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Caso clinico 2



P.G., male, 62 years old:

• Diagnosis (Dec 2013): k free light chain Multiple Myeloma, ISS: 1, R-ISS: 1, normal FISH, paraosseus
plasmocytoma

• Prior therapies:
1. VTD x 4 + 2 HSCT + left hip radiotherapy (Jan 2014-Jan 2015)
2. Relapse Jun 2018 (FISH: del17p) à Daratumumab-Lenalidomide-Dexamethasone (DRd) x 17

3. Relapse October 2019 (FISH: del17p) àCyclophosphamide-Pomalidomide-Dexamethasone (CPd) x 6

4. Relapse April 2020 (FISH: del17p): proteinuria 3 g/24h, BJ+, FLC kappa 1950 mg/l, lambda 14,1 mg/l, kappa/lambda
138, PLT 86.000/mcl, Creatinine 1.4 mg/dl, PLC 50%

• Comorbidities (69 yrs): dislipidemia, diabetes mellitus type II, ischemic cardiopathy, steroide-related tremor,
bortezomib-related peripheral neuropathy

Triple/quad-class refractory MM?





What can we do?



• ≥3 prior lines of MM therapy
• Refractory to prior 

immunomodulatory agents, 
proteasome inhibitors, and 
refractory and/or intolerant to an 
anti-CD38 monoclonal antibody

• BCMA-targeted therapy naïve
• Prior ASCT allowed
• ECOG PS 0-2

Inclusion criteria

DREAMM-2: study design
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Treatment until disease progression or 
unacceptable toxicity

Secondary endpoints
• DOR, PFS, OS, CBR
• Safety
• ORR assessed by investigator,† TTR,† TTP†

• ADA activities†

• PK profiles†

• PROs†

• HRQOL†

Primary endpoint
• ORR (IRC)

N=293

Stratified by prior lines of therapy
(≤4 vs >4) and high-risk cytogenetic features*

Belantamab mafodotin
3.4mg/kg Q3W

Belantamab mafodotin
2.5mg/kg Q3W

N=223

Ocular 
substudy

A phase II, open-label, randomized, 2-dose study in patients with RRMM who were refractory to an 

immunomodulatory drug and a PI and refractory and/or intolerant to an anti-CD38 mAb

Screening occurred between June 18, 2018, and January 2, 2019.
*Presence or absence of t(4;14), t(14;16), 17p13del, or 1q21+. †Will be reported separately.
ADA, anti-drug antibody; ASCT, autologous stem cell transplant; BCMA, B-cell maturation antigen; CBR, clinical benefit rate; CD, cluster of differentiation; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology 
Group performance status; HRQOL, health-related quality of life; IRC, independent review committee; mAb, monoclonal antibody; MM, multiple myeloma; ORR, overall response rate; OS, overall survival; PFS, progression-free 
survival; PK, pharmacokinetic; PI, proteasome inhibitor; PRO, patient-reported outcome; Q3W, every 3 weeks; RRMM, relapsed/refractory multiple myeloma; TTP, time to progression; TTR, time to response.  
Lonial S et al. Lancet Oncol. 2020;21(2):207-221.



Phase II DREAMM-2: Response and DoR at 13 Mo of 
Follow-up, Belantamab Mafodotin 2.5 mg/kg

Lonial. Cancer 2021;[Epub].

32%
(21.7-43.6)

Belamaf 2.5 mg/kg 
(N = 97)

ORR: % of Patients
(95% CI)

n = 13

n = 11

n = 2
n = 5
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Median DoR (13 mo): 
11 mo (95% CI: 4.2-NR)
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Outcomes according to response to therapy



P.G. started Belantamab-Mafodotin (EAP use) 2,5 mg/kg on April 30, 2020 (C1d1)

Baseline disease evaluation: 

Severe RI, high FLC, thrombocytopenia



Belantamab Mafodotin
in renal failure setting

Is Belamaf safe in patients with renal failure? Yes



Timing of best response

C1d1
30-apr-2020

C3d1
6-jul-2020

• VGPR (-95%) after 2 cycles of therapy
• Great improvement of renal function (24 ml/min

à82 ml/min) and of anemia (9.2 à 15.1 g/dl)



Progression free survival

C1d1
30-apr-2020

C8d1
9-nov-2020

• Biochemical relapse? (only proteinuria increase)
• Normal FLC, renal and bone marrow functions

PFS = 6 months?



C1d1
30-Apr-2020

C12d1
4-Mar-2021

• Clinical relapse
• Renal failure (82 ml/min à25 ml/min) and thrombocytopenia

DoR = 10 months
STOP 

THERAPY

Duration of Response



Ocular Monitoring



Ocular baseline evaluation

C1d1
30-Apr-2020

C2d1
22-May-2020

Visita oculistica (29/04/2020): VOD 10/10, VOS 8/10. No cheratopatia. Iniziale cataratta occhio sx. 

Fundus oculi: nella norma dx, pucker maculare con iniziale foro a sx. 

Visita oculistica (18/05/2020, post-I ciclo): VOD 10/10, VOS 7/10. No cheratopatia. Iniziale cataratta occhio sx. 

Fundus oculi: nella norma dx, foro maculare a sx. 

Grade 1 ocular toxicity: decline of 1 line on Snellen Visual Acuity à What should we have done?

Continue Belantamab full dose



Ocular Monitoring

C1d1

30-Apr-2020

C3d1

6-Jul-2020

Grade 3 ocular toxicity:

Visita oculistica (11/06/2020, post-II ciclo): VOD 6/10, VOS 5/10 (baseline: VOD 10/10, VOS 8/10).

Disepitelizzazione corneale severa superficiale, con notevole calo del visus. Utile visita oculistica a breve

Ipovisus
blurred vision

C2d1

22-May-2020

Visita oculistica (24/06/2020): VOD 6/10, VOS 6/10. Permane moderata disepitelizzazione corneale

Visita oculistica (01/07/2020): VOD 8/10, VOS 7/10. Lieve disepitelizzazione corneale

Visita oculistica (06/07/2020): VOD 9/10, VOS 8/10. In risoluzione disepitelizzazione corneale

Grade 1 ocular toxicity:

STOP Belantamab C3d1 (12-Jun-2021)

restart infusion at reduced dose (06-Jul-2021)



















Stable BCVA and ocular findings:

Ocular Monitoring
C4d1

31-jul-2020

C5d1
17-aug-2020

C7d1
19-oct-2020

C6d1
24-sep-2020

C9d1
31-nov-2020

C10d1
21-jan-2021

C11d1
11-feb-2021

Visita oculistica (31/07): VOD 9/10, VOS 8/10. In risoluzione disepitelizzazione corneale. Stabile cataratta occhio sx

Visita oculistica (17/08): VOD 9/10, VOS 8/10. In risoluzione disepitelizzazione corneale. Stabile cataratta occhio sx

Visita oculistica (11/02/2021): VOD 10/10, VOS 8/10. Cornea nei limiti. Cataratta occhio sx stabile

Visita oculistica (24/09): VOD 9/10, VOS 8/10. Non più disepitelizzazione corneale. Stabile cataratta occhio sx

Visita oculistica (19/11): VOD 10/10, VOS 8/10. Cornea nei limiti. Cataratta in peggioramento occhio sx

Visita oculistica (31/11): VOD 10/10, VOS 8/10. Cornea nei limiti. Cataratta occhio sx stabile

Visita oculistica (21/01/2021): VOD 10/10, VOS 8/10. Cornea nei limiti. Cataratta occhio sx stabile

C8d1
09-nov-2020 Visita oculistica (09/11): VOD 10/10, VOS 8/10. Cornea nei limiti. Cataratta occhio sx stabile

continued Belantamab at reduced dose



When do we conduct ophtalmic examination? 



Is prophylactic steroid drops useful? No



Belantamab Mafodotin: Select AEs in DREAMM-2
AEs of Special Interest

§ Corneal events: 72% to 77%

‒ Blurred vision, dry eyes, photophobia, changes 
in visual acuity

‒ Reversible and manageable with ophthalmic 
consult, steroid eye drops, dose reduction

§ Thrombocytopenia: 36% to 57%

‒ Hematologic AEs common in MM

§ Infusion-related reaction: 16% to 21%

‒ Occurs at first dose without premedication

‒ Does not recur with subsequent doses

Lonial. ASCO 2020. Abstr 8536.

Grade ≥ 3 AEs in ≥ 
5% of Patients, %

Bela maf  2.5 mg/kg 
(n = 97)

Bela maf  3.4 mg/kg 
(n = 99)

Any 84 84

Keratopathy 46 42

Anemia 21 27

Thrombocytopenia 22 32

Decreased 
lymphocyte count

13 7

Neutropenia 11 17

Hypercalcemia 7 3

Pneumonia 7 13

GGT increase 3 9

Hypertension 4 7

AST increase 2 8

Fatigue 2 5

Is premedication required? No



Thrombocytopenia



Belantamab Mafodotin: Select AEs in DREAMM-2
AEs of Special Interest

§ Corneal events: 72% to 77%

‒ Blurred vision, dry eyes, photophobia, changes 
in visual acuity

‒ Reversible and manageable with ophthalmic 
consult, steroid eye drops, dose reduction

§ Thrombocytopenia: 36% to 57%

‒ Hematologic AEs common in MM

§ Infusion-related reaction: 16% to 21%

‒ Occurs at first dose without premedication

‒ Does not recur with subsequent doses

Lonial. ASCO 2020. Abstr 8536.

Grade ≥ 3 AEs in ≥ 
5% of Patients, %

Bela maf  2.5 mg/kg 
(n = 97)

Bela maf  3.4 mg/kg 
(n = 99)

Any 84 84

Keratopathy 46 42

Anemia 21 27

Thrombocytopenia 22 32

Decreased 
lymphocyte count

13 7

Neutropenia 11 17

Hypercalcemia 7 3

Pneumonia 7 13

GGT increase 3 9

Hypertension 4 7

AST increase 2 8

Fatigue 2 5



C1d1

30-Apr-2020

C8d1

9-Nov-2020

baseline

C10d1

21-Jan-2021

Resolution of thrombocytopenia



How to manage thrombocytopenia?



11-Mar-2021

Return of severe thrombocytopenia

C12d1
04-Mar-2021:

Clinical relapse




