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Why we need pre-clinical platforms in oncology?
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Cost to Develop New Pharmaceutical
Drug Now Exceeds $2.5B

A benchmark report estimates that the cost of bringing a drug to market has more than
doubled in the past 10 years

The article also includes estimates of the costs to develop each drug. The

$6 billion tab for Sanofi and Regeneron Pharmaceuticals' eczema drug

Dupixent is an outlier, and researchers ranked the quality of their

evidence support that estimate as "Tow."

But several drugs emerging from the Sanofi-Regeneron collaboration

also had high estimates. Those include Praluent at more than $3 billion
each, along with Kevzara, Zaltrap and Libtayo at more than $2 billion
each. Regeneron's wholly owned Eylea also was estimated to have cost

more than $3 billion.
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Weill Cornell pre-clinical discovery platforms and PATh Core

Zebra Fish Transgenes Genetically engineered mice (GEM) Patient Derived Tumor Xenografts (PDTX)

Micro-organoids
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PDX and The Pre-clinical Models
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PDX closely mimic primary tumors but.......




Molecular and functional platforms to characterize and stratify PDTX
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Phenotypic and molecular characterization of PTCL PDTX
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Transcriptomic profiles of PTCL PDTX mimic primary lesions
and identify novel genomic aberrations
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PDX transcriptional profile define novel vulnerabilities of PTCL:
NFA1-MAZ fusion
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Molecular stratification of PDX provide the basis for
patients’ stratification and cancer evolution
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Molecular stratification of PDX provide the basis for
patients’ stratification and cancer evolution
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Host-driven stratifications define distinct subgroups of PDTX
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Drug screening platform with PDTX libraries

Drug compound library PDTX Positive hit screening
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A

Drug screening platforms with PDTX libraries

Sample cross-correlation map
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Mathematical program to assess drug synergies in PDX treated cells

Cerdulatinib synergy screening
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Stromal elements modulate the survival and drug responses of PDX PTCL
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Matched co-clinical mouse-human trials

The co-clinical paradigm aims to develop mouse trials in parallel with human clinical trials to enable rapid, real-time transfer
optimization and outcomes improvement to individual patient.
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In vivo drug screening platform with PDTX libraries
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Therapeutic potential of TFs degraders

Current strategies
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Pre-clinical therapeutics of STAT3 degraders

A B D

BELLI BELLI 144h L82 144h ﬁ

g VAN f
3 DMS0 A& 397-0A-003 397-0A-003 |

0
g @ 1uM 30' A 90.98% g % % = S g % % S s
o \ 3 ~«~ 3 2 3 2 ~« 5 32 3 &
E A N n N0 I
3« 1uM 1h 7] @i ° - ‘ I
" e L ol 4 |
5 1uM 2h = 773%
L0 g
E
3% 1uM 3h 44.44%

G A
3o 1uM 6h 429% ﬁ

© il
gl P\
3% DMSO 84.26% -
v SR
¢ e - E 2500 Intermittent Dosing (BIW)
o = | !
- Q

£ / k = b o —
3% 1uM 1h e i Do ; @ 2000
] — b 3 °° £
2 A 4 E Vehicle
3% 1uM 2h . o~ 8 2 1500 ]
8 / | 255% N—_ ; E KTX-105, 30 mpk iv (50
" . G R,
5 iuRiah _ V005 S j000. ® mpkindicated by red
8 294% S arrow)

£
Y £ |
gz"’ 1uM 6h 158% = =300

4 3 2 4 0 1 2 3 12

Log2 (85nMV ST3-689/DMSO) 0
1 5 8 1 1 1 2 2 2 3

Astone G. et al. Blood (2021) 138 (Supplement 1): 865. Time (day of treatmenf) 9 3



Where are we going?

Multicolor flow cytometry & deep immune profiling
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Naive and engineered PDX derivatives

Tumor-On-VascularNET model
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PDX-D line for genomic and functional readouts

IL2 PDTX- flow cytometry
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Specific cell death (%)

CRISPR screening to define PTCL vulnerabilities
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Engineered T-cells models
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Humanized/engineered NSG mice strategies
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Conclusions

The construction of well-annotated PDTX lymphoma libraries required
Institutional commitments and dedicated resources

PDTX closely mimic corresponding matched donor samples, sharing genomic
fingerprints and functional properties

PDTX and PDTX derived products are practical tools for performing HTP
screening and predict patients’ specific vulnerabilities

Host tumor interactions modulate lymphoma growth and survival and drug
responses

Autologous humanized PDTX represent the next frontier for the design and
implementation of novel and immuno-based clinical protocols
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