REAL WORLD EVIDENCE OF DARATUMUMAB IN MULTIPLE MYELOMA
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Introduction Results

Daratumumab Is an anti-CD38 monoclonal antibody approved for relapsed/
refractory multiple myeloma (MM) treatment, as monotherapy or in combination
with bortezomib or lenalidomide.

Figure 1. Swim-lane plot of responders and non-responders in all Daratumumab groups.
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Retrospective cohort chart review study over a 19-month period (July 2016 to X )
January 2018). In this study we used descriptive statistics to compare a group of :
patients who received daratumumab monotherapy versus any combination
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therapy with daratumumab (RD or VD). A log rank test was run to determine if
there were differences in the survival distribution for these groups.

Table 2: Adverse Events. **-Concerning all patients; *** - Concerning patients who had adverse events

Event number of patients (percent)
No Adverse events** 2(11,8)
Res u I tS Common hematologic adverse
event***
Anaemia 5(31,3)
Neutropenia 5(31,3)
Thrombocytopenia 4(25,0)
i ] i Febrile Neutropenia 1(6,3)
Seventeen patients, ten female and seven male, with a median age of 71 years Pancytopenia 1(6.3)
(57-81) were enrolled. The most common type of MM was IgG kappa (n=8, Common nonhematologic adverse
47.0%), followed by IgG lambda (n =3, 17.7%). High cytogenetic risk was present Perpheral Neuropathy 2223,3
. . . . ! . sthenia ,
In 4 patients (23.5%). In relation to International Staging System Score, 3 patients Diarrhea 5(31,3)
ipheral Ed ;
(21.4%) had an ISS I, seven (50.0%) ISS Il and four ISS Il (28.6%). Three eroduttive Cough 100
patients had missing data. spnomea___ it
The median previous treatment lines were 2 (0-8), including bortezomib (76.4%) constipation 3§18’8;
. . Fatigue 3(18,8
and lenalidomide (88.2%). e 3(18.8)
: : : : . Hypotension 2(12,5)
Six patients (35.3%) were treated with Daratumumab In monotherapy, eight Phlegm 2(12.5)
. . Epistaxis 2(12,5)
(47.0%) c_laratumumab + lenalidomide (DRd) a_md three (17.7%) daratumumab + Respiratory Infectior 2(12.5)
bortezomib (DVd). In the DRd group all patients were previously exposed to Preumonta 2125
bortezomib and 4 (50%) to bortezomib and lenalidomide. In the DVd group all Renal Injury 2(12’5)
were exposed to both medicines (Table 1). oy Lises HEE
. . . C '
The ORR for the Daratumumab group was 16.7%, with median treatment duration Sieep Disorder )
of 0.9 months (0.7-2.1). For the DRd group it was 75%, 14.7 months (1.6-24.8) — 2(12.5)
_ _ _ | .ylnfectlon 2(12,5)
and for the DVd group was 100%, 6.6 months (4.2-21.2). The median time for first Disuria 2(12.5)
. 2(12,5
response was 1.5 months (0.37-6.53) (Figure 1). Deep-Vein Thrombosis i63
The most common adverse events of any grade were peripheral neuropathy (n=8, rauses H6)
. . Vomiti 1(6,3
53.3%), asthenia (n=6, 40.0%) and anaemia (n=5, 33.3%) (Table 2). Nasal Congestion 163
Wheezing 1(6,3)
Oportunistic Infection 1(6,3)
Pruritus 1(6,3)
Table 1: Population Demographic Characteristics. *Concerning patients who had previous lines Haematomas 1(6.3)
. Daratumumab Adynamia 1(6,3)
Characteristic monotherapy (n=6) Daratumumab + RD (n=8) Daratumumab + VD (n=3) Inflammatory Nodule 1(6,3)
Glaucoma 1(6,3)
Age Blurry Vision 1(6,3)
- _ _ _ _ Bone Pai 1(6,3)
Median (range) -yr 73 (68-81) 70 (60-79) 66 (57-71) Ll‘:r?]iaral':”am 6.9
Distribution - no. (%) Hypertension 1(6,3)
0 0 0 Headach 1(6,3)
< 65 yr 0 (0%) 2 (25,0%) 1 (33,3%) Hjsoﬁ‘;"eemia oo
65-74 yr 5 (83,3%) 3 (37,5%) 2 (66,7%)
>75 1 (16,7%) 3 (37,5%) 0 (0%)
Type of measurable disease - no. (%) C I .
IgG 3 (50%) 6 (75,0%) 3 (100%) O n C u S I O n
IgA 1 (16,7%) 1 (12,5%) 0 (0%)
LU 2(33.9%) L(12.5%) 0 (0%) Our study seems to indicate that treatment with daratumumab in association with both
Not evaluated 0 (0%) 0 (0%) 0 (0%) - . . - . . .
Cytogenetic Profile - no. (6 lenalidomide and bortezomib has a promising effectiveness in a real-world context. The
Standard-risk cytogenetic safety profile is comparable to the clinical trials already conducted.
abnormality 6 (100%) 5 (62,5%) 2 (66,7%)
High-risk cytogenetic abnormality 0 (0%) 3 (37,5%) 1 (33,3%)
Dell7p 0 (0%) 0 (0%) 1 (33,3%) -~
t(4;14) 0 (0%) 1 (12,5%) 0 (0%) R f
1921 Duplication/t(4;14) 0 (0%) 1 (12,5%) 0 (0%) e e r e n C es
Dell17p/t(4;14) 0 (0%) 1 (12,5%) 0 (0%)
Number of previous lines of therapy - no. (%)
0 0 (0%) 1(12,5%) 0 (0%) Dimopoulos MA, Oriol A, Nahi H, et al. Daratumumab, Lenalidomide, and
1 0 (0%) > (62,5%) 0 (0%) Dexamethasone for Multiple Myeloma. N Engl J Med. 2016;375(14):1319-1331.
2 1 (16,7%) 0 (0%) 2 (66,7%) doi
01:10.1056/NEJMo0al607751
3 1 (16,7%) 2 (25,0%) 0 (0%)
>3 4 (66,7%) 0 (0%) 1 (33,3%) Palumbo A, Chanan-Khan A, Weisel K, et al. Daratumumab, Bortezomib, and
| o Dexamethasone for Multiple Myeloma. N Engl J Med. 2016;375(8).754-766.
Median of no. of previous lines of i
therapy (range) 4 (2-4) 1 (0-3) 2 (2-8) doi:10.1056/NEJMo0al606038
Previous autologous stem-cell Lonial S, Weiss BM, Usmani SZ, et al. Daratumumab monotherapy In patients with
P iLe o teasome Ihibitor 3 (50%) e A 3 (100%) treatment-refractory multiple myeloma (SIRIUS): an open-label, randomised, phase 2
therapy - no (%) 5 (83,3%) 7 (100%)* 3 (100%) trial. Lancet. 2016;387(10027):1551-1560. doi:10.1016/S0140-67/36(15)01120-4
Previous immunomodulatory drug ‘Mateos M-V, Dimopoulos MA, Cavo M, et al. Daratumumab plus Bortezomib,
h - % 6 (100% 4 (57,1%)* 3 (100% :
e -me ) L (1679 0o o 0o Melphalan, and Prednisone for Untreated Myeloma. N Engl J Med. 2017;378(6):518-

528. doi:10.1056/NEJMo0al714678




