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Table 1 Treatment administration schedule: Dose-dense MVAC (every 14 days for 3-4 cycles)

Hospitalization Outpatient
Agent Dose Dayl Day2 Day3 Day4 DayS Day6 Day7 Day8 Day9 Day10
Methotrexate 30 mg/m* o
Doxorubicin 30 mg/m> o
Vinblastine 3 mg/m’ o
Cisplatin 70 mg/m> o

Filgrastim 75 ng
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WEZEi I i, RIRFEHE A G572 L 72 11 %4 MIBC &
WZxt LATHT dAMVAC % #47 L 720 Table 2 |2 B% 04
BERT FhRO M (FPH) 1X 71 5% (63 ~ 81 1%) T,
PERNZ T DS 161, BYEA 10 B TH - 720 BMI O F
¥l (#PH) 1% 21 kg/m* (185 ~ 245 kg/m®), ECOG
PS 12 86 (727%) #30 T 3% (27.3%) 731 TdH - 726

Table 2 Patient characteristics

Age, years 71 (63-83)
Gender
Female 1(9.1)
Male 10 (90.9)

Body mass index
ECOG performance status

21 (18.5-24.5)

0 8(72.7)

1 3(27.3)
Laboratory data at baseline

WBC, /uL 5,870 (4,090-9,920)

Neutrophils, /uL 3,380 (2,120-5,780)
CRP, mg/L 0.17 (0.03-0.61)
Albumin, g/dL 3.8 (3.3-4.0)

Creatinine, mg/dL
Clinical stage

0.85 (0.52-1.66)

T2 5(45.5)
T3 5(45.5)
T4 1(9.1)
NO 9(81.8)
N1 2(18.2)
Tumor grade
2 8(72.7)
3 3(27.3)
Prior therapy
Gemcitabine and cisplatin 1(9.1)
None 10 (90.9)
Cycle of dose-dense MVAC
3 6 (54.6)
4 5(45.4)
Surgical technique
Partial cystectomy 1(9.1)
Total cystectomy 10 (90.9)
Ilial neobladder 2(20.0)
1lial conduit 8 (80.0)

Data are presented as mean (range) or counts (percent of total)
ECOG, Eastern Coopeative Oncology Group; CRP, C-reactive protein;
MVAC, methotrexate+vinblastine+doxorubicin+cisplatin

Table 3 Clinical outcome
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725

Tumor reduction effect

Effective no. pts/total no. pts (%)

CT imaging evaluation

50% or greater

Histopathological evaluation
ypT1pNO or less
ypTOpNO

5/11 (45.5)

9/11 (81.8)
6/11 (54.5)
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Fig. 1 Representative 2 cases with therapeutic effect of ddMVAC
(A) Significant radiologic response after neoadjuvant ddMVAC in a 71-year-old man with muscle-invasive bladder cancer (MIBC)
Enhanced CT imaging at baseline (left) and after ddMVAC (right) demonstrated a remarkable reduction in volume of the tumor
arising from the left diverticulum (arrows). Histological evaluation using total cystectomy specimens showed ypT1pNO.
(B) Significant radiologic response after ddMVAC in an 81-year-old man with MIBC

Enhanced CT scan revealed MIBC in the left trigone lesion of the bladder (arrow in left panel). After ddMVAC treatment, no
residual tumor was observed (arrow in right panel). At the time of cystectomy, complete pathologic response was observed.
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Fig. 2 Progression-free survival (broken line) and cause-specific survival (solid line) of muscle-invasive bladder cancer patients who
underwent ddMVAC prior to radical treatment, as determined by the Kaplan-Meier method.

BFEEREEFIREEDRE B o7z WBHFEBRIMTERBETAAS N2 406011F, 1
MiHT D dAMVAC BRI RRER L AR R B EH S ¥4 7 )V H X U methotrexate & cisplatin % 50 ~ 75%
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(27.3%), MNGEA % 361 (27.3%) CTRERL7272%, & 72 2N E DAV 2 — )V Th o728, ks
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Table 4 Percentage of major toxicities

Toxicity, n (%) Grade 1 Grade 2 Grade 3 Grade 4
Neutropenia 0 0 1(9.1) 2(18.2)
Anemia 2(18.2) 4(36.4) 0 0
Thrombocytopenia 0 1(9.1) 3(27.3) 0
Renal insufficiency 1(9.1) 0 0 0
Gastrointestinal effects 1(9.1) 6 (54.6) 0 0
(nausea,vomiting,diarrhea, or constipation)
Mucositis 1(9.1) 2(18.2) 0
Fatigue or malaise 2(18.2) 0 0 0
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Abstract:

We report here our initial experience of neoadjuvant dose-dense methotrexate, vinblastine, doxorubicin,
and cisplatin (ddMVAC) for patients with muscle-invasive bladder cancer (MIBC). Eleven MIBC patients
who underwent neoadjuvant ddMVAC followed by radical treatment were enrolled in this study. The
regimen of ddMVAC therapy was methotrexate 30 mg/m” on day 1, followed by vinblastine 3 mg/m?
doxorubicin 30 mg/m? and cisplatin 70 mg/m” on day 2. G-CSF drug was administrated from day 4 to
day 10, and the target cycle number was 3-4. Toxicity was graded according to the CTCAE ver 4.0.
Radiologic response was defined as tumor shrinkage of over 50%, and pathological response was defined
as an absence of residual muscle-invasive cancer in the surgical specimen. The median age of the 11
patients was 71 years old and 10 of them were male. Clinical stage was ¢T2 in 5 patients but over ¢T3 in
the remaining 6. Six patients had grade 3 or 4 adverse effects during ddMVAC treatment. Subsequently,
total cystectomy or partial cystectomy was performed in 10 and 1 cases, respectively. Five cases (45.5%)
showed a radiological response, while 9 (81.8%) had a pathological response and 6 (54.5%) achieved ypTO.
We conclude that ddMVAC can be a useful neoadjuvant chemotherapy regimen for MIBC.

(Nishinihon J. Urol. 82 : 264-271, 2020)
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