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Background and Rationale

• Brentuximab vedotin (BV) was the first antibody–drug conjugate to be approved in multiple cancer types, 
including treatment-naïve Stage 3 or 4 classical Hodgkin lymphoma (cHL) in combination with doxorubicin, 
vinblastine, and dacarbazine (AVD).1,2

• The combination of a CD30-directed monoclonal antibody, a protease-cleavable linker, and the  
microtubule-disrupting agent monomethyl auristatin E drives the anticancer activity (Figure 1).3

 ◦ MMAE-mediated microtubule disruption induces cell cycle arrest and apoptosis.3

 ◦ Direct cytotoxicity is at the heart of the multifaceted anticancer activity of BV, including the induction of immunogenic cell death, 
which promotes activation and recruitment of immune cells to tumors.3–9

• BV combined with doxorubicin and dacarbazine (BV+AD), omitting vinblastine, demonstrated notable and 
durable activity with low toxicity in 34 patients with non-bulky Stage 1 or 2 cHL, suggesting that vinblastine 
may not be required for efficacy.10

 ◦ BV+AD resulted in interim and end of treatment (EOT) complete response (CR) rates of 94% and 97%, respectively.10

 ◦ The 4-year progression-free survival (PFS) and overall survival (OS) estimates were 91% and 100%, respectively.10

 ◦ Peripheral sensory neuropathy (PSN) was low grade and only one patient had persistent PSN at the last follow-up.10

• Nivolumab is a fully humanized monoclonal antibody that targets programmed cell death protein 1 (PD-1) 
and is approved as monotherapy for relapsed/refractory (R/R) cHL.11

• Nivolumab combined with multi-agent chemotherapy (N+AVD) was well tolerated and had promising activity 
in newly diagnosed advanced-stage cHL.11

• BV combined with nivolumab was well-tolerated and produced an 82% overall response rate (ORR) rate in 11 
evaluable patients with newly diagnosed cHL who were ineligible for, or declined, conventional chemotherapy.12

• BV combined with nivolumab produced a 67% CR rate and an estimated 3-year PFS rate of 77% in 91 adults 
with R/R cHL in the first-line salvage setting.13

• The combination of BV and nivolumab with doxorubicin and dacarbazine (AN+AD) should hypothetically result 
in high response rates and be well tolerated, with potentially less toxicity than vinblastine-containing regimens.

Table 1: Part C Key Inclusion Criteria
• Treatment-naïve, Ann Arbor Stage 1 or 2 cHL without bulky disease

• Histologically confirmed cHL according to the current World Health Organization Classification

• Bidimensional measurable disease as documented by PET/CT or CT imaging
 ◦ Must have at least 1 lesion >1.5 cm in the longest diameter on cross-sectional imaging, measurable in 2 perpendicular dimensions on CT  

(or magnetic resonance imaging), and fluorodeoxyglucose avid by PET

• Eastern Cooperative Oncology Group performance status ≤2

• Age ≥12 years in the United States or ≥18 years in the rest of the world

cHL, classical Hodgkin lymphoma; CT, computed tomography; PET, positron emission tomography.

Eligibility Criteria

AN+AD, BV and nivolumab with doxorubicin and dacarbazine; CT, computed tomography; PET, positron emission tomography.
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Figure 2: SGN35-027 Part C Study Design

Figure 1: Proposed Mechanism of Action

Table 2: Part C Key Exclusion Criteria
• Nodular lymphocyte predominant Hodgkin lymphoma

• History of another malignancy within 3 years of the first dose of study drug or any evidence of residual disease from  
a previously diagnosed malignancy
 ◦ Exceptions are malignancies with a negligible risk of metastasis or death 

• Active cerebral or meningeal disease related to the underlying malignancy

• Prior immunosuppressive chemotherapy, therapeutic radiation, or any immunotherapy within 4 weeks of the first study 
drug dose

• Prior treatment with an anti–PD-1, anti–PD-L1, anti–PD-L2, or anti–CTLA-4 antibody, or any other antibody or drug 
specifically targeting T-cell co-stimulation or checkpoint pathways

• Current therapy with other systemic anti-neoplastic or investigational agents

CTLA-4, cytotoxic T-lymphocyte-associated antigen 4; PD-1, programmed cell death protein 1; PD-L1/2, programmed death-ligand 1/2.
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Study Design

• SGN35-027 (NCT03646123; EudraCT 2020-004027-17) is an open-label, multiple part, multicenter, phase 2 
trial of BV in patients with cHL.
 ◦ Part A will evaluate A+AVD when administered with growth factor prophylaxis in Stage 3 or 4 cHL.
 ◦ Part B will evaluate AN+AD in patients with Stage 1 or 2 cHL with bulky mediastinal disease or Stage 3 or 4 cHL.
 ◦ Part C will evaluate AN+AD in patients with Stage 1 or 2 cHL without bulky disease.

• Approximately 240 patients will be enrolled in this study: 40 in Part A, 50 in Part B, and 150 in Part C.
 ◦ Parts A and B have completed enrollment.

• In Part C, patients will be administered AN+AD consisting of BV 1.2 mg/kg (A), nivolumab 240 mg (N), 
doxorubicin 25 mg/m² (+A), and dacarbazine 375 mg/m² (D). Each will be administered separately by 
intravenous infusion on Days 1 and 15 of each 28-day cycle for up to 4 cycles (Figure 2).

Efficacy Assessments

• Efficacy will be assessed by CT of the neck, chest, abdomen, and pelvis at baseline, Cycle 2 (Day 25–28) 
and EOT (within 30–37 days of last dose).

• PET will also be performed if CT is positive at prior timepoint in PET-negative disease.
• Disease response and progression will be assessed by investigators using the Lymphoma Response to 

Immunomodulatory Therapy Criteria (LYRIC) modification of the Lugano Classification Revised Staging 
System for nodal non-Hodgkin and Hodgkin lymphomas.14

Summary 

• AN+AD is a promising treatment combination for patients with early-stage HL.
• Part C of the SGN35-027 trial will evaluate whether AN+AD results in improved response rates and tolerability in 

treatment-naïve patients with early-stage cHL compared to vinblastine-containing regimens.
• Parts A and B have completed enrollment.
• Part C enrollment is open and ongoing at 54 study sites in Australia, Spain, and the US.

Statistical Analyses

• Safety and efficacy endpoints will be summarized with descriptive statistics.
• The CR rate at EOT and its 2-sided 95% confidence intervals will be presented.
• Time-to-event endpoints will be analyzed using Kaplan–Meier methodology.

Safety Assessments

• Safety assessments will consist of the surveillance and recording of adverse events (AEs) and concomitant 
medications, physical examination findings, and laboratory tests.

• Safety will be assessed by a safety monitoring committee (SMC) after at least 10 patients have completed 
treatment, with an additional SMC meeting occurring after approximately 50 have completed their EOT 
assessment. The SMC will also monitor the safety of patients through regular and/or ad hoc meetings that 
include review of AEs and laboratory abnormalities. 

• The final safety visit will occur 100 days ±2 weeks after last dose of nivolumab or 30 days after last dose of BV, 
whichever is later.

Study Endpoints

Table 3: Study Endpoints
Primary Endpoint
• CR rate at EOT

Secondary Endpoints
• ORR
• Duration of response
• Duration of CR
• Event-free survival

• PFS
• OS
• Safety and tolerability

 CR, complete response; EOT, end of treatment; ORR, overall response rate; OS, overall survival; PFS, progression-free survival.
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