Photosensitivity Rash Associated With ZYNLONTA® (loncastuximab tesirine-lpyl)

Summary

e Photosensitivity reaction is a recognized cutaneous adverse reaction associated with ZYNLONTA®
(loncastuximab tesirine-lpyl) and is described in the Prescribing Information.?”

o Inthe pooled safety population, photosensitivity reaction occurred in 10% of patients
overall, including Grade 3 photosensitivity reaction in 2% of patients.’

o In LOTIS-2, Of the 145 patients who received Lonca in LOTIS-2, 10.3% had
photosensitivity reactions (2.1% of patients experienced grade 23). The median time to
onset was 37.0 days for any-grade and 32.0 days for grade >3 photosensitivity reactions.
The median duration of any grade photosensitivity reactions was 119.0 days and 38.0
days for grade >3 events.*®

e Evidence specific to photosensitivity rash remains limited and is based primarily on clinical trial
safety data and a small number of case reports and case series.”

o A case report by Mistry HE, Ahmed S, et al described 2 patients with relapsed or
refractory DLBCL who developed Grade 3 photosensitivity rash within the first 2
treatment cycles of ZYNLONTA; in both reported cases, improvement following
supportive treatment and continuation of therapy were described.?

o Beyond photosensitivity rash, vesiculobullous eruptions have also been reported with
ZYNLONTA, typically presenting as a photodistributed eruption that later develops tense
vesicles and blisters and requires drug interruption and supportive care.*

o Inaretrospective multicenter cohort of 98 patients treated with ZYNLONTA,
dermatologic adverse events (dAEs) occurred in 20% of patients; the most common
presentation was a mild to moderate photodistributed erythematous rash (95% of
dermatologic adverse events, median onset 34 days), and no patients required
ZYNLONTA dose hold or discontinuation due to dermatologic toxicity.>

e Clinical management should follow the Prescribing Information, including monitoring for
cutaneous reactions, withholding ZYNLONTA for severe cutaneous reactions until resolution,
counseling on sun protection, and considering dermatologic consultation.’

Clinical Data

o ZYNLONTA has been evaluated in patients with relapsed or refractory B-cell non-Hodgkin
lymphoma in LOTIS-1 and in patients with relapsed or refractory DLBCL in LOTIS-2.%2

o In LOTIS-1, Grade >3 skin and subcutaneous tissue disorders included exfoliative rash,
photosensitivity reaction, and rash (n=1 each; 0.5%).!

o InLOTIS-2, Of the 145 patients who received Lonca in LOTIS-2, 10.3% had
photosensitivity reactions (2.1% of patients experienced grade 23). The median time to
onset was 37.0 days for any-grade and 32.0 days for grade >3 photosensitivity reactions.
The median duration of any grade photosensitivity reactions was 119.0 days and 38.0
days for grade >3 events.>®

o Inthe prescribing information pooled safety population, serious cutaneous reactions
were reported. Grade 3 cutaneous reactions occurred in 4% and included
photosensitivity reaction, rash (including exfoliative and maculopapular rash), and
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erythema. All-grade photosensitivity reaction occurred in 10% of patients, and Grade 3
photosensitivity reaction occurred in 2%.”

e Aretrospective multicenter cohort reported dermatologic adverse events in 20% of ZYNLONTA
treated patients, predominantly grade 1-2 photodistributed erythematous patches on sun
exposed areas (face, neck, hands, forearms, chest), with median onset 34 days (range 13—60
days) and median duration 53 days (range 7-120 days).’

e These data support that photosensitivity reaction is a recognized cutaneous adverse reaction
associated with ZYNLONTA.?’

Case-Based Evidence3*?

e Acase report by Mistry HE, Ahmed S, et al described 2 patients with relapsed or refractory
DLBCL who experienced Grade 3 photosensitivity rash within the first 2 treatment cycles of
ZYNLONTA.?

o Inboth cases, the rash was described as photodistributed, and improvement following
supportive treatment and continuation of therapy were reported.?

e Additional published dermatologic evidence is limited but evolving. A 2024 case report described
a patient with relapsed follicular lymphoma treated with investigational loncastuximab (with
polatuzumab in LOTIS-7) who developed a photodistributed rash after several cycles that
progressed to vesicles and blisters on the hands, neck, and lower extremities, consistent with a
vesiculobullous drug eruption.*

o Vesiculobullous lesions developed after approximately 3 cycles (around 8 weeks) of
treatment and were preceded by a photodistributed nonpruritic rash.*

o Topical high potency corticosteroids, strict photoprotection, and a short course of
systemic prednisone (0.5 mg/kg for 1 week) were associated with gradual resolution of
the eruption following discontinuation of investigational loncastuximab and
polatuzumab, although the specific contribution of each intervention remains
uncertain.*

e A 2026 retrospective multicenter cohort of 98 patients found that 20% developed dermatologic
adverse events with loncastuximab, most commonly photodistributed erythematous patches on
sun-exposed sites (95% of dAEs), typically grade 1-2 by CTCAE, with median onset 34 days and
median duration 53 days.’

o Bullous changes were uncommon (present in 3 patients, including a single grade 3
bullous photodistributed eruption), and a small subset developed asymptomatic
telangiectatic rashes that appeared later during treatment, and could persist beyond
drug cessation; importantly, no patients required ZYNLONTA dose holds or
discontinuation due to dermatologic toxicity.>

o Inthe cohort study, neither prior/concurrent radiation exposure nor concomitant
photosensitizing medications (e.g., trimethoprim-sulfamethoxazole, fluoroquinolones,
statins) were significantly associated with development of ZYNLONTA-related
photodistributed rash.’

Clinical Management Considerations®”’

e The prescribing information recommends monitoring patients for new or worsening cutaneous
reactions, including photosensitivity reactions, and withholding ZYNLONTA for severe (Grade 3)
cutaneous reactions until resolution to Grade 1 or less.’
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o Patients should be advised to minimize or avoid exposure to direct natural or artificial
sunlight, including exposure through glass windows, and to protect skin from sunlight by
wearing sun-protective clothing and/or using sunscreen products.’

o If askin reaction develops, dermatologic consultation should be considered.’

e In case reports and a multicenter cohort, most photodistributed eruptions improved with
conservative measures such as topical corticosteroids, emollients, and oral antihistamines, and
systemic steroids were rarely required; however, evidence remains insufficient to establish the
effectiveness of any specific intervention for ZYNLONTA-associated cutaneous reactions.>>

Literature Search

e A biomedical literature search conducted on June 15, 2026, identified limited additional
published dermatologic reports associated with ZYNLONTA.*®

e These included a 2024 case report of vesiculobullous eruption and a 2026 retrospective
multicenter cohort study describing dermatologic adverse events in real-world practice.*®
Overall, evidence specific to photosensitivity and other cutaneous eruptions (including
vesiculobullous/interface dermatitis phenotypes) remains limited and is based primarily on
clinical trial safety data and a small number of case reports and case series.'”

Relevant Prescribing Information

Section 2: Dosage and Administration’
2.3: Dose Delays and Modifications
Table 1: Dosage Modifications and Delays. Adapted from Prescribing Information.

Nonhematologic Adverse Reactions

Other Adverse Reactions [see Grade 32 or | Withhold ZYNLONTA until the toxicity resolves to
Warnings and higher Grade 1 or less

Precautions (5.3), (5.4), Adverse

Reactions (6.1)]

@ National Cancer Institute Common Terminology Criteria for Adverse Events version 4.0

e If dosing is delayed by more than 3 weeks due to toxicity related to ZYNLONTA, reduce
subsequent doses by 50%. If toxicity reoccurs following dose reduction, consider
discontinuation.

e Note: If toxicity requires dose reduction following the second dose of 0.15 mg/kg (Cycle 2), the
patient should receive the dose of 0.075 mg/kg for Cycle 3.

Section 5: Warnings and Precautions’
5.5: Cutaneous Reactions

e Serious cutaneous reactions occurred in patients treated with ZYNLONTA. Grade 3 cutaneous
reactions occurred in 4% and included photosensitivity reaction, rash (including exfoliative and
maculo-papular), and erythema.

e Monitor patients for new or worsening cutaneous reactions, including photosensitivity reactions.
Withhold ZYNLONTA for severe (Grade 3) cutaneous reactions until resolution.

e Advise patients to minimize or avoid exposure to direct natural or artificial sunlight including
exposure through glass windows. Instruct patients to protect skin from exposure to sunlight by
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wearing sun-protective clothing and/or the use of sunscreen products. If a skin reaction or rash
develops, dermatologic consultation should be considered.

Section 6: Adverse Reactions’

6.1: Clinical Trials Experience

Relapsed or Refractory Diffuse Large B-Cell Lymphoma

e All-grade rash, pruritis, and photosensitivity reaction occurred in 30%, 12%, and 10% of patients,

respectively, while Grade 3 rash and Grade 3 photosensitivity reaction occurred in 2% of patients
each.

e Hyperpigmentation (4%) was included as a clinically relevant adverse reaction in <10% of

patients (all grades) who received ZYNLONTA.
6.2: Postmarketing Experience

e The following adverse reactions have been identified during post approval use of ZYNLONTA.
Because these reactions are reported voluntarily from a population of uncertain size, it is not
always possible to reliably estimate their frequency or establish a causal relationship to drug
exposure.

o Skin and Subcutaneous Tissue Disorders: telangiectasia, including cutaneous
collagenous vasculopathy, blister, rash vesicular.

Section 12: Clinical Pharmacology’
12.2: Pharmacodynamics
e Higher loncastuximab tesirine-Ipyl exposure in Cycle 1 was associated with higher incidence of
some Grade >2 adverse reactions, including skin and nail reactions, liver function test
abnormalities and increased gamma-glutamyltransferase.

e Lower loncastuximab tesirine-lpyl exposure in Cycle 1 was associated with lower efficacy over
the dose range of 0.015-0.2 mg/kg (0.1 to 1.33 times the maximum recommended dose).
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ZYNLONTA® is a registered trademark of ADC Therapeutics SA.
ADC Therapeutics encourages all health care professionals to report any adverse events and product

quality complaints to medical information at 855-690-0340. Please consult the ZYNLONTA Prescribing
Information.
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