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Develop Companion Radiopharmaceutical YKL40 Antibodies as Potential Theranostic Agents
for Epithelial Ovarian Cancer

Hr. EP-23T
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EANM J&Efg R A8E (EANM Marie Curie Award) 2% EANM KRG HYEERREE - AR
GIEIE R A AEAELAAK E EEFIIF & 30KE2 Elin Pauwels i+ (EIIU) - B9 > #hSEIREE 54—
HHH—EANM BFHIFE S BAREHRIHN B R 5% - M 25 5 73 ITE 2020 41845 EANM
FHEAFESS - 2021 4F EINMMI B #5085 » OIE S {ERBHER R g RBTRE ) - 7EH
SEERAVETST  MERE R R - MR R SR R YRR - (ER R B AR B
EEEE MR - E—FHEREE 1%  EESE E A EBYZERRAS - F
5 AT BRI TEAHIE - TR R AV R4 ST B Y B SR BB AT YA ST - 4 B RTRIIE
T &S somatostatin SZBEAY F-18-AIF-NOTA-octreotide TET-455  FERHSHIERIE » #hh
BIFTEATE A S - ACEZEORFHL AR - AEEE S IAS - N ESOTENAE 0 =
Ay » EleRHERRELRA B i -

%&

13922 Marie Curie Award Winnen

3 . =
‘ A3
L‘V‘

M2 "

We congratulate Elin Pauwels from Leuven, Belgium,
and all of her co-authors!
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] LY Do, &

MARIE CURIE AWARD

[18F]AIF-NOTA-octreotide vs.
[®®Ga]Ga-DOTA-somatostatin analogue PET in
neuroendocrine tumour patients:
final results of a prospective multicentre trial

Elin Pauwels?, Freders » Tehibangu?, N rdons?, Le Voecks
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HERFFEIEE N LRER (NET) i8S Rl £ 248 (somatostatin receptor °
SSTR) » (Nt » U AR ERSHIZR ZASSH Y (somatostatin analogs » SSAs) & #E[A NET 77
TG G BB EEY) - KREE IR % NET W B 41T F-18-AIF-NOTA-octreotide B
Ga-68-DOTA SSAs JEUMIIEFEEWLLiEr 2 I L MERERIZT (non-inferiority trials) [FEFMERAER
BH7e - B HATER R E W8 2/ 0 A% - nlHR G BRI — YNV EEE - ST HE
TR REEE]  BEHECKREAMEMEHETE B NET DUEHR=EA NE5ERK
Ga-68-DOTATATE (n=56) B Ga-68-DOTANOC (n=19) % #HEGPRIE TS5 AT0R R - 651 75 % -
T B EFAC TS F-18-AIF-NOTA-octreotide (4 MBa/kg) Wi/ & #8527 2 B IEFiGs2 - W LARE
%~ HENI o WA ESEIGHEE T EEREE - e 2% stEEmHER
Hi# (detection ratio» DR) BAR AL B 1E F-18-AIF-NOTA-octreotide Fil Ga-68-DOTATATE/NOC
2[R DR (B R #E AR H=R (Differential detection ratio * DDR 5 DDR = DReis — DReess)] © 5
b PRE BB BEFE I (primary endpoint) £y PH57E 552 (mean DDR) <~ 95%({SH&E&H ~NRZE
A RI-15% < iIETAFTIENE ~ 2 HuLalBatIiRge & RETR PR R g R 15.8% (95%CL: 9.6%
- 22.0%) - tEtE R 0 B NET B #5889 F-18-AIF-NOTA-octreotide  1F F 5 & {8 i+

Ga-68-DOTA-SSA IEF521% » it » AlfEREEIR SSTR IEFiEsZiuprisEs® (&) -

Study scan: Materials and methods
* 4 MBq/kg [**F]AIF-OC

* Imaging @ 2 hours p.i.
* TOF (GE MI4): 3 min/bed
5 * Neo-TOF (Siemens TP): 4 min/bed

Clinical routine scan:

* According to EANM guidelines'”)

* [**Ga]Ga-DOTA-TATE or -NOC:
* IA [**Ga]-DOTATATE: 139 + 27 MBq
* |A [**Ga)-DOTANOC: 114 + 20 MBq

R » 2.5 min/bed
Randomised, blinded consensus read
Differential Detection Ratio:

DDR =DR,,,~DR

1) Bazkurt et al. Eur J Nucl Med Mol Imaging. 2017;44:1588-601. PMID: 28547177
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9 Results

Results
Primary endpoint
The primary objective will be met if the lower margin of the 95%
confidence interval (95% Cl) for the mean DDR is higher than -15%.
[8Ga]Ga-DOTA-TATE/NOC  [*¥F]AIF-OC
Number of lesions 3454 4278 Nynion= 4709
mean DR 75.3% 91.1%

mean DDR = 15.8% (95% C1:9.6%—22.0%) |/

Results

[8FJAIF-OC vs. [*8Ga]Ga-DOTA-TATE/NOC

[©Ga]Ga-DOTA-TATE/NOC  [**FJAIF-NOTA-octreotide P

Number of lesions 3454 4278 <104
mean DR 753 % 91.1% <10%
mean SUV, 2241156 200+145 0.067
mean TBR " 25.1+32.7 31.7+365 0.0013
mean SUV,.., ... 224+114 215124 0.76
mean TBR,.., ... 48138 6.7%52 <10
mean SUV,..., e 114+83 86+6.3 0.001
mean TBR,,, a0, 101473 13899 <10*
Mean SUV, ., ymehode: 209+143 199+169 0.19
mean TBR ., . imcres 365+ 24.2 499+408 0.001
" mean valugs on the patset level for guantifialile lesons detectod on both scars (N = 3032, incl head region

& 7 ~ F-18-AlF-NOTA-octreotide i Ga-68-DOTA-SSA FEHIER A 45 iR g5 B2 1Y 1F i 2 bl
(8% E 2022 EANM &rskfisR)
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(TO) 2R 1 - REERE (highlight lecture)

2RGRE (Plenary Sessions) & EANM v EBRAHVE & - RS LEATER - S1E > AX
RNEgHH 4155 - RGUWERHEGRSCGEA 1,881 & 0 1,563 Rfthatiiz~z » 7Rk HE 71 =
B DBONFE - fI=2 RIS (11.3%) ~ A (10.9%) ~ FEE (6.8%) » MIFEICHIELZE PA
EIFS Ryfg 2% 5.8% » Bt By +H.H 5.5% » ARCER 5.4% » 51 By reBhz8RE (highlight lecture) HYE
rREEL S AR s BIEER - AL R ~ 2B BB U a2 S BlER IR T aEs - H 2 EnE
RS ERRAYIE REER S > A 02 Ry RreRing e - FREEE - FDG ~ FAPI (Fibroblast Activation
Protein Inhibitor) ~ PSMA (Prostate Specific Membrane Antigen) ~ DOTATATE ; Tii{E &R fagEfl|
A 23 [R5 Ry e mbIE - FREEE 1 PSMA ~ Thyroid ~ DOTATATE ~ FAPI (&175) -

Mot sl 100 from 47 Countries
g z ﬁ ) ; 1562
Total > B 1. Spain 11,27
wajn 1663 .| O T
PR 3. Gevmany 6,97
o LT Y \

A 6. France  5,4% &

:;e&" \ & -, e-Poster with Oral Presentation: 2 IT"di: 537 P
B iontiic 2 A Z
€3~ ‘ “ Tfi;n;\vgim ue l’:q 5'57 %

Orals Scientific:

e-Poster (only): { LA
for a Top Rated Oral Presentation: 411 for Top Trials Session: Tf:i‘]"'c‘;:"m ‘é
for a Featured Session: for Case Report Session: i
Oncology: diagnostics Oncology: Therapy

400 abstracts

117 abstracts
109 score < 4 ‘ >
¢ 34 score < 4 -
62 sugg. for HL
23 suggested for HL
®mFDG mFAPI = PSMA DOTATATE
20 19 4

iy = PSMA m Thyroid m DOTATATE = FAPI

8 7 6 2

2:122
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() B A2 | PSMAFCRE & [ I HIEHEE
R S S B A A2 Wolfgang Fendler 87 » 42 EAU Prostate Cancer Research

Award 2021 15 E A 4ERURTEREIAr Z1E5E PSMA BCAS3 AL - Fendler BieFR(nlEH A 1Y
P EE R REIF R 2K o R 1977 4F - EEIAETININ TR ERAK 40531 Horoszewicz 141
FERETT N JSHE R LNCaP 4R DL RS 1987 FE4¢fE T PSMA HYERRRDIAS (TE11-]591) [7E11
BERRBIRS4E & PSMA 4RI domain] » Y 1991 £E[EIFX Wynant TR TE11 BT
B AR R IR R R R ST - S50 B B DU 6T% R B AR S E N
IG5 I BRI ST > (A E L BRREREERR R AR A ~ A (BRI - 1987 4F - 3£
B4 EE i S HTAE2 Robinson ZHFZHESY PSMA J&EMEHL (active center) =~ dipeptidase FEZE5E
P> AT{EA NAAG (N-acetyl-Aspartyl Glutamate) %18 2001 =3RS &GN E: Kozikowski
PR E Bk st DUR 2451 B AR Glu-CO-Glu S - B LR [E HY BT 28 BB 28
Glu-CO-Glu &ERESITEST (EFE2ENE BB EREEY)) - 2002 F » EELIHE ST
KEE Pomper FH% 1o KB —{EIE T REEE C-11-MeCys-CO-Glu » 2003 4 » =B F
JIREREE Bander B EE LA Lu-177-1591 BERRDUAGHEI )G - Y 2008 4FES=EI4FIE LS ST
REE Mease BFza S —(E %18 IEF refeR] (F-18-DCFBC) » 1A 2012 F-DA% » (EE R {ELE
REEBUEEEERSE 0 (DKFZ) #F25eEBRAILL PSMA 1E R BHES it fo i a6 R 4
P> EIHE * Ga-68-PSMA-11 (2012 4% » Eder BH5EEFX) ~ Ga-68/Lu-177-PSMA-617 (2015 4> Benesova
WZEE%) B F-18-PSMA-1007 (2016 £E > Giesel BHIZEEIER) » 125 » B a4 Lu-177 ~
Ac-225 PSMA RSB ERRSCI i8R T (BT -

Characterization of the dipeptidase activity

Johns Hopkins - Baltimore

N-acetyl-L-aspartyl-L-glutamate (NAAG)

Alpha-Linkage
Increases Potency

O o
‘ Generally,
CH- C NH- oH c NH- CH Coo~ Dipeptides are

Most Potent

Acetylation

increases ? = Amidation Abolishes
P Potency
Carboxy-Terminal

Glu Increases Potency

Robinson et al. THE JOURNAL OF BIOLOGICAL CHEMISTRY.
1987,262:14498-14506. 00000000 ff ccoo0000

1 | T EHCH
Yl
F 9 H



%8Ga/'""Lu-PSMA617

DKFZ - Heidelberg

NEW ENGLAND JOURNAL of MEDICIN
Lutetium-177-PSMA-617 for Metastatic
Castration-Resistant Prostate Cancer

&
»

BeneSova et al. J Nucl Med. 2015 Jun;56(6):914-20.

1970 1980 1990 2000

2015 LNCaP Fu7r'15c1ti10n Glu-co-Gu 11 17|y 18F 68Gq PSMAG17

&1 ~ PSMA FCASSS@RRE (st e 2022 EANM i)

2 T 2R EL I K2 Karolien Goffin ##2 2L " Good ~ Bad B2 Ugly | 7B B A RS
H A Ga-68 ~ F-18 DR A FHTET AL TENT PSMA /R © Fie8HY " Good ~ Bad #2 Ugly |
PSMA TREEEIRE#E DURHERIAZ IR ) ~ SR A E TR R ~ sk - DU
SEY IS, B E A By S P AEE © Good—Ga-68-PSMA-11 ELAK M = S/ B AVBEPRERES - 16
HAIA PSMA IET #8485 7551 (E-PSMA) ; Bad—F-18-PSMA1007 (FH _EIAZ) » #IH
AENER S AR S - BRI S R A - EE B O AR - (AT
EEABREERK > HA AR MRS ;5 Ugy—Tc-9m-PSMA compounds ~
Cu-64-PSMA » 522 1T FE T Ga-68 IE TR -

Ga-68-PSMA-11 £y " Good ; 7~Efehl - HJFRRENREE Ga-68-PSMA-11 EEREEE (75 BEL
1,007 A) BiEfs4 - EEEEGEHIZR (overall detection rate) AT F] 80% 2 b H BB MR FERT AT
HEE(E (tumor-to-background ratio) » FE4 » #4952 1.0 ProPSMA ERPREERTSHI » Ga-68-PSMA-11
ZREERIHA T HAE R (92%) (BFMES T EAEREN: (65%) - NIBET Ga-68 MU MEEL
HA— el > FIALLER Ge-68/Ga-68 #4280 ~ =i (68 478#) - &S - WIfEH
ZRRERED > DR RS S HE RER SRS - R - SRR F-18 G R
ZATEE R > DL F-18-PSMA-1007 K565l » F-18 st b iy 22 o] i e i 2R e 4 il - A48

LA B 2 B G B e T RS2 T - (HRRBE R E GRS 4S > B2l B
%10 B



USRI (30%-60%F] 80-85%) BLE VAT 95% (BB T ERYE A RE G IR AT 2 5 1E%
IR BN DL SR ZRAAE AT - EEA1 - JRE2JEE Te-99m ~ Cu-64 255 PSMA 2B RHEH] -
B4 : Te-99m-PSMA-I&S B Tc-99m-MIP-1404 - AR 73 A1 Ky 83%52 77% 1M1 Tc-99m-MIP-1404
ZRETEATHIMEESE  WI2 B BUR M A S0% LA B — 1 87% (HHEGN4HSREETTE) BTkl
Tc-99m-MIP-1404 FHFRTBUR 25 (BT

ARE 5 LB SR Simona Malaspina #4545 1 PSMA ERFIRAFTERRIE ARSI > IRFRIR
BTt B 3 A AR B ek R _E R e - (5T - R R B AR ~ W ~ FROIR AR
B AR AT RS (B0 » B8R PSMA IEFIFeiIR BB S 2E M - mfEE
JEAEH E IR IR B R S BT i G (B B RS H NG R IR AE R RGBT
5t YRR EETHRIEVITGHE B RSUR B agyEh I 2 -

Mechanisms of PSMA expression

de Galiza Barbosa, F. et al. Cancer Imaging (2020)

Membrane expression Endothelial expression in the tumour-
- Apical membrane expression (PCa) associated neovasculature
- Cytoplasmic expression

Lung squamous cell carcinoma Liinig adénocarcinonis

J
SUVimax 10.7

Rectum adenocarcinoma Lymphoma

[\~ EREERR e B AR ERE T . PSMA [EF#21% (f8kE 2022° EANM &ikfEHh)
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SHREE (theranostics) HYHIBRIRHAZ B BRI — (I8l £ B B M 88 0 P R A8 T S B R
F o fEiES T o DA EA M e AR eI - N R A N T B PR
ARG > DUSGERE N — 2B e RIS -

RESZENINRE G2 (UCLA) REHEZFEEEEME Johannes Czernin AR ATR
SR R BN IR B TR YA S B X B SR T3 i 0 H AT FDA CARERTIGS
DRSS BTSN R Ga-68/Lu-177-DOTATATE ~ &7 Ga-68/Lu-177-PSMA -
T 4% 1) 41| B 87 £ U $% 4 B 1-123/1-131-iobenguane ~ B iR B 2 9% 1-123/131-iodine > T
Ga-68/Lu-177-FAPi  ~  Ga-68/Lu-177-3BP-227NTR1 & $t A -~ Ga-68/Lu-177-CXCR4 -
[-123/131-girentuximab [ A% AL « T RIRFEBNZHE TS - FFEFA 180,000 fiLFE EH
Ga-68-DOTATATE/PSMA 227K 5 A 47,500 i £A Lu-177-DOTATATE/PSMA J&HEFE K -
FEAEEIT AR 97 [BEe (ElfL) -

NUCLEAR MEDICINE DRIVES THERANOSTICS éﬂw”“”%})

\

NUCLEAR THERANOSTIC PAIR TARGET APPLICATION FDA status
“Ga- and '77Lu-DOTATATE Somatostatin receptors NET approved
#Ga- and 7Lu-FSMA PSMA Prostate Ca approved
Neuroblastomna,
123 11 Norepinephrine reuptake aragangioma.
). and 'l-iobenguane fransporter P s approved
2. and "¥liodine Sedium/iodide symporter Thyroid diseases approved
#Ga- and 'Lu-FAPI Fibroblast activation protein Multiple cancers Not appraved
$8Ga- and '77Lu-3BP-227 NIR1 N Sarii fei 1 P tic Not cpproved
antagonist leurotensin receptor ancreatic cancer
2. and "*'l-girenluximab Carbonic anhydrase 9 Renal cell cancer Not:opproyed
“Gaof'"Ly-CXCR4 Chemokine Receptor IV Multiple myeloma Netcppraved

THERANOSTICS ARE DRIVING THE BUSINESS OF NUCLEAR MEDICINE

18+ [ Technetium-99m TLX-592

[ PET-CT PSMAR2
[ Other CTT1403
[0 Radiotheranostic Y Ly-lilotomab
16 satetraxetan
ActimabA
PSMA-617
TLX-591 ]
124 Sateoreotide
TIX-101 —

i ¢ THERANOSTICS

edotreotide

PSMA-617
Apamistamab
== PET/CT

LT

T T 1
2013 2014 2015 2016 2017 018 019 020 2021 2022 2023 2024 2025

Year

&L~ BRI S SR R L LU FRAG TR K. (R 2022° EANM &akfi#R)
F 12 H

Revenue (USS$ billion)
)
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F'S

°




AREBEMNEFIEE S R BT Louise Emmett L T B T — 2 BRI FT MU | FydrE
TYEE o AU AT S R U AR ISR L S i S e K. DNA RS RV ERINE & VIR (% - B
ST 25 U SE 485 & HLA A S B R < B PREBR T APk (& & &7 B » 91140 * Lu-177-PSMA-617
PI_E PARP I (olaparib) HIHI#ANHEIEIE 2R DNA © 2& Lu-177-PSMA-617 il E&¥x
Hifg Pembrolizumab » 82 PD-1 45& G HETHEL PD-L1 K PD-L2 WYX GAEH - fi#FrEH PD-1 p&{%
P/ T e S (LSRR e SE) HIRIPER 5 Lu-177-PSMA-617 fill L nivolumab &
ipilimumab FYEEG YRR o [EIRFIH] PD-1 ~ CTLA-4 T ig Bt - M onfdmg e e (1) -

& PBMC CIDNA CTC

Tumour biopsies: bas

Open label, randomised, stratified 2-arm, multicentre
phase 2 clinical trial

Combining 77Lu PSMA-617 and
Ipilimumab + Nivolumab

: 77Lu PSMA-617 may
facilitate immunogenic cell death
and release tumour neo-antigens
potentially creating a synergistic
response when combined with
immune checkpoint therapy

Frnme
CPI A/PROF SHAHNEEN SANDHU

&+ ~ Lu-177-PSMA-617 &ff nivolumab ~ ipilimumab FY%E G et AR RS Bl
(st HE 2022 EANM &rakfgH)

R ErRN B % A B EE S PHE AR Andrei lagaru BATHE HE2 2 E Ryt BRI 2%
TREEDRE > HERE2REFENT] - s - STt s g A S idt
[F&(F > FrAEEERRARE LTINS - EEERAL R SR E IIH R K - 2
RAEZHIATIAGCARE A ~ AR RIE -
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() £BRE 4 KRBT FHOHE

TEAR RGP - SiL e SR EEL - DL & EAY 7R ZR B U R EE R e 2
SRR (radiomics) &4 MR ERIRAHEEREE - B H EHERATH % -

Fe AFIEFBEE A San Martino BEFE Silvia Morbelli 27 B H AR R & 77 2 sl s A
PSMA - {EHESR BB —FHI N HER - B AAEAE AN - bk T REmEER 25 B EHE
% SRR AR BB © 2015 SE2ERA 4,600 8 AHREIVER > T E 2030 FERrer i
£ 7400 A - BEEHANZGAEAEMNEY) - HHAREr i CRILRR LA RIRIES | B
HE AR SR © ST ETIETESRAINRERERE (mild cognitive impairment » MCI) SRR ERZ
BT > BN R BRAGE B o T EIEEC. (biomarker) ARHIER » BlANSEA 22 G EE 2
FBAEMIREC AR BRI - B GaEY RS ARILL FDG PET
amyloid PET Ztads » R [EHY TG A YtEse il R R & - S B nVER R bt
FLBLEE LR E B B T R RIS R 2 B S IR B AR AV HRE - DU RS
ERERIVAEACRH Tau BEH ~ ZAERNG EH-42 (A B-42) > Amyloid ~ FDG IF T-is 2 B
IR S - TG AR R E EENP R - R IR St B RS b e 74
PR (B -

M@xﬁnrﬁfw

\

High quality studies, harmonization and standardization in clinical routine

Table 1 - The PSMA-RADS version 1.0 classification schema
(adapted from [8])

Molecular imaging: Structure: -
Table 1 - The PSMA-RADS version 1.0 classification schema A Local tumor (T) Amyloid PET MR hippocampal .
(adapted from [8]) volumetry f
Definitively benign/likely benign ! - L
RADS-1
N .
g

PSMA-

PSMA-RADS-1A: Lesions without radiotracer uptake that are definitively ) fas ) P m

benisn v @ €
PSMA-RADS-1B: Lesions with radiotracer uptake that are definitively miT2u mT2m mT3a

benign i ing:
SRR ) Molecularimaging:
Low level radiotracer uptake in bone or soft tissue sites that would be . FDG PET

atypical for met. PCa

Equivocal
RADS-3 Fj;) - .

PSMA-RADS-3A: Equivocal radiotracer uptake in soft tissue lesions such as = b

lymph nodes in a distribution typical for PC; et B o
PSMA-RADS-3B: Equivocal radiotracer uptake in bone lesions that are not B 3

clearly benign . s
PSMA-RADS-3C: Lesions that would be atypical for PCa but have high Reglanal nodes () and distant melastases (M) Biochemistry: z

levels of uptake and may represent a non-prostate malignancy miN1 miN2 miM1a miMic CSF 2
PSMA-RADS-3D: Lesions that are concerning for the presence of PCa or a g

but lad kudmum uptake A gl e Ttau/AB 42
the PSMA-RADS-3 category will require further ¥ '
fywﬂhlheml re of the work-up csF ABaz
ke hatwouldbe ypical forPCa bk AR mMID(0lg0)  mMib Gse) it ém) Standardization of reading and reporting
Y o
A M)

e prmenearrcs S . Implementation of voxel-based and
’ semiquantitative analysis in the clinical practice

PCa = prostate cancer.

Rowe et al European Urology 2018 Eiber et al JINM 2018

Prospective trials comparing different biomarkers

% 14 H



Molecular imaging biomarkers are crucial to step up effective clinical trials for
diseases modifying drugs

Amyloid PET TAU PET

Inclusion Criteria:
Diagnosis & Staging

Inclusion Criteria:
Diagnosis

Amyloid and TAU PET can further refine
patients’ eligibility in next generation clinical trials

o T A P R B (IR Tau 2B (1 E T8
(FgkE 2022° EANM €& EH)

PSMA FChE (ligand) V2B 88 AMMLIEEEMEZAVE D - ORI ST
(BRI 88508 HEF 201 PSMA RS - (26 = BRE(bDU R B SRR LLETE - HiEDDL
R AR FHEBEFEAER Helle Damgaard Zacho $HZ30 Fy MERZ 22 11 B 24 (E .
HIEY PSMA Fichg (Ga-68-PSMA-11 ~ F-18-PSMA-1007) > HLLUK A FE& B EAIZ FU0815E > DA
R BEREHAIRE - fetk > Zacho DL T{E MCEE MRS AR T A HEIER D -
{HAR I A BB [ O PSMA FCBE | 1 B A5 ey 45EE -

PSMA — a corner stone in
personalized medicine

o €0 F A~ PO

. §C X5, QY M Ty e

R N O L8 o\ e N IR
:;_‘-._;.a.n%f?

Personalized medicine means ;..:’.“7'%
- Precise diagnosis % =
- More effective treatment and I SR e,
fewer side effects whof *”%
] .\' d

[ - PSMA BCAS ey IR (E A bis e R E AN
(8% E 20227 EANM &)
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(J\) CME-11 : PZ&GRRERY 7 F R AR £ IEED

A R A E2FE (Continuing Medical Education) » EHAY & (EAERME S A B2 H
B AERELRL Al - MR MR A BRI E - EANM22 A E AR CME 82 e
FEONEEREA RS Z AE (EACCME) 8] 21 (EE25) -

P22 GERE (Alzheimer's disease » AD) &2 B5E i i FLAY—TE PRI » Pl 220 BER Y 51
L FHPEHRTRES - TFR > RS TR 228 EEAII 7E ok 2 - T
BN MR YIRS —EIME AN - H EABIFIIRAR G - BE SR b RER Y
TRCHYRHE - AIH S A R AR P Y A VIS S G2 I 220N 5 2RI - /DA
FEBHE A 1A AR A LI P AR VRS C B E 2 VAR S MR AT « RIS CE Se 2k B R EINE 80- 12
BER R T BRTEREE Markus Otto 82/ M43 =MEAS e R LI PR » B © FZ0BEE ~ ek
ECHE (Parkinson's disease * PD) ~ Al Z 4T A #EHIZEIE{EAE (Amyotrophic lateral sclerosis > ALS) »
DLR HORREAEMIRERT

AD {BREEFRIR » T TEER IR AR - BRI AR ET R LAY A R LB - BOTE
158 BHE H 40-60%HYECR - AD #5 fy— T & B HT BB sAn 5 LAV & (Amyloid-
B AR) JIFERERAVERN EE (IBEEE (amyloid plaques) » 81 Tau & [ B BRI R H4L
WAEEAS (neurofibrillary tangles) /& AD BEHSENHEELIHBNVRE - A B R EX
(Amyloid precursor protein * APP) HY—/NR BE » s H R & TR bry—EpisiiED - ¥
TR ~ S GERNEEIEE EE - [TZ0BBEREN v 7008 5 8 7 nl & 3t
[E TR O EBARTER] K APP DI/ N B - TE&1E A B Bifidh - AB40 F1 A 842 Hal Fol2
AP A B ERIETFHYRERER - £ H&TTHIRSMNEEHERE T RORER - E 8
LLBEIERE N T ERE  MBEE L AB42 BV EZNY - AHEEIR - AD &
EWSEREREY A 842 B ANSIETGHsHR 2R AR - Ta EHEREIEIIEG
S AD o BREHESTTEA FSUE SHRCHVARAE N S 1 A4 0 TR AR S iE S R A
[EE > 5B S B EFIHA > T4 A RS R #h2E ~ M2k [EIRE 8 - £ AD B > Tau B
8 P IR B 2 BRI UE VA & » TR ERTU B AS A4 445 « 1R AY Phospho-taul81 (p-taul81)
BRSSP AUBEBR A AR M SR ey p-taul81 FZBREAE AR P A K o B {E Byl 25 G BAE

Bty ~ RPETAITEIRAYAEYIRREC - M AT s HE YRS SRR
%16 H



Processing of AB Peptides

y-Sekretase-40
p-Sekretase | y-Sekretase-42

1
B-Amyloidprecursorproteine (APP) X

11

-

40 42
X X
, il
¥ 1 40
(Aptaz]]|

L]
s 1 42

g [ Q
o A

U SR, Meddisinische Fibuit #EE UKH
/

() S
W e f-“ ) nle;;u»n-ltznﬂ nhvers it Universitdiss limibum
& SR Halle-Wieribory Hate Saalel

B -+= - iR E O BRI EEL A 8 558 (8kE 2022° EANM &afH)

PD 2% RAVHERERN - BRI KEE - SRR HEAENEBIZES o
-synuclein A IEF AR - IL BBV EOR 2 B 8 B 8wl B B InA Rtz (B re A s - M
BRI RIET - FHRELMBRKAFREE 5 - synuclein » RIFLHSEBER AR FHY 5 - synuclein
FIRESE AR RS HETT > SCimARER 6 - synuclein FI{E ARG VIR -

Synaptic proteins

Working hypothesis

Healthy SYnapS? Synaptic dege?eration
AT

Qecki ef al, J Proteome Res 2020

sinhche Fabebi fiN UKH
.

Ursvon sl ndosm
Halke | Savi)

[E+U0 ~ e Zefi B bR EEEUMIR T B - synuclein FHE R EE
(8% E 20227 EANM &)
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ALS ZEETHLETTRIEE R - H g Til Mgt 220 - BRR b AR
B2 AL I b 22 i B ) B AR R PR RIS SR T 3 25 72 B0 & A E fh 48 it
(neurofilament » NF) HJEM] L » NF 24 S 2R EH - NF G#EEAY (NFL) ~ $180 (NEM) ~ A1
## (NFH) o MR HIBHFEHEDT - NF BYZKY » TCHEBE L aC a4 B (0-NFH) FIiag
ARAEESHE (NFL) » SBREHZEIR(15 » I0(E ALS FIHE M2 (S S Homn -h BA EE 2Bl TH %
{EME - ALS BEWISARERAMIR T NF /KEF s EoKEREE e G2 e -

Neurofilament light chain
A prognostic biomarker in amyotrophic lateral sclerosis
Ching Hua Lu, MD,
A OvlorsCSF

nbh e 0004
Coame Maadondd Wil — 109000

."'” - 2 wom j’_ 7304
Hizsbeh Gray, D L) P am
Neil Pesace, Dl § > : e
Al Parold MDD, IRD * &
Nikkis Nogres, HhD £E | e
Gavin Giovasnonl, MD, %

no
Pewo Fama, MDD, FAD Contron ALS
Katie Sille, MD, FRD
Muk Fah, MD B. OaforsSerem aanoe) et re CubN e
Richard Ovedl MD S —_—— Comvat apmce
Rebin Howard, MD i el '
Kevin Tdtor, DI,

FRCY 2
Linds Greenumih, PR $
Jena Kubde, ML g

o 2 “
¥ Tem 10 svent from baselee (months)
‘ Py Lot
’ n & ™ —— e e
o -} "
Mutin R Turner, PhD, 10 1 L ghest ts
FROCP
Andres Malspioa MDD, . o -
"o Carvals AS 2015

i UKH

Univessitatsikhmikun
Halle Saalel

&7~ ALS EEHINS A BRI AN MR A AR AR AT &SR (R 2022 EANM FaEREH0)

P H B (R B2 Alexa Pichet Binette T 1@ b1 5¢ B PR AI fo] 22 B8 E A= IRECHY 88
J&& > LUK A B Tau 2 HEVIE T8GR R2 BRI 25 BUE - MR Y p-tau 7KP-SZBIETR
388 H BEBR LU A SEEE B AR - A B IE T B & 2B Z 0 fii » 1M Tau IE 752158005
5 5 Tau IEF5245 ~ MURSHY p-tau2l7 Rys/Fe 2y AD 281 LA -
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Biomarkers of Alzheimer’s disease

Biomarker abnormality

p-tau217

2020
p-tau231
& " Plasma Restricted  Cortical Ap Increased Widespread cortical PHF tau & /‘ Plasma
/ MTL tau pathology ~ phosporylation pathology and acceleration of /
AB42 pathology starts and secretion neurodegeneration p-taul81
AB40 2018 of soluble tau p-tau217 2020
AB42/40 p-tau231

Hansson O, 2021, Nature Medicine

AB- and tau-PET

‘ AB- and tau-PET recapitulate
postmortem neuropathology patterns

AB tau

AB-PET detects AP plaque pathology tau-PET detects insoluble tau neurofibrillary tangles

Top: Scholl et al, Neuron, 2016
Mattsson et al, JAMA Neurology, 2019 Bottom: Braak et al, Acta Neuropathol, 1991

(&7 ~ P22 B ER A E YRR C B E T2 (g% E 2022° EANM &)

i B RORT LU T Y AR IR RC BRLIE 125 Z TR AHRE MR S LA A BRI IR TP ey A9

SUER gl iR A S A RS - (EA RN AR EOR ERmiE T A A FRYE

b WHETERTE - FREIR AR = BRI MR Y AR EC B I T RS R - MURTAY A

BIKPRBURHE RS A B PESRAVERERZE - MIRNTIEdtat - 498 =Rl B BEATR B AR

a2l > AR A i el - HREHVEER 2ZEEE R bR & - DA G R
SR TG > FEREE BN EEBERREE A e R AJEHE -
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[ Fuoook
Plasma biomarkers in clinical practice

25-30% of patients with AD are ’
misdiagnosed in specialist care

g R [3
| Patients with cognitive T Low: Not AD l’\“
symptoms 7 2 ;

| N — _
;mi:? 4} A P T
| i ‘ High probability] *

High: Initiate current
treatments

N\

Candidate for disease-
modifying treatment

SidecutesyofOskar Hansson
[+t~ DAME AR PR e e BV A 25 Bk B IR R B 5 g
(8% E 2022 EANM S fiH)

BRI B 22 E W T 22 P Pl 2508 BIE T e (NTA-AA) ARIER B8y 4= )i a0 Bl g (e 45 SR 1T
ATN 53 S DAE Ry B 22 S B s By HAI RS » VA P A i se tE - JE
¥EH (Amyloid) ; FHHEEME: Tau Z2H > EIE4E Tau E L FIBERR(E Tau ZEH (p-taw) > DU FHEAKEE
HERREE A YIRS M (Neurodegeneration) » ATN B2 e 2 1 LUK L4 25 TE G PP BR B IR T
T LR IAITHAEIEE ~ 522 - ISHIERRE > DU A B IE TGRS EIAHRIE: -

ﬁg{:

Current PET and CSF biomarkers for assessing AD-related brain changes

Amyloid

Imaging

HC AD
Amyloid-PET Tau-PET

CSF p-tau217

»
«“a 17010
o
0sd A& " 9x10*
CSF R L ,
...... -
A 325 3 % p
A 3
! . S.0l  osxwe : 2
. g }A g 2 . g
'y B X
7&, 2 ey a 215 g
A wA 4 §
a A & A ud 5 10 .
& 3
il e =
5
5 3
A 2ol = | s i
y S CU AP CUAB"  MCIAB®  ADAB'  Non-AD
MAWPB VR n=25 n=40 n=29 n=43 n=57

Rowe & Villemagne, JNMT, 2013; Ossenkoppele et al., JAMA, 2018; Doecke et al., Alz Res Ther, 2020
Janelidze et a., Nat Commun, 2020; Delaby et al., Sci Rep, 2020
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Moving towards plasma markers of AD

PET-imagin
gng Tau
: i Blood pTau181 versus clinical diagnosis
@ ¢ Easy to obtain, cheap i, -
i 5 E 25
¢ Potential for g
screening/primary care E; f: T
B 1
CSF sampling T * i ‘
o L2 B L L L.
= Amyloid CERFESELSLE

|

Neurodegeneration

o
S NiL versus clinical diagnosis
< 014
[ 175
: a T 150
* Restricted to < & 12
s s g
specialised centers £ 2] = 100 _,
. . . o YV z
* Invasive, Radiation & [ 7
2 §
* Expensive 2

* Contraindications 0.104 g
e.g. anti-coagulation Negative Positive € e
Amyloid PET group

Li et al,, Neurology, 2022; Thijssen et al., Nat Med, 2020

[/ F R R A R E BB 22 BBERT ATN 2B (8% E 2022 EANM &akfE#H)

WEEEFFRE AB ~ Taw EHIETHELIUISH BRIV EYRCIE Rzl AD MHEAHGR

» B EA MG AR ST LR n] A R ey 5 Sela e i - fERZE T > it

SRR HEEAVEIE RO Eitady 574 AR AR (IREGEISE R PR ET
Bl > BN RIREEAEVIECR IR E AUE MR AEPIIRSC  ARAHBIREATERR & 1

G N2 PSR BE HHAC AR AE R BT (- ELAS R b B 8 e B e IR (4

BV AR R EEL A AR (agaregate) FFHVEDIEEIEHGNE - ff% > fEEIR

JEE AE2 Nicolai Franzmeier f-1-484%5 - 45 & MR A YiEEC DU IE T35 0] DLUE BhR A
AR R B AERE > DU I B #EES -
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Integrating fluid and imaging markers to understand AD pathophysiology

Astrocytes Microglia
(CSF-GFAP, Deprenyl-PET) (CSF-sTREM?2, TSPO-PET)

% Integration of other
(Ml pathophysiological aspects

AP deposits/ Tau fibrils/
plaques Soluble p-tau tangles
Soluble AB
< -~ Neuro-
cgasdnes degeneration
2

;% Institute for Stroke and

% & Dementia Research (ISD)

&+ ~ S ETRARAYIIEEC B I 15 (6 ] FE B R Pl 240 A E A 1
(g% E 2022° EANM €& fEH)
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(J1) CME-12 : LRGNNSR £ T

B HAREEHI ) 03 T IR M E TR s AR (B RHERIR B I50R1 2 Y i R4
RENIERHRATREAE - FEERHIG T -~ 5l S fESEYI5EE T T Q0] 25 SRS A G PR
[ DACSCE R L ) AEEFR T - AR D U SRR R R BB - IEa R
BT ERIER -

L 38 B S R 0 L OR AR S R AP ST P Cristina Miiller LM 48 HE AR A (Albumin
binders) fEF%%& SEYIGHEEIVA T - XEREEYIMERZBET > SEYIERBIVEB(ERTIELI T
T 0 B - HEARER - #45 T (Linker) #7726 > Miiller 2L Folate LK PSMA 4547 5
B - gEY)EB DL RIS IEET - AR IISEYE MUK BRI - 2 BRI - (EFERETZR
IEFESHARA U g i - ATRE S G R E BN B S E - Muller LEHRT - BERETF
B R B EOREE R (g A T T BN HEIEE R BRE— A EEREEH
EBEAFTASY) > ~FESEYAREN TR - AEORER] - HETAVHE R -

PAUL SCHERRER INSTITUT

(== Modification with an Albumin-Binding Entity

ple “Folate radi j % “Albumin binder concept”

Is it feasible to enhance the blood circulation time of small
molecules to increase the tumor uptake?

) T A
*iii:r’p} il Y
’ \E:’\.A/-{‘
e el
\ P

177Lu-OxFol-1

Miiller et al. 2013 J Nucl Med 54:124.

EE] PSMA Ligand Design Optimization E'@ " Systematic Modification of the Linker and Albumin Binder
P samor bosng s

Biodistribution and Imaging data
177Lu-Labeled Albumin-Binder-Conjugated PSMA-Targeting =~ &
Agents with Extremely High Tumor Uptake and Enhanced

e

r dose
7Ly A-6171 A

2021 ) Nucl Med 62:521,

B —+ ~ BB EEYEG T = KA m—F 450 - HERAET -~ 34 B8
(fEstE 2022 EANM &35 fs5)
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PN AR B Ak B 0 B 3 B 22 e Michelle Ma 2085/ M 4B U S8 & 5% (chelator) 3%E
PURAERENAY S - ZE BB AERIVGERE - (EREEBEY S NI+ BERR - ifs) 81
EBEETEESEEY) > & RIESRE S 1 DOTA ~ NOTA ~ DTPA ~ NOTP * TRAP ~ HBED -
DFO ~ THP--- » F5AR[E &M ~ ik ~ ANV S E S BEEER ENDRIE - BRigrE - IFRELL
FEEMZENE e BEYNEE G » B4 ¢ Ga-68-HBED-PSMA-11 #H #2 1%
Ga-68-DOTA-PSMA-11 HESAFHTEAIST  BRIL 241 TREr s 2 A VIR AR 423 BN o34 » 510 -
7r-89-THP-transtuzumab FHELHY Zr-89-DFO-transtuzumab #RTEE » fEEFE MR TEER E45E 1
MRS E - T RTEEERS - ARBESEEGTERNZEBUER 29%) » f14 - DOTA "Ly
A& E Ga-68 fl Lu-177 > AI# A PSMA ~ SSTR2 ~ FAP 2 #5i2BifliAHF - {H Ma 2%54 58
BE7A DOTA FTDUZE S Ga il Lu™ > (ERE4EREAE LR AH[E - Ga” B2 DOTA 456 R/ ECfr -
ifi Lu” 81 DOTA %5 /\BCAr » P U P EEYI ey 8 ) R R AR B > B AN 20
ERBFSE

Chelators in peptide and
protein based

i 6843+ 177) 3+ _ .
Theranostics DOTA for ®Ga** and '”’Lu radiopharamceuticals
) — o 'Ratt;l_ogynthesm: how easy
* Asingle DOTA bioconjugate wo (N ou RN . Is this:
can be radiolabeled with mou\v A ,,.fN = ’N‘Fquv‘*«"n’}“-/“[’ e * In vivo stability: does the
different radiometallic ions: A Y metal stay attached?

* Gadt * Biodistribution and

o In3* receptor target affinity:
o Lud* Y3+ does the radiometalated
Tby' complex mess things up?
3h ooy * Theranostics: can we get
SR, Ot more than one
radiopharmaceutical out of
SSTR2, PSMA, FAP... this?
what comes next? 68Ga PET 188y MRT and SPECT https://tinyurl.com/d9sffd=¢

B+ ~ e EEY) > DOTA ZE&E D R it ey s &5 B % &
(st HE 2022 EANM &rakfgH)
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AR E 8] HZDR B2 0 Robert Wodtke 18125 B 7148 U (R B899 5 i 5
RN o U I S S R U B 2 2 18 B AT 1/ VE megalin HETTZ BSR4
P E R AR - 1T BB S B R M DA R i PR SRl o] G 5 DA A7

(1) BIEEN - FIOBEETEUNEIE > 74 - 6 KAVEHEREE -

Q2) JEVERSTTEPRE] > B4 ¢ a 1- microglobulin + Amifostine FJFE{RE(LEET] » (EHE

B OREER -
(3) FEH% (Lys/Arg)~ HEH R B ~ Metformine ~ Gelofusin fIHI ST 22975374 A4HHE -
(4) PEERHVRERIJT7A - S8y T FREL A ERr e SR L B > B BB S A AT
B & IS S VB T o RS R
(5) EEV) oy T-aStmEes - Pl - SIABEAREE g E MRIEERE - S IR
Bett o ST ATTUIEIRY LS T (Cleavable linker) » ZEYIHE UIRRIN J7 B T b2 F PR
HRd -

Localization of radiopeptides in the kidney

Ex vivo autoradiogram
of rat kidney (24 h p.i.)

141122
rwodtke@hzdr.de ?k \E )

Fab
i Tumor/

Kidney 3h
Mued  (¢/Ga)Ga-NOTA-Fab 0.1
[(’Ga]Ga-NOTA-MVK-Fab 0.6

—
P
J

! - il ¢
s s o
f‘,i_;ﬁ/lﬁ:L[lj\Hqu,

[¥7Ga]Ga-NOTA-Bn-NCS-MVK(R)-OH

. Fab, 15%0) Tumor/
g_;:, o ~ Kidney 3h
rhﬂ“‘ / [™Tc]Te-IPG-GfK-Fab 0.7
C |
G‘I"A !J\i” k- [#"Tc]Tc-IPG-GFK-Fab 2

YLy

h S et L. i Caneer s, 2018, 24,3508
S

_ rwodtke @hzdr.de ‘z'k \ME” 3
B A TR EEY) AR R R B EEY) 5 | AT U A TR T A R
(8% E 2022" EANM ki)
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2R E EL RIS S8/ H B A2 Marc Stroet 1E1&H5T 8 53 S 40 Fil FH TEEE A
(pre-targeting) HYSREE A R SEVIHTSEEN T - B BRIPE ELHIRE (=) HARTT% - 88907
JeTREC R ERFEHSLE - EEN EE SRR el & IS ey T K
B BRI SRS > USSR B - S G IS SHIEEY) 101 - Pide s
i Streptavidin/biotin ; #%ErE& B HECHAYIREZEL (Peptide nucleic acid » PNA) 5 AHE(LEASE

FFE5KHY Diels-Alder FZ € (Inverse electron-demand Diels - Alder reaction ; IEDDA) » FI[F
TCO wJEZ tetrazine FEEAIR(EIF A % BEE(EER (click chemistry) HYRIATIERS 2022 4255 H 1L
% IR TEE I BA R - VAT SEM 5 A HThRE M I TRV B SR - UK
SERR PR [ SRS A 2 SE A RE (8 AT~ U AL TR IR A1 > N RT3 s EE LU RN
R BITESRETE T DRSS EEYININIEN - DR THIRERIE R S S
FREEME > BESL > 4EEERVEIE ~ RS E R AT ST -

so

M &
WHAT IS PRETARTGETING? @ o s
AND WHAT IS THE USE? : ‘*‘» 9. /
. "
&
« “Classical” radionuclide imaging/therapy

- Radiolabeled biomolecules
- Long-lived radionuclides
- High radiation burden
- High contrast after days

« Pretargeted radionuclide imaging/therapy

\[l)\leﬁ(; Hours
- Biomolecule binds target and radioligand —2 —
« Both administered consecutively
- For therapy
- Low radiation burden @

- For imaging
- Short-lived radionuclides
- High contrast after hours*

VRIJE CME Session EANM, Barcalona
m g%\gggﬁﬂ&ﬂ Octol b 18, 2022 13

PRETARGETING STRATEGIES BIOORTHOGONAL CLICK
= fedd — 3

CLICK CHEMISTRY
e ks

- Triple negative
breastcancer model

e 8

. PET ima g g f o
Het: ucl r =
5 R b , p ( \\ ==
et ot @]
Vs ol ey -
) % ¥ = —
’ ‘ i ‘ ! ‘ Consider: b| lot :“..'--M,.m.
o+ >0 G Consde
SN e . Wb

B =~ A EE A T ) SR L = e M L (R AR SeAS SR
(st E 2022 EANM &igfHH)
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() M2M : $E[E CAIX MERKIERD AR B S5 3%

EANM HYZR & Rt (e #1% 5 0 T BN B R H BEAY S (R ELEER 2 FIFH B30 - M2M
(molecule to man) EMEEHERE ) TR HLERE BN SEYM S LB G - B
2014 FEBHRLIAK - BHE EANM K& i 2 45V DB &5 38 1 - B e - SRR EEER
VIR G MR > SRR LA R RS A5 » FERE- P S sas o - R EET e R T e
AT KIBREEE AR - RN R 200 T iy B il -

2} 9 %t Debiopharm 4% & 4%/ 5] Antoine Attinger FFZE BB G BEH =45 &) HE )
CAIX HEHIRHERREEY) (Lu-177-DP1-4452 > Debio 0228) » Ho RAfEA [F]ELR /N B A B B SR 588
S EEY) ] AR - ERERE L B RN | - Dl A RE RS SR B—HIE 100 MBq
ARG A - B 33 MBq 7> BB RECR DI - i 28 se e RaTae (L&
FEEE B HE ) - THET(E 2022 A T ARSER R —HHEAES -

77Lu-DPI-4452 Strong and membraneous CAIX expression in ""Lu-DPI-4452 Rapid tumor uptake and systemic elimination of
(Debio 0228) two xenografted mouse models (Debio 0228) 1111n-DPI-4452 in xenografted mouse models
1 In-DPI-4452 ’ 18- = %
anti-CAIX antibodies ! Receptor SPECT/CT (1h ) ~ v 2SR s e
HC I Autoradiography () SK-RC-52 g" ’ e | "
g X = % (ccRCC) : L 3 S
HT-29 (CRC) ' fr—— o]
‘ . h ) excesscoa peptide
R B N :
s | et i i
1 - T * winaeen
= o i ki )
TOTAL NS HT-29 x": -~ u’.gj ol
o (CRC) ik - o z
SK-RC-52 (ccRCC) - b: H k\‘\‘
SK-RC-52 e ] ry ) A D xcess cold peptide
‘ Debiopham 09""‘5"’““’"‘ » Tumor to Kidney ratio > 1 for the 2 models iows el g

» Radioactivity uptake into the tumor is target-specific

177_u-DPI-4452 177_u-DPI-4452 shows in vivo anti-tumoral

(Debio 0228) activity in xenograft mouse models
HT-29 - Tumor Volume SK-RC-52 - Tumor Volume s~ venicle (single dose)
2000 2000+ : -0~ [YLuLu-DPI-4452 (100 MBq, single dose)
= : &~ [LujLu-DP14452 (33 MBq, single dose)
E 1500 1500+ ~®- [Lu]Lu-DPI-4452 (33 MBq, QW X 3)
§ 1000 1000+
o
>
g 500 500
=
0 ’ s v oup
[} T [} T T T c T T T T
L] 10 20 30 40 g A 30 46

Study day Study day

» Marked tumor growth inhibition in both models
» Higher efficacy with 3x 33 MBq compared to the 100 MBq group -> Fractionation seems beneficial

@ osviooram
& 00 ~ ¥ CAIX BVERARHERR ST 8597 Lu-177-DPI-4452 HifERgny it se 45 5=
(st E 2022° EANM € f5H5)
%21 H
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e B AR T RERE PSMA 241 & FRE GRPR (gastrin-releasing peptide
receptor) * {EREPRE 75 L EL[FEF] Ga-68-RM2 ~ Ga-68-NeoB HE{Tib /728 - H 1E i 4145 5 AR i
& %i#E GRPR @ HEEYE ARG HAEIKATIES (endopeptidase) 24 » FEAREEY) AW AT F]

i « 2K f B R fE. 22 T34 K22 Thomas Giinther -HFZ2 BB RM2 Horpiis 8 SRR A L-Trp
by HUXEE a-methyl-l-tryptophan » iap 48R EEY) iy AMTG » HLABCEEEVIRVRG I Z2E Tk - /)N
BRI AE ST » Ga-68-AMTG FHEEH Ga-68-RM2 B Ga-68-NeoB > AJ F{EIE ¥, 25 B gAY
WU » EES AR Y B T S R A R B AV S A RN Ga-68-AMTG AHECHY
Ga-68-PSMA-11 AR AR UL - (EAT 78 5 — D AR PR B I AR -

@ “m Chair of Pharmaceutical Radiochemistry 3

Technical University of Munich

State of the Art

- Overexpression of gastrin-releasing peptide receptor (GRPR, BBN2R) observed in prostate (PCa) and
breast cancer (BCa)
- [%3Ga]Ga-RM2 and [®Ga]Ga-NeoB in clinical use

- Recently introduced RM2 analogue “AMTG" revealed improved metabolic stability in vivo

o o H
@YK ‘ th‘\ 4
u%[ulg eruf J:!% JLIK Y J?n H}J ) mﬂ@J «gu Ji;:z \)L\I[“\)L J?u

RM2 AMTG
:)N_\ ° % - Y Stabilization via substitution of tryptophan by a-methyl tryptophan
H Y o o o \l.
(b= TN e ¢ Fespert &f:
H\L b

NeoB

- Cleavage in vivo by neutral endopeptidase limits bioavailability

Gunther et al., ] Nucl Med 2022; 63:1364-1370
- GlIn-Trp sequence ubiquitously present in bombesin analogues

State of the Art Proof-of-Concept Study

Biodistribution Data at 24 h p.i.
PC-3 oo bearing CBI7-SCTD mice, 100 pel cach, .= 4 =
(7L RM2

1 LulLu-NeoB
B 7LulLe-AMTG

.:l 4 ‘ % [#Ga]Ga-AMTG PET/CT

R '.)
% ',.‘ ’
‘..'.ﬁ" : [“*Ga]Ga-PSMA-11 PET/CT

ompared to [Ga]Ga-PSMA-11 uptake is

™

Improved tumor uptake/retention, comparable/Jowes blood
and pancreas uptake retention

uptak

[E — 71 ~ #5 GRPR HraE G849 AMTG HifERa it e ss 5=
(8% E 2022 EANM &rskfisR)
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A H LB AT & ZE B B RS R B BT AR 0T 92 BT Wendy Delbart #/F 5% B B¢ 1]

Buthionine sulfoximine (BSO) FE{RFEMEE AR (GSH) /K ~ LA S L2 R 1E R
Lu-177-DOTATATE HERKSZ BGHUR MEE] ir 2GR BE S 1 B R - FE%7E SSTR WY 234148
/N > DL BSO B Lu-177-DOTATATE #EfT4HE R - B BRAS SR8 8 vl hnoatH iR
A 0 H BSO NEERATiE - Bl - SEEERGER  BSO AVBI1ER Lu-177-DOTATATE
AR SZ B U PR R i 2GR AV AH & SRS -

Introduction
Associated to
Lu-177 (radio)resistance
"77Ly-DOTATATE El—:ﬁ;‘?ZE}zaIZ:V Redox balance /

SOD

LowtEl Antioxidant
. Buthionine sulfoximine
SSTR ~ A . defenses Glutathione (GSH) h

Catalase

’ GSH per/red...

Indirect effects
(~2/3 of the biological effects)

Oxidative damage to
cell macromolecules
(DNA, proteins, lipids)

Aim: assess the radiosensitizing potential of targeting the antioxidant defense
system using BSO in combination with 77Lu-DOTATATE

Results — SAFETY: kidney and liver toxicity

& 75 ~ Lu-177-DOTATATE Bl BSO 4H & AR selg iR e45 R
(8% E 20227 EANM & 3%fi5H)

% 29 H
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Ji5 7 M B 48 4 RE4M BB (Cancer-associated fibroblasts + CAFs) 1 it 8 AH B8l . 16 41 A
(Tumor-associated macrophages » TAMs) J&fEREiERET 1 i B EY 2819~ — » CAFs Al TAMs
TE R A R A th ) S B SR AV A (1 - CAFs & M E O — M4 BIIE L E A
(Fibroblast activation protein * FAP) » H FAP F#HY/KFELEE EE A FHIR AR 5 th5h » FAP &
W B SR - BIE - RS - SR ERE - BRI - DS RIATARE R - mifEIEH 28
BA&EE R - FAPI (FAP inhibitor) PI{E Ry —TESZ GRS T AT WERERORIET 2 S HTREE - 572500
ZE AR IS LA 2R i KB 3 UAMC-1110 AYEEY)AS RS &/ FAPL /REFAl -
FAPIL-04 /25— (B2 HREEHY FAP fIHIA] -t HATHFE i 2 A RERR] » FAPI-46 CCEHYIER R
TERIZEY)E) )12 5 FAPL-74 RTDME Z0RIREDRE T F-18 HULEEEE Ga-68 M TREFERIE -

2021 4FE PR EL AL E 5 EE 4N H] (Norvartis) #4881 SOFIE Biosciences FY T & 2 & £
iTheranostics %5 ] SRR » JEISFASE ARG (L FAP JIIGIA] - E17% : FAPL-46 N1 FAPL-74 )&
PRE R BRI SMER © TR AL BT ACE2 Circe van der Heide BB BEH eFAP-6 HHELHY
FAPI-46 HAEAEAL DU PR R HEHAVR I - (L2 SRR RS E Ry
ZTER » NER BRI ZRESE (Pan-cancer) HYsZ&R2HET -

H J?\ CcN H QOL cN peives
O N DOTA. 0N e
s oo ° N N o
6 X SN O
FF | £ F
] < N e i
Ay s NS
UAMC-1110 FAPI-04 ] » H \

o

H CN H 9 ©oN
DOTA\~ ve © N A NOTA. ~ o N\)LNQ
LN A~UN N . LN~ O a N
F
i g

eFAP-1 eFAP-2 | ofAP-3 AP-4 | oFAP-5 | ofAP-6 | FAPI
N
s e | sl [0254107] 00217 [cras 13 sasns | 103015 | owzs0a | 18202
eFAP-6
o [™MIn]in-FAPI-46 and [""In]In-eFAP-6

FAPI-46
5 50
o Block: UAMC-1110 i l m l

o Comparable peak uptake: ] § - g% ”
FAPI-46: 29.6% 88 58

eFAP-6: 20.8% £8 £8 ;

28 28 ,
83 39
o Constant incubation of eFAP-6 leads £ E

to a decrease in uptake to L

0 o

8 ® P &SP LI R
Incubation time
min)

[ —-1 - FAP fIHIAI45 551 eFAP-6 HYBTZE4E R (gt 2022° EANM & 3fE#H)
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TECAIVFEZETIRAR o 38 3% BB ERAIAEAY E(L 2R E 25 1/ (Turkw) TEF-H0 Imran
Igbal f-£:7r4ast BT BRI SERE S 5288 (folate receptor- 8) #-18 /REEAT (F-18-Al-NOTA-folate)
TE R DOHUEZE ~ S8 3RAVEDHI - sz EBH F e R S e IR ARAS B A B o ILIEZE - 7 Bl A
F-18-FDG -~ F-18-A1-NOTA-folate #:171FF4&552 ° Mg k(&G HEA (D3~ D7)~ &HF (D7~ D15~ D90) »
R R BT TAHAR VI R Y - SEAEE R4S » F-18-AL-NOTA-folate AJ#E[m] & (LAY EWR4H
B - ARSI ZERT R BT BRAEREUR » MR LAHBGEM I AR S 25 - HAR4EE 90
K ° F-18-Al-NOTA-folate 1=F-52B A8 1 Ry LR LFEZERY B M

Results: o
18F-FOL PET early after Ml 18F-FOL PET late after M

Dey 7 post-Mi

nnnnn

iI

.I

Results:
Quantlflcatlon of 18F-FOL uptake by PET imaging

2
[ |
$1s
£
i
2.
as
o
»
I
’
'

Results:
Colocalization of 18F-FOL uptake & CD68

-
\

I
PP

2
o,

& —-/\ ~ F-18-Al-NOTA-folate #£ /= Al SR IRBINRES BRA B AR EEVUHJ-L*E%EOEH‘ TR S
Gﬁf«%g 2022 EANM EIﬂ"ZF *E)
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(+3) M2M : dHE R R
HER A R B E VB R OR TR - By T PURETIS ey iid: R TEEMERTE

SR R ET R I - WETT R EMARIAEN - EBIEER EPUERIGHE - KRBT
FREEEEFRRER Gerbren Spoelstra 8 t-{2 75 A\ 5 M4EAH B R T2 R HER I BH S -
H F-18-FDG &A1 Bilps [ AG 5 [REAY RN LR MG 25 SR E » 2B R & AR 21 - it
FELLE H#E (vancomycin) RZEALERES A PQ BL F-18-VEL M AR EE(LE2 S (photoclick
chemistry) 58 L -18 > WE S HB G AGEHTEGS 5 RN LEMLER
F-18-PQ-VEl-vancomycin » F*F4558R » F-18-PQ-VEl-vancomycin FIEEEM:4E S E MK IS
» A& S AR E AR YRR (biofilm)

Bacterial Infection Imaging Synthesis automation

it
Eckert & Ziegler Synthesis module e é_] ¥ [ =
equipped with in-house developed = | i—l ﬂ I
batch reactor L ‘|, AL & & 1L L|S
* RCC flow cell: 11 % ’

* RCC batch reactor: 19 % HH |_| 'J ‘

¢ Total synthesis time: 83 mint7  § e | & L
* Radiochemical yield: 2.6 % 0.7
* Radiochemical purity: 98.6 % + 1.4

* Major challenge in most medical disciplines

* ['*F]FDG - Differentiating between infection and
inflammation difficult

* Need for new tracers that specifically target bacterial
elements

* Biofilm formation complicates treatment
* Prosthetic Joint Infections = Gram-positive bacteria

Vancomycin based PET tracer using photoclick
chemistry

H oH

HO, OH
” HO, O
0, {/\0 3 oH
AW, [ ] a
/\/\“,.Y‘, )
o 0N
N7

ULTRAFAST

N )
N o
X
HO' NH eV w U - g ® 1 MIN
i HO' sl I} P e /0—\1(. -
JNH ol N Ol o= 4 VUF-VE1 N\ 0 HIGH
) ( /* o0 o 1) 39 o o SELECTIVITY
b b 35 =) e
% 4 %S ' é FLUORESCENCE
¥y b3 MoCN, N READOUT
"F-VEI-PQ-Vanco g rt
= 8F.VE1-PQs FLOW
3 Pas serup O
Fuetal, 2021

%
university of g@
*4 / groningen "3‘:” [ y Medical Center

B L - F-18-PQ-VEl-vancomycin 1B b 24 B4 5 R L b 7 B G ok R
(8% E 2022 EANM &rskfisR)
%32 H
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TR ZZG AR 2 AT > RBSRIHER MR A 8 oligomers » FTARAWFEIET A B
oligomers HifG EAE AOHFR A 5 oligomers » JEEEFEHIIEBEEECIRER - (H2A I A& ERRTY
BITEFA > H BRNZA —(EFaIHERR LA - ZREMEREME S (Sherbrooke) 73 T34
1. Véronique Dumulon-Perreault #FEEIBAIFHRLA A 8 oligomers #Y Cu-64-Azacyclopeptide F
Pl 22 BN ERS FRHT U 889)) - BafNalBRdt RN - 2K AT A 8 oligomers 7 4R 5% -
1% 3xTg ~ SXFAD $#FE AR/ N K LAY 2208 BB » B T3¢ Cu-64-Azacyclopeptide
AT ZE I T S PR R REAE N H R AR S R E Ry A B oligomers » SEGHEHERAE R
Cu-64-Azacyclopeptide R & F-HH2 B 24 G BUE RS R AT U R -

Hypothesis

Early detection of AD is feasible using an anti-amyloidogenic
®4Cu-azapeptide that targets toxic soluble A oligomers prior to
plaque formation.

We developed and patented azacyclo-D,L-a-peptides that inhibit AR aggregate formation and
toxicity through interactions with soluble and low molecular weight oligomers and disassembly of
preformed aggregates.

g Ve ! g/ (}L _\_QLHNO/ 6 44 days old 5xFAD
( »R \ o o halamus
( (' AL L A
»T o2 I~ oy -
o AU @ gt W A
g '3 = S

soluble AB oligomers +  ®cCu-azapeptide 4: NHXCO = azaGly

Imaging results on 5xFAD mice Preliminary imaging results on 3xTg mice

Sagittal view of mean brain images (maximum intensity projection, MIP) of %*Cu-4 in 3xTg and WT

iew fused PET-CT i at of 2-month-old 5xFAD mi ith
iew n(aags i images of 2-mor mice wil mice at 24 h ..

vakp(-'d using  APP  seques 3xTg

20 weeks

WT mouse

028
ay p.i

od in 10 week-old Tg and WT miice
n 3xTg mice than in WT mice.

¥ 83Cy-4 uptake in the thalamus increased with age from 44 (0.24 %ID/g) to 72 days (0.31 %ID/g).
v Immunohistochemistry with oligomer-specific A11 antibody confirmed high levels of AB in the thalamus.

[ = + #[E) A B oligomer AT EEY) Cu-64-Azacyclopeptide F-HHE2ERIR 24/ GBMERYIAFE 45 5%
Gﬁf«?g 2022 EANM = nﬁﬁ%*ﬁ)
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(1) M2M : E/LBIIEFEeR 2 XRS5 %

A& H FEE] 22 Ran Yan 0%/ M 4HHT#R- 18 SALERTIREER] » S BB IE T REEAIHY
s TR G ELU MR © L e/ N7 2. B LI AR EE & 3. mlErT—F s bR
it 4 TEER S TRICIER NERGE KM - sERERE - ABRESEHEEE T (Reactive
oxygen species > ROS) ¥ AMAEATELNG R IGRIEIR - HELOMALA - FRiEaEAE(E - B HELN
RS o BRI - KERE(EE F-18-FPBT tE IS ERE Y 1 0 WAL T GMP f324E
HEMEAE SRS - DUAEARRERREERRE A -

18F-labelling and characterisation of oxidative stress PET tracer In vitro stability and reactivity of 1®F-FPBT towards ROS
S S,
KI®F, K,CO5, K222,
@[ scetontre, 80°C, 15 7a CE >_© Jscicdiemiel yelivaon (=10} F-FPBT in rat serum at 37 °C V9FFPBT reacted with ROS In PBS for 5 min
N o Y d N Radiochemical purity >98%
Molar activity: 168 2 39 GBg/umol (n=3)
Log D: 1.0040.08 (n=6)
1 F" SF.FPBT 100
80
A T=60min, 91% _§ 60
& 5 40
AN a3 w A T=1min, 93% * 5
080 :: T=0, >99% 0
T S8 B R Bue b
0 10 20 Qg{:e\\\ NS Q’Q‘R e)o\;oo.‘\o o
L5 —
Radoactity Tiene (min), +AA
| ity 1.0 mgimL.
L

Towards clinical translation

We are currently conducting automated ' =
radiosynthesis of '8F-FPBT to compline g b :
with GMP standard ‘
for its clinical translation.

@ =-F— ~ &S 7T F-18-FPBT AYMF IR 45 SR EBLE A 240
(f$%H 2022° EANM & fEH)
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(+/0) M2M : BEHEIETAXRE Zr-89 B 88V B B AR A4

IR F-18 TE-2EY) -2 B 100 7388 PRI IE A28 Zr-80 AR RIV-FRH] (CEEHI78.4
/INIF) o B IR IXRE Zr-89 (AT IE T EEV X B EE Y B BLE IR G 0] 1T o 28I - A EIHTRCH
PEIFRHILIERS - B Zr-89 BURMEEIA ZREC T A E > 40 LT Zr-80 BEat S 2 —(E =
M > R EBEMNEBHE A KE Catherine Fitzgerald E X FIH iPHASE f54H %415 &
Zr-89-oxalate - H BT A EAEAH > DL bisPhPSMA (FEERREIEAYEEY)) ~ octreoTATE (FHEE A 53
ILREIEREEY) ~ Girentuximab (%2 CAIX RRIFERHVEEY)) $#45 DFO-Sq @ 1F Ky Zr-89 Aad i
Z fBEREEY) H T E 58 iR L ] 3 P YA F RO M FRHBERE R Y Zr-89 A58/ N T RIE RS Y -+
HERHGH TG » SRR R4 BB -

O B &\ . . (o0 | \)TELIX
Harmonising Different Sources of Zr-89 a4 b () TELIX Testing the Automation Platform Peterbac s
Development of an Automation Platform DFOsq Panel u,(—ﬁ N o o
’. Mo .u:]u e ulg uz.lw nmﬂi
) i o o~ 8 on _,Coniogmion S0
A & ! el R
00 Sq
@ pozapzeon g+ Boyh
1§AF /.,Efi\ ,‘J"A;JQ’

Y™ For N docnne lumours

Candidate 1 L
[732 DFOSq{) PhPSMA I

W Telix ne o 201,53, 188109 2 o o Bt Co, 204, 3 1192126, o o . Mo h, 200,63, 351470
_

9 @ &\jTeux

[89Zr]Zr-DFO0Sq-bisPhPSMA Pre-Validation Poterttac o

READI-CLING™

2 A PS-HCO, SAX i A

B A 3 W\

@ Ji';x).‘n\ cartridge ég\bﬁrﬁﬁ
4

@ Telix  1Fsetar o1 s 2015 60.096.701 kst . et o 20093
S et sask Rooat ot 2008 107 397325

30 min Candidate 1
\fy — \{ + DFOSQq-bisPhPSMA e——) oo -
< 0.1N HCVAN _ 259C [®9Zr]Zr-DFOSg-bisPhPSMA
[#Zr][2r(ox),]* Saline [*ZrjzrCl,
Variables Specification / Acceptance Criteria Pass /Fail
Run# Zr-source Source of RCP (HPLC) RCP (iTLC) RCY
(ZZ(ox) D ap|  Zrdecay  Scale

4 290.0 % (at EOS) =297.0% (atEOS) nl/a
1 Austin (0.05 M) In-house 1d 200 MBq >95% >95 % 80% Pass
2 Austin (0.05 M) Commercial 1d 200 MBq >95% >95% 83% Pass
3 Austin (0.05 M) Commercial 1d 200 MBq >95% >95% 83% Pass
4 Austin (0.05 M) Commercial 200 MBq >95% >95% 86% Pass
5 Perkin Elmer (1 M)  Commercial 200 MBq >95% >95% 90% Pass
6 Perkin Elmer (1 M) In-house 200 MBq >95% >95% 84% Pass
7 Austin (0.05 M) Commercial >95% >95% 89% Pass

L\\)Tehx
& =+ ~ Zr-89 st/ Ny TR Ee Y H E?}J’FEZEABH:AU\E&%E‘K%E GRS

(8% E 2022 EANM &rskfisR)
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(—) RZEZE] COVID-19 EIHEFE » AR 2022 BONZEFE S IRAEISaR Lesi
2N (HEESIS TR IR E R A - FE 2w R THEEIFFZEEEHFS
NEEAE » DU B a SR RO MR EE Y IEAE M 5 A - BEREEPR FoRm e AUEE K -

(7)) 49p84s e mTRIES UOR [EE58ERY Live BIE » & NSRS » afDIAREE - &
FERIEA[EITREEE - (H R EF ARG ERRER 1 - 215 EEFEPAEAMTT » RS
T B TR BLal e Y R s DL R Sk s [ml i Bl e L -

(=) BIYMEAHMTIHITHENE S Ris Rl Be - 10 B PR B EE R N BEER TR > L [E 2 EdE
VIt EGE S - IR B S 2 BRI b « 2 EERNE ST - R T AR K
BT & EZah - WVEEEIIREE S ERE R - (R ERMTHITARAVEN -

() BB FEg hEFERERIERS » FFEARZK A R &M 2 HE MR A 52
BALE ARG > SERSHE S A BEEE 7,233 A FTH R sE > i
SIMA B RN — EENZEF T - fhmmm LR LEERZ T > TN DS %R
O (EEER) i mEEEA 19 A BHAF 17T A FEA 15 A KEEEERAES A 1]

REENTRIE BT AR MM F/EHIRER - (LRI S ST e aE E R RAYESH -
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ARRSIHE 2022 BOMKEEFE 4R Lg% - MEEs iR s H Bl e T8 Ky
TR IFERER - [FRFtRE S IR R AL T B R FT R 5 1m) S - i
HEHIBTFEAE » Sra AR ERINE - AL NEE

(—) BIFEAEMOR IR SRS - TGEE RBIREES - (BRNVICGEIEIRE E
FHY - M TINsRsEEERE ] - NHEIR B OERER T - FEIEEHITE g L &
{ERE BN IE(ERY S MR SR E e - R EIE S BN S SR

(5) FEIE ~ OIE RS HEGR A PW T2 T 7 AR - T EGE ~ HIRR eE HAh
FREHERAINEAR AN T BT TS e RIS | [EAN - bR 7 B —A i s e R e i 2 51
S R AR BT TR EEY) > BESRII A RRSCRIN S ORI o vl Ry AR RS RS
BEEER AL 2 -

=) —E¥r SRR - B E R R L L UEEIEREE 10 FELAE > AnfafiE i

E% (translational medicine) " {EEEREFRIK S (from bench to bedside) » AREE & ETEES

B PRIE R AT - FTRGELERE RS SR EARG PR B 52 R BRI 38 2 IRV B BRI » 2 B PR B ATAC

S s o EEEEERTTE E ST BRI R —RR R ST - MEmE ~ %8
e g HIE AR _Er4EY) -

(MU) ESEPRAVERTSOME & Y > BEEIE GRS - 4 R ER R ETERY
B, > DIRLEE SR A R S BRI AE W e B T 1) - DARCADATSE A Sy B IS SRR - iR
RAEFRHE A &g 2 bt 5E N B SNBSS & - WS R R SR BT » S Bh [RS8 Ram L
BT ITR REAP TS -
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Develop Companion Radiopharmaceutical YKL40 Antibodies as Potential Theranostic Agents for Epithelial Ovarian Cancer

Author Block: M. Chang, C. Chen, P. Chiang, Y. Kuo, C. Peng;
Institute of Nuclear Energy Research, Taoyuan, TAIWAN,

Abstract:

Aim/Introduction: Epithelial ovarian cancer (EOC) is usually diagnosed at advanced stage with poor prognosis. Theranostic agent is the
current trend of drug development, but it is lacking in EOC. YKL40 is predominantly expressed and involved in the tumorigenesis of EOC. In
this study, we developed the companion theranostic agent target to YKL40. Materials and Methods: We measured the YKL40 expression
levels in ascites by ELISA and correlated with the clinical outcomes of EOC patients. We developed the radionuclide labeled In-111/Lu-177-
DTPA-YKL40 neutralizing antibodies and investigated the radiochemical purity, SPECT/CT imaging, bio-distribution and therapeutic
responses in ovarian cancer xenograft mice. Results: We demonstrated that the YKL40 expression levels in ascites were significantly higher
in the EOC patients with serous histologic type, high tumor grade, advanced stage, tumor recurrence, chemo-resistance and tumor related
death. The radiochemical purity of In-111/Lu-177-DTPA-YKL40 neutralizing antibodies reached more than 90% after 24 hours of labeling.
SPECT/CT imaging showed that significant accumulation of In-111-DTPA-YKL40 antibodies in tumor site of ovarian cancer xenograft mice at
24 hours after administration. Lu-177-DTPA-YKL40 antibedies significantly inhibited tumor growth in ovarian cancer xencgraft mice
Conclusion: Our study indicated that In-111/Lu-177-DTPA-YKL40 neutralizing antibodies could be potential companion theranostic agents
for EOC patients. References: 1. Y.C. Chiang, CA. Chen, C.J. Chiang, T.H. Hsu, M.C. Lin, S.L. You, W.F. Cheng, MS. Lai, Trends in incidence and
survival outcome of epithelial ovarian cancer: 30-year national population-based registry in Taiwan, J Gynecol Oncol, 24 (2013) 342-351.2,
HW. Lin, Y.C. Chiang, N.Y. Sun, Y.L Chen, CF. Chang, Y.J. Tai, C.A Chen, W.F. Cheng, CHI3L1 results in poor outcome of ovarian cancer by
promoting properties of stem-like cells, Endocrine-related cancer, 26 (2019) 73-88.
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TECHNOLOGISTS’
TRACK

PLEMARY SESSIONS

1  Saturday, October 15, 2022 | 18:35 - 18:35 | Auditorium
Highlights Lecture

2 Sunday, Octaber 16,2022 | 11:30 - 13:00 | Auditorium
PSMA - A Mever Ending Successful Story (incl. Marie Curie Lecture)

3 Manday, October 17, 2022 | 11:30 - 13:00 | Auditarium
Theranostics — More Than Just the Future of Muclear Medicine

4 Tuesday, October 18, 2022 | 11:30 - 13:00 | Auditorium
Superflugus, Controversial and Luxury Issues in Nuclear Medicine

CONTINUING MEDICAL EDUCATION (CTE) SESSIONS

1 Sunday, October 16, 2022 | 08:00 - 09:30 | Hall 116
Techmalagiits Committes / SNMMI
Tech Guide Launch
2 Sunday, October 16, 2022 | 09:45 - 11:15 | Hall 116
Torhelogiits Commition
Technologist Involvernent in Research Imaging

3 Sunday, October 16,2022 | 1500 - 16:30 | Hall 116
Techmalagiits + Radiation Protection Comemittes
Radiation Protection in Radionuclide Therapy

4 Maonday, October 17, 2022 | 09:45 - 11:15 | Hall 116
i ot

FResearch in Radiopharmacy

5§ Monday, October 17, 2022 | 16:45 - 18:15 | Hall 118
Tothelogits Commition
Muclear Medicine in Haematological Malignancies

6 Tuesday, October IB 2022 | 15400 - 16:30 | Hall 116
Tocherskogiits Commitl

Stem Cells in Nuclear Medicine

7 Tuesday, October 18, 2022 | 16:45 - 1815 | Hall 116
Tothelogits Commition
EQFY - European Qualification Framework Document for Nuclear Medicine
Technologists - Interactive

SPECIAL TRACK

Sunday, October 16, 2022 | 0800 - 09:30 | Hall 112 {Arena)
Debate 1
Dneslogy & Tharanedtics Committos

The Weight of CT in PET/ACT

2 Sunday, October 16, 2022 | 09:45 - 1115 | Hall 112 (Arena)
Challenge the Expert 1
O & Tharanentics Committae
Expert vs Team Barcelona: PaMA Imaging

3 Sunday, Ocmberlﬁzunmﬂo-w:u Hall 112 {Arena)
TGP Trials Sessi
Best ImernatlonaITnals

4 Sunday, Ocmberlﬁm?lhsﬂs—mw Hall 112 {Arena)
Challenge the Expert
Dmahgyhmmkil:ammm
Expert vs Team Groningen:
Thyroid & Parathyroid

5  Monday, October 17, 2022 | 0B:00 - 09:30 | Hall 112 {Arena)
Challenge the Expert 3

Inflasum ation & bnfectaos Committi
Expert vs Team Bologna: Real World in Infection

[ Maonday, Ocmber 17,2022 | 09:45 - 11:15 | Hall 112 {Arena)
TOP Trials Sessi
Inflassm ation & mm Committes

Best FAPI Trials

7 Maonday, October 17, 2022 | 15400 - 16:30 | Hall 112 {Arena)
Session

EANM Sanjiv 5am Gambhir Award - Battle and Win!

8 Maonday, October 17, 2022 | 16:45 - 18:15 | Hall 112 {Arena)
Debate 2

4 + Raci -
Fluorine-18 Alternatives for Oncological Gallium-68 Tracers

g Tuesday, October 18, 2022 | DB00 - 09:30 | Hall 112 (Arena}
TOP Trials Session 3
Mew Radiopharmaceutical Trials

10 Tuesday, October 18, 2023 | 0545 - 11:15 | Hall 112 (Arena)
Debate 3

Meursimaging Committos
Imaging Brain Tumours - s PET Required or only a
Fancy Option?

11 Tuesday, October 18, 2022 | 1500 - 16:30 | Hall 112 (Arena)
Debate 4

Canfiouasculir Cammitses.

Myocardial Perfusion Imaging with PET — Ready for Clinical Use?

12 Tuesday, October |a 2022 | 16:45 - 18:15 | Hall 112 {Arena)
Challenge the Expert 4
Oncebogy & Tharaneitics Com)
Expert vs Team Es:en F‘ET;ET in Real Life
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IN ADDITION TO THE CTE SESSIONS THE TECHNOLOGISTS'
TRACK INCLUDES 3 MINI COURSES:

1 Wednesday, D:rcoeng 2022 | 08:00 - 08400 | Hall 116
Tachnalogists Comesitt
CZTin Non- Cardlac Nuclear Medicine

2 Wednesday, October 19,2022 | 03:05 - 1005 | Hall 116
Technalogists Commites
Mon-Fluaride Cyclotron Production - O15-Water Applications
3 Wednesday, October 19,2022 | 10:15 - 11:15 | Hall 116
Technalogists Committan
Digital PET/CT

TECHNOLOGISTS' ORAL PRESENTATIONS

1 Sunday, October 16, 2022 | 16:45 - 18:15 | Hall 116
Technologists Committas

Technologists' Cral Presentations 1

2 Monday, October 17, 2022 | 08:00 - 09:30 | Hall 116
Tachnalogists Comsitta

.
Technologists' Oral Presentations 2

3 Tuesday, October 18, 2022 | 08:00 - 09:30 | Hall 116
Technologists Committaa

Technologists' Oral Presentations 3

TECHNOLOGISTS' e-POSTER PRESENTATIONS

1 Tuesday, October 18, 2022 | 09:45 - 11:15 | Hall 116
Technalagists Commsittaa

Technologists'e-Foster Presentations Session

13 Wednesday, October 19, 2022 | 0800 - 09:30 | Hall 112 (Arena)
Debate 5

Oemcology & Thisanastics + Phyiics Committis

PET/MR - Lights or Shadows?
14 Wednesday, October 19, 2023 | 0545 - 11:15 | Hall 112 (Arena)
Debate

Cammittie
Dommetry in Clinical Practice - Sense vs. Nonsense

JOINT SYMPOSIA

1 Sunday, Octaber 16, 2022 | 0800 - 0:30 | Hall 212
Cardiswascular Committes | E

Anatomical & FJnctlonaI Cardiac Imaging - Friend or Foe?

2 Sunday, October 16, 2022 | 16:45 - 18:15 | Hall 114
Omeology & Theranostics Committea | EAL

Prostate Cancer Radionuclide Therapy

3 Monday, October 17, 2022 | 08:00 - 09:30 | Hall 212
Thysoid Committes / ETA
A MNuclear Medicine Update on Diagnosis and Treatment of Medullary Thyroid
Carcinoma (MTC)

4 Monday, October 17, 2022 | 162 45— 1815 |Hall 114
Oeeology & Theranostics Committes / EORTC

Evaluation of Response to Therapy

5 Tuesday, October 18, 2022 | 09:45 - 11:15 |Ha|| 14
Fhypsies + Oncology & Therano stics Cemmittos | ESTR

Imaging for Radiotherapy .l\ppllcancns

&  Tuesday, October 18, 2022 | 15:00 - 16 30 |Hall 114
Oecalogy & Thesanastics Comenittea | ESM

Integrated Theranostics

7 Wednesday, October 13, 2nu|n&on 09:30 | Hall 114
Omeology & Theranastics Committia |

Multimodality Functional Imaglng

SPECIAL SESSIONS

1 Monday, October 17, 2022 | 08:00 - 09:45 | Meeting Room 1204121, Level P1
UEMS/EBMM - Clinical Audit Session

2 Tuesday, October 18, 2022 | 15400 - 16:30 | Hall 212
Radiopharmaceutical Seiences Committes | EU Commission

Radiopharmaceuticals Requlations - Quo Vadis?

3 Tuesday, October 18, 2022 | 16:45 - 18:15 | Hall 212
EAMM / EU Comnmission

Getting to the Top QUADRANT. A European Initiative to Improve Quality for Fatients




LEARN & IMPROVE PROFESSIONAL SKILLS (LIPSITRACK

Sunday, Octaber 16, 2022 | D8:00 - 0930 | Hall 113
Abstract Session

Case Report Session 1 - Oncology
(including PET and Therapy

Sunday, October 16, 2022 | 0%:45 - 11:15 | Hall 113
Cadiovascular + Inllammation & infecton Cosmmittis (TBC) N
Tricky Cases on Nuclear Cardiclogy - Interactive

Sunday, October 16, 2022 | 15:00 - 1630 | Hall 113
neid Comenitten

Tricky Cases in Endocrine Imaging - Interactive

Sunday, October 16, 2022 | 16:45 - 1815 | Hall 113
Pagdiatiics Comenittan

Tricky Cases in Faediatrics - Interactive

Monday, October 17, 2012 | 08:00 - 0930 | HaII n3
Translathonal Mokl insaging & Thisigry Commita

Challenging Situations in TMI&T

Manday, October 17, 2022 | 09:45 - 11:15 | Hall 113
imagr Mt
Black and White or Fifty Shades of Grey?

Beyond Binary Reading of Brain FET Images - Interactive

Monday, October 17, 2022 | 15:00 - 1630 | Hall 113

Oneoligy & Tharanosties + Traslational Molocuar [maging & Therapy Cosmittes | EORTC
Setting Up and Managing Imaging Trials - Interactive

Monday, October 17, 2022 | 1645 - 18:15 | Hall 113
Daimetry Commites

Life Drawing in Muclear Medicine - Fact or Fiction? - Interactive

Tuesday, October 18, ?DIZ | 08:00 - 0330 | Hall 113
Oneology & Tharancsties Camm

Tricky Cases in NET and Digestive Tract Oncology - Interactive

10

Tuesday, October 18, 2022 | 09:45 - 11:15 | Hall 113
i ion Committes

[“FIFDG PET/ACT Treatment Response Assessment
in Inflammatory Diseases - Interactive

n

Tuesday, October 18, 2022 | 15:00 - 1630 | Hall 113

Oncslogy & Tharanasties Commities

Tricky Cases in Prostate Imaging - Interactive

12

Tuesday, October 'IS ?D22| 16:45 - 1815 |Hall 113
o Prosection + Phyiics Committes

CT Optimization in Hybrid Imaging - Interactive

13

‘Wednesday, October 19, 2022 | 0B:00 - 09:30 | Hall 113
Abstract Session

(Case Report Session 2 - Others than Oncology

14

‘Wednesday, October 15, 2022 |09:45 - 11:15 | Hall 113

maging & Thieagy + Physics Comanittin

+ Candiovascular C

cmnillee .
Pharmacokinetics - From Basics to Clinical Applications - Interactive

CUTTING EDGE SCIENCE TRACK - TROP SESSIONS:

205 Sunday, October 16, 2022 | 08:00 - 09:30 | Hall 211
Physics Cammittin
Radiomics

305 Sunday, October 16, 2022 | 09:45 - 11:15 | Hall 211
Radilhnmmuinn_cammiﬂ_m . .
Current lssues in Radiation Protection

505 Sunday, October 16, 2022 | 15:00 - 16:30 | Hall 211
Dusimatey Cemmittis
SIRT

605 Sunday, October 16, 2022 | 16:45 - 18:15 | Hall 211
Physics Cammittin
Developments in PET

705 Manday, October 17, 2022 | 08:00 - 09:30 | Hall 211
Physics Cammittin
Quantification in Brain and Heart

805

Monday, October 17, 2022 | 02:45 - 11:15 | Hall 211
Dusimatry Cammitzis:

Clinical Lu-177 Dosimetry

1005  Monday, October 17, 2022 1500 - 16:30 | Hall 211
Centri i

Desimatry &

I-131 Dosimetry rchhyrold Disease

1105  Monday, October 17, 2022 | 16:45 - 18:15 | Hall 211
ittid

Physics Camm

Image Reconstruction + Image Guided Surgery

1205  Tuesday. October 18, 2022 | 0800 - 09:30 | Hall 211

Physics Cammi
Standar\:llsarlon & Quality Control

1305  Tuesday, October 18, 2022 | 09:45 - 1115 | Hall 211

Dusimatry Committis
Radiobiology

1505  Tuesday. October 18, 2022 | 1500 - 16:30| Hall 211
ysacs Commi

hd\ anced Data Analysis

1605  Tuesday. October 18, 2022 | 16:45 - 1815 | Hall 211
Physics Cammi

Predictive P.rnﬁua lintelligence

1705  Wednesday, October 18, 2022 | 08:00 - 0930 | Hall 211
Physics Cammittis
Developments in SPECT

1805  Wednesday, October 18, 2022 | 09:45 - 11:15 | Hall 211

Physics Committos
Al Segmentation and Denoising
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CLINICAL ONCOLOGY TRACK - TROP SESSIONS:

206

306

506

Sunday, October 16, 2022 | 08:00 - 0530 | Hall 117
Oneclogy & Tharanosties Casmmittis
Let’s Start With Some Prostate

Sunday, October 16, 2012 | 0945 - 1115 | Hall 117
Oneclogy & Theranosties Casmmittis
Gastro and Colorectal

Sunday, October 16, 2012 | 15:00 - 1630 | Hall 117
Oneclogy & Tharanosties Casmmittis
Radioguided Surgery

Sunday, October 16, 2022 | 16:45 - 18:15 | Hall 117
Oneclogy & Tharanosties Casmmittis
Meuroendocrinology

Manday, October 17, 2022 | 08:00 - 0530 | Hall 117
Oneclogy & Tharanosties Casmmittis
Onco Miscellanea

Manday, October 17, 2022 | 0945 - 11:15 | Hall 117
Oneclogy & Tharanosties Casmmittis
Prostate Therapy

1006

Monday, October 17, 2D12 15:00 - 1630 | Hall 117
Oneology & Tharangstics Camm

Breast

1106

Monday, October 17, 2022 | 1545 - 1815 | Hall 117
Oncology & Theranosses Commilts

Lung

1206

Tuesday, October 18, 2022 | 08:00 - 0%:30 | Hall 117
Onealogy & Tharangstics Committis.

Gynaecalogy and Others

1306

Tuesday, October 18, 2022 | 0945 - 11:15 | Hall 117
Oncalogy & Theranastics Commites

Lymphoma

1307

Tuesday. October 18, 2022 | 09:45 - 11:15 | Hall 115
ncelogy & Theranostecs Cammittis
F‘mstage Staging

1506

Tuesday, October 18, 2022 | 1500 - 16:30 | Hall 117
Oncology & ThEranosses Commiltis

Head & Meck and Melanoma

1606

Tuesday, October 18, 2022 | 16:45 - 18:15 | Hall 117
Oneclogy & Tharanosties Casmmittis
MET Therapy and Mare

1706

‘Wednasday, CIE'ObEr 19, 20?1 | DB:00 - 09:30 | Hall 17
Oncology & Theranusties Com

Prostate Beyond Usual

1806

Wednesdav. Clcvober 19,2022 | 0945 - 11:15 | Hall 117
ncelogy & Tharanostecs Cammittis
F‘mstate Pec J'lence

1807

‘Wednesday, October 19, 2022 | 09:45 - 11:15 | Hall 115
Oncology & Theranosties Committes

Sentinel Node

M2ZM TRACK - TROP & FEATURED SESSIONS:

204

New Ramopnarmaceutlcals - Fancy Stuff

Sunday, Dctober 16, 2D12 | 0800 - 0930 | -iall 114

jing & Tharagsy Committae

304 Sunday, October 16, 2n1z| 0945 - 11:15 | -iall 114
ging & Thiragy Commites
Therapy - Innmanor's and Technical Imprwe*ﬂents
504 Sunday, October 16, 2n1z| 15:00 - 1630 | -iall 114
Imaging & Theragy Cammattee
1+1=3 ... The Pmmlse of Combination Treatments
704 Monday, Octaber 17, 2022 | 08:00 - D5:30 | Hall 114
+ Imaging & Theragy Commattae
GRFR vs. PSMA - A Comparison
804 Monday, Octaber 17, 2022 | 09:45 - 11:15 | Hall 114
+ Imaging & Theragy Commattae
T-Cells, TAM's and CAF's — Again
Manday, October 17, 2022 | 1500 - 1630 | Hall 114
1004 + l g & Tharagy Commattos
Peptides for All Tastes
1204  Tuesday, Dctober 18, 2022 | 05:00 - 03:30 | Hall 1 11-1
g & Tharagy Commattos
Seeing the Brain from aII Angles
1604  Tuesday, October 18, 2022 | 16:45 - 1815 | Hall 114
+ Imaging & Theragy Commattee
Mew Tracers — From Scratch to Automated Synthesis
1804  Wednesday, October 19, 2022 | 045 - 11:15 | Hall 114
Imaging & Theragy Commattee

Antibodies - Reli ableWDrkhor&es




FURTHER ORAL PRESENTATIONS - TROP & FEATURED SESSIONS:

207 Sunday, October 16, 2022 | 08:00 - 09:30 | Hall 115
Paediatrics Commiltis
Mephro-Urclogy and Faediatrics
307 Sunday, October 16,2022 | 02:45 - 11:15 | Hall 115
Paediatrics Commiltia- Featured Sesion
A Bit of Everything — Mix NM
308 Sunday, October 16, 2022 | 09:45 - 11:15 | Hall 212
Weurnimaging Committes
A Neurodegeneration - Ready for Betal Ready for Tau?
507 Sunday, October 16, 2022 | 1500 - 16:30 | Hall 115
Cardiovascular Committi
Quantitative Myocardial Perfusion Imaging
508 Sunday, October 16, 2022 | 1500 - 16:30 | Hall 212
Paediatrics Commiltis
Paediatric Oncology
607 Sunday, OEIObEr 18, 2022 | 16:45 - 18:15 | Hall 115
Wiurnimaging Committes
Breadth of Tracers and Approaches in Brain Tumours
608 Sunday, October 16, 20?1| 645 - 1815 | Hall 212
Inflamsmation & nfection Comeni
All About Infections
707 Manday, October 17, 2022 |05c|o 0g:30 | Hall 115
Bone & keint Committee.
Bone and Joint en Route —Tracers. Modalities and Applications
807 Monday, October 17, 2022 | 0945 - 11:15 | Hall 115
Thrpresd Commiltis
PET in Parathyroid Disease and Thyroid Cancer
808 Mon:lay.onober 17,2022 | 09:45 - 11:15 | Hall 112
Cardiovascul
Mowed Developments in Nuclear Cardiclogy
1007 Monday, 0c1oher 17, 2021 | 5400 - 16:30 | Hall 115
Inflassen; i Comni
Muclear Medlc ne and COVID 19
1008 Mon:lay.onober 17,2022 | 1500 - 16:30 | Hall 212
Cardiovascular Comnmi
Cardiovascular Melabolls"ﬂ, Innervation and Perfusion
1107 Monday, October 17, 2021| 645 - 18:15 | Hall 115
Inflamsmation & nfection Comeni
Inflammation and 3eyo'1d
1108 Monda)’.OcIoberl; 2022 | 1645 - 18:15 | Hall 112
Camnmi
Treatment ofThy'cld Cancer
1207 Tuesda)f.D;G:»er 18,2022 | 02:00 - 02:30 | Hall 113

Misasgimaging Comm

Maovement Dlsorders Radiomics, Al, Connectivity and What Else?

e-POSTER PRESENTATION SESSIONS

1 Sunday, Octaber 16, 2022 ceon e 30| Hall 111
Bone & Jeint + Neursimaging Comen
Miscellaneous - BonefBraln.-’Eo\'ld 19/ Lung
2 Sunday, Octaber 16, 2022 | 05:45 - 11:45 | Hall 111
Phrii(s_(nmmn
Physics
3 Sunday, October 16, 2022 | 15:00 - 16230 | Hall 111
Inflammation & infection Committes
Best e-Posters on Infection and Inflammation
4 Sunday, Octaber 16, 2022 | 16:45 - 1815 | Hall 111
+ i i  Thiragry Committos
Mew Tracers — From Production to Translation
5 Monday, October 17, 2022 | D8:00 - 0930 | Hall 111
Casdiovasoular Comemittia
e-Posters on Cardicvascular Topics
6 Manday, October 17, 2022 |D}45 ~11:15 [Hall 111
Ppsics + Raddiation Protiction Commi
Physics & Radiation F‘rmectlon
7 Monday, October 17, 2022 | 15:00 - 1630 | Hall 111
Pasdiatrics Comanintaa
e-Posters on Paediatrics & Nephro-Urology
8 Manday, Oct ober 17, 2022 | 16:45 - 1815 | Hall 111
Nedsr i agineg Commit
Meuro e-Posters
'] Tuesday, October 18, 2022 | 08:00 - 0230 | Hall 111
Onecligy & Tharanesties Cammittie
Local Therapy and More
10 Tuesday, Octaber 18, 2022 | 09:45 - 11:15 | Hall 111

Oncalogy & Tharngsties Commitie

Oncology

Technologists'  Tuesday, October 18, 2022 | 09:45 - 11:15 | Hall 116
Session

Toehnligists Commitbea
Techs'e-Faosters

1 Tuesday, October 18, 2022 | 15:00 - 1630 | Hall 111
Daivetry Commtion
Dosimetry - Novel Tracers and Computer-Based Modelling
12 Tuesday, Octaber 18, 2022 | 16:45 - 1815 | Hall 111
Onecligy & Tharanesties Cammi
Prostate
13 Wednesday, October 18, :m | 0B00 - 09:30 | Hall 111
Onecligy & Tharanesties Cammi
Haematology
14 Wednesda}'. October 19, 2022 | 09:45 - 11:15 | Hall 111

Thyeo
A Spotllg nt on Thyroid and Parathyroid Imaging

%45 H

1208  Tuesday, October 18 2022 | 0800 - 09:30 | Hall 212
Thyroid Committee. Featured Session

What is Mew in Thyroid and Parathyroid Imaging?

1308  Tuesday. October 18, 2022 | 0945 - 1115 | Hall 212
Cardicraseulas Committos
Heart Failure and Amyloidosis

1507  Tuesday, October 18, 2022 | lsccl - 16:30| Hall 115
Thysoid Committes. Featured Sess
Mew Developments and Knm-aledge inThyroid Cancer Therapy

1607  Tuesday. October 18, 2022 | 16:45 - 18:15 | Hall 11
Noursimaging Comsnittaa
The Force Awakens - Neuro Miscellaneous

1707 'Nednescay.octcberw 2022 | 08:00 - 08:30 | Hall 115
Cardicraseulas Committes
Other Car\:llovascular maging

1708  Wednesday, Detober 19, 2012 0800 - 09:30 | Hall 212
Thyvoid Committes- Featured Sas:

Treatment of Benign Tl‘ry'rold Disease

AWARDS

EAMM will bestow several awards during the EANM'22 Congress.

EANM MARIE CURIE AWARD

Each year the EANM is awarding the best submitted abstract with the prestigious Marie-Curie Award.
The Award is bestowed during the EANM Congress Opening Ceremony by the EANM President. It is
awarding the best submitted abstract of this year's congress.

EANM YOUNG AUTHORS' AWARD
(kindly supported by United Imaging Healthcare) uhname W
EANM is offering an award to three young authors of very good quality abstracts. The purpase of this

award is to encourage young and talented nuclear medicine investigators to submit their results to
the annual EANM congress and ta have the financial aid to attend the meeting and present their work.

EANM SANJIV SAM GAMBHIR YOUNG INVESTIGATOR AWARD
(rindlly supparted by Telix Pharmaceuticals) (§) TEUX
This new award will grant a 3 months visitorship at Stanford University. A jury picked six candidates

which will now battle in a session for this award. Monday, October 17, 2022 - 1500-16:30 in Hall 112
[Arena).

EANM TECHNOLOGISTS' AWARD
{kindly supported by United Imaging Healthcare) Jhven g§
The purpose of the Technologists' Award is to encourage Muclzar Medicine Technologists to present

the abstract of their research project at the Annual EANM Congress. 4 Awards will be handed over at
the congress.

EJNMMI AWARDS

This year, the EANM and Springer again bestow the EJNMMI Awards for outstanding articles published
across the whale joumnal family during the EANM Annual Congress.

The European Jounal of Nuclear Medicine and Molecular Imaging (EIMMMI) i the official journal of
the EANM and the hand-over of the certificates will take place ansite as well.



