

* R800-vedotin shows potent activity in vivo (MED ~3-4mg/kg).

Tn-CD44 mADb is selective for multiple cancer, including head and neck cancer

and shows efficacy in vivo and safety in human 3D cancer tissue models
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