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GPRC5D

Recettore transmembrana

Ligando sconosciuto

Attività non nota

Espresso da plasmacellule e da plasmacellule di 
pazienti affetti da mieloma multiplo

Espresso da cute (follicoli piliferi) e tessuti 
cheratinizzati





Targeting GPRC5D
Talquetamab Forimtamig

Adapted N Engl J Med 2022; 387:2232-2244
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Cohort 0.4 Cohort 0.8

Median Time to first response 1.2 ms (0.2-10.9) 1.3 (0.2 – 9-2)

Median Time to best response 2.2 ms (0.8 -12.7) 2.7 (0.3-12.5







Skin toxicity









4554 Intravenous and Subcutaneous Administration of RG6234, a Novel
GPRC5DxCD3 T-Cell Engaging Bispecific Antibody, Is Highly Active in 
Patients with Relapsed/Refractory Multiple Myeloma (RRMM): Biomarker 
Results from a Phase I Study Dekhtiarenko I et al. ASH 2022





Li J et al . Cancer Cell 31, 383–395, March 13, 2017

FcRH5 is a type I membrane protein expressed on B cells, 
PCs, and, most importantly, myeloma cells, with nearly 100% 
prevalence





A phase I trial (NCT03275103) is being conducted in high-risk patients with a median of six
prior lines of therapy and exposure to several drug classes, including previously targeted
BCMA therapy. 

Data have been reported on 160 patients, of whom 85% had triple-class-refractory disease.

At a median 6-month follow up, the median time to response was 29 days. 

Responses appeared to be dose dependent, with an ORR of 54.4% at the higher dose level
of 160 mg compared with 36.7% at the 90 mg dose level. With target dose levels greater
than 90 mg, patients with prior anti-BCMA therapy (n=8/22) had an ORR of 36.4%.

157 Cevostamab Monotherapy Continues to Show Clinically Meaningful Activity and 
Manageable Safety in Patients with Heavily Pre-Treated Relapsed/Refractory
Multiple Myeloma (RRMM): Updated Results from an Ongoing Phase I Study

ASH 2021. Trudel S et al.



Lesokhin AM et al. ASH 2022

1924 Enduring Responses after 1-Year, Fixed-Duration 
Cevostamab Therapy in Patients with Relapsed/Refractory
Multiple Myeloma: Early Experience from a Phase I Study











Hosny M et al. J. Clin. Med. 2021, 10(19), 4593;

Rationale for a combination strategy

Bispecific2
Bispecific + 
Daratumumab

Bispecific
+ Daratumumab
+ Pomalidomide



Open Questions

üFixed duration versus continuous therapy
üCombination of drugs
üSequential treatment
üMitigation of CRS
üManagement of off-target Toxicity


