886

V%Eir’ﬁagiﬁém%]
19 6 847127

B B 1z b3 2 Dithizone @ JRFIE A B 12O W T

BB R FEATB RSB FHE
(G CPEEERED
(8% B D

ZER | S| A
& & it
Ho$ K R
# H B
N

TREATMENT OF PROSTATIC CARCINOMA WITH LOCAL
INJECTION OF -DITHIZONE

Tomoyuki IsuiBe, Mitsuru Fuxusaice, Hiromi Tanaka, Masaru MizoGucHi,

and Yo6ji Fuimoro

From the Department of Urology, Hiroshima University School of Medicine
(Chairman : Prof. H. Nihira, M. D.)
(Instructed by Former Prof. T. Kats, M. D.)

Thirteen cases of carcinoma and two cases of benign hyperplasia of the prostate resistant to

hormone therapy were treated with dithizone (diphenylthiocarbazid) either by intraprostatic injec-

tion (10) or by oral administration (5).

as diminished prostatic size.

In 13 of 15, clinical improvement was obtained as well

Blood chemistry suggested some hepatotoxicity even under local

injection which gave obviously less side effects than general administration.

This drug, therefore, can be very useful for carcinoma of the prostate non-responsive to

antiandrogen treatment if carefully administered.
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Table 1 Clinical status before and after diphenylthiocarbazid therapy.

Age Previous . .
%ﬁf‘e and treatment Symptoms lc)ao rsg a% ddlgﬁg%dgégg) Comment
* | name (duration) ’
Orchiectomy, 5 years| Urinary difficulty, ; : .
53 L 50 mg on alternate days Complete relief of urinary symptoms. Marked
biMw. | 282 and estrogen | frequency and painful (350mg) atrophy and degeneration of tumor, Cured.
(4 years) urination
: p Marked atrophy and degeneration of tumor.
63 Estrogen Urinary difficulty and | somg on alternate days e -

@ 2 T .M. | (1 month) residual sensation (500mg) lgiaﬁl‘;gg improvement of urinary symptoms. Relapse

5 L .

2 .

= 3 |72 Estrogen and cor- | Urinary difficulty and | 50mg on every third day Improvement of urinary symptoms. Mild atrophy

?3 S .M. | ticosteroid (20 days)| frequency (350mg) and degeneration of tumor.

g

Iy 4 |56 Estrogen Urinary difficulty and | Somg on alternate days Improvement of urinary symptoms. Mild atrophy

: S.1. | (2 months) painful urination (500mg) of tumor.

O

o 5 65 None Urinary difficulty and | 50mg on alternate days Complete relief of urin.ary symptoms. Marked

= J.I. frequency (500mg) atrophy and degeneration of tumor. Cured.

Q)

()

g 6 73 None Urinary difficulty and | 50mg on alternate days Improvement of urinary symptoms. Marked

9 K.N. incontinence (500mg) atrophy and degeneration of tumor. Cured.

ks - Estrogen (2 months) ) No improvement of urinary symptoms. Marked

2 7 i} v | and orchiectomy Urinary difficulty %gg(‘)%nog alternate days atrophy and degeneration of fumor. Died after 6

§ -1+ 11 month ago g months from prostatic blezding.

= g |69 Estrogen ‘ Urinary difficulty 50mg on alternate days Improvement of urinary symptoms. Marked atrophy

= H.T. | (2 months) and frequency (700mg) and degeneration of tumor. Relapse & lived.

[ . ] s Aren L Died after ¢ months from uremia. Moderate
7 | §hsc. | S aontn) | o] Semsaion | (iing) " | mprovement of symploms during treatent.
65% T P o One week later, subcapsular prostatectorny. Marked
10 M.S. ‘ None ! Urmzu‘y retention ‘ 100mg for once ‘ atrpphy and degeneration of gland.

, 63 [ Orchiectomy and . oo 1.2g every day Died after 3 months from renal insufficiency. No relief
g ® 1Nk, \ estrogen (4 months)l Urinary difficulty (16.82) of urinary symptoms. Minimum atrophy of tumor.
RZE=] : Improvement of urinary symptom. Mild atrophy and
é § 12 %5 T Ssrégéeecr’iomy and Urinary difficulty %.SZ%ggvery day , gegeneration of tumor. Blood sugar level elevated.

st ’ ured.
9= |-\t

G g . . Con Improvement of urinary symptoms. Marked atrophy
9° 13 65 None Urinary dlfﬁgu}ty and | 1.2g every day and degeneration of tumor. Anemia remarkable.
g H.Y. residual sensation i (16.82) Died after one month from emaciation
g .

@ 64 Estrogen . . 1.2g every day Improvement of urinary symptoms. Marked atrophy
&S 4 1's M. | (2 months) Urinary difficulty (8.4%) and moderate degeneration of tumor. Relapse & lived.
79% . : 1.2g every day One week later, subcapsular prostatectomy. Marked

15 J . W. None Urinary difficulty (8.48) atrophy and degeneration of tumor.

. ¥=Benign prostatic hypertrophy
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Table 2 Blood chemistry, hematological values and urine chemistry before and after diphenylthiocarbazid treatment

Case 1 Case 2 Case 3 Case 4 Case 5 Case 6
Pre. Post. Pre. Post. Pre. Post. Pre. Post. Pre. Post. Pre. Post.

Red blood cell (x108/mm?) 4.1 4.3 4.8 4.8 3.5 3.5 4.2 3.8 3.8 4.0 4.5 5.6
White blood cell (x10%/mm?) 6.5 8.1 9.6 6.4 8.5 10.8 5.1 5.5 4.5 5.1
Hemoglobin (% Sahli) 94 90 80 82 74 72 79 80 80 78 70 65
Serum protein, total (g/dl) 7.8 7. 7.4 7.0 4.7 4.2 6.5 7.0 7.3 7.1 6.6 7.0
Albumin,/Globulin ratio 1.6 1. 1.0 1.0 0.44 0.57 0.51 0.58 1.2 1.1 1.33 1.1
Blood sugar (mg/dl) 108 75 79 93 100 66
Icterus index 9 5 g
Bilirubin (mg/dl) 0.6 0.2 0.6 0.3 0.7 0.6 .2 0.8 .
T.T.T. 2 2 2 2 2 1 1 @
GOT (Karmen Unit/ml) 36 40 15 16 20 19 ~
GPT (Karmen Unit/ml) 26 16 8 10 17 14 9 10 Eﬁ
Cholesterol, total (mg/dl) 217 217 170 158 229 180 185 180 192 166 =
NPN (mg/dl) 28 24 26 28 35 32 33 29 =
BUN (mg/dl) 19 17 15 22 21 17 16 =
Alkaline phosphatase 14 18 12 15 27 38 13 ;:3:

(King-Armstrong Unit/ml) %
Acid phosphatase 3.0 2.9 5.0 4.5 0.8 2.1 0.8 0.8 2.6 2.0 20 25.4 B

(King-Armstrong Unit/ml) =
Sodium (mEq/L) 138 136 141 137 140 136 142 137 @j
Potassium (mEq/L) 3.8 4.2 4.4 4.3 3.9 3.7 4, 4.4 B
Calcium (mEq/L) 4. 4.5 4.4 4.5 4.2 4.2 4. 4.7 W
Chloride (mEq/L) 103 98 101 100 105 103 104 101
Bicarbonate (Vol. %) 56 90 66 67 55 60 66 66
Sugar in urine — — + + — — — — — — - -
Protein in urine — — — — _ —- _ _ _ = _ .
Blood pressure (mmHg) 160/80  130/90 | 148/98  142/100 140/70 140/72 | 170/100 138/98 | 140/85 140/80 | 160/90  160/95
Respiration rate per min. 18 16 20 24 18 18 19 17 18 17
Pulse rate per min. 82 78 84 78 68 60 70 68 68 72 .
Bleeding time (min.) 3.00  3.00 430 4.00 3




Case 7 Case 8 Case 9 Case 10 Case 11 Case 12 Case 13

Pre. Post. Pre. Post. Pre. Post. Pre. 1 week later] Pre. Post. Pre. Post. Pre. Post.
RBC 5.0 5.1 4.9 3.8 4.8 5.2 4.7 4.9 5.6 2.0 4.9 3.8 4.5 1.9
WBC 5.4 5.2 7.4 6.4 6.0 6.8 5.6 6.2 7.2 4.1 7.9 9.5 6.0 4.7
Hb 90 92 73 68 88 85 75 78 90 84 115 96 70 68
Prot. 6.6 7. 7. 7.4 7.4 6.8 6.8 7.4 9.0 7.2 7.2 7.4 7.4
A/G 1.1 1. 0. 1.2 1.0 1.0 1.0 1.1 1.2 0.9 0.8 1.1 1.4
Sugar 100 90 85 88 77 79 96 88 78 97 70 95
I. 1. 8 10
Bil. 0.7 0.3 0.5 0.4 1.0 0.2 0.7 0.4 0.4 0.4
TTT 2 2 5 7 3 2 4 5 4 3
GOT 15 13 14 19
GPT 14 10 13 17 6 7 8 9
Chol. 165 172 151 139 264 264 160 165 268 286 196 197 196 220
NPN 25 35 22 27 25 27 22 21 29 34 29 30 27 33
BUN 13 16 13 10
AP 7 10 13 14 7 7 14 14 il 15 3.1 4.6 5 11
AcP 2.8 1.8 2.9 2.5 1.9 3.3 2.0 2.1 3 1.8 1.3 2 2
Na 139 137 138 141 136 137 140 141 134 138 138 140
K 5.1 5.0 5.0 4, 4.6 4 4.8 4 4.3 4 4.1 4.3
Ca 4.6 4.6 4.5 4.4 4.5 4. 4,6 4 4.3 4 4.7 4.3
Cl 99 101 99 102 95 99 102 100 99 100 97 103
HCO,4 55 53 69 63 59 60 64 67 60 62 60 59
Sugar — - — — - — - — — - — - — —
Prot. - | — = - - — - hat - + + — -
BP 175/95  180/98 | 182/108 156/88 | 168/100 170/108 | 130/85 145/90°| 180/110 170/90 | 132/65 138/78 | 160/85 118/80
Resp. 20 21 17 19 18 18 17 18
Pulse 76 g0 68 80 19 20 80 92 64 51

Bleed.
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Fig. 1 Cells of the prostatic acini undergoing necrosis after completion
of local administration of dithizone, Case 9. »%100

Fig. 2 Acini of the prostate 2 days after oral administration of dithizone,
Case 14. 100



