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EFFECT OF CHANGE TO FLUTAMIDE FOR PROSTATE CANCER
PATIENT WHO DEVELOPED BREAST PAIN DURING
BICALUTAMIDE TREATMENT (BIP-F STUDY)

Yuki KrtaMURA', Hiroshi Okuno', Yuma Sakura', Yumi Manabe',
Norihiko Masuda', Haruki Ito', Mutsuki Mishina', Rikiya TAOKA?,
Akito TeEraT®, Mikio SuciMoTo®  and Yoshiyuki KAknt’
"The Department of Urology, National Hospital Organization Kyoto Medical Center
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>The Department of Urology, Kagawa University

In Japan, prostate cancer is treated with non-steroidal anti-androgen (flutamide and bicalutamide).
Development of breast pain during bicalutamide treatment, in prostate cancer patients reduces their quality
of life (QOL) and treatment compliance. We studied the safety and effectiveness of switching from
bicalutamide to flutamide in 13 prostate cancer patients who developed breast pain during bicalutamide

treatment. We estimated the change in breast pain using a face scale and the Expanded Prostate Cancer
Index Composite (EPIC) and EPIC-hormone domain (HD) score. The switch to flutamide relieved breast
pain in nine patients, had no effect in one patient, and increased breast pain in two patients. One patient

dropped out. Furthermore, summary score and hormone function were improved with a significant
difference in the EPIC-HD score. Switching to flutamide in prostate cancer patients who develop breast

pain during bicalutamide is safe and effective.

(Hinyokika Kiyo 60 : 17-23, 2014)
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Fig. 1. Assessment method of breast pain.

Breast pain was assessed on both a 0- to

5-point face scale and 0- to 10-point EPIC-HD scale. The maximum
overall EPIC-HD score was equal to question 27 and question 31 points.
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improvement stable worsening
EPIC-HD I ; 7 .
: mprovement  Improvement ~ Worsening
improvement
gaP}gl(;'HD Improvement  Stable Worsening
EPIC-HD Worsening Worsening Worsening
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Fig. 2. Valuation method of breast pain improve-
ment. All cases were assessed by face scale
and EPIC-HD. Pain was rated on a 0- to
5-point face scale and a 0- to 10-point EPIC-
HD scale. Both assessments were divided
into three categories (improvement, stable,
and worsening). Lower and higher scores
corresponded to improvement and wors-
ening assessments, respectively.
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Fig. 3. Assessment method of EIPC-HD" s QOL. These questions were used to assess EPIC-HD' s QOL.  hormone
function (HF) was assessed by questions 26-30 and hormone bother (HB) was assessed by question 31.  Total
score was the sum of scores on all questions. The original EPIC scale score was converted to the assessment
score.
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Table 1. Clinical characteristics of 13 prostate cancer patients who developed breast pain during bicalutamide
treatment
TNM Initial PSA Bicalutamide Pf? At befgre
Case Age (year)  Clinical stage . ot GS n(lniga/mb Pre-treatment ttreatment trgaatglmet
erms (day) (ng/ml)
1 71 C2 T3bNOMO 3+4 19.7 Op 119 0.36
2 59 Cl T3aNOMO 3+4 16.3 Op/RT 1,338 1.97
3 69 Cl T3bNOMO 4+5 18.9 Op 904 0.02
4 69 Cl T3aNOMO 3+4 10.2 Op/RT 406 0.25
5 74 B2 T2bNOMO 3+2 10.4 Op 1,155 0.34
6 67 Bl T2aNOMO 3+3 7.8 Op 1,164 0.01
7 78 Bl T2aNOMO 3+3 9.9 None 275 1.31
8 83 Bl T2aNOMO 3+3 10.5 None 287 3.43
9 63 Cl T3bNOMO 4+3 9.0 Op/RT 773 0.33
10 79 B1 T2aNOMO 3+3 11.8 None 154 2.99
11 79 B1 T2aNOMO 3+3 6.2 None 238 1.48
12 76 Bl T2aNOMO 3+3 26.0 Op 154 0.008
13 78 Cl1 T3aNOMO 3+3 10.4 None 181 3.28
GS: Gleason score, Op : Operation, RT : Radiation therapy.
Table 2. Assessment of breast pain by face scale and EPIC-HD
Case Face scale EPIC-HD Total
Entry 5W  9W  13W  Assessment  Entry 5W  9W  13W  Assessment assessment
1* 2 2 2 — Drop out 5 8 3 — Drop out Drop out
2 3 1 1 1 Improvement 6 5 2 2 Improvement  Improvement
3 4 4 4 4 Stable 9 9 7 9 Stable Stable
4 2 2 5 2 Stable 9 7 10 7 Improvement  Improvement
5 1 1 1 0 Improvement 3 5 1 2 Improvement  Improvement
6 2 3 2 2 Stable 6 7 4 5 Improvement ~ Improvement
7 2 1 1 1 Improvement 6 5 3 3 Improvement  Improvement
8 2 2 1 1 Improvement 8 4 4 2 Improvement  Improvement
9 2 2 2 2 Stable 4 7 4 7 Woresing Woresing
10 2 2 2 3 Woresing 3 10 5 5 Woresing Woresing
11 1 1 1 1 Stable 6 7 5 3 Improvement  Improvement
12 4 2 2 1 Improvement 9 9 4 5 Improvement  Improvement
13 3 2 2 1 Improvement 9 5 4 3 Improvement — Improvement

The overall assessment was a composite of both the face scale and EPIC-HD results and compared the time for 13 weeks with a baseline

(Refer to Fig. 1).
bicalutamide at 11 weeks.

* Case 1, judge assessment of breast pain was not possible, because he had chronic diarrhea, and stopped taking
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i 1 Bl CTH o7z (Table 2). % B, L2 FHIZOW
T, 1BNET7 Vs 3 Rk L7z 750 1BICB W T
(& LHRH 7 T = A MIAHE LTkt L7z, &k
FHMEE R & L CoFFliFE R Tk, © EPIC-HD 0% K
A4 ¥ Tdh A summary score, =I)VE HEEE (HF), 7k
VEVEME (HB) 332 a7id ERLTHY,

Table 3. EPIC-HD s QOL score

Median P-value
Hormonal function
Entry 67.5 (40-95)
) 0.025
13 weeks 87.5 (55-95)
Hormonal bother
Entry 81.3 (62.5-100
n” (62 ) 0.053
13 weeks 91.7 (66.7-100)
Summary score
Ent 77.3 (54.6-97.7
Ilry ( ) 0.029
13 weeks 90.9 (63.6-93.2)

EPIC-HD's QOL score consisted of the hormonal score
(summary score) and two subscales (hormonal function and
hormonal bother). Response options for each EPIC item
formed a Likert scale, and multi-item scale scores were
transformed linearly to a 0 to 100 scale, with higher scores
representing better QOL.  The QOL scores at entry were
compared with those at flutamide treatment (13 weeks later)
(Wilcoxon signed-ranks test).

(ng/ml)

9 -

summary score 3 & 8 HF TIIHEIF# W %A B E%
b 5T QOL OtEZ & 72 (Table 3). @ PSA fHD
ZALIZ D W TS E I H 2 PSA EA-%2 1 Bl HE2
B7z (Fig. 4). REBNCBWTIE, ARBFZEIIRZICIE
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2) BIAOK S THEL, 7vg 3 PG E2HCH
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Fig. 4. PSA level during flutamide treatment. This line chart shows PSA level during flutamide treatment.
* In this case (case 8), we found PSA biochemical recurrence, but, PSA level declined after this study.
The patient continues to receive flutamide treatment.
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The mechanism of breast pain and gynecomastia affected by adrenal androgen. ER-

induced breast pain and gynecomastia in (B) is the result of reaction of adrenal
androgens (DHEA-S, DHEA and Androstenediol) with estrogen receptor (ER).  El:

estrone, E2: estradiol, E1S:

estrone sulfate, DHEA-S: dehydroepiandrosterone

sulfate, DHEA : dehydroepiandrosterone, DHT : dehydrotestosterone, AR : androgen

receptor, ER : estrogen receptor.
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CELL CARCINOMA AFTER RECOVERY FROM GRADE 3
INTERSTITIAL LUNG DISEASE : A CASE REPORT

Noriaki UTSUNOMIYAI, Yuka KONol, Keiyu MATSUMOTOI,
Takeshi MATSUMOTO?, Atsushi NAKAGAWA®, Hiroyuki TSUNEMORI',
Takuya Okapa', Koei MuGURUMA' and Mutsushi KawakiTa'
"The Department of Urology, Kobe City Medical Center General Hospital
*The Department of Respiratory Medicine, Kobe City Medical Center General Hospital

We report a case of the rechallenge of everolimus for metastatic renal cell carcinoma (RCC) after
successful recovery from grade 3 interstitial lung disease (ILD). A 76-year-old man with metastatic RCC
developed grade 3 ILD one month after the initiation of everolimus therapy (10 mg/day). ILD subsided in
4 months after the withdrawal of everolimus and treatment with corticosteroids. Half dose (5 mg/day) of
everolimus was rechallenged for 9 months until another grade 3 ILD developed. Everolimus kept the

disease under control for 13 months including the discontinuation period.

(Hinyokika Kiyo 60: 25-28, 2014)
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Fig. 1. A CT image before the initiation of everolimus treatment (left) and one month later
(first admission, right).
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Fig. 2. A CT image before the rechallenge of everolimus (left) and 9 months after rechallenge
(second admission, right).
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Fig. 3. Clinical course during everolimus therapy.
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