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The Anti-BCMA Antibody-Drug Conjugate HDP-101 with a Novel Amanitin Payload Shows Promising Data in 
Relapsed/Refractory Multiple Myeloma in a Phase 1/2a Clinical Trial as it Advances into Cohort 7
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HDP-101 is a novel antibody-drug 
conjugate (ADC) that targets B-cell 
maturation antigen (BCMA) with a 
synthetic amanitin payload.
HDP-101 has demonstrated 
cytotoxicity in vitro against BCMA-
positive myeloma cell lines, even 
those with low BCMA density. 

INTRODUCTION AND BACKGROUND

HDP-101-01: DESIGN & METHODOLOGY
• Design: First-in-human, open-label, non-randomized, multi-center phase 

1/2a clinical trial in Relapsed/Refractory Multiple Myeloma (RRMM). 

• Aim: Determination of Maximum Tolerated Dose (MTD) and/or the 
Recommended Phase 2 Dose (RP2D) 

• Methodology: Adaptive Bayesian logistic regression model (BLRM) with 
overdose control.

STUDY PROGRESS

RESULTS

• Cohort 7 fully enrolled; some patients are still ongoing. Enrollment into 
Cohort 8 has started. 

• Up to Cohort 5 (100 µg/kg) study was dose escalating with Q3W dosing 
schedule. Alternative dosing strategies were implemented in Cohort 6 
supported by PKPD model-based simulations, evaluating the dose-
exposure response effect on thrombocytes and liver function tests (LFTs).

• Three different treatment arms were included in Cohort 6
(90 µg/kg/cycle) in various settings including premedication or split dosing 
and were further evaluated in Cohort 7 (112.5 µg/kg/cycle). The study 
continues dose escalation with these new dosing patterns. 

Safety
• Treatment was generally well tolerated. Patients did not experience any pulmonary or ocular toxicity. No infusion reactions and no drug-related deaths were 

reported. Transient mild LTF elevations and clinically asymptomatic platelet count reductions (Grade 1-4) were associated with the Q3W dosing scheme. 
• Weekly dosing (Arm B) or splitting the first dose (Arm C) with premedication substantially reduced thrombocytopenia and LFT elevations. 

• Therefore, dose escalation continues only with these alternative dosing patterns and the Q3W dosing in the first cycle was discontinued. 
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CONCLUSIONS
• HDP-101 demonstrated an excellent safety profile up to

112.5 µg/kg/cycle dosing where the maximal tolerable dose was not 
reached yet. 

• The dose escalation continues to further cohorts where currently 
patients are being enrolled at 140 µg/kg/cycle dose. 

• Responses were seen beginning from the dose level of 90 µg/kg/cycle 
across different dosing arms, confirming that changes in the dose 
distribution maintained the anti-tumor effect and improved the 
tolerability of the drug.
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Most Common Treatment-Emergent AEs (TEAEs)

Efficacy
• Data indicates no objective responses up to 80 µg/kg, and multiple responses were seen from 90 µg/kg/cycle. At 100 µg/kg, three of six patients achieved partial 

response, with one patient advancing to stringent complete remission (sCR), and continues maintaining it currently through 19 months of treatment. This patient 
who has sCR had a prior BCMA-targeting CAR-T cell therapy and a GPRC5D/CD3 bispecific antibody therapy. 

• In Cohort 6 (90 µg/kg/cycle in various settings), two patients out of ten enrolled had partial response. 
• In Cohort 7 (112.5 µg/kg/cycle in two settings) three patients are still ongoing, two patients have reached partial response. Cohort 8 (140 µg/kg/cycle in two 

settings) is now enrolling. 

Figure 4: Alternative dosing 
strategies in Cohort 6 (three 
different treatment arms at a dose 
of  90 µg/kg in various settings 
including premedication or split 
dosing) were supported by PKPD 
model-based simulations, which 
evaluated the dose-exposure 
response effect on thrombocytes. 

Preferred Term (N=34) Any grade (%) Grade 3-4 (%)

Thrombocytopenia 12 (35%) 9 (26%)

Arthralgia 8 (24%) 0 (0%)

Anaemia 7 (21%) 4 (12%)

Fatigue 6 (18%) 0 (0%)

Neutropenia 5 (15%) 3 (9%)

White blood cell count decreased 5 (15%) 1 (3%)

Nausea 4 (12%) 0 (0%)

Hyperuricaemia 3 (9%) 0 (0%)

Aspartate aminotransferase increased 3 (9%) 1 (3%)

Alanine aminotransferase increased 3 (9%) 1 (3%)

Hypercalcaemia 3 (9%) 1 (3%)
Demographics Total (N=34) Prior Therapy Total (N=34) 

Age (years) Number of prior treatments

Median 68.5 Median 7

Min, Max 43-82 Range 2-15

Gender BCMA-ADC/TCE/CAR-T Treatment

Female 11 Anti-BCMA-ADC 5

Male 23 BCMA TCE/CAR-T/Bispec 12
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Figure 1: Platelet counts and aspartate aminotransferase (AST) levels observed in Cohorts 5 
and 7 indicate that the dose optimization strategies are effective. Notably, in Cohort 7, 
despite administration of a higher dose, there was a reduced incidence of 
thrombocytopenia and no significant elevation in AST levels, suggesting improved 
tolerability. 

Figure 2: Swimmer plot depicting treatment response duration in Cohorts 5, 6, and 7 (data cutoff: 15 May 2025)
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Figure 3: Objective responses were observed beginning with Cohort 5. Notably, one 
patient in Cohort 5 achieved a stringent complete response (sCR), remaining on study 
treatment for 19 months. Additionally, six patients demonstrated a partial response (PR) 
(data cutoff 15 May 2025).
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PKPD
• Noncompartmental analysis (NCA) reveals dose-proportional PK (Cmax, AUC) 

of all analytes (total/free antibody, total/free ADC) with a geometric mean half-
life of 10 days. 

• A two-compartment model with linear clearance best describes the PK of the 
total antibody, with minimal free payload detected in serum samples. 

• PKPD modelling and simulation analyses confirmed that dose mitigation 
strategies reduced the impact of HDP-101 on thrombocytes by dose splitting 
(Cohorts 6 and 7, arms B and C) or administering pre-medication with 
corticosteroids and antihistamines (Cohort 6 arm A and Cohort 7 arm A and C) 
(Figure 1 and Figure 4).
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