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Next generation antibody therapeutics

Elgundi Z et al Advanced Drug Delivery Reviews 2017



Structure and Mechanism of Action of Antibody Drug Conjugated



Agent Target Payload Phase 1 activity Current status
Indatuximab Ravtansine 1 CD138 DM4 ORR 11%, SD 41% Phase i/II completed

Lorvotuzumab Mertansine 2 CD56 DM1 OR 18% SD28% Discontinued in myeloma

Milatuzumab-DOX3 CD74 Doxorubicin SD26% Phase I completed

DFRF4539A4 FcRH5 MMA-E OR 5% SD49% Development discontinued

Belantamab Mafodotin 5 BCMA MMA-F OR 60% (54% > VGPR) Phase II completed

ABBV-838 SLAMF7 MMA-E NR Phase I terminated

SGN-CD48A CD48 MMA-E NR Phase I

STRO-001 CD74 MMA-F NR Phase I recruiting

CC-99712 BCMA pAMF IND approved

MEDI2228 BCMA PBD NR Phase I

FOR46 CD46 PBD NR Phase I recruiting

ADC developed for Myeloma therapy

Monomethyl Auristatina E (MMAE) and F (MMAF); PBD Pyrrolobenzodiazepine; maytamsinoid (DM1) and ravtansine (DM4)
1Jagganath S et al Clin Lymphoma Myeloma Leuk 2019, 19:372;  2Alawadi et al Clin Lymphoma Myeloma Leuk 2019; 3Kaufman et al Br J Haematol 2013; 4Stewart AK BCJ 
2019; 5Trudel et al BCJ 2019

HDP-101  anti-BCMA a-amantadin conjugated ADC, Sing et al FP 167; MEDI2228  Tai et al FP-
171; anti-CD46 DCA Sherbenou FP166









PFS, months (n:35)
Median (95% CI): 12.0 (3.1, -)

DOR, months (n:21)
Median (95% CI): 14.3 (10.6, -)

DREAMM 1: Efficacy

21/35 (60%) ORR

2(6%) sCR
3 (9%) CR
14 (40%) VGPR
2 (6%) PR

Median time to 1st response 1,2 months



ORR new drugs as single agent
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Belantamab Mafodotin future directions

Yai et al  Immunotherapy 2015, 7:1187

The mechanism of actions favours combination activity, particularly with ImiDs









Conclusions

• Single agent belantamab mafodotin induces deep and durable responses in heavely pretreated/

refractory MM population

DREAMM2 phase 2 expected to result in regulatory approval for MM patients refracyory to PI, IMiDs and anti CD38 MoAbs

• Activity in combination with POM Dex is promising

• Balantamab Mafodotin monotherapy shows a manageble safety profile (corneal events need specific management)

• Open questions
optimal dosing schedule and management of corneal toxicities
optimal combination for Balantamab Mafodotin
how do the different antiBCMA modalities (ADC, bispecific T cell engagers, CAR-T) compare and how will these
optimally positioned
what will be the efficacy and  toxicity profile of novel ADCs with alternative targets and/or payload
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