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IMMUNOTHERAPY IN MULTIPLE
MYELOMA

CHARISE GLEASON AND DONNA D. CGATAMERO

OBJECTIVES: To review the use of monoclonal antibodies (mAbs) in the treat-
ment of multiple myeloma (MM) and the management of most common side

effects.

DATA SOURCES: Review of journal articles related to mAbs in MM.

CONCLUSION: The therapeutic options_for MM have improved dramatically and
the development of mAbs has been associated with improvement in clinical
outcomes and favorable toxicity profiles.

ImpLIcATIONS FOR NURSING PRACTICE: With appropriate pre-medications and

nursing management, mAbs are a well-tolerated treatment option_for myeloma

patients.

Key WoRbps: multiple myeloma, monoclonal antibodies, elotusumab,

daratumumab.

ultiple myeloma (MM) is a malig-
nant disorder that represents about
1.8% of all new cancer cases in the
United States and accounts for ap-
proximately 30,280 new cases in 2017." While there
has been a substantial improvement in survival due
to the development of new drug classes such as
immunomodulatory agents (IMIDs) and proteasome
inhibitors (PIs) along with autologous stem cell
transplant (ASCT), most MM patients will still
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relapse at some point and require a change in
therapy.* As treatment options continue to emerge,
one of the most promising class of agents in de-
velopment are the monoclonal antibodies (mAbs).
MAbs have been used in other types of cancers
for many years and are an important emerging
class of agents in MM. Currently FDA approved
MAbs target CD38 (Daratumumab) and SLAMF7
(Elotuzumab) to be clear as other MAbs are in de-
velopment with different MOAs and targets.’ This
review will focus on elotuzumab a humanized 1$G1
mADb that facilitates the destruction of MM cells by
targeting the SLAMF7 protein and daratumumab
(DARA), a first in class, human immunoglobulin G1
kappa (Ig¢G1x) anti-CD38-directed antibody.

ELotuzumas

While elotuzumab did not demonstrate single-
agent activity,®” preclinical data did show
synergy with the combination of elotuzumab and
lenalidomide.® Elotuzumab in combination with
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lenalidomide and dexamethasone was approved
in November 2015 for MM patients who have
received one to three prior lines of therapy.
Elotuzumab is a humanized IgG1 mAb that facili-
tates the destruction of MM cells by targeting the
SLAMF7 protein. SLAMF7 is a receptor present on
immune cells including natural killer (NK) cells that
mediates activating or inhibitory effects in NK cells.
SLAMFY7 is highly expressed in MM cells. Upon
binding to myeloma cells, elotuzumab exerts its
effects through antibody-dependent cellular cyto-
toxicity (ADCC); the antibody induces lysis of MM
cells by activated NK cells.®

In the randomized phase II trial comparing
elotuzumab 10 mg/kg versus 20 mg/kg with
lenalidomide and dexamethasone, the overall re-
sponse rate (ORR) was 92% versus 76% with a
better progression-free survival (PFS) with the 10-
mg dosing.” In the pivotal phase III clinical trial,
Eloquent-2, patients who received elotuzumab in
combination with lenalidomide and dexametha-
sone had increased response rates (79% ORR v 66%
in the control group) and longer PFS (68% v 57%
at 1 year and 41% v 27% at 2 years). Median PFS
was 19.4 months versus 14.9% in patients who re-
ceived the combination therapy.'

Elotuzumab is administered intravenously (IV)
at a given dose of 10 mg/kg for 8 weeks, followed
by once every 2 weeks for subsequent cycles.
Lenalidomide is administered as per standard rec-
ommended dosing. Dexamethasone 28 mg is given
orally the day before or up until 3 hours prior to
elotuzumab administration. An additional 8 mg
is given IV 45-90 minutes prior to dosing of
elotuzumab.

Patients will need additional premedications 45—
90 minutes prior to dosing of elotuzumab of an H1
blocker (diphenhydramine 25-50 mg orally/IV or
equivalent H1 blocker), an H2 blocker (ranitidine
50 mg IV or 150 mg orally or equivalent H2 blocker),
and acetaminophen 650-1,000 mg orally. In pa-
tients who have received four cycles the infusion

rate may be increased to a maximum of 5 mL/min
(see Table 1).

Preclinical data supported the combination of
elotuzumab and dexamethasone with bortezomib'!
and a randomized phase II study (CA204-009) com-
pared elotuzumab, bortezomib, and dexamethasone
(EBd) versus bortezomib and dexamethasone (Bd)
alone in relapsed patients.'? Elotuzumab 10 mg/
kg was given weekly for the first two cycles and then
on days 1 and 11 for cycles 3-8, and then on days
1 and 15. Bortezomib 1.3 mg/m? IV or subcutane-
ously was given on days 1, 4, 8, and 11 for cycles
1-8, then on days 1, 8, and 15. Dexamethasone
20 mg was given on non-elotuzumab days and 8 mg
orally plus 8 mg IV on elotuzumab days. The 2-year
PFS was 18% for EBd arm and 10% for the Bd arm.
ORR was 65% in the EBd arm versus 63% in the
Bd arm. Grade 3—4 adverse events (AEs) occurred
in 215% with thrombocytopenia (7 in EBd v 13 in
Bd), and infections (17 in EBd © 11 in Bd)."

Safety

Infusion reactions with elotuzumab are possi-
ble, though rare. Approximately 10% of patients in
the Eloquent-2 clinical trial experienced a reac-
tion to the infusion. Infusion reactions typically
present as fever, chills, hypertension or hypoten-
sion, and bradycardia. Most infusion reactions were
grade 1-2; only 1% of patients had a grade 3 re-
action. No grade 4-5 reactions were reported in the
clinical trial.'” Proper premedication reduces the
likelihood and severity of an infusion reaction.

If a grade 2 infusion reaction does occur, inter-
rupt the infusion and administer appropriate
medical management. Upon resolution to a grade
1 or less, restart the infusion at 0.5 mL/min and
gradually increase the rate every 30 minutes as tol-
erated until the rate at which the infusion reaction
occurred is reached. The infusion rate resumes as
per standard protocol. Vital signs should be moni-
tored every 30 minutes for 2 hours and then once
more at the end of the infusion. If the infusion

TABLE 1.
Infusion Rates for Elotuzumab

30-60 min 1 mL/min
60 min or more 2 mL/min

Cycle 1, day 1 Cycle 1, day 8 Cycle 3, day 15 and subsequent cycles
Time/Rate Time/Rate Time/Rate
0-30 min 0.5 mL/min 0-30 min 1 mL/min 2 mL/min

30 min or more 2 mL/min
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