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RISK FACTOR OF CUTANEOUS SYMPTOMS ASSOCIATED WITH
ENFORTUMAB VEDOTIN FOR UROTHELIAL CARCINOMA
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In 2021, Enfortumab Vedotin (EV) was approved for the treatment of locally advanced and metastatic
urothelial carcinoma (UC) in Japan. Some patients require withdrawal or dose reduction due to cutaneous
symptoms associated with EV treatment. Currently, the only reported associations of EV with cutaneous
symptoms are pre-treatment performance status (PS) and body weight. However, no report has focused on
the association between hematological factors and cutaneous symptoms. We retrospectively examined the
occurrence of cutaneous symptoms and associated factors in patients who had been treated with EV for UC
at Nagasaki University Hospital between February 2022 and June 2023.  We evaluated the six patients with
bladder cancer and three cases of upper urinary tract cancer. The median age was 73 [57-85] years.
Seven patients had cutaneous reactions with EV treatment, and the median date of onset of the cutaneous
symptoms was seven [4-28] days. PS was better in the group with skin symptoms compared with the group
without (median : 1.0 vs 3.0), and in those with a higher incidence of eosinophilia or cutaneous symptoms on
the previous regimen (71.4% vs 0%). We suggested that the presence of eosinophilia or cutaneous
symptoms at the time of pre-EV regimen administration may be a predictor of the appearance of cutaneous

symptoms at the time of EV treatment. The limitation is that it is a single-center, small-case series, which

does not allow for a rigorous statistical study.

(Hinyokika Kiyo 70: 361-366, 2024 DOI: 10.14989/ActaUrolJap_70_11_361)
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Table 1. Patient demographics and disease characteristics at baseline
Case  Sex (}fig:s) ECI;(S)G W((lj(ig ht (kgl/\gz) Primary site Histtc})rlscgical Metastatic lesion Previous regimen
1 Male 65 0 64.4 246 Bladder uc Lung GC—Ave—GCa—Pem
2 Male 75 1 36.1 23.8  Bladder uc Lung, peri, lymp GC—Pem—GP
3 Male 79 1 734 25.7  Bladder uc Lymp GC—GP—Pem
4 Male 73 2 54.3 20.1  Bladder uc Lymp GC—Ave
5  Male 57 3 62.9 24.1  Bladder uc Lung, liver, bone, lymp ~ GC—GCa—Pem
6 Male 74 3 55.1 20.6  Bladder ucC Liver, bone, lymp GCa—Pem
7 Male 58 0 67.3 21.1  Urinary tract uc Lymp GCa—Pem
8  Male 73 0 63.5 246 Renal pelvis NA Lymp GCa—Pem
9 Male 85 2 58.6 246 Urinary tract SCC Peri CDDP + CPT-11—Pem

Abbreviations : ECOG PS, Eastern Cooperative Oncology Group Performance Status; BMI, Body Mass Index ; NA, information not
available ; peri, peritoneum ; lymp, lymph node ; GC, GEM + CDDP ; Ave, Avelumab ; GCa, GEM + CBDCA ; Pem, Pembrolizumab ; GP,

GEM + PTX.
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Table 2. Treatment outcomes and manifestations of cutaneous symptoms with Enfortumab Vedotin

Cutaneous symptoms

Case Total cycle (s) Best response Time of appearance ~ Treatment for cutancous symptoms
Pruritus Rash

1 PR G2 G2 Day 7 —

2 8 SD G2 Gl Day 113 Withdrawal
T o e @ D D
4 1 SD — Gl Day 7 —

5 1 — — — — —

6 1 — — — — —

7 3 SD G2 G2 Day 7 Dose reduction
8 13 PR G2 G3 Day 15, 42, 140 Withdrawal
9 4 PR G2 G2 Day 28, 64 Withdrawal

Abbreviations : EV, Enfortumab Vedotin ; PR, partial response ; SD, stable disease ; G1 (2.3), CATAE Grade 1 (2.3).
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Fig. 1. Histopathological image. (a) Case 3, (b)

Case 7. Histopathological findings in cases
3 and 7 showed inflammatory lesions
predominantly in the shallow dermis, with
vacuolar changes at the epidermal dermal
border, necrosis of keratinocytes and peri-
vascular infiltration of inflammatory cells,
including lymphocytes and cosinophils.
These findings were consistent with a drug
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Table 3. Risk factors of cutaneous symptoms with Enfortumab Vedotin

During previous regimen

Cutancous Eosinophilia (eosinophil>500/ )

Case Previous regimen

symptoms ~ at onset of cutaneous symptoms Eosinophilia Regimen (S]utaneous Regimen
ymptoms
1 + - GC—Ave—GCa—Pem - -
2 + + GC—Pem—GP + GC, GP + GP
3 + + GC—GP—Pem + GC, GP, Pem + GP, Pem
4 + - GC—Ave - -
5 - - GC—~GCa—Pem - -
6 - - GCa—Pem - -
7 + + GCa—Pem + Pem + GCa
8 + - GCa—Pem - + Pem
9 + + CDDP+ CPT-11—Pem + Pem + Pem

Abbreviations ; GC, GEM + CDDP; Ave, Avelumab ; GCa, GEM + CBDCA ; Pem, Pembrolizumab ; GP, GEM + PTX.
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Table 4. Differences in predictive factors for cutancous symptoms between the two groups

All cases EV cycles=2
Cutaneus symptoms (—) Clutaneus symptoms (+) Cutaneus symptoms (+)
N N=f N=E
Age 65.5 (57-74) 73.0 (58-85) 74.0 (58-85)
ECOG PS

0 0 3 (42.9%) 3 (50.0%)

1 0 2 (28.6%) 2 (33.3%)

2 0 2 (28.6%) 1 (16.7%)

3 2 (100%) 0 0
Weight (kg) 59.0 (55.1-62.9) 63.5 (54.3-73.4) 64.0 (56.1-73.4)
BMI (kg/m?) 22.4 (20.6-24.1) 24.6 (20.1-25.7) 24.6 (21.1-25.7)
During previous regimen

Eosinophilia 4 (57.1%) 4 (66.7%)

Cutaneous symptoms 5 (71.4%) 5(83.3%)

Abbreviations : ECOG PS, Eastern Cooperative Oncology Group Performance Status ; BMI, Body Mass Index ;

eosinophila, eosinophil > 500/ .
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