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with VH

NAC vs. upfront RC

Trimodal bladder
preserving therapy

Immunotherapy

Treatment options in muscle invasive bladder cancer with variant histology

Mixed histology within 
tumor specimen

Predominant VH defined
by >50% of histology

within tumor specimen

Pathologic response rate to NAC 
varies but has shown to have 
survival benefit in VH of UC (5,14)

This may be an alternative 
therapeutic option in glandular 
and squamous differentiation, 
evidence from a single 
institutional study (12)

Findings on the efficacy of neoadjuvant 
pembrolizumab are preliminary. 
Recognize that there are currently 
no validated predictors of
response to immunotherapy

Recognize that in mixed histology or 
scenario wherein VH constitutes <50% 
of tumor specimen, it’s presence 
regardless of percentage is a driver
for poor outcomes

Recognize glandular and squamous 
differentiation as having comparable 
response to NAC as conventional UC 
(5, 13, 14)

Recognize the sarcomatoid
differentiation as having demonstrated 
survival benefits with NAC (11)

Recognize that after RC, micropapillay, 
plasmacytoid. nested and sarcomatoid 
variant histologies are associated with 
poor outcomes (16, 18, 19, 35, 37, 38)
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MIBC
with VH

NAC vs. upfront RC

Trimodal bladder
preserving therapy

Immunotherapy

Treatment options in muscle invasive bladder cancer with variant histology

Mixed histology within 
tumor specimen

Predominant VH defined
by >50% of histology

within tumor specimen

Pathologic response rate to NAC 
varies but has shown to have 
survival benefit in VH of UC (5,14)

This may be an alternative 
therapeutic option in glandular 
and squamous differentiation, 
evidence from a single 
institutional study (12)

Findings on the efficacy of neoadjuvant 
pembrolizumab are preliminary. 
Recognize that there are currently 
no validated predictors of
response to immunotherapy

Recognize that in mixed histology or 
scenario wherein VH constitutes <50% 
of tumor specimen, it’s presence 
regardless of percentage is a driver
for poor outcomes

Recognize glandular and squamous 
differentiation as having comparable 
response to NAC as conventional UC 
(5, 13, 14)

Recognize the sarcomatoid
differentiation as having demonstrated 
survival benefits with NAC (11)

Recognize that after RC, micropapillay, 
plasmacytoid. nested and sarcomatoid 
variant histologies are associated with 
poor outcomes (16, 18, 19, 35, 37, 38)
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