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Live poll question: 
Getting to know the audience

In which medical discipline are you trained and/or work in? 

Please click on this button above the video:

1. Oncology

2. Gastroenterology

3. Endocrinology

4. Pathology

5. Radiology

6. Nuclear medicine

7. Surgery

8. Tumor & cell biology

9. Other
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Chandrikha CHANDRASEKHARAN
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Tonight’s agenda  
Moderator: Chandrikha CHANDRASEKHARAN

18:00 - 18:05 CEST: Opening – Chandrikha CHANDRASEKHARAN

18:05 - 18:25 CEST: Current trials

• 18:05 - 18:15 CEST: Paltusotine, 2 DLL3 trials and anti CD2000R1 – Jaume CAPDEVILA

• 18:15 - 18:25 CEST: Alphamedix, ACTION-1 and TECANT ERA – Daniel HALPERIN

18:25 - 18:40 CEST: Discussion –

Panel speakers: Chandrikha CHANDRASEKHARAN, Tom HOPE, Luka LEŽAIČ,    

Amr MOHAMED + presenters

18:40 - 18:45 CEST: Closing – Chandrikha CHANDRASEKHARAN

• This webinar is intended for HCPs qualified by law to prescribe medicine.

• UEMS accreditation: the webinar is accredited with 0.5 CME points. 
o Participants must attend the whole live webinar and complete a feedback form
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Trials ongoing: 

• Paltusotine
• Anti CD200R1
• DLL3 bi & trispecific mAbs

Jaume Capdevila

Vall Hebron University Hospital
Barcelona
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DISCLOSURE INFORMATION

➢ Personal conflicts of interest: Scientific consultancy role (speaker and advisory roles) 
from Novartis, Pfizer, Ipsen, Exelixis, Bayer, Eisai, Advanced Accelerator Applications, 
Amgen, Sanofi, Roche, Lilly, HUTCHMED, ITM, Merck Serono, Advanz, Esteve. 

➢ Research support : Research grants from Novartis, Pfizer, Astrazeneca, Advanced 
Accelerator Applications, Eisai, Amgen, Bayer, Gilead, Roche, Ipsen, ITM

➢ Leadership roles: Chair of the Spanish Task Force for Neuroendocrine and Endocrine 
Tumors Group (GETNE)
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Paltusotine: Oral SST2 agonist

In development for acromegaly and NETs

Entry criteria: patients with locally advanced or 
metastatic, well-differentiated, grade I or II 
NETs with carcinoid syndrome either

▪ Naïve to somatostatin receptor ligands 
(SRLs) and actively symptomatic 
(average of ≥4 BMs per day or >2 
flushing episodes per day in ≥2 days 
over a 2-week period) or

▪ On SRL with demonstrated symptom 
worsening after SRL washout

Singh S, et al. ENETS 2024



ENETS-NANETS Webinar | 10 July 2024
New insights, directions & signals 

Singh S, et al. ENETS 2024

Paltusotine showed preliminary activity in carcinoid syndrome 

16 pts (6 naïve)
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23ME-00610: First-in-class mAb against CD200 receptor 1

Rasco RW, et al. ASCO 2024

CD200R1 expression described in GI & GU tracts, neural system, lung and neuroendocrine tissues
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23ME-00610: First-in-class mAb against CD200 receptor 1

Rasco RW, et al. ASCO 2024
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Capdevila J, et al. ENETS 2024
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Capdevila J, et al. ENETS 2024
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Capdevila J, et al. ENETS 2024
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Beltran H, et al. ASCO 2024

Albumin: half-life extension
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Also durable responses

Beltran H, et al. ASCO 2024
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Beltran H, et al. ASCO 2024
Capdevila J, et al. ENETS 2024
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Thank you !!
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Current Studies of SSTR 
Radioligands 

(a simple medical oncologist’s perspective)

Daniel M. Halperin, MD
The Univ. of Texas MD Anderson Cancer Center

Houston, Texas, USA
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DISCLOSURE INFORMATION
(24months)

• Consultant for Exelixis, Harpoon Therapeutics, ITM, Novartis, Crinetics, Amryt, Camurus, 
Alphamedix, Chimeric Therapeutics.

• Research funded by Genentech, ThermoFisher Scientific, ITM, AAA/Novartis, Camurus, RayzeBio.

• I will discuss off-label and/or investigational use.
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Overview

• ALPHAMEDIX-02 (NCT05153772)

• ACTION-1 (NCT05477576)

• TECANT (EudraCT no: 2019-003379-20)
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ALPHAMEDIX-02

212Pb-DOTAMTATE



ENETS-NANETS Webinar | 10 July 2024
New insights, directions & signals 

ALPHAMEDIX-02 Design

• Phase II open-label multicenter study

• 36 PRRT-naïve patients with WD GEP-NET

• Up to 4 cycles q8w at 67.6 μCi/kg per cycle (max 5.5 mCi)

• Primary endpoint ORR by RECIST 1.1

Strosberg et al., ASCO 2024
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ALPHAMEDIX-02 Results

Strosberg et al., ASCO 2024

• 50/50 Male/Female

• Primary Site

– 14 (39%) Pancreas

– 14 (39%) Small bowel

• Grade

– 8 (22%) G1

– 24 (67%) G2

– 2 (6%) G3

• Functional Tumor: 14 (39%)

Demographics Efficacy

• 20/36 investigator-assessed response

– ORR 55.6% (95% CI 39.6-70.5)

– mDoR 17m (95% CI 17-NE)
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ALPHAMEDIX-02 Discussion

• Encouraging early signals of activity, with ORR of 42-70% (95% CI).

– Note must be made of the ~40% of patients with pancreatic primary tumors, which tend 
to have higher ORRs.

• > 90% of patients experienced alopecia (there is no grade 3+), nausea, and fatigue, 34% of 
patients developed dysphagia, and the primary grade 3 toxicity was reversible lymphopenia. 

• Randomized data to establish its specific role in the management of GEP-NET patients are 
eagerly awaited.
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ACTION-1

225Ac-DOTATATE
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ACTION-1 lb Design

• Phase Ib/III (Ib complete and data reported)

• PRRT-relapsed G1-2 GEP-NET patients

– 2-4 cycles with SD for 3 months

• BOIN de-escalation design (+expansion)

– Dose level 0 (all patients): 4 cycles q8w at 3.2 µCi/kg

• Primary endpoint RP3D
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ACTION-1 lb Results

Halperin et al., ASCO 2024

• 65/35 Male/Female

• Primary Site

– 5 (29%) Pancreas

– 12 (71%) Small bowel

• Grade

– 8 (47%) G1

– 9 (53%) G2

• Functional Tumor: 12 (70%)

Demographics Efficacy

• 7/17 investigator-assessed response

– ORR 41.2% [95% CI NR]

– DoR/PFS NE

Phase 1b portion of the ACTION-1 phase 1b/3 trial of RYZ101 in gastroenteropancreatic neuroendocrine tumors 
progressing after 177Lu somatostatin analog therapy: Safety and efficacy findings
Daniel Halperin,1 Michael Morris,2 Gary A. Ulaner,3 Jonathan Strosberg,4 Samuel Mehr,5 Daneng Li,6 Heloisa Soares,7 Lowell Anthony,8 Sandy Kotiah,9 Heather Jacene,10 Margot E.T. Tesselaar,11 Pamela L. Kunz,12 Denis Ferreira,13 Joanne Li,13 Kimberly Ma,13 Jessica Rearden,13 Susan Moran,13 Thomas Hope,14 Simron Singh15

1MD Anderson Cancer Center, Houston, TX; 2Advanced Molecular Imaging and Therapy, Glen Burnie, MD; 3Hoag Family Cancer Institute, Newport Beach, CA; University of Southern California, Los Angeles, CA; 4Moffitt Cancer Center, Tampa, FL; 5Nebraska Cancer Specialists, Omaha, NE; 6City of Hope Comprehensive Cancer Center, Duarte, CA; 7Huntsman Cancer Institute, University of Utah, Salt Lake City, UT;
8University of Kentucky Markey Cancer Center, Lexington, KY; 9Mercy Medical Center, Baltimore, MD; 10Dana-Farber Cancer Institute, Boston, MA; 11Netherlands Cancer Institute, Amsterdam, the Netherlands; 12Yale University, New Haven, CT; 13RayzeBio, Inc, San Diego, CA; 14University of California San Francisco, CA; 15University of Toronto, Odette Cancer Centre at Sunnybrook Health Sciences Centre,

Toronto, ON, Canada #P3091

Presented at the ASCO Annual Meeting, May 31–June 4, 2024, Chicago, IL, US

BACKGROUND

■   Gastroenteropancreatic neuroendocrine tumors (GEP-NETs) are a group of biologically and clinically heterogeneous 

neoplasms arising from neuroendocrine precursor cells in the gastrointestinal tract and pancreas.1,2

    –  Although GEP-NETs are rare, there has been a consistent increase in their incidence/prevalence globally over the 

past five decades.3–6

    –  The three most common primary tumor sites in patients with GEP-NETs are the rectum (28.6%), small intestine 

(28.1%), and pancreas (16.4%).7

■   Well-differentiated GEP-NETs are commonly characterized by high-density expression of somatostatin receptors 

(SSTRs), which can be targeted by radiopharmaceutical therapy (RPT) via radiolabeled somatostatin analogs (SSAs).1,8–10

■   RYZ101 (225Ac-DOTATATE) is a first-in-class, highly potent, alpha-emitting RPT being developed for the treatment of 

SSTR2+ solid tumors (Figure 1).

■   This poster describes the latest safety and initial efficacy findings from part 1 (phase 1b) of the ACTION-1 trial.

CONCLUSIONS

■   The AEs observed with RYZ101 in patients with GEP-NETs that progressed after prior 177Lu-labeled SSAs are 
consistent with its mechanism of action, concomitant amino acid administration, and the disease under study.

    –  The most common AEs were anemia (58.8%), nausea (58.8%), fatigue (52.9%), decreased weight (47.1%), 
decreased creatinine renal clearance, hyperglycemia, and decreased lymphocyte count (35.3% each).

    –  The most common grade ≥3 AEs were anemia and lymphopenia. One patient with reduced CrCl at baseline 
experienced grade 3 decreased CrCl; another with reduced baseline CrCl developed grade 4 decreased CrCl.

    –  There were no DLTs, no RYZ101-related SAEs, and no AEs leading to study drug discontinuation.

■   Initial data suggest promising efficacy of RYZ101 in this setting.

    –  The confirmed objective response rate was 29.4%, including one complete response and four partial responses.

    –  One patient had a partial response confirmed after the data cutoff date (Dec 14, 2023); including this confirmed 
partial response, the confirmed objective response rate would be 35.3% (6 of 17 patients).

    –  A further seven patients (41.2%) had stable disease.

■   Part 2 (phase 3) is enrolling and will compare RYZ101 at 10.2 MBq (275 µCi) every 8 weeks for four cycles with 
standard of care in patients with advanced SSTR2+ GEP-NETs progressing following prior 177Lu-labeled SSAs.

M ETHODS

STUDY DESIGN

■   Part 1 of ACTION-1 was an uncontrolled dose, de-escalation study based on Bayesian optimal interval design.        

An escalation boundary of 0.197 and a de-escalation boundary of 0.298 were used based on a target toxicity rate    

of 25% (Figure 2).

■   RYZ101 was administered intravenously every 8 weeks for up to four cycles.

■   Three dose levels (n=6/level) were possible:

    – level 0 (starting dose), 120 kBq/kg (3.2 µCi/kg)

    – level –1, 90 kBq/kg (2.4 µCi/kg)

    – level –2, 60 kBq/kg (1.6 µCi/kg).

■   No dose escalation above the starting dose was permitted.

PATIENTS

■   Adults with grade 1–2, well-differentiated, inoperable, advanced SSTR2+ GEP-NETs that progressed (Response 

Evaluation Criteria in Solid Tumors [RECIST] v1.1) following two to four cycles of therapy with 177Lu SSA were eligible.

■   Patients unresponsive to prior 177Lu SSA (disease control <3 months after 177Lu SSA) were excluded.

■   Patients had to have Eastern Cooperative Oncology Group (ECOG) status 0–2 and adequate hematologic and renal 

function.

SAFETY EVALUATIONS
■   Dose-limiting toxicity (DLT) was assessed for 56 days following the first RYZ101 infusion.

■   Treatment-emergent adverse events (TEAEs) were graded using National Cancer Institute Common Terminology 
Criteria for Adverse Events v5.0.

■   Dose de-escalation decisions and safety data review were overseen by a data review committee.

EFFICACY EVALUATIONS
■   Tumor response was assessed locally using RECIST v1.1.

TREATM ENT

■   Patients received one RYZ101 infusion every 8 weeks for up to four cycles.

■   Lysine and arginine were co-infused with each RYZ101 administration for renal protection.

RESULTS

STATUS
■   As of the December 14, 2023 data cutoff, enrollment was complete, and 17 patients had received RYZ101 at the 

starting dose level of 120 kBq/kg (safety data set).

■   No DLTs occurred and no dose de-escalation steps were implemented.

■   Fifteen patients completed all four planned treatment cycles. Two patients discontinued treatment because of disease 
progression.

PATIENTS
■   The median age was 63 years; 64.7% of patients were male; all had an ECOG performance status of 0 or 1 (58.8% 

and 41.2%, respectively; Table 1).

■   The median time since diagnosis at study enrollment was 5.3 years; the most frequent primary tumor sites were the 
ileum (58.8%) and pancreas (29.4%; Table 2).

RYZ101 EXPOSURE
■   Four patients required dose reductions during treatment (three due to grade 2 thrombocytopenia and one patient due 

to grade 3 anemia). One patient had a dose interruption due to extravasation, although infusion was resumed on the 
same day. One other patient had a dose delay due to COVID-19 infection.

SAFETY
■   A summary of safety findings is shown in Table 3.

    –  All patients experienced TEAEs. The most frequent TEAEs are shown in Table 4.

    –  Serious adverse events (SAEs) were observed in six patients (35.3%), but none were considered treatment-related.

    –  Grade ≥3 AEs occurred in nine patients (52.9%). Five patients (29.4%) experienced treatment-related grade ≥3 AEs 
(Table 3).

    –  The most common grade ≥3 AEs were anemia and lymphopenia. One patient with reduced creatinine clearance 
(CrCl) at baseline experienced grade 3 decreased CrCl; another with reduced baseline CrCl developed grade 4 
decreased CrCl.

    –  No TEAEs or SAEs led to treatment discontinuation.

    –  TEAEs leading to dose modification, dose hold, and/or delays occurred in four patients (23.5%).

    –  Hematology and renal parameters over time are shown in Figure 3.

EFFICACY

■   Efficacy findings are shown in Table 5 and Figures 4 and 5.

    –  The confirmed objective response rate was 29.4% (one complete response and four partial responses).

    –  One patient had an unconfirmed partial response at the time of data cutoff, which was later confirmed.

    –  Seven patients (41.2%) had stable disease, and three (17.6%) had progressive disease.

    –  The median duration of response was not estimable (95% CI 9.26 months, not estimable).

    –  The median progression-free survival was not estimable (95% CI 12.16 months, not estimable).

Proposed mechanism of action

Benefits of alpha vs beta radiation

SSTR

Cancer cell expressing SSTR Binding of 225Ac-DOTATATE to SSTR Internalization  of  225Ac-DOTATATE
and decay of 255Ac leading to cell damage

225Ac-DOTATATE

Single-strand
breaks

Electron
Daughter
isotope

(beta)

β
(beta)

β

Alpha radiation  (eg, 225 Ac)

Double-strand
breaks

Daughter
isotope

Helium
nucleus

(alpha)

α
(alpha)

α

Beta radiation (eg, 177Lu)

FIGURE 1. RYZ101 (225Ac-DOTATATE)

FIGURE 2. ACTION-1: study design – part 1 (phase 1b)

FIGURE 4. RYZ101 treatment and duration of follow-up

FIGURE 5. Best percentage change in tumor size (investigator-assessed)

FIGURE 3. Hematology and renal parameters in patients following RYZ101 treatment

TABLE 1. Baseline patient demographics

TABLE 5. Summary of objective response rate (investigator-assessed) in the     

efficacy-evaluable population

TABLE 3. Safety summary

TABLE 4. Most frequent AEs (occurring in >2 patients)

TABLE 2. Baseline disease characteristics and prior anticancer therapies
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RYZ101 120 kBq/kg (N=17)

Median age, years (range) 63.0 (42.0–78.0)

Male/female, % 64.7/35.3

Race, %

White

Black or African American

Unknown

82.4

11.8

5.9

Ethnicity, %

Hispanic or Latino

Not Hispanic or Latino

11.8

88.2

ECOG performance status, %

0

1

58.8

41.2

Response, n (%) Overall (N=17)

Objective response rate

Complete response

Partial response

7 (41.2)

1 (5.9)

6 (35.3)

Confirmed complete or partial response 5 (29.4)*

Stable disease 7 (41.2)

Progressive disease 3 (17.6)

Disease control rate 14 (82.4)

Patients, n (%) RYZ101 120 kBq/kg (n=17)

Any TEAEs 17 (100.0)

SAEs 6 (35.3)

Treatment-related SAEs 0 (0.0)

Grade ≥3 TEAEs 9 (52.9)

Treatment-related grade ≥3 TEAEs

Anemiaa

Lymphocyte count decreased

Creatinine clearance decreasedb

Weight decreased

5 (29.4)

3 (17.6)

3 (17.6)

2 (11.8)

1 (5.9)

Fatal (grade 5) TEAEc 1 (5.9)

TEAEs leading to treatment discontinuation 0 (0.0)

TEAEs leading to dose modification, dose hold, and/or delay 4 (23.5)

Patients, n (%)
RYZ101 120

kBq/kg (N=17) Patients, n (%)
RYZ101 120

kBq/kg (N=17)

Anemia 10 (58.8) Constipation 4 (23.5)

Nausea 10 (58.8) Vomiting 4 (23.5)

Fatigue 9 (52.9) White blood cell count decreased 4 (23.5)

Weight decreased 8 (47.1) Alopecia 3 (17.6)

Creatinine renal clearance decreased 6 (35.3) Blood creatinine increased 3 (17.6)

Hyperglycemia 6 (35.3) Diabetes mellitus 3 (17.6)

Lymphocyte count decreased 6 (35.3) Diarrhea 3 (17.6)

Abdominal pain 5 (29.4) Dyspnea 3 (17.6)

Blood alkaline phosphatase increased 5 (29.4) Hypertension 3 (17.6)

Hyponatremia 5 (29.4) Hypokalemia 3 (17.6)

Platelet count decreased 5 (29.4)

RYZ101 120 kBq/kg (N=17)

Median duration of GEP-NET, years (range) 5.3 (1.3–19.1)

Primary tumor site, %

Ileum

Pancreas

Duodenum

Jejenum

58.8

29.4

5.9

5.9

Functional status, %

Functional

Not functional

70.6

29.4

Histopathologic grade, %

Grade 1

Grade 2

47.1

52.9

Patients with prior PRRT, n%

Patients receiving four prior PRRT cycles

100.0

100.0

Median t ime since prior PRRT to first dose of RYZ101, months (range) 28.7 (1.9–47.3)

Patients receiving 177Lu-DOTATATE/177Lu-DOTATOC, % 100.0/0

ECOG, Eastern Cooperative Oncology Group.

SAE, serious adverse event; TEAE, treatment-emergent adverse event. aIncludes the terms hemoglobin decreased and anemia; bIncludes the terms chronic kidney disease and creatinine 

renal clearance decreased; cFatal event was liver failure deemed unrelated to RYZ101 and instead attributed to prior non-alcoholic steatohepatitis and liver cirrhosis.

GEP-NET, gastroenteropancreatic neuroendocrine tumor; PRRT, peptide receptor radionuclide therapy.
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Key eligibility criteria

• Age 18 years

• Histologically proven, grade 1–2, well-
di erentiated GEP-NETs

• Ki-67 20%

• Progressive GEP-NET based on RECIST v.1.1
entrall  on r e  a er  le  of

177   t a e a  i ea e ontrol
for at lea t  ont  a er 177  

• I   ea ra le  i ea e
it in  ee

an  no I ea ra le  e
disease

• ECOG perfor ance status 2

• CrCl 50 L/ in

• No prior external bea  radiation t erapy

Primary

• DLTs (to deter ine R

Secondary/exploratory

• Safety

•

• Dosi etry

• aBOIN design
N=6–18

Dose level –2 (N=6)

60 Bq/  (1.6 µCi  × 

Dose level –1 (N=6)

90 Bq/  (2. µCi  × 

Dose level 0 (N=6)

12  Bq/  ( .2 µCi  × 

33% 
decrease

8-week DLT 
window

25% 
decrease

Population Treatment Endpoints

BOIN, Bayesian optimal interval design; CrCl, creatinine clearance; DLTs, dose-limiting toxicities; ECOG, Eastern Cooperative Oncology Group; GEP-NET, gastroenteropancreatic 

neuroendocrine tumor; RECIST, Response Evaluation Criteria in Solid Tumors; RP3D, recommended phase 3 dose; SSA, somatostatin analog; SSTR, somatostatin receptor.
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Follow-up time was the difference between the first treatment date and the end of the study, death, or the last disease progression date. *This patient had an unconfirmed partial response 

at the time of data cut-off that was later confirmed.

*Unconfirmed response at time of data cutoff; ^  This partial response was later confirmed after the data cutoff date. 

 Efficacy evaluable population are those patients who received at least one RYZ101 dose and had at least one efficacy evaluable assessment.

*One patient had a partial response confirmed after the data cutoff date (Dec 14, 2023); including this confirmed partial response, the confirmed objective response rate would be 35.3% 

(6 of 17 patients).

SSTR, somatostatin receptor.
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ACTION-1 lb Discussion

• RP3D of 275 µCi q8w x 4

• Encouraging early signals of activity, with ORR of 18-67% (95% CI* by my/Google’s calculation).

– Note must be made of the ~30% of patients with pancreatic primary tumors, which tend to 
have higher ORRs.

• 100% of patients experienced some TEAE, with > 50% experiencing nausea, fatigue, anemia 
(most common grade 3+ AE, along with lymphopenia; 17.6%).

• Randomized data are eagerly awaited from the second portion of ACTION-1.



ENETS-NANETS Webinar | 10 July 2024
New insights, directions & signals 

TECANT

99Tc-TECANT1
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TECANT Background/Design

• Multicenter Phase 0/1 study supported by ERA

• Preclinical work of compared 99Tc labelled N4-LM- 3(TECANT1) vs. N4-p-Cl-BASS(TECANT2). 

• TECANT1 deemed superior.

• 99Tc-TECANT1 SPECT/CT compared with 68Ga-DOTATATE/TOC in 10 patients
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99Tc-TECANT Representative Images

Opalinska et al., Eur J of Nucl Med Mol Imaging 2023 

99Tc-TECANT1

68Ga-DOTATATE

TBR (4,07 (range 1,36–7,58) 

TBR  2,26 (range 1,15–3,39) 

(optimized at 4h p.i.)
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TECANT Discussion

• Publicly funded, cooperative work

• Widely available imaging technology (SPECT)

• Conceptually, antagonists have been investigated previously (e.g., JR11) without 
reaching clinical fruition.

• Clinical value of this higher TBR bears investigation.

• Theragnostic value and change in therapeutic index using LM3 could be of 
significant interest in subsequent investigation



ENETS-NANETS Webinar | 10 July 2024
New insights, directions & signals 

Overall conclusions

• The future is bright for radioligand therapy.

• International prospective studies are making significant progress.

• Rigorous randomized studies will help us understand the time and place for these novel agents.
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THANK YOU!



ENETS-NANETS Webinar | 10 July 2024
New insights, directions & signals 

Discussion
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Closing comments
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✓ To the speakers and moderators

✓ NANETS Office: Cassandra CLEARE

✓ ENETS Office: Leah MATTHEWS, Ulrike KNELL & Martina FLESCHEN

✓ Technical partners: 

• Marcus LELLE and colleagues at Antwort:Internet

• Simon HIRSCHMANN and colleagues at hirschtech

✓ The ENETS Education Group

✓ YOU, the participants

A BIG “thank you”…
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THANK YOU for attending this webinar!

Your feedback is important to us – please take the time to 

fill out the feedback form at the bottom of your screen.

Save the date

The next ENETS webinar will take place on 

Wednesday, 25 September 2024 from 18:00 – 19:10 CEST: 

What has changed in the new guidance ENETS manuscript in 2023? 

– Characterisation and treatment –

For updates, please check our website:
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