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mobilizados com fator estimulador de colonia de granuloc-
itos (G-CSF). O RNA foi obtido utilizando-se o RNeasy Mini
Kit (Qiagen, CA, EUA) e o transcriptoma analisado pelo sis-
tema GeneChip Exon Humano 1,0 ST Array (Affymetrix, CA, EUA).
Analisados com o software Partek® (http://www.partek.com)
e pelo programa Metacore/portal Genego (Thomson Reuters),
elencando vias superexpressas maior ou igual a 2 vezes (Up
regulation ou down regulation). Foi selecionada para validacao a
via de sinalizagdo redox e estresse oxidativo, analisando o pro-
duto de leucoaférese de 11 pacientes nas mesmas condi¢coes
acima citadas. O perfil redox foi obtido através da avaliacdo
de niveis circulantes de hidroperéxidos induzido por Butil
(QL) e o perfil antioxidante medido através da capacidade
antioxidante total (TRAP), ambos pela técnica de quimiolumi-
nescéncia de alta sensibilidade em tempo real. Foi calculado
o indice de estresse através da relacdo pré/antioxidante.
Os dados foram analisados no software OriginLab 9.0 e as
comparagoes feitas no software GrapPadPrism 7.0 (p < 0,05).
Resultados: No perfil global ndo foram observadas diferencas
significantes em relacdo a comparacdo dos perfis pré e antiox-
idante dos pacientes vivos versus 6bitos, sendo a média de QL
(2094539,429 e 2173588,75), do TRAP (1,409 e 1,281) e indice
de estresse (1672569,885 e 2016150,010), dbitos e vivos res-
pectivamente. No transcriptoma, as principais vias associadas
aos genes diferencialmente expressos foram inflamacgdo e
resposta imune, estresse oxidativo e neuroimunomodulacao.
No grupo 6bito observou-se que a capacidade antioxidante
de células tronco de pacientes portadores de plasmocitoma
foi 50% menor que no grupo sem plasmocitoma. Nao foram
observadas diferencas no perfil de estresse em relacdo ao
padrao de resposta ao tratamento (parcial x completa). Dis-
cussdo: é bem documentado que mudancas no balanco redox
de células tronco podem causar o estresse oxidativo. O balanco
redox é potencializador de quimiorresisténcia pela alteracdo
na inducao de apoptose, sendo alterado por algumas substan-
cias. Um exemplo controverso é a glutationa (GSH) que age
como antioxidante mas sem papel definido no prognostico
final do paciente com MM. J& na presenca do plasmocitoma,
sabemos que ele se expande mediado por citocinas secretadas
por plasmécitos malignos, e pode estar relacionada com o
aumento do estresse oxidativo versus ébito. Conclusdo: Até
onde sabemos, este é o primeiro estudo com foco em anélise
do perfil redox de células tronco de pacientes com MO. Os
achados permitem concluir que existem variac¢oes no perfil de
estresse oxidativo das células tronco em relagdo a presenca de
plasmocitoma no grupo dbito, sem varia¢des para os demais
perfis analisados e sem diferenga nas comparacoes entre vivos
e 6bitos, sugerindo que o estresse oxidativo pode estar impli-
cado neste modelo em situacdes especificas.
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Objective: To demonstrate benefit of adding Isatuximab
(Isa) to (Kd) vs Kd in relapsed/refractory multiple myeloma
(RRMM). Methods: In this Phase-3 study (NCT03275285),
patients with RRMM and 1-3 prior lines of therapy were ran-
domized 3:2 and stratified by number of prior lines and R-ISS
to receive Isa-Kd or Kd. Isa-Kd arm received Isa (10 mg/kg IV)
weekly for 4 weeks, then every 2 weeks. Both arms received K
(20 mg/m? days 1-2, 56 mg/m? thereafter) twice-weekly for 3
of 4 weeks, and d (20 mg) twice-weekly. Treatment continued
until disease progression or unacceptable adverse events (AE).
Primary objective: increase in PFS of Isa-Kd vs Kd, determined
by an Independent Response Committee (IRC). Comparison
between arms conducted through log-rank testing. Key sec-
ondary objectives: overall response rate (ORR), rate of very
good partial response (VGPR) or better, complete response
(CR) rate, MRD negativity-rate (105 by NGS), and overall sur-
vival (OS). Key secondary endpoints tested with a closed test
procedure. Safety data included treatment emergent adverse
events (TEAE), hematological, and biochemistry results for all
patients. Interim efficacy analysis was planned once 65% of
total expected PFS events were observed. Results: 302 patients
(Isa-Kd: 179, Kd: 123) were randomized. Median age 64 (33-
90) years; R-ISS I, II, III was 25.8%, 59.6%, 7.9% respectively;
44%, 33% and 23% had 1, 2 and >3 prior lines respectively;
90% and 78% had prior proteasome inhibitor and IMiD respec-
tively; 24% had high-risk cytogenetics. At a median follow-up
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of 20.7 months and with 103 PFS events per IRC, median PFS
was not reached for Isa-Kd vs 19.15 months Kd; HR 0.531 (99%
CI 0.318-0.889), one-sided p = 0.0007. Thus, the pre-specified
efficacy boundary (p = 0.005) was crossed. PFS benefit was con-
sistent across subgroups. ORR (>PR) was 86.6% Isa-Kd vs 82.9%
Kd, one-sided p = 0.1930. >VGPR rate was 72.6% Isa-Kd vs
56.1% Kd, p = 0.0011. CR rate was 39.7% Isa-Kd vs 27.6% Kd.
MRD negativity-rate (10-5) in ITT was 29.6% (53/179) Isa-Kd
vs 13.0% (16/123) Kd, descriptive p = 0.0004. OS was imma-
ture (events 17.3% Isa-Kd vs 20.3% Kd). 52.0% Isa-Kd vs 30.9%
Kd pts remain on treatment. Main reasons for treatment dis-
continuation were disease progression (29.1% Isa-Kd vs 39.8%
Kd) and AEs (8.4% Isa-Kd vs 13.8% Kd). Grade >3 TEAEs were
observed in 76.8% Isa-Kd vs 67.2% Kd. Treatment-emergent
SAEs (59.3% vs 57.4%) and fatal TEAEs were similar in Isa-Kd
and Kd (3.4% vs 3.3%,) and Infusion reactions were reported
in 45.8% (0.6% grade 3-4) Isa-Kd and 3.3% (0% grade 3-4) Kd.
Grade >3 respiratory infections (grouping): 32.2% Isa-Kd vs
23.8% Kd. Grade >3 cardiac failure (grouping): 4.0% Isa-Kd vs
4.1% Kd. As per lab results, grade 3-4 thrombocytopenia and
neutropenia were reported in 29.9% Isa-Kd vs 23.8% Kd and
19.2% Isa-Kd vs 7.4% Kd, respectively. Conclusion: Addition of
Isa to Kd provided superior, statistically-significant improve-
ment in PFS with clinically meaningful improvement in depth
of response. Isa-Kd was well tolerated with manageable safety
and favourable benefit-risk profile, and represents a possible
new standard of care treatment in patients with relapsed MM.
Data first presented at EHA 2020 virtual meeting, June 11-21st.
Study sponsored by Sanofi.
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Aim: To assess the efficacy and safety of treatment with
Isatuximab-Pomalidomide plus dexamethasone (Isa-Pd) com-
pared with Pd in patients with relapsed/refractory multiple
myeloma (RRMM) and pre-existing plasmacytomas. Meth-
ods: 307 RRMM patients were randomized to two study arms
(NCT02990338): Isa-Pd (n = 154) or Pd (n = 153). Isa was admin-
istered intravenously at 10 mg/kg weekly for 4 weeks, and
every other week thereafter. If soft-tissue plasmacytomas
were present at study entry, a computed tomography (CT)
scan or magnetic resonance imaging (MRI) was carried out
at baseline and repeated every 12 + 1 weeks, and when clin-
ically indicated. Imaging results were submitted to central
radiology review as part of the independent review committee
assessment. The primary objective was to assess the impact
of Isa-Pd on the progression free survival (PFS) compared
with Pd. Safety information including treatment-emergent
adverse events (TEAEs) was assessed according to National
Cancer Institute Common Toxicity Criteria for Adverse Events
(NCI-CTCAE) version 4.03. Results: At study entry, soft-tissue
plasmacytomas were present in 24 (7.8%) patients (14 [9.1%] in
the Isa-Pd and 10 [6.5%)] patients in the Pd arm). Baseline char-
acteristics of patients with plasmacytomas included: median
age, 61 (range 36, 82) years in the Isa-Pd arm vs. 64 (42, 71)
years in the Pd arm; median (range) number of prior regimens
before study entry, 3.5 (2, 13) in the Isa-Pd arm vs. 5.5 (2, 6)
in the Pd arm; International Staging System, Stage I 50.0%,
Stage II, 21.4% and Stage III, 28.6% in the Isa-Pd arm vs Stage I
10.0%, Stage 11, 50.0% and Stage III, 40.0% in the Pd arm; high-
risk cytogenetics, 21.4% in the Isa-Pd vs. 10% in the Pd arm.
PFS was improved by adding Isa to Pd: hazard ratio: 0.22, 95%
confidence intervals (CI): 0.07, 0.69. Median PFS was 4.57 (95%
CI: 2.40, not calculable [NC]) months in the Isa-Pd arm vs. 1.56
(95% CI: 0.95,4.47) months in the Pd arm. The probability of PFS
at 12 months was 0.31 (95% CI: 0.10, 0.56) in the Isa-Pd arm vs.
0.00 (95% CI: NC, NC) in the Pd arm. The overall response rate
(ORR) also improved with 50% (7/14) and 10% (1/10) respon-
ders in the Isa-Pd and Pd arms, respectively. Very good partial
response (VGPR) occurred in 21.4% (3/14) of patients in the Isa-
Pd arm and 10% (1/10) of patients in the Pd arm. Two patients
with VGPR in the Isa-Pd arm who presented with plasmacy-
tomas at baseline showed complete remission at cycle 3 and
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