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PRISMA \ PRISMAP in Nantes: Part 3 — Nuclear medicine, from preclinic to bedside
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1 radiopharmaceutical
candidate

You have a proof of concept

But... you only heal mice !!!
... that you have made deliberately sick
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“Q Scale-Up & Regulatory challenge... 2+5=
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Facility for radiopharmaceutical manufacturing V‘\;\ IAEA ?
Radiopharmaceuticals: Production and WHO good manufacturing practices for sterile
Availabi”ty pharmaceutical products

L 1

. e
Raw material supply (radioactive and « cold » materials) ﬂl

GOOD MANUFACTURING PRACTICE GUIDE FOR
ACTIVE PHARMACEUTICAL INGREDIENTS
Q7
19. APIs FOR USE IN CLINICAL TRIALS

European
Pharmacopoeia

*
*

Transport to clinical dept (temperature, time,...) Quality Assurance




ARRONAX Example of process flow

In house radionucleide... or not
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Multicentric clinical trial capacity
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Example of [°4Cu]-Cu-ATSM Preclinical model
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[64Cu]-Cu-ATSM Clinical trial

BJEudrar  « Evaluation of 64Cu-ATSM PET/CT in Predicting Neo Adjuvant Treatment Response in
2018-002079-17
R Locally Advanced Rectum Cancer »

ClinicalTrials.gov
:/ \: (A Institut de *
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Principal objective: Relationship between early tumor uptake of ¢4Cu-ATSM PET/CT images and prediction of
histological response to neo-adjuvant chemo-radiotherapy treatment

Secondary objectives

- Relationship between late tumor uptake of ¢4Cu-ATSM PET/CT images and prediction of histological response
to neo-adjuvant chemo-radiotherapy treatment

- Correlation between %4Cu-ATSM uptake and oxidative stress markers

- Progression free survival

- 18FDG-PET/CT and %4Cu-PET/CT uptakes

- Comparison between early and late 4Cu-ATSM uptakes in ®4Cu-ATSM PET/CT images

- 64Cu-ATSM toxicity



[4Cu]-Cu-ATSM Clinical trial
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[4Cu]-Cu-ATSM Clinical trial

znomfo';g;‘l'f I« Evaluation of 64Cu-ATSM PET/CT in Predicting Neo Adjuvant Treatment Response in
N — Locally Advanced Rectum Cancer »
NCT 03951337

MRI
Rectum *Cu-ATSM 18F-FDG PET
cancer 3 MBq/kg Surgery
*  Diagnostic p- - Chemotherapy (Capecitabine)
) - . Ndiothera PY (25x2 Gy)
18F_-FDG PET = S o
B N =
: [ B
& Chateau _ ';'_/ = 2l
) . L/e—P“;sVﬂ {‘;amwazautm ,m L
i r o S Nakes - 45 D. 2 vears
Mult cent. IC &“udy g . 5 ( ) 5 weeks 4 weeks 2-4 weeks y .
35 patients (Q " max following
v v

FDG initial

FDG
¥ Cu-ATSM 24 h z
Cu-ATSM 1h post neoadjuvant treatment



[4Cu]-Cu-ATSM Clinical trial = ARRONAX timeline
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[**Cu]-Cu-ATSM Clinical trial - Methodology

64Cu ATSM-DO

* Acquisitions = pelvic region at 1- and 24-hours

e Segmentation’s methods:
e rectal tumor 70% threshold delineation
e Gluteal muscle VOIs manual delineation

64Cu ATSM-D1

* Visual and semi-quantitative image analyses: ‘
 SUVmax, SUVmean, | " ’
* tumor-to-muscle-ratio (T/M),
* Hypoxic-Tumor-Volume (HTV),
* Hypoxic-Burden (HB: HTV x SUVmean)
* Metabolic Tumor Volume (MTV)
» Total Lesion Glycolysis (TLG)

« AMTV and ATLG (FDG1-FDG2/FDG1) were calculated

18F-FDG #1 18F-FDG #2 18F-FDG #1 18F-FDG #2



[6#*Cu]-Cu-ATSM Clinical trial — Preliminary results  RESPONDER PATIENT
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[4Cu]-Cu-ATSM Clinical trial — Preliminary results NoN RESPONDER PATIENT
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Conclusion & Take home message

% Multidisciplinary and

g partnership work

Important scale-up aspect




Thank yow for your attentio



