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eroMP Dosimetry in clinical trials
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eromP Therapies with |
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eromP Therapy with microspheres
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eromP Therapies with alpha emitters
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Treatment

212Pp.\/MT-a-NET
+ amino acids

Patient Selection

Dosimetry

203Pp-VMT-a-NET

Pathologically confirmed + amino acids

well-differentiated NET

(i.e. grade 1 or grade 2) Treatment 1

SPECT/CT
(1,4, 24 h)

Dosimetry ~12 weeks

Clinical or radiologic
progression; previously
received beta-PRRT

Adequate bone marrow
and renal function

3+3 Renal Absorbed Dose Escalation Design

Cohort 1 Cohort 2 Cohort 3 Cohort 3
3.5 Gy 5.5 Gy 8.1 Gy 10.5 Gy
kidneys kidneys kidneys kidneys

All participants have a total radiation dose limit of 100 cGy
to the bone marrow

6"#47118,

212Pp-\VVMT-a-NET

+ amino acids

Treatment 2

6 Month DLT

window

Follow-up

**CBC, plt, eGFR, AST, ALT,
cystatin, urinary protein:
baseline, 4, 8 weeks after each
cycle then at 3 and 6 months.

Urinary NGAL: baseline and
then 24 hours after each
treatment cycle.
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nt Selection

Active Therapy

Follow-up
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> Patients with grade 1 or grade 2 GEP NETs

No prior peptide receptor radionuclide therapy (PRRT)
Recommended to receive LUTATHERA therapy

> Disease measuring 21.5 cm diameter on CT or MRI

) 2:1 randomization to Dosimetry-guided arm vs. SOC arm

!

Dosimetry-Guided (n = ~70)

y

Standard of Care (n = ~35)

Diagnostic SSTR2 PET/CT study within 4
weeks prior to treatment

Cycles delivered in 8-week intervals

Cycle 1: 200 mCi LUTATHERA followed
by serial SPECT/CT (24, 48, 96-144h)
and blood sampling for dosimetry.

Cycles 2 — 4: up to 400 mCi LUTATHERA
per cycle, subject to maximum of 28 Gy
to kidneys or 2 Gy to marrow. Each
administration will be followed by
SPECT/CT (96 h) and sequential blood
sampling to update dosimetric targets.

Diagnostic SSTR2 PET/CT study
within 6 months prior to
treatment

Cycles delivered in 8-week
intervals

Cycle 1 —4: 200 mCi LUTATHERA,

subject to reduction based on
FDA-approved label criteria.

Evaluate for toxicity

week), and at 9 and 12 mo post-Tx

criteria.

Follow for PFS and OS

CBC w/diff, CMP, Urinalysis monthly for the first 6 months post-treatment (+ 1

Evaluate for tumor objective response
Diagnostic CT scan w/wo contrast at 6 months post-Tx to evaluate per RECIST




I"H$%6& )"+ " - /012 .345(6'789:; I"HR0AQ (\E*L O/t O *1.0)" -
CHU 3(<=<%S$H(>$7#@"%&ASB("<C&D&C=(E(3(FAESL|(JIHI( #E%&'()$*+,%#-.%//)$*+0'#1/) B/ #E+
¢ | 4#9<=<0%; (69HO5(1(102(1 (SK LHVE( 4'/%-+0-5$6+%7+4).0%#"/'()$+809+2":)$
de Québec I N=<%$#:(3(K=(0(6>?8@?(<=KYE(K=0 L
Université Laval -'8'-6+;<=> 27@+A,IBCDEK3H
T QQaoe
0%+ & # .
(1+012+*3 i:r; . NA((CCCCCCNICCCCCCCCCNBCCCCCCCONPLCCCCCCCCNvecccccenceeccccyzr B 12@()02+*3
4::#(511 +/6/21* ® " A $%9D, 07'S%KH#@)*0$1+5H# , %D$D:/+0F1#
4"#()*+,+/6/21 8 : " U16+1N2@1@#_02#VE\N#(/+01,2_+*X# !"#$o/&()*$+’__’_ &O$+*,1$% 02G1A+1@#
s msomror == F e gy W W W W W 2'2-( /27252;92:/@1#
2 - R . . . ’ o
AN ® - At
,;:09)2*78 g EHEJ : LY9Y;I#####YZI###########YZI########YZI###########YZI##########YZI 3 6452%(;$78$é g/89$gﬁon_$’<;;$rg# L iﬁg}io)fgéii(
,*+5/+0?201@# = *! . #:"-$0* A*(99" #
AR5 @028 D NACCCLNICCNBLCNPLCN VNS (6s@3.( (
1<=9#CD5@12 . : : . . L"# 12@()02+*3
,"T-#51%()2*1
)"+ .10)1)02!" - /012 .345(6'789:; T O
3(<=<%$#(I(FKIE( E(3(FGH( M&&
6<-*-%"C&D$(>?$#<?8&Q$B("<C&D&BHE@R(PPHP( » 957
, M7
TSSG((A(CCCCCcccccsaeeeccccaseeeccccccEueeeEvcccces A , N& OMJ
A = A - A , 81+/C):0A#
[ \ (¥ \ ( Sé) \ 51%()2* 1#/+#HEL#
. e, @ ) g ) N .. 'F;?<R#)2#;<.=
—O_E ..."é;'. -';i‘; ' 'm. 8 "'.,Q-‘T g ‘_._—‘-‘é‘:-_ T1*+#78-#
s iy g ¥ U % S iy 51%()2*1#)2#
7 ﬁ} U S Ais S 833 O7'S%K#2@#
I ol - g © & AR 'SK
g i LS 'i . 9 .i - : é " b
#* e 0 *t 38. 63 0 38 B 38
19%& 1%& /01, /01, 1%& /01, 1%& /01,
W(PV(B"=#(R?@*(?"B@*&A"C&@' X4J(FGH X83(FGH UNIVERSITE

G G
I'H$%& ()" *)+&,-./,%018#)28& #$8&3,$4)5)/ ?in LAVAL



"H#$%6&' ($&")&*"+$%8&.,"(-.$/012
" 384567884/$0$"/9:/-:&;"<18&69<-9/-"'=&7>$0971 &8k &5 | (5

EFOMP 70_9%&9/&@ :_#&A_ >_ 89: RADIONUCLIDE INTERNAL DOSIMETRY
) "#$%&
I"#$%& 2 9538 {0/
))* . ,)<6,-k70 )
%Bég',-(cyé ) e ;0<8,-(% )
= 7 .0<8,-(% . - : :
N, : : ) ) M Moy Nl
$6&1I0* 0 RS I ~6 Weeks
. ;ost-g?R? ‘.”. : PoStSIRT
%0y Mean *° Grade 3+ N\ o8%]GTV = Tumor
=»| PET/CT Tumor AD Toxicity minus 70 Gy |=p>
Dose Map < 290 Gy 2 SIRT isodose

D

"#$%E& ' (&$H) &*+,$%-". &/%&0$+/B(/"Y&1%-"#"234&56574&8"#9:'&;64&<..9'&=4&;6;,=>7?




Pre-Treatment MRI
.. R

Pre-SBRT CECT
ith 70 Gy °0Y isodose

)

Standard Y SIRT
0Y PEFDosimetry
Lesions with mean <

Nonuniform SIRT AD
due to blood supply?,
Necrosis?

Select lesion sub-
volume:voxels <70
Gy

Standard SBRT (6 Gy
X 5 FX) to sub-
volume

Patient would not
have met the mean
liver absorbed dose
toxicity constraints

for SBRT alone
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| Treatsmest phase

[*Ga]Ga-PSMA-11 [**' Th]Tb-PSMA-I&T [*' Tb]Tb-PSMA-I&T ("% Tb]Tb-PSMA-I&T

0 3 PET (60 min)
; ["'TD]Th-PSMAJAT bz 74684
! ADT ghven
| ey Dose escalation > Dose level 2
} o repred 13084

| [——— by 04GBq per cycle

LV G-woekly for up 1o 6 cycles - Do:ON'I

Parotid 0.15 (0.07)
Kidney 0.36 (0.11)

L4
DLY evaluation afier cycle 1

Day 21 safety folow-up

"&
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Recommended
RYZ101 dose
for Phase 3 is
10.2 MBq

x 4 cycles

Sgouros et al, Journal of Nuclear Medicine June 2023, 64 (supplement 1) P129;
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IMAGE OF THE MONTH @

First-in-human SPECT/CT imaging of [2''At]PSMA-5: targeted alpha
therapy in a patient with refractory prostate cancer
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3 Drop in tumor -to-kidney AD ratio

N B Cycle 1
N B Cycle 2
1pn 025+ [_Icycle3
‘& 5 I Cycle 4
h) f#$ 30 Gy a Bl cycle 5
» 20 Gy <20 [ Cycle 6
A 10 Gy >
c
5 Gy 15+
Cycle 4 v5 Gy <
Loy Z10t
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1 2 3 4 5 6 7 8 9 10
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RANDOMIZATION

Stratification by FDG-PET status (+/-) and
primary tumor origin (SI-NET vs Non-SI-NET)

IIIIIIIIIIIIIIIIIIIIIIIIIIIII

1%-FDG- + %%Ga-DOTA-PET
in screening for all patients

based on FDG-PET status

TREATMENT ALLOCATION
FDG-PET pos FDG-PET neg
Chemo-d PRRT! dPRRT ‘
"CAP-dTOC” *dTOoCH

TOC: 4 x 7.5 GBq'/’Lu-DOTATOC.Cycleintervall0 + 2 weeks
dTOC: X cyclesof 7.5 GBq'’/Lu-DOTATOC to aenalAD < 30 GyCycleintervall0 + 2 weeks
CAP-dTOC: 4 x 7.5 GBq'”’Lu-DOTATOC + CAPECITABINEollowedy Xcyclesof 7.5 GBq'”’Lu-DOTATOC to arenalAl

<30 Gy.CycleintervallO £ 2 weeks

| Personalized PRRT‘_ Nowpersonalizet
>3‘56"?@N ©
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—
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Abstract |(1st Author Title
48 Nicolas Varmenot, St Herblain, France Landscape of clinical trials in molecular radiotherapy
INSPIRE — A prospective observational study of radiation dosimetry for radioiodine treatment of
47 Jan Taprogge, Sutton, UK thyroid cancer
24| PET dosimetry to optimize "'l therapy of metastatic differentiated thyroid cancer: an ongoing
69 Carlo Chiesa, Milan, Italy phase I trial
Radioembolization of hepatocellular carcinoma with °°Y glass microspheres: an earlier
5 Matteo Bagnalasta, Milan, Italy administration day unexpectedly improves tumour control probability
Meike W.M. van Wijk, Nijmegen, The MRI-based dosimetry for image-guided '®*Ho-TARE, insights in methodology and preliminary
118 Netherlands results from the EMERITUS-2 trial
Development of Terbium-161 SPECT/CT Protocols in Support of Two Early-Phase Clinical Trials:
76 Frida Westerbergh, Gothenburg, Sweden |Towards Accurate Post-Therapeutic Dosimetry
Claudia Morsink, Nijmegen, The Dosimetry comparison of ['””Lu]Lu-rhPSMA-10.1 and ['””Lu]Lu-PSMA-617 in prostate cancer
114 Netherlands patients
Standard vs. kidney dosimetry-based activity prescription in PRRT: Current status of the
46 Peter Frghlich Staanum, Aarhus, Denmark |DOBATOC trial
127 Monika Kvassheim, Oslo, Norway Tumour-to-kidney absorbed dose ratios for potential alpha-emitter DOTATATE therapies
PRRT Efficacy of "'In-DTPA-Octreotide Auger and Internal Conversion Electron Emission after
84 Georgios Limouris, Athens, Greece Intra-arterial Implementation in Liver Metastasized Colorectal NETs




