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Brentuximab vedotin (BV) is approved for the treatment of adults with treatment-naïve stage III or IV classical Hodgkin lym-
phoma (cHL) combined with doxorubicin, vinblastine, and dacarbazine (AVD) and targets CD30, a receptor expressed on the
Reed Sternberg cells. Treatment with BV plus AVD has demonstrated improved overall survival (OS) (6-year OS estimate of
93.9% vs 89.4%; HR, 0.59; 95%CI, 0.40-0.88; P=0.009) compared with the standard chemotherapy combination of doxorubicin,
bleomycin, vinblastine, and dacarbazine (Ansell 2022). For patients (pts) newly diagnosed with cHL, current treatment options
have improved pt outcomes in recent years, but survival rates are still very low for those with signi�cant comorbidities. Pts with
comorbid conditions can have poor outcomes due to decreased ability to tolerate dose intensity, increased treatment-related
toxicity, and cHL relapse. This study is evaluating the ef�cacy and safety of single-agent BV as frontline therapy in cHL pts who
are ineligible for conventional combination chemotherapy because of comorbidities.
SGN35-015 Part E (NCT01716806) was a phase 2, open-label study of BV as frontline cHL therapy. Eligible pts (≥18 years)
were un�t for initial conventional combination chemotherapy for cHL as documented by a modi�ed Cumulative Illness Rating
Scale score ≥10 or because they required or depended on others for instrumental activities of daily living. Pts received BV
(1.8 mg/kg) on Day 1 of each 3-week cycle for up to 16 cycles. Granulocyte colony-stimulating factor prophylaxis was not
required. The primary endpoint, objective response rate (ORR), was assessed by Blinded Independent Central Review (BICR)
according to the Modi�ed Lugano Criteria (Cheson 2014). Key secondary endpoints included safety, duration of response
(DOR), complete response (CR) rate using the Lugano Criteria (Cheson 2014), duration of CR, progression-free survival (PFS),
and OS.
Thirty pts with cHL received BV and the median age was 76 years (range, 54 to 93 years). Most pts were female (53%) and had
a disease stage of II (37%) or III (37%), an Eastern Cooperative Oncology Group (ECOG) performance status of ≥2 (50%; 10
pts [33%] and 5 pts [17%] had an ECOG performance status of 2 and 3, respectively). The median treatment duration was 18
weeks (range, 1 to 50 weeks). Per BICR, the ORR was 60% (18/30) (95% CI: 40.6%, 77.3%), including 33% (10/30) with a CR and
27% (8/30) with a partial response. Six pts (20%) did not respond to treatment: 1 (3%) with progressive disease and 5 (17%)
with stable disease; one pt (3%) was not evaluable and the remaining 5 pts (17%) did not have postbaseline responses, either
because of death before �rst scheduled response assessment or not yet reaching the �rst scheduled response assessment.
Median DOR was 7.4 months (95% CI: 7.4 months, not estimable) and median PFS was 8.7 months (95% CI: 5.1 months, not
estimable). Median duration of CR was not estimable (95% CI: 7.4 months, not estimable). With a median follow-up of 14.6
months (range, 0 to 44 months), the 2-year OS rate was 70% (95% CI: 48%, 84%).
A total of 18 pts (60%) experienced grade≥3 treatment-emergent adverse events (TEAEs). Themost commongrade≥3 TEAEs
were fatigue (n=3; 10%), acute kidney injury, anemia, atrial �brillation, back pain, gait disturbance, hypoxia, neutrophil count
decreased, pneumonia, sepsis, syncope, and vomiting (n=2 each; 7%). Nine pts (30%) discontinued treatment because of a
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TEAE; 1 death due to a TEAE (failure to thrive) was considered treatment-related. Thirteen percent (n=4) of pts experienced
grade ≥3 peripheral neuropathy.
In pts with cHL who are un�t for initial conventional chemotherapy due to comorbidities, BV monotherapy as frontline treat-
ment appears effective, has an acceptable safety pro�le, and despite the small sample size could be considered as an option
for pts with cHL who are un�t for conventional chemotherapy.
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