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Avertissements

Cette présentation a été préparée par NH TherAguix uniguement en vue d’étre utilisée lors de présentations

investisseurs

En recevant cette présentation vous reconnaissez avoir pris
connaissance des restrictions suivantes :

Cette présentation ne constitue ni ne fait partie d’aucune offre ou
invitation de vente ou de souscription de titres. Ni le présent
document, ni une quelconque partie de ce document, ne constitue
le fondement d’un quelconque contrat ou engagement, et ne doit
pas étre utilisé a I'appui d’un tel contrat ou engagement. Toute
décision d’acquérir ou de souscrire des titres dans le cadre d’une
quelconque future offre ne pourrait étre prise que sur la base de
I'information contenue dans un prospectus visé par I'Autorité des
marchés financiers ou dans tout autre document d’offre qui serait
alors établi et émis par la Société dans le cadre de cette offre.
Cette présentation vous est communiquée a titre personnel
uniquement pour votre information et pour n’étre utilisée que
pour les besoins de la présentation de la Société.

Cette présentation et son contenu sont confidentiels et ne
peuvent étre copiés, distribués ou transmis a toute autre
personne, publiés ou reproduits, directement ou indirectement,
en entier ou en partie, par n‘importe quel moyen, sous n'importe
quelle forme et pour n’importe quelle fin que ce soit.

Vous devez respecter toutes les lois applicables a la possession
de telles informations y compris les lois en matiére de délits
d’initiés, les reglements en vigueur ou les recommandations de
I’Autorité des marchés financiers.

Ni cette présentation, ni une copie de celle-ci, ni aucune
information qu’elle contient ne peut étre apportée,
communiquée ou distribuée, directement ou indirectement aux
Etats-Unis, au Canada, au Japon ou en Australie, ou a tout
résident de ces pays. Le non-respect de I'une de ces restrictions
peut constituer une violation de restrictions légales en matiere
d’offre d’instruments financiers aux Etats-Unis, au Canada, au
Japon ou en Australie. La distribution du présent document dans
d’autres pays peut faire I'objet de restrictions légales et les
personnes qui viendraient a le détenir doivent s’informer quant a
I’existence de telles restrictions et s’y conformer.

Cette présentation a été préparée par, et sous la seule
responsabilité de la Société. Les informations figurant ci-apres
n’ont pas fait I'objet d’une vérification indépendante de la part
de la Société, de ses conseillers ou de toute autre personne et
peuvent faire I'objet d’une mise a jour, d’ajouts, et de révisions
pouvant étre significatifs.
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The problem nh

TherAguix
More sensitive for solid tumours, less destructive for surrounding tissues

60% of cancer patients (4 M/year US-EU) diagnosed with cancer have a radiotherapy

UNMET NEEDS:
30% Radioresistant or badly positioned tumors

- AGuIX® could bring a Longer Life

TREATMENT OPTIMIZATION :
70% of other patient : Secondary effects

= AGuIX® could bring a Better Quality of Life

Report Institut Curie
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The AGuUIX® solution - Theranostic ‘e n'l'\

See What You Target & Target What You See

. administration
o Targeting
(/8 e -
-;chu, Specific tumour accumulation
S Agg High precision

Imaging

Precise treatment contour

Patient selection
Personalized treatment . = Treatment

Activable drug

Cytotoxic under radiations
Local Radiation Booster

A new approach grafted on an existing method in the care follow-up
NH TherAguix — All rights reserved



The AGulX® Technology g n-|-\

2 Safe compounds, no drug delivery TherAguix

High gadolinium content =15 w%

Gadolinium

MRI
Paramagnetic Properties

&

Radiotherapy
High Atomic Number (64)

Size 2-5 nm
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Preclinical Proof of Concept n%

TherAguix
10 years of academic research

In vivo radiotherapy efficiency in 6 tumours models
brain, head&neck, pancreas, lung, melanoma

In vivo MRI contrast uptake
in tumour models |

Regulatory toxicity (rats/monkeys)
Scale-up and industrialization of the
production

In vitro demonstration
of radiosensitizing effects e 10+ collaborations
(Harvard, MIT, Yale, IGR, Stanford)
e 50+ publications
e 4 patents (5 +)
O Tillement designed the AGulX® e 9-12 PhD students
G Le Duc discovered the radiosensitizing effect e POC in 6 in vivo tumour models

Le Duc G, Miladi I, Alric C, Mowat P, Briuer-Krisch E, Bouchet A, Khalil E, Billotey C, Janier M, Lux F, Epicier T, Perriat P,
Roux S, Tillement O. ACS Nano. 2011 Dec 27;5(12):9566-74
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Intellectual Property S n-|-\

TherAguix

Portfolio
v 4 patents family (exclusive sublicense)
v 1 patents family (full property)

v/ 1 coproperty patents (recently filed) : Harvard-ILM , AGulX Bi/Gd

v/ 2 co property patents IGR/ILM (nano-radio Im, and Combix)
¢/ FTO has been confirmed

W02005/088314 Coeur Coquille 02/03/2004 FR, EP, US, JP, CA delivered
W02009/053644 Radiosensibilisation 16/10/2007 FR, CN delivered
JP, CA published
WO02011/135101 SRP 30/04/2010 FR delivered
EP, US published
W02013/153197 Lung 13/04/2012 FR, EP, US, CA, JP published
EP17305709 New method for 13/04/2017 WO including CN filed
synthesis
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Competition

first in class versus best in class

@ SIOTIX

Hafnium, 50 nm, Med Dev (drug US)

|

* Intra-Tumoral administration
e Elimination by the liver if IV
* Interventional radiology

l

IPO en 2012 (45 M€) - Phase 1 int.
280 M€ Market Cap

nh

TherAguix

Nh

TherAguix

Gadolinium, 5 nm, Drug

!

Intravenous administration

MRI and Radiotherapy using the same injection
Elimination by the kidney (2h)

Inhalation and intratumorous also

|

* Easy implementation
* On top of current medical practices
* Theranostic

* Addressable to all solid cancers



Team organization nh

TherAguix

Strategic Board

CSO

Founder

Vi A
Chairman “
Business Advisor J

Investor Advisor

Bio & Pharm ,; ‘ Chief Medical
-

Clinical trials, R&D 4 Officer

KOLs- Early Followers Advisory committee
Chief Financing
Pr. E. Deutsch - Institut Gustave Roussy | | B. Bigot General Director CEA Officer
Pr. K. Price - Queens University Pr.J.F. Le Bas Neuroradiologist
Dr. R. Berbeco - Harvard L. Poncin de Latournerie  CEO Ezus
Dr. G. Appelboom - Stanford C. Ulrich CEO AVNIR

C. Louis CEO Nano-H
F. Mouthon CEO Theranexus
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http://www.nano-h.com/wp-content/uploads/2012/02/tillement.png

Summary

2005 2010

@ Gan

+ Preclinical PoC -
Academic institutions

10+ collaborations
50+ publications,
4 patents (2+)
9-12 PhD students

- PoC 6 in vivo tumours
models

~ 10 Millions € invested
! academic

2016

~

e Tremplin-Senate
* France Biotech

®

Créélltion NH .
Th:erAguix

| Scale-up ' Clinical trials
' ' e  FirstIn Man
. . Nanorad
Regulatory toxicity
. 3 Trophies

' ¢ R2BOnco

-> 1000 vials for clinical
trials (Carbogen) |

Sales
BPI

academic i

NH TherAguix — All rights reserved

: 1,5 Millions € invested| Capital 100 k€

120 k€
200 k€

nh.

TherAguix

Clinical trials

e Nanorad (10 pat/15)

e Nanocol trial submitted
e Phase 2 designed

Production of Batch 2
On going, for Phase 2

Fund raising 600 k€
Bank Loan BPI 200 k€

In progress

Fund Raising > 675 k€




Pipeline of clinical trials n%

TherAguix

Program Indications 2016 >> 2017 >> 2018 >> 2019 >
CHU NANORAD

phaseil 2

GusTAVE/  (Centrejz Cervical cancer
Oscar
?gﬁgﬁg’“sssly\ CemreRngonaldeL[l-necmnlbelc';?tetr NANOCOL Phase I Phase II
CH e gl!;lge;n? Head & Neck
GUSTAVE/
ROUSS/Y\ Erasme P ﬁ Glioblastoma Phase | (orphan drug)
[H[E[G|P Lung préclinique Phase 1

THE UNIVERSITY OF

SYDNEY Linac - MRI

DANA-FARBER H J
CANCER INSTITUTE = PET/MRI préclinique
N

i




nh

TherAguix

NANORAD - Phase 1 Trial
Brain Metastasis
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First in Man NANORAD - Phase |

Sponsor CHU Grenoble Alpes
Pl Dr C. Verry , Radiotherapy Department
Head: Pr J. Balosso

Dose-escalation 5 dose levels (n=3 patients)
15, 30, 50, 75 and 100 mg/kg

Inclusion criteria

Multiple BM ineligible for local treatment by surgery or stereotactic radiation
Primary cancer : Melanoma, Lung, Breast, Colon

25 % of cancer patients, Life expectancy < 4 months

AGuIX

IV Injection

¢| 15t RT 4h post AGulX

RADIOTHERAPY (total 30 Gy / 10 fractions)
RT & MRI

3Gy|3Gy|3Gy|3Gy| 3Gy 3Gy|3Gy|3Gy|3Gy| 3Gy

| | | I 1
MRI MRI MRI MRI MRI

JO 2h post AGulX J8 J28 J100
DOTA DOTA




NANORAD - Phase |
Study Objectives

G onh

TherAguix

Objective 1 : Determination of the Maximal Tolerated Dose (MTD)
Evaluation of the incidence of dose limiting toxicity (DLT)

Objective 2 : Pharmacokinetic characteristics of AGulX
Blood samples at TO, 15min, 30min, 1h, 2h, 4h, 6h, 10h (or 12h), 24h and D8, D28
Urine samples over 24h (3 fractions of 4h and 1 fraction of 12h), D3, D5, D8, D28

Objective 3: MRI & AGuIX tumor targeting

Evaluation of distribution and elimination of AGulX in brain metastases and surrounding healthy
tissue

Objective 4 : Therapeutic response
Evaluation of intracranial progression free survival (MRI)
Evaluation of overall survival



Patient recruitment 9 n'l'\@

TherAguix

GRENOBLE
ALPES

- 15 mg/kg 30 mg/kg 50 mg/kg

Patient 1 Patient 2 | Patient 3 Patient 4 Patient 5 Patient 6 | Patient 7 | Patient 8 | Patient 9

Lung Melanoma Lung Lung Melanoma Melanoma Melanoma Lung C?Ion
Primary carcinoma
cancer .
multisite multisite multisite multisite multisite multisite
Sex M M M M F M M M M
Age 70 64 60 79 37 60 46 69 68
umber of 5 30 8 4 > 50 24 12 13 4
rain mets

4 lung cancers / 4 melanoma / 1 colon carcinoma
8 men /1 woman

> 60 years old

Number of brain metastases : 4 2 > 50

Melanoma patients - greater number of metastases



nh

TherAguix

SAFETY & PK results
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Tolerance of AGuIX® administration

15 mg/kg 30 mg/kg 50 mg/kg

I
| vatencs [ paenca | poencs | poencs | s | poients | pavienc7 | pavencs | paencs

Complication at injection site

* Pain No No No No No No No No No
* Erythema No No No No No No No No No
Systemic response

* Urticaria No No No No No No No No No
* Quincke edema No No No No No No No No No
* ltching No No No No No No No No No
* Hypotension No No No No No No No No No
* Hypertension No No No No No No No No No
* Muscle contraction No No No No No No No No No
* Warm feeling No No No No No No No No No
* Cold feeling No No No No No No No No No
* Pain No No No No No No No No No
* Fever No No No No No No No No No
* Shiver No No No No No No No No No
* Feeling of faintness No No No No No No No No No
* Asthenia No No No No No No No No No
* Abnormal movements No No No No No No No No No

Good tolerance of AGulX injection for the 3 first dose levels — MTD 2 50 mg/kg

Passage to the fourth dose level (75 mg/kg)




TherAguix

Pharmacokinetic and Elimination °n-|-\

Plasmatic data Urinary data

80

AGulX urinary excretion AGuIX cumulative urinary excretion over 24h

5 16-20h : 0.65%
s 3
g 200 E 35
v 30
< 2
5 %0 82
b4
£ 10 g0
c o 15
2 5 i
* I ) g =
0 20 30 . [ | :

Time (h) 0-4n 4-8h 8 16h 1620h 18 (168h)

15 mg/kg 30 mg/kg 50 mg/kg

@
S
w
2
o
8

Plasmatic [AGulX] (mg/L)
3 &
(

o
o4

T1/2 (h) 2h 45min 1h20 50 min 1h18 57 min 56 min 1h06 48 min
plasma
Urinary
excretion

45% 45% 55% 48% / 49% 70% 50% 50%
(over 24 h)

Short half life: T,,, : 45min -2 h

Urinary excretion: = 50% of the injected dose over the first day
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TherAguix

Tumour AGulX® targeting & MRI
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The MRI contrast uptake
Pat#3 , 15 mg/kg, lung cancer

e Relaxivity@ 3T : 8.9 mM1.s!/ AGulX 3.4 mM1.s1 /Dotarem
* MRI performed 2 hours after injection ECG monitoring



MRI T, enhancement of metastases 9

GRENOBLE TherAguix
Inclusion MRI (DO) D1 - 2h post AGuIX D8 after AGulX Patient #2

v\‘)\i \g s:‘g
v w“j
a L5 & A )
® t:-) > ®
@

L]

[* =]

Patient #3

AGulX targeting and tumour uptake
MRI T, enhancement of metastases 2h after IV injection and still after 1 week



Third dose level - AGulX 50 mg/kg

Patient #7 Patient #8 Patient #9
Melanoma Lung cancer Colon cancer

Before injection _




The MRI contrast uptake

Patientl Patient2 Patient3 Patient4 Patient5 Patient6 Patient7 Patient8 Patient9
Primary cancer c;l;zgr LT Lung cancer c;l;zgr Melanoma  Melanoma  Melanoma Lung carcc(i)rlwc:)r:na
Enhancement 19.50 % 17.50 % 44 %
EnhanDcsement / / 12 %
Ratio 11 % 15 % 37 %

AGulX.Dotarem

T1 enhancement : 1/3 efficiency compared to DOTAREM (2h after injection of half dose)
AGulX tumour uptake : targeting increases with doses, visible for 3 tumour types
AGulX persistance in tumours : still present and visible 1 week after administration



nh

TherAguix

Tumour response
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Patient #3 — Lung — AGulX® 15mg/kg

G onh

GRENOBLE TherAguix
ALPES

Inclusion MRI (DO) 1 month post treatment 3 months post treatment

T,-weighted MRI — post Dotarem

Reduction of the total tumor volume after treatment by a factor 3
Total Brain metastases volume: 45.5 cm?® at DO = 21 cm? at 1 month =2 15.5 cm? at 3 months



Therapeutic response

ALU“'

GRENOBLE
ALPES

°nh

TherAguix

Primary
cancer

Number of
brain mets

Patient 1

NSCLC

Patient 2

Melanoma

30

Patient 3

NSCLC

Total sum of metastases longest diameters (mm)

D1
1 month
3 months

Overall
Survival
from D1
from
diagnosis

Cause of
death

Clinical
benefits
evidence

33 mm
17 mm

/

2.5m
5m

Sepsis
AGulX free

Yes

243 mm
295 mm =
118 mm

5.5m
8m

Disease
progression

Yes

78 mm
72 mm
69 mm

4m
8m

Disease
progression

Yes

Patient 4

NSCLC

31 mm

No
treatment

Heart
attack
AGulX free

No
treatment

Patient 5

Melanoma

> 50

331 mm
689 mm

/

1m
8m

Disease
progression

No

Patient 6

Melanoma

24

210 mm
219 mm =

ongoing

ongoing

Yes

Patient 7

Melanom
a

12

215 mm
191 m

ongoing

ongoing

Yes

Patient 8

NSCLC

13

127 mm
128 mm =
ongoing

ongoing

ongoing

Yes

Patient 9

Colon

carcinoma

77 mm
66 mm
ongoing

ongoing

ongoing

Yes
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TherAguix

Contrast En
Versus
Tumour response
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AGulX® uptake, prediction of tumour response .:n.|.‘®

TherAguix

A&T

GRENOBLE
ALPES

Inclusion MRI (DO) 1 month post treatment 3 months post treatment

Volume cm3 Volume cm3 Volume cm3
Tumour response and AGulX MRI enhancement D1
- 80+
8
= 604 ¢
c
% 20- . . Tumour responses
%é ol Selhe TalE Decrease of tumour volume: V;,0/V,5: 58%
S 1 O I 20 CR Complete Responses
. . .
> 8 PR/SD Partial Response or Stable disease
20 T T T 2 PD Progressive disease



AGuIX® uptake: dose effect w onh

AAAAA

Effect of injected dose on the size evolution of each metastasis
comparison patient #2, #6, #7 with multiple melanoma metastases

Melanoma metastases
Size evolution D28-D1 (%)

Mean £ SEM — 100~ * % %k
O\O | !
E I. * %
rog 50~ =
() [ | A
[ |
5 % u u m u R
= ®
% O. ....... . .". ................... .... ........................................
> m %
A
g =
U) '50 ] ] ]
& & &
< N\ <
o O O
% % 2

Correlation between AGulX tumour uptake and tumour response
Higher doses of AGulX give better tumour response



NANORAD Phase | on brain metastases
Intermediate results after 9 patients

15 mg/kg 30 mg/kg 50 mg/kg 75 mg/kg 100 mg/kg
n=3 n=3 n=3

v First proof of safety
No adverse effects due to the injection of the drug (even minor)
Fast blood half life and renal elimination

¢/ First proof of contrast uptake
Contrast uptake for 9/9 patients (15 - 30 - 50 mg/kg)
(melanoma, NSCLC, Colon carcinoma)
Remanence of the contrast enhancement 8 days after injection in tumour tissues

v Therapeutic response
Response to the treatment (WBRT + AGulX)
Clinical benefit
Correlation between AGulX contrast uptake and tumour response
Dose effect




Pipeline of clinical trials n.|.\

TherAguix

Program Indications 2016 >> 2017 >> 2018 >> 2019 >
CHU NANORAD

phaseil 2

GusTAVE/  (Centrejz Cervical cancer
Oscar
?gﬁgﬁg’“sssly\ CemreRngonaldeL[l-necmnlbelc';?tetr NANOCOL Phase I Phase II
CH e gl!;lge;n? Head & Neck
GUSTAVE/
ROUSS/Y\ Erasme P ﬁ Glioblastoma Phase | (orphan drug)
[H[E[G|P Lung préclinique Phase 1

THE UNIVERSITY OF

SYDNEY Linac - MRI

DANA-FARBER H J
CANCER INSTITUTE = PET/MRI préclinique
N

i




NANOCOL Phase 1 GUSTAVE/  Centreiz n_I_\

ROUSSY~ Oecar
Advanced cervical cancer BB SN cenee Rt oL o o TherAguix
PHRC
e Better prognosis 30-45 % @ 5 years versus 2,5 months for Nanorad
* Safety Results from Nanorad 30 mg/kg versus 15 mg/kg
e Other indication primary cancer versus metastasis
* Dose effect 3 injections versus 1 injection

Pharmacocinétique

[ 1IRM || AGuIx [[coDP| 1IRM Radiothérapie |
Yy v v v ¥ v v
TO 24h 48h

/

Cisplatine (Injection IV hebdomadaire 40 mg/m?)

v v v v v

Semaine 1 Semaine 2 Semaine 3 Semaine 4 Semaine 5 ) Semaine 7 Semaine 8 )
AYYAS A A
IRM IRM IRM
20-50 mg/kg 20-50 mg/kg 20-50 mg/kg
RCMI Curiethérapie

(45 Gy sur 5 semaines — 1,8 Gy/fraction) (15 Gy/14 jours)




Fund raising ¥ | PRE-1PO

The goal for NHT is:
to move to Phase 2 with Batch 2 and run others Phase 1 in parallel
to recruit a chemist (ILM) and a biologist (IGR)

Q2 2017 — Target 1 M€ - 30 Juillet

Fund raising in progress with PRE-IPO, Allinvest group

Q1 2018

Series A round — 10 M€

2019 - IPO and BIG PHARMA - Fin de la Phase 2

NH TherAguix — All rights reserved



Fund raising Y I PRE-1PO

@ 1erropuIT

@ vinnovaTion

€) L MARCHE

Q EQUIPE

9 LA PERSPECTIVE

Un produit qui améliore l'efficacité des radiothérapies dans le traitement
des cancers

Une solution non invasive et personnalisée qui améliore |'imagerie et le
traitement du cancer, sans changer la pratique médicale

AGuIX® a un potentiel de vente de 3 Mds€ en US+EU sur un marché en
croissance pour 1 indication (métastases cérébrales)

Une équipe d’experts aux compétences complémentaires et bien
entourée

Traiter ou adapter le traitement de I'ensemble des cancers solides en
radiothérapie grace a la taille nanométrique des particules



U\ PRE-1PO Biotech

AGORA

Contact
Olivier Moccafico, Relations investisseurs
PRE-IPO, groupe Allinvest
om@pre-ipo.com
Tél:+33144 8877 96



mailto:om@pre-ipo.com
mailto:om@pre-ipo.com
mailto:om@pre-ipo.com

