UE Projet tuteuré¢ et bibliographie
Objectifs de ’UE : Réaliser une recherche bibliographique
Travailler en équipe — Gérer un projet
Réaliser un rapport et une présentation orale

Résultats d’apprentissage de la gestion de projet et du travail en équipe
Elaborer un projet

Prendre des décisions au sein de I'équipe

Partager les informations

Créer une dynamique d’équipe

Résultats d’apprentissage de la recherche bibliographique

Réaliser une recherche bibliographique a I'écrit

Evaluer la pertinence des ressources par rapport a 'environnement de recherche et a la problématique
Prendre du recul et avoir un regard critique sur le contenu des ressources

Sandrine Huclier : Sandrine.huclier@univ-nantes.fr



Frise chronologique — déroulé projet tuteuré

Semaine 37
e T En rouge : les LIVRABLES
1¢r¢ séance : présentation générale
du module, répartition des projets .
tuteurés Semaine 7
Semaine 38 : séancealaBUsur Semaine 40 Semaine 45 14/02
utilisation des outils Nantilus et 2/10 : Construction du diagramme 9/11 : Dépét CR réunions du Remise du rapport final incluant tous les
Zotero de Gantt du projet — version 1 roupe Gantt, et tous les CR de réunions de
-séance sur référencement ébut de projet g groupe + avec tuteur
biblio

OCTOBRE DECEMBRE FEVRIER

.

) Semaine 50
Sel.'n.alne 39 ' 14/12 Semaine 8
--visionner le tuto Gantt project - Mise a jour diagramme de Gantt du 21 et 22/2
projet —milieu de projet si nécessaire Soutenances projet tuteuré

- Remise d’un plan détaillé du rapport



| - gestion de projet et travail en équipe

CARACTERISTIQUES
o) Taille (2<n<5)

o) Proximité (affinité) des membres

GROUPE

o) Objectif commun clair

Rassemblement de personnes
ayant des caractéristiques communes

EQUIPE

Rassemblement d’un petit
groupe de personnes

dont I’énergie converge vers
un but commun




3 bonnes raisons de travailler en groupe

Gagner du Gagner en
temps complexité

Diviser le travail pour Diviser le travail en
mutualiser les forces articulant les
compétences

Gagner en
pertinence

Cocréer en déployant
I'intelligence collective




Définir et Prendre

distribuer des décisions

des roles

Travailler .

en mode Les 9 enjeux du

e travail en équipe




Travailler en équipe

Préciser les responsabilités de

Communiquer par messages
zheawn, ain:i ngeueq 'I‘?s Mdic%tg:g courts et codifiés, esamzig
acceptés et précis ambiguné

Définir des objectifs Identifier les 2l ettre en place une procédure
spécifiques et balisés responsabilités de communicatic qui favorise les critiques
dans le temps chacun Jires J constructives

Les_ colnditions d'un (Réaksor dea blans régulirs 1o
travail d'équipe efficace Qoo qite

nne pas, etim une
dynemique da
\_ cortinue J
\

h £

_ _ Favoriser les relations CET AT LT G (TR | Prévoir une procédure pour
el einllbesteHall| bienveillantes au sein travail effectué et [Magh it tligy
du groupe metirs foutle monde ™ |70

J

au méme niveau

) 'informati " Revoir ensemble les
e e S e
amen gwui' : d'en comprendra les causes et

) prévoir des ajustements si

membre de l'équipe

\_ nécessaire Y,




Travailler en équipe

Négocier en cas de conflits

2
Brainstorming
des options

y
Des positions
aux intéréts

3
Choix des criteres

4
|dentification des
MESORE

5
Proposition et suivi




Visionner le module numérique “Apprendre a communiquer en équipe”
https://madoc.univ-nantes.fr/pluginfile.php/1787110/mod resource/content/11/index.html

+ Test a faire en ligne (semaine 39 au plus tard)

Gabarits de reunion disponibles sur Madoc
Dépot des compte-rendus des réunions du groupe (au sein du groupe et avec le tuteur) : semaine 45

Puis dans rapport final tous les CR de réunions (du groupe et avec le tuteur): semaine 7 de 2024



1- Gérer ses choses a faire objectivement et les classer (prioriser)

2- Gérer son temps (les planifier)

3- Apprivoiser les manifestations physiques et physio du stress
(palpitations, blanc, ..) en se remettant en confiance :

Prise de conscience : lister vos manifestations pour mieux les identifier et agir

Rituel : nom + prénom + lire tout le sujet; respiration, etc

Commencer par les points faciles (relance irrigation des autres couches du cerveau : débogage)
Relativiser : I'idée n'est pas d'avoir 20 mais de faire au mieux

Cours a réaliser en asynchrone par vous-méme : Gestion de projet
https://madoc.univ-nantes.fr/course/view.php?id=32169

A faire semaines 38- 39






lister objectivement les choses a faire (toutes !) et les planifier ...

fait gagner du temps et est anti-stress |ll

Nom de tache - |T12009

déc. 08 janw. 03 févwr. 09 mars 09  avr. 03 mai09 | juin09  juil. 09  aolt
Préparation e,
Fecherche .
Conception s
Dé&veloppement R

S
.
S

=LA



Visionner les tutos pour Ganttproject
(semaines 37 a 39)

Gantt Project 2.6 :
Tutoriel Université de Loraine (version 2.6) : http://dptgeii.iutsd.univ-lorraine.fr/cours/Ipsarii/QCP/TUTOGanttProject.pdf

Tutoriel plus ancien de I'académie Aix-Marseille : https://www.lyc-luynes.ac-aix-marseille.fr/spip/sites/www.lyc-
luynes/spip/IMG/pdf/Ganttproject tutoriel.pdf

vidéos Youtube :
https://www.youtube.com/watch?v=wk AGveybNs
https://www.youtube.com/watch?v=U0UdSfsDOj4

Construction du diagramme de Gantt du projet — version 1 début de projet a déposer sur Madoc
Semaine 40

Mise a jour diagramme de Gantt du projet —milieu de projet a déposer sur Madoc
Semaine 50

12



Il - Recherche bibliographique

Semaine 37
3 Séances a la BU : presentation des outils de recherché biblio Nantilus et de référencement Zotero

Visionner le tuto zotero
semaines 37 a 39

Tutoriel Zotero

Réalisé par l'université de Bordeaux : https://bibliotheques.u-bordeaux.fr/Se-former/Les-tutoriels/Les-tutos-Zotero

Cours

13
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| - Pourquoi rechercher de I'information scientifique et techniques (IST)?

Pourquoi I’industrie a besoin de I’'information scientifique ?

- Etat de I'art sur le sujet traité / protocoles expérimentaux
- Veille technologique / innovation / émergence de nouveaux marchés liés a de nouvelles technologie
- Normalisation

Pourquoi un consultant a besoin de I’information scientifique ?

- Constitution d’un dossier pour un industriel

15



Il — Comment publier de I'information scientifigue et techniques (IST)?

- Auteur»
Identifié par
Son nom et son prénom

< n
Recherche
Rés%ltats

Infor%atlon /L‘ﬁ‘}c’:;u’]

f Communicationaux
congrés et conférences

| (Conference papers
= t,

’Acusdeoonom'
(Conference

Brevets *
(Patents)
Normes *
(Standards)

(Serials, Periodicals)

: documents diffusés hors des circuits commerciaux.

* source d'information primaire : contient le texte et les illustrations des auteurs
** Source d”information secondaire : donne les références de documents primaires

Types de documents et canaux de publication scientifiques



Il — Quel type d’'information scientifique et techniques (IST)?

- la « communication » ; article non exhaustif sur la recherche menée mais qui présente les principaux résultats

- le « full article » ; article détaillé sur la recherche menée (notamment parties expérimentales développées)

- la « review » ; article de synthése sur |'état de I'art dans une thématique donnée, réalisé par une personne dans le
domaine
- lathese ; partie bibliographique sur le sujet de la these + travaux réalisés par un doctorant pendant sa these

- le livre ; traitement d’'une thématique assez large. Parfois un seul auteur, le plus souvent plusieurs auteurs (par
chapitre), chacun traitant de son domaine de compétences

- le brevet ; description d’'une invention, c’est-a-dire d’'un procédé industriel

17
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1. INTRODUCTION

The use of adioniclides in medicine & based largely on the ©
discoveries of two critical concepts, the “tracer principle” and &
the “magic bullet”. In 1913, George de Hevesy developed the «
tracer approach and was the first to recognize that dionuclides «
could be wed as tracers to follow how the native dlement or «
comp d ¢ ing the ¢ was distributed cither in &
plants or in animak." He based his theory on the principle that «
radioactivity has the advantage of being easily detected at very &
low quantities, allowing for the mtroduction of minute &
quantities, nano- to picomoles, that wil not perturb the »
system. Thus the radichbeled tracer allows for noninvasive ©
measurement of distribution and fanction in a biclogical &t
system. Paul Ehdich kter developed the "magic bullet™ concept &
highlighting how biomole cules, particularly antibodies, could be ©
utilized as targeting molecules to transport toxins selectively to &
cancerous tisues. For eample, ndionuclides can be attached &
to antibodies that are selective for meceptons that are &
overexpressed on a certain disease site such as tumor cells. »
This concept has been expanded to include a host of &
nanocamiers, from small molecules such as Plic acd to »
peptides and proteins, :

ph and most -
nanoparticles. Both concepts have been utilized to develop &
radiopharmace wticals. P

Radiopharmaceuticals are drugs that consist of two parts: a @
radionuclide that imparts the mechanism of action through its &
decay and a targeting biomolecule or organic ligand that &
determines the localization of the radiopharmaceutical They &
can be used either as diagnostics for the noninvasive imaging of &
disease or as therapeutics to deliver a toxic payload selectively, @
for instance, to a tumor site. Most of the development and »
optimization of radiopharmaceuticals occurs when designing or »
modifying the target selectivity of the molecule, not the n
mechanism of action, as with other drugs. Diagnostic agents n
consist of radionuclides that decay to release photons with a »
high enough energy to penetrate the body and be detected »
externally but low enough to be collimated by a camera 2
Therapeutic agents consist of radionuclides that decay to %
release a pasticle, such as a 7 or & partide that can cause 7
ionization and break bonds resulting in the intended ablation. =
Until recently most radiopharmaceuticals were designed to be »
used solely for either diagnostics or therapeutics. It was thought =

Special lssue: 2013 Nudear Chemistry
Received  August |, 2012
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- Conclusion
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Plusieurs dizaines de pages
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A Novel Bispecific, Trivalent Antibody Construct for Targeting

Pancreatic Carcinoma

David V. Gold,' David M. Goldenberg, Habibe K

E i A. Rossi,

Chien-Hsing Chang,’ Thomas M. Cardillo,’ William J. "McBride,’

and Robert M. Sharkey'
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Abstract

Predinical and clinical studies have demonstrated the
application of radiolabeled mAb-PAMA for nuclear imaging
and therapy of p We have
now examined the ability of a novel PAM4-based. bispecific
lonal antibody (mAb) TF10, to pretarget a
radiolabeled peptide for improved imaging and therapy. TF10
isah ized, b ific mAb, dival for mAb-PAMA and
monovaent for Mb-iﬂ. reactive against the histamine-
succinyl-gycine hapten. Biodistribution studies and nudear
imaging of the radiolabded TF10 and/or TFI0 pretargeted
hapten-peptide (IMP-288) were conducted in nude mice
bearing CaPanl human pancreatic cancer (s
TF10 cleared rapidly from the blood, with levels decreasing to
<1% injected dose per gram (ID/g) by 16 hours. Tumor uptake
was 347 = 0U66% ID /g at this time point with no accumulation
in any normal tisue. To show the utility of the pretamgeting
approach, "'In- IMP-288 was administered 16 hours after
TF10. At 3 hours p dmini of radiolabeled peptide,
imaging showed intense uptake within the tumors and no
evidence of accretion in any normal tissue. No targeting was
observed in amimals gven only the "'Inpeptide. Tumor
uptake of the TF10-pretargeted " In-IMP 288 was 20.3 + 1L7%
ID/g. whereas for "'In-IMP-288 alone it was only 0.12 +
0.002% /g at 16 hours. Tumor/blood ratios were signifi-
cantly greater for the pretargeting group ( — 1,004 1 at 3 hours)
compared with "™ In-PAMA-1gG ( ~ &1 at 24 hours; P < 0.0003).
doswe that TF10/™Y-peptide
pretargeting would provide a pwu antitumor effect than
. PAM4 IgG. Thus, the results suggest that TF 10 pretamgeting
may provide improved imaging for carly detection, diagnosis,
and of p tic cancer as pared with directly
radiolabe led m&kﬁ. [Cancer Res 200868(1214819-26]

Introduction

Pancreatic cancer is an insidious diseasw with a particulardy high
mortality rate. In large measure, this is due to the location of the
pancreas in the retroperitoneum, where the tumor can grow in a
silent fashion Symptoms that might sugges the patient seck

of tumor growt h. and even at this time. the dinical presentation
can be vague and representative of varying pat halogies. Combined
with the fact that o present. there are no effective means for
treatment of this discasw. patient outcomes are generally poor:
Seyear survival is <5%. However. if detected early when the cancer
is still restricted to the pancreas treatment by surgical resection,
with ar without chemot herapy and radiation the rpy. can improve
Syear :um‘\'al to roughly 25%:; yet even this statistic is not very

g (1. 2). Consequently. effort has been
muhldmmﬁdmmhuhmdmm pancreatic cancer at an
ecarly stage of tumor growt h ( ithelial neoplasia 3)

before it becomes invasive, and to improve nnw-u-d through eadier
and more effective treatments.

We have identified a unique biomark present on mucin
expressed by >85% of imasve pancreatic adenocarcinomas,
inchading eary stage | disease and the precursor lesions, pancreatic
intraepithelial neoplasia and intraductal papillary mucinous
neoplasia (3). The specific epitope. as detected by mAbPAM4 (4)
is alsent from nommal and inflamed pancreatic tissues. & well as
most other malignant tissues Thus detection of the epitope
provides a high diagnostic likelihood for the presence of pancreatic
neoplasia Eardy clinical studies using ™I and ®Tc-labeled.
murine PAMA IgG or Fab’, respectively showed specific targeting in
8 of 10 patients with invasive pancreatic adenocarcinoma (& 6). Of
the two negative stdies. ane had a poordy difierentiated pancreatic
carcinoma that did not express the PAMd-epitope. whereas the
other patient was later found to have pancreatitis rather than a
malignant leson. Accordingly, we believe that the high specificity of
PAMA for pancreatic cancer coukd be helphul in the detection and
diagnosis of carly disease. In addition to improved detection, *¥-
PAMA IgG was found to be effective in treating large human
pancreatic cancer xenografls in nude mice (7). and when combined
with gemoi further imp in themp
were observed (8. 9L A Phase | therapy trial in patients who hikd
gemcitabine trestment was recently completed. finding the
maxdimum tolersted dose of ®Yhumanized PAM4 IgG to be
20 mCifm” (10} Although all patients showed disease progression
at or after week 8, initial shrinkage of tumor was oberved in
several cases. Clinical studies are now underway to evaluate a
imlm.ltddtnn;rqmmol‘\ hPAMA 1gG in combination with
a rads izing dose of gemcit abine.

medical amigance are usually not evident until an ad d stage

Noste: Scpplanet oy date for s aftiche am v wlible 4t Cincor s arch Oulins
(lqu { camacr T T o b arg /)
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Avnce, Relbville, N @0 Phose W384705 R 104708 e
g il g o o7,
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Preclinical studies in xenograft models of colorectal cancer and
lymphoma have suggested that delivery of radionuclides with
pretageting procedures can provide a sgnificant thempeutic
advantage over directly radiolabeled antibodies (11-16L In
addition. we have shown that pretargeting procedures can be used
in combination with ™ Tc or “'I for superior imaging capability
over directly radiolabeled dy f az. lﬂLTl\usa
pretargeting system based on the cificity of PAMA for p

Www 33CTjou mal & org 4819
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TRAP. a Powerful and Versatile Framework for Gallium-68
Radiopharmaceuticals**

Johannes Notni,”"*) Jakub Simeéek,*! Petr Hermann,™ and Hans-Jiirgen Wester”)
Dedicawd w0 Prof. em. Dr. rer. nat habil Erns Anders on the ocasion of his 0t birshday

The remarkable success of ®Ga-labeled peptides in neuro
endocrine tumor diagnostics gave a major boost 10 the de
velopment of ®Galabeled tracers for pasitran emission 1o-
mography (PET)LF In contrast to common PET sotopes,
“Ga (v, =68min; Eyona=1.89 MeV) is not produced by
on-site cyclotrons but, similarly © ™ Tc production for scin
tigraphy, is obtsined from “Ge/Ga radivisotope generators
(#,("Ge) =278 days). Conjugation of biologically active
maecules blfu:l:uunll chelate Igmds and subsequent
“Ga’ deli i that
bind 1o pathologically overexpressed target structures with
high affinity and thus allow for nondnvasive molecular
imagmng in paienis.

Until now, the design of ®Ga tracers mainly relied on
DOTA™ (Scheme 1), which is ideally suited for larger metal
jom (particulardy lanthanides) but less so for the smaller
Gs™ jon. However, the utility of the smaller NOTAP
system (Scheme 1) for Ga™ complexation has been shown
two decades ago Pl As it has been found that it forms Ga™
complexes with higher kinetic stability and allows Ilgha
“Cia labeling vield, wnjugates of some of its bi

Scheme |. Macrocydic chelatos discussed in the text (see alko Tabde 1)

Table 1. TRAP lgands usad in Sis study

derivatives (mainly NODAGA™ Scheme 1) -: mebn'
ly utilized m the devek of "Gar T

inrecent times Inspired by these results, we report here the
synthesis, properties, and preclinical evaluation of “Ga radi
opharmace uticals derived from NOTA -analogous Tri-Azacy
clnonane-Phasphinic  acids™  (ablyevisted TRAP. see
Scheme 1 and Tahle 1) and reveak their encrmous utility for
nuclkear madicine and molecular imaging.

fa] De. 1 Noas, ). Simelek, Prof D H-J. Wester
Lturszabd S Phuas s hou tictee Radec besvuat
Tox hasische Ulsive saitht Mo bhen
WValther MeimnesStrase 3, B5748 Garching (Germany)
and
K ik fr Nuklewmedosn
Tex haische Unive rsitht Miine ben
Ismanisger Stragse 727, 81675 Minchen (Germany )
Famail pob aune s nots s em de
[b] 1 Simetek. Pt Dr. P Hermass
Departmest of Lnorganic ug-u} Ft-l; of Science
Qudes Universit
oy —rmmnm-m
Supportieg iafomsation for 1his atice & maliic on the WWW
mader ey /i Sod /101 002 /chess 201105

CNLINE LIy

€ X011 Wiicy VCH Vedug GubH &Co. KA, Weishaim

[r=r= Subutisuest R Rel
(Scheme 1)
TRAPH H -
TRAP PN n bt
TRAPOH CHAOH "
TRAP-Pr CHACH~O00H L
The *Ga™ l. » behavior was mpared for

TRAP ligands (Table 1), DOTA, and NOTA. Figure 1
shows that TRAP ligands are ablke 1o mcorporate “Ga
nearly quantitatively (>95%) at much lower ligand concen-
trations () and, due 1o the low pK, of phosphinic acid moi-
eties (ca. 0.7-1.5"Y), ako in strongly acklic media; in the
case of TRAP-OH™ and TRAP-PY even at a pH as low as
05. As this allows "Ga labeling by directly using the neat
eluate ((L1m HQ) of the very popular Obninsk generator,
greatly facilitsted kit production of “Cia tracers could be
achieved. Figure 2 illistrates that particularly TRAP-Pr rap-
ily incorparates “Gia at 25°C and op =3 s, wheress nei-
ther DOTA nor NOTA can be labeled under these condi
tions. However, in line with previous reparts™ we found
that unlike DOTA, NOTA can be readily labeled at room
temperature when using a fairly high hgand concentration
of o, =100 pu (see the Supporting Information for detmik).
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