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Death Rate = case/deaths

1 Pancreas 78.10% 14 Myeloma 30.14%

5rain 4177 15 NHL 25.18%
4 Liver 73.17% 160ral 21.74%
3 Esophagus 72.30% 17 Uterine 21.17%
5 OQvary 59.26% 18Bladder 21.14%
6 Lung 54.48% 19Kidney 18.84%
7 Soft tissue 38.82% 20Breast 13.15%
8 Bile duct cancer 36.31% 21Prostate 10.88%
9 Leukemia 35.27% 22 Melanoma 7.60%
10 Colorectal 34.77% 23Thyroid 5.13%
11 Stomach 34.08%
12 Larynx 32.22%

13 Cervix 31.13%



S year survival
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Stage
distribution
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5 year survival for localized and
metastatic cancer

Breast >99% 33%
Prostate >99% 38%
Lung 65% 10%
Colorectal 91% 15%
Melanoma >99% 35%
Bladder 98% 9%

Kidney 93% 19%
NHL 87% 67%
Uterine 95% 19%
Pancreas 44% 3%
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Metastatic pancreatic cancer

Gem v 5Fu, 1996 Gem v FOFIRINOX, 2011 Gem v Gem/Abraxane, 2013

Hazard ratio for death, 0.72 (95% CI, 0.62-0.83)
P<0.001 by stratified log-rank test
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FOLFIRINOX

nab-Paclitaxel-Gemcitabine

% patients surviving
Patients Who Were Alive (%)

5-FU Gemcitabine

Gemcitabine

| | | | LI I 1 | it | | I | | | I | | 1 1 I I
0 246 8 10121416 18 20 6 9 12 15 18 21 24 27 30 33 36
Survival time (months) Months

9 12 15 18 21 24 27 30 33 36 39
Months

GEM 5FU GEM  FOLFIRINOX GEM GEM/ABRAX
Survival 5.6 4.4 Survival 6.8 11.1 Survival 6.7 8.5
Response 5% 0% Response 9% 32% Response 7% 23%
SD 39% 19% SD 42% 39% SD 26% 25%
PFS 2.3 1 PFS 3.3 6.4 PFS 3.7 5.5
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KRAS inhibitors and
pancreatic cancer
vaccines

SCIENCE
F.D.A. Approves Drug Poised to Transform Care for Pancreatic Cancer

In a key clinical trial, patients who got the pill, daraxonrasib, lived twice
as long as those who got chemotherapy.

By Gina Kolata, Rebecca Robbins and Carolyn Y. Johnson
AUG. 26

PRINT EDITION F.D.A. Nod for Promising Pancreatic Cancer Pill | August 27, 2026, Page Al

SCIENCE

The Race to Develop More Medicines Like the New Pancreatic Cancer
Drug

Companies are testing dozens of similar drugs in cancers of the
pancreas, lung, colon and more.

By Rebecca Robbins and Carolyn Y. Johnson
AUG. 27

BUSINESS

A $480,000-a-Year Pill Reflects a New Normal for Cancer Drugs

Rasonque, the new pancreatic cancer treatment from Revolution
Medicines, illustrates the huge inflation in cancer drug prices over the
past two decades.

By Rebecca Robbins

AUG. 31




KRAS inhibition
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KRASS'2V(ON)

KRASS'2{ON) KRASS5(ON)
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Progression-free Survival in the Overall Population
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MRNA vaccine

Custom manufacture
autogene cevumeran

Process and Sequence (individualized
transport tumour and Predict and select neoantigen-encoding
tissues normal DMNA neocantigens mRNA-lipoplex)
VIOV ] ' Key inclusion criteria :
>_, b — — . * All surgically resectable PDAC |
) My N\ _ : - No borderline resectable |
HESEC"T,,» & Tumour RNA ' - No locally advanced |
_— : or metastatic disease !
) Custom manufacture 1 - No neoadjuvant therapy !
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Week 0 5] 9 17 21 43 46
_____________ I | I | | I L I e
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MRNA Vaccine MFOLFIRINOX
RFS 18 months 22 months

A Disease-free Survival

100 =
n=19 1004 Stratified hazard ratio for cancer-related event,
Median second cancer, or death, 0.58 (95% Cl, 0.46-0.73)
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Phase 3 INTerpath-001 trial: Melanoma

intismeran autogene + pembrolizumab (KEYTRUDA) vs.
KEYTRUDA
* Phase Il trial
* Completely resected stage 1B, IIC, Ill or IV cutaneous melanoma
* Improved RFS
* Improved DMFS



Peptide Vaccine for PDAC

prevention
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mKRAS average response

200- .
[

Vaccinated Cohort (n=16) | Unvaccinated Cohort (n=44)

150

Stable 10/16 (62.5%) 31/44 (70.5%) ® immune responder

Increase 0/16 {0%) 10/44 (22.7%) 100 - @ Immune non-responder

Decrease 3/16 (19%) 2/44 (4.54%)

Maximal fold change
relative to baseline

Resolution 3/16 (19%) 1/44 (2.27%)

Haldar, Can Disc. 2026
Pant, Nat Med. 2024
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IDH1 KO grow poorly under tumor
conditions

Pancreatic cancer cell line

Glucose (mM): 25 S 2.5 2.5

NAC (mM): - . - 1.25
V.~ “ "*‘--»\ (Gt

IDH1+/+ | ‘:.;( - ) 2
:(// N / \_‘A_r_:,'/"/

IDH1-/- | ,;)f J )( - \

\ J ) . >} J
“é!! ir < 7 v . __'.f \..\ 4 i

Nature Cancer 2023



IDH1 KO grow poorly under tumor

conditions
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IDH1 inhibition treats pancreatic cancer in mice
using a repurposed drug

Pancreatic cancer tumor
growth in nice
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IDH1 inhibition is additive with FOLFIRINOX

Pancreatic cancer tumor
growth in nice
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cancer, neoadjuvant,

n=16 patients
undergoing resection®

Phase 1b
3 months neoadjuvant
A
| \
2 weeks 6 weeks 4 weeks

Surgery

Ivosidenib Ivosidenib + Ivosidenib
500 mg daily FOLFIRINOX 500 mg daily

- Primary Objective: Safety Secondary

Objective: Efficacy (path, CA 19-9,

imaging)




Novel IDH1 inhibitor AP-278 is superior to AG-120
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Induce high glucose with sugar water

P < 0.0001

P =0.0021
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HgbA1C27.0% Permissive hyperglycemia
> (glucose, 175 mg/dL — 250
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 Response rate
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Phase |l trial design. Diabetics with stage IV

PDAC, N=57.






Restoring NAD+ delays pancreatic cancer
progression in a KRASG12D model

Vitamin B3, NAD+ and derivatives
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NAD+ is protective to cells: KC Mice

LSL-Pdx-cre ; KRASG120/+

Male mice (£ 20 weeks)
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Restoring NAD+ delays pancreatic cancer progression

Percentage

PaniINs Total
PDAC |Diffuse Patchy Focal None
Vehiclg 29| 657/ 314 0 0 100
NAM 0 184| 447 316/ 5.3 100

The development of pancreatic
cancer




In Summary
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