
INTRODUCTION
 ✦ Daratumumab (DARA) is a human CD38-targeting monoclonal antibody with on-tumor and 

immunomodulatory mechanisms of action (Figure 1)

 – On-tumor activities include: complement-dependent cytotoxicity,1 antibody-dependent 
cellular cytotoxicity,1 antibody-dependent cellular phagocytosis,2 apoptosis,3 and direct 
enzymatic inhibition4

 – Immunomodulatory activities include: inducing lysis of myeloid-derived suppressor cells, 
regulatory B cells, and a subpopulation of regulatory T cells (CD4+CD25+CD127dim) to promote 
T-cell activity5

DARA, daratumumab; CDC, complement-dependent cytotoxicity; ADCC, antibody-dependent cellular cytotoxicity; NK, natural killer;  
ADCP, antibody-dependent cellular phagocytosis. 
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Figure 1. DARA mechanism of action. 

 ✦ Pomalidomide (Pom) is an analog of thalidomide that stimulates T cells and natural killer cells, 
inhibits proinflammatory cytokine production, demonstrates antiangiogenic activity, inhibits 
proliferation, and induces apoptosis of tumor cells6

 ✦ Pom in combination with dexamethasone (Pom-Dex) is approved for multiple myeloma (MM) 
patients who have received ≥2 prior therapies, including lenalidomide and a proteasome  
inhibitor (PI), and have demonstrated disease progression on or within 60 days of completion  
of the last therapy7 

 ✦ In a phase 1b study of DARA in combination with standard of care regimens (MMY1001), DARA 
(administered intravenously [IV]) in combination with Pom-Dex demonstrated an overall response 
rate of 60%, median progression-free survival (PFS) of 8.8 months, and median overall survival of  
17.5 months in heavily pre-treated relapsed or refractory MM (RRMM) patients8

 – On June 16, 2017, the US Food and Drug Administration approved DARA in combination with 
Pom-Dex for MM patients who received ≥2 prior therapies, including lenalidomide and a PI9

 – DARA (16 mg/kg IV) is also approved as monotherapy and in combination with lenalidomide 
and Dex or bortezomib and Dex for treatment of RRMM patients, and in combination with 
bortezomib, melphalan, and prednisone for the treatment of patients with newly diagnosed 
MM who are ineligible for autologous stem cell transplant9

 ✦ A subcutaneous formulation of DARA (DARA SC; 1,800 mg co-formulated with recombinant 
human hyaluronidase PH20 [rHuPH20; ENHANZE® drug delivery technology, Halozyme, Inc.]) 
demonstrated low rates of infusion-related reactions and response rates similar to DARA IV in a 
phase 1b study of RRMM patients10

OBJECTIVE
 ✦ To evaluate the efficacy and safety of DARA SC + Pom-Dex versus Pom-Dex alone in patients with 

RRMM who received ≥1 prior treatment with both lenalidomide and a PI 

METHODS
Key Eligibility Criteria

 ✦ ≥18 years of age

 ✦ Eastern Cooperative Oncology Group performance status of ≤2

 ✦ Responded to prior treatment with lenalidomide and a PI and documented evidence of  
progressive disease 

 ✦ Patients who received only 1 prior treatment must have demonstrated progressive disease  
≤60 days after completing the lenalidomide-containing regimen

 ✦ Creatinine clearance ≥30 mL/min

 ✦ Measurable disease was defined as the following: 

 – IgG MM: serum M-protein level ≥1.0 g/dL or urine M-protein level ≥200 mg/24 hours

 – IgA, IgD, IgE, IgM MM: serum M-protein level ≥0.5 g/dL or urine M-protein level ≥200 mg/24 hours

 – Light chain MM for patients without measurable disease in the serum or urine: serum Ig  
free light chain (FLC) ≥10 mg/dL and abnormal serum Ig kappa lambda FLC ratio

 ✦ No prior treatment with anti-CD38 therapies or Pom

Study Design
 ✦ APOLLO is a phase 3, randomized, open-label, multicenter study comparing DARA + Pom-Dex  

with Pom-Dex alone in patients with RRMM who received ≥1 prior treatment with both 
lenalidomide and a PI

 ✦ Approximately 302 patients will be randomized 1:1 to receive either DARA + Pom-Dex or Pom-Dex 
(Figure 2)

 – Safety evaluations will occur weekly during Cycles 1 and 2 (28-day cycles), every 2 weeks for 
Cycles 3 through 6, and on Day 1 of each cycle during Cycles ≥7

 – Disease evaluation will occur monthly
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DARA + Pom-Dex, daratumumab plus pomalidomide and dexamethasone; Pom-Dex, pomalidomide and dexamethasone.

Figure 2. APOLLO study design.

 ✦ The dosing schedule consisting of 28-day cycles is summarized in Figure 3

 – DARA

 • Before a protocol amendment, patients received DARA 16 mg/kg IV once weekly for  
Cycles 1 and 2, every 2 weeks for Cycles 3 through 6, and every 4 weeks for Cycles ≥7

 • Following a protocol amendment, patients in the DARA + Pom-Dex cohort will receive  
DARA SC (1,800 mg co-formulated with rHuPH20) based on the same administration 
schedule

 – Pom-Dex

 • Pom (4 mg): daily for Days 1 through 21 in each cycle

 • Dex (40 mg; 20 mg for patients ≥75 years of age): weekly in each cycle
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DARA, daratumumab; Pom, pomalidomide; Dex, dexamethasone; IV, intravenously; SC, subcutaneously. 
Arrows indicate when DARA and Dex are administered. DARA (16 mg/kg IV or 1,800 mg SC) is administered weekly during Cycles 1 and 2, every  
2 weeks during Cycles 3 through 6, and every 4 weeks thereafter. Pom (4 mg orally) is administered on Days 1 through 21 of each cycle. Dex (40 mg;  
20 mg for patients ≥75 years of age) is administered weekly. Patients will receive treatment until disease progression or unacceptable toxicity.  
Each cycle is 28 days.

Figure 3. APOLLO dosing schedule. 

 ✦ To mitigate potential infusion-related reactions, all patients will receive pre-infusion medications, 
including Dex, acetaminophen, diphenhydramine, and an optional leukotriene inhibitor

 ✦ Patients with a higher risk of respiratory complications will receive post-infusion medications, 
including diphenhydramine, a short-acting ß2 adrenergic receptor agonist, and lung disease 
control medications

 ✦ A total of 302 patients are expected to enroll in sites that span 12 countries (Figure 4)

Study sites are in Belgium, Czech Republic, Denmark, France, Germany, Greece, Italy, The Netherlands, Poland, Serbia, Spain, and Turkey (shaded in purple). 

Figure 4. APOLLO clinical sites.

Study Endpoints and Evaluations
 ✦ Primary

 – PFS

 • The primary analysis of PFS will occur after 188 PFS events are observed

 ✦ Secondary

 – Overall response rate and rates of ≥very good partial response and ≥complete response

 – Minimal residual disease negativity rate

 – Time to response

 – Duration of response

 – Time to next therapy

 – Overall survival

 – Safety

 – European Organization for Research and Treatment of Cancer Quality of Life Questionnaire 
(EORTC QLQ) Core 30 and EORTC QLQ Multiple Myeloma Module 20 scale and domain scores

 – European Quality of Life 5 Dimensions Questionnaire health utility values

 – Immunomodulatory effects of DARA on T cells

 – DARA serum concentration and immunogenicity
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CONCLUSIONS
 ✦ APOLLO is a phase 3, randomized, open-label, multicenter trial evaluating 

the efficacy and safety of Pom-Dex in combination with DARA SC in 
patients with RRMM 

 ✦ This study is currently enrolling patients
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