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INTRODUCTION

CD38 is a transmembrane glycoprotein expressed at high
levels on plasma cells and NK cells.

Daratumumab, a humanized Ig G1-kappa, targets CD38 on
plasma and NK cells, is an approved treatment for multiple
myeloma and for autoimmune diseases.

New role in desensitization and chronic active ABMR.[needs
more RCTs].

Daratumumab reduced total and activated NK cells, which
play a role in ABMR.
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Abbreviations

ADCC: antibody-dependent cellular cytotoxicity
ADCP: antibody-dependent cellular phagocytosis
CDC: complement-dependent cytotoxicity

MAC: membrane attack complex

MM: multiple myeloma

PCD: programmed cell death

MECHANISM OF ACTION

The therapeutic effects of daratumumab in
multiple myeloma are mainly based on the
mechanism that daratumumab binds to CD38
expressed on the surface of multiple
myeloma cells to induce rapid cell death of
multiple myeloma cells through complement-
dependent cytotoxicity (CDC), antibody-
dependent cell-mediated cytotoxicity (ADCC),
antibody-dependent cellular phagocytosis
(ADCP), apoptosis upon secondary
crosslinking, and immunomodulatory effects
via a decrease in immune suppressive cells.



Daratumumab Reduces Risk of Progres-

sion in High-Risk Smoldering Multiple My-
eloma
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Subcutaneous daratumumab monotherapy led to significantly
lower risk of progression to active multiple myeloma or death
among patients with smoldering multiple myeloma.

Dimopoulos, ef al. NEJM. December 9, 2024
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Study Design & Cohort Intervention Findings
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Lye WC et al, 2025 Conclusion Subcutaneous daratumumab may be an effective freatment for chronic active
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Jade Teakell, MD PhD role in the treatment for cABMR in kidney transplant recipients (KTR). Denor-derived cell-
¥ @jmtsakell free (dd-cfONA) may be a useful menitoring tool to predict and detect relapses.
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Table 1 Daratumumab Premedication Protocol Used at
Cedars-Sinai Medical Center Before This Study

Administer the following medications 1-3 hours before every
infusion of daratumumab:

Acetaminophen 650 mg, orally
Diphenhydramine 50 mg, via intravenous push

Dexamethasone 20 mg, given intravenously before first infusion,
then orally for subsequent infusions, if tolerated

Montelukast 10 mg, orally, before the first infusion only
Famotidine 20 mg, intravenously, before the first infusion only




Patients eligible for SCT

Induction therapy
Proteasome inhibitors

(0]

Bortezomib

Corticosteroids

O

Dexamethasone

Alkylating agents

O

Melphalan, cyclophosphamide,

bendamustine

Anthracyclines

O

Doxorubicin

Patients newly diagnosed with MM

High-dose therapy
e Immunomodulators

o Lenalidomide, thalidomide

e Proteasome inhibitors
o Bortezomib
e Corticosteroids
o Prednisone
e Alkylating agents

o Melphalan, bendamustine

e Anthracyclines
o  Doxorubicin

Patients with relapsed and/or refractory MM

¢ |Immunomodulators
o Lenalidomide, pomalidomide
e Proteasome inhibitors
o Bortezomib, carfilzomib, ixazomib
o Corticosteroids
o Dexamethasone
e Monoclonal antibodies
o Daratumumab, elotuzumab
e Histone deacetylase inhibitors
o Panobinostat

Patients not eligible for SCT
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CD4 Teell

CD40L mAb
Tegoprubart

CD20 mAb
Rituximab
Obinutuzumab

Memory B cell

Emerging therapies in ABMR

Anti-ILG/IL-6R inhibitors

Proteosome Inhibitors
Bortezomib, Carfizamib
CD19 mAb
Inebilizumab

Tocilizumab, Satralizumab, Sarilumab
Clazakizumab, Sitluximab, Sirukumab

EEREEsAEEER R R

T

GepEsssEEEEEE

IL-6 :

TFh cell

e T L L L Ll LTTTT I I T ey
L T T T T T T T T PR TR T LT T

n
N
[

|

Regulatory T cell

T T R T T PR T

FEILTTTTTOLITTTeT

Anti-BLyS mAb
Belimumab

sEmmm e

Allograft Endolthelial Cell

Plasmapharesis
wIG

o
L ernmann

Cysteine protease
Imlifidase

Plasma Cell

S T T T T T T T T Ty

GamdsaRiaRaRRRERERE

AR AR RAEREEEEEII R R R RN

)

MAC Formation)

------ e

Nl

NK Cell

EEEEEEREEEE
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Daratumumab
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C5 Release

Anti-C5 mAb
Eculizumab




