Medicxi

= vees—— medicxi

» Index Ventures life science (“LS”) team spun out to form Medicxi Ventures in February 2016

« 4 partners and 15 executives together since 2004
« €326M invested in 67 heathcare companies to since 2000
« Backed by global pharmaceutical companies (“Pharma’)

« Offices in Geneva, London, Cambridge (UK), Jersey
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Clasical Investing Model:

Preclinical Early Clinical Late Clinical
Ph1/2
1=0 /2a Ph2b /3
COMPANY's VALUE
[ (m EUR) ] | 50 150 500

Probability success 50% Probability success 25%

Risk & Reward
Drug Development

Cost per asset 20M Cost per asset >50M

( Probability success 15% )
Cost >70M
; 3-4 molecules
Clasic IS
[ Investing Model ] Capital in: 500
150m EUR

IPO / trade sale exit
2-3 x return



Asset Centric Investing Model:

Milestone-based, one molecule at a time

Preclinical Early Clinical Late Clinical

l

[COM?QNEU;)VALUE] | 50 150 500

Probability success 25%

Ph1/2a Ph2b /3 \L

Probability success 50%

Risk & Reward Cost 20m Cost 50m
prug Development ( Probability success 15% )
Cost 70m
New AC 1-2 molecules Trade sale exit
Investing Model Capitalin: 150 5-7 x return
20m EUR




Selected historical (Index Ventures) investments
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B GADETA

Next generation cancer immunotherapy
meets metabolomics

A UMCU spin-off company



Gadeta at a glance

* Developing proprietary Cellular Immunotherapy Platform to target hematological and

solid tumors
= Founded by Prof Jurgen Kuball from the Utrecht Medical Center Utrecht and Dr Mark de Boer,
Venture Partner at Medicxi Ventures

* TEGs: T cells Engineered with Gamma delta (yo) T-cell receptors
= Unique approaches with clear advantages over existing technologies
= Using current knowledge and manufacturing of af3 T cells
= Combined with unique yo6 T-cell receptors
= Targeting novel and unique cancer cell targets

= First program to enter clinicin Q1-2017

 Series A financing (EUR 7M) closed in January 2016

= Medicxi Ventures
= Baxalta Ventures
= UMCU Holding, founders and management



Gadeta mission K

Cure more people with cancer
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Visit www.gadeta.nl for video animation




survived > 500 M years of evolutionairy pressure

v T-cell share many features with
NK cells and bridge the gap between
innate and adaptive immunity

———

yOT cells must provide a substantial survival advantage

V62+ yOT cells V62- y&T cells

Best
characterized

. & 15%of
peripheral
CD3+ T cells

Up to 50% of
tissue CD3+ T cells



Functional evidence of cancer immune surveillance by yoT cells

Cell

Cancer Immunosurveillance by Tissue-Resident
Innate Lymphoid Cells and Innate-like T Cells

Graphical Abstract Authors
\ Saida Dadi, Sagar Chhangawala,
Healthy Tissue < @ —z.\ Benjamin M. Whitlock, ..., Morgan Huse,
Christina S. Leslie, Ming O. Li

Correspondence
lim@mskcc.org
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Cancer Cell

Targeted Activation of Human Vy9V32-T Cells
Controls Epstein-Barr Virus-Induced B Cell
Lymphoproliferative Disease

Zheng XGang,' vanal.u. 2 Jian Zheng, " Ming Liu,” Aizhen Lv," Yulong Gao,’ Huaidong Hu,” Kowk-Ta Lam,’

Gedlre'ym-ﬁmg Yuanzhong Yang,* Honglin Chen, * George Sai-Wsh Tsao, ® Marc Bonneville,” 2.2 Yu-Lung Lau,”
deume Tu™*

D and Medcine, U Ka Shing Faculty of Medio ne, Univessty of Hang Kong, Hang Kong, China

* hull.-d Dioases, Modical Calqp, Guangzhou, China

Wy L of Bidogy for Deoases, Ec The Sacond Afliated Hospital of Chongging Medioal

Univemsty, Chongging, China.

“Department of Patology, Sun Yat-Sen Univaraty Cancer Canter, Guangzhou, China
“Departmant of Micrabiology, U Ka Shing Faculty of Medicine, Unhwarsty of Hong Kong, Hang Kong, China
“Dopartment of Anatomy, Ui Ka Shing Facuty of Medicine, Univemsity of Hang Kang, Hong Kang, China
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SUMMARY

Epstein-Bam virus-induced lymphoproliferative d (EBV-LPD) after transp i insa

and life ic ation. Herein we shx ‘mmhe hon ats idron ats ded
human Vy9Va2-T cells efficiently killed EBV- f L lymphobl id B cell lines EBV-LG.)
through y/3-TCR and NKG2D receptor tnggemg and Fas md 'IRAIL By i of
EBV-LCL in Rag2~~yc ™'~ mice and h d mice, we ished lethal EBV-LPD with characteristics
close to those ofthe human disease. Adopﬁvatmferdpundmmte-expmded Vy9Va2-Tcells alone elec—
tively prevented EBV-LPD in Rag2~~yc™/~ mice and i d EBV-LPD regression in EW‘ v b g
m@"‘w" mice. Pamidronate treatment inhibited EBV-LPD devel in humanized mice through

and ion of Vy9V32-T cells. This study provides pvod—ot-pthcplefovahmmﬁc
approach using pamidronate to control EBV-LPD through Vy9Va2-T cell targeting.



In humans: The “favorable” prognostic landscape

.... iIs dominated by yoT cells

The prognostic landscape of genes and infiltrating immune cells
across human cancers

Andrew J Gentles,, Aaron M Newman,, Chih Long Liu,, Scott V Bratman,, Weiguo Feng,, Dongkyoon Kim,, Viswam S Nair,, Yue
Xu,, Amanda Khuong,, Chuong D Hoang,, Maximilian Diehn,, Robert B West,, Sylvia K Plevritis & & Ash A Alizadeh

Nature Medicine 21, 938-945 (2015)  doi:10.1038/nm.3909
Received 19 January 2015 Accepted 19 June 2015 Published online 20 July 2015

Abstract

Molecular profiles of tumors and tumor-associated cells hold great promise as biomarkers of clinical outcomes. However, existing data
sets are fragmented and difficult to analyze systematically. Here we present a pan-cancer resource and meta-analysis of expression
signatures from ~18,000 human tumors with overall survival outcomes across 39 malignancies. By using this resource, we identified a
forkhead box MI (FOXM1) regulatory network as a major predictor of adverse outcomes, and we found that expression of favorably
prognostic genes, including KLRB1 (encoding CD161), largely reflect tumor-associated leukocytes. By applying CIBERSORT, a
computational approach for inferring leukocyte representation in bulk tumor transcriptomes, we identified complex associations between
22 distinct leukocyte subsets and cancer survival. For example, tumor-associated neutrophil and plasma cell signatures emerged as
significant but opposite predictors of survival for diverse solid tumors, including breast and lung adenocarcinomas. This resource and
associated analytical tools (http://precog.stanford.edu) may help delineate prognostic genes and leukocyte subsets within and across
cancers, shed light on the impact of tumor heterogeneity on cancer outcomes, and facilitate the discovery of biomarkers and therapeutic
targets.
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Why did clinical trials with yéT-cells fail so far? 8

— Homing properties of yoT-cells might be different

— Proliferation deficiency of conventional yéT-cells in
many cancer patients is observed

— y&T-cells are sensitive to cancer cell expressed

-

TS B e T
-~ check point inhibitors
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| — Diversity of y6T-cells in NK-receptors & yb6-TCRs is
unfortunately widely underestimated

— Frequently y6T-cells are absent in advanced stage
cancer patients



Key success factors of Gadeta K

* Appreciating pitfalls and the unique strength of yoT cells during
cancer immune surveillance for our therapeutic strategy

* Learning lessons from clinical trials with unmodified yoT cells
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TEGs



T Cells Engineered To Express a Defined Gamma Delta TCR K

Optimized tumor specific GMP grade
proprietary yoT-cell lentiviral
receptors gene transfer

Proprietary
GMP-grade enrichment
of
engineered immune cells
in a closed system

Carrier cells with high
proliferation and
killing activity: o3 T-
cells

Metabolic Targeting
of the cancer (stem)
cells




Gadeta TEGs: y6 TCRs in o T-cells 8

e yO TCR have interesting specificities
= Sensing metabolic dis-regulation in cancer cells

= Highly tumor-reactive receptors with the potential to target the cancer stem
cells

e Overcoming limitations of yo T-cells
= Overcome tolerance induction of yé T-cells

= Taking advantage of one defined innate receptor with strong anti-tumor-
reactivity



TEG Pipeline

TEG-1001 CD277 Hematologic cancers

R m

TEG-1002 CD277 Solid tumors

TEG-2001 CD277 Solid tumors

TEG-3001 Undisclosed

TEG-4001 Undisclosed



Cancer is a metabolic disease

Daily practice: detecting cancer cells based on their metabolic state with PET CT

Utilizing a highly tumor reactive
vV902TCR for metabolic cancer
targeting




TEG-1001 can sense metabolic state of cancer cells K

IPP accumulation and RhoB GTPase activation (due to altered cell
metabolism) result in a conformation change of BTN3A1 (CD277)

BTN3A1
dimer

Nucleus

Non-activating Acpt;:’aast:ang
phase component |

'O RhoB - ' RhoB —
‘ GDP bound GTP bound PAg cytoskeleton

Activating
phase
component Il

Sebestyen et al., 2016, Cell Reports 15, 1-13
May 31, 2016 © 2016 The Authors
http://dx.dol.org/10.1016/].celrep.2016.04.081



Conclusion

Gadeta: Cancer Immunotherapy meets Metabolomics

TEGs (aBT cells engineered with yO0TCRs) allow an efficient targeting
of cancer as metabolic disease

Strong IP position

Building strong pipeline

— First clinical trial with TEG-1001 in Q2/2017 in hematological malignancies
— Second clinical trial with TEG-1002 in solid cancer in planning

— Broadening the pipeline with other y6TCR lead structures



B GADETA

Contact: Mark de Boer (acting CEO)
mark@gadeta.nl



