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INTERSTITIAL INJECTION OF THIO-TEPA (TESPAMIN)
FOR CARCINOMA OF THE PROSTATE

Tsutomu INnapa, Eizyu Karamura and Haruya HonGo

From the Departmant of Urology, Faculty of Madicine, Kyoto University, Kyoto, Japan
(Director : Prof. T. Inada)

This report deals with our satisfactory result in our conservative treatment of carcinoma
of the prostate, injecting Tespamin in the prostatic tissue.

In 1953 Thio-TEPA was found to be an antileukemic agent clinically used by Drs. Shay,
Zarafonetis, Smith, Woldow and Sun for 49 leukemic patients. This medicine can be admi-
nistrered in any way of intravenous, intramuscular, intracavital, intratumorous and oral.

Thio-TEPA is a powerful alkylating agent which combine with the nucleoprotein of the
cell, followed by cell destruction especially inhibiting mitotic activity of immature cells res-
ulting in nuclear pyknosis and destruction. Therfore, spermatogenesis becomes suppressed

resulting in clinical castration.
Method of Administration

1) Under local anesthesia in the perineum, occasionally epidural anesthesia, patient is
placed in lithotomy position.

2) Thio-TEPA is mixed with some hyaluronidase and given 20 or 30 mg. (0.5 mg/kg).

3) With the 10 ml. Luer-Syringe and gauge 17 or 15 long needle, the prostate is punctur-
ed, simultaneously being palpated rectally. Solution is injected to the several sites 1 or 2 cc
each times. When the needle hits the carcinomatous tissue, we feel some resistance.

4) Patient receives the injection every 5 days to 7 days, or every 2 weeks. Total doses
ranged 150 to 300 mg.

5) Hematologically, white cell count 4,000 and platelet count 100,000 are the standard

for terminating this treatment.
Presentation of Cases

Case 1 : Y.U. A 64-year-old male had frequency since May 1958 and was seen in acute
urinary retention June 1960. Rectal examination revealed enlarged prostate of egg-s:z= hard

irregular especiallerly on the right.
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Urethrocystography showed intravesical protrusion of the prostate without abnormality
of the 'urethra (Fig. 1). Residual urine amounted 300 cc. Cystoscopy revealed chronic cy-
stitis. Blood chemistry: Acid phosphatase 1.6 (normal title 0 to 3) ; Alkali phosphatase 1.4
(normal 1 to 4); Normal electrolytes level.

Needle biopsy of prostate was reported to be adenocarcinoma (Fig. 2 and 3).

Laboratory examination: Examination of the blood; white cell count 3,400, with 68% of
neutrophils and 20% of lymphocytes. Blood pressue was 108/64 mmHg.

Treatment and course :

Bilateral orchiectomy and administration of estrogen did not improve dysuria and un-
pleasment feeling in his perineum.

Thio-TEPA (Tespamin) 25mg was first injected in the prostate weekly, biweekly later,
amounting total dose of 200 mg.

After initial injection of 25 mg Thio-TEPA, patient became free from dysuria; and un-
pleasant feeling in the perineum also disappeared after injection of 756 mg. He also gained
his weight and general condition much improved.

After injection of Thio-TEPA 200 mg during 3 months, the prostate decreased in size, and
induration became small-finger-sized, which was 1 year later noted as only flat, slightly in-
durated lesion. Phosphatase and hematology were normal.

Histological change after injection of 25 mg of Tespamin was that tumor cells were poly-
morph, not uniform in size and irregularly arranged with nuclei abundant in chromatin.

After injection of 125mg, tissue developed remarkable fibrosis and narrowing glandular
lumen where tumor cells were only scattered.

After injection of 200 mg, fhis tendency became remarkable with more poorly stained
carcinoma cells and vacuole formation. The nuclei were atrophic. Tissue was mostly te-
placed to fibrous connective tissue of poor vascularity (Fig. 4 and 5).

Case 2: T.T. 75-year-old male first noticed frequency and dysuria in September 1958.
In May 1959, dysuria got worse with unpleasant perineum. He was admitted in October 1959.

1) Digital examination revealed egg-sized, enlarged, fixed prostate of bony hardness and
irregular surface.

2) Urography. Urethrocystography (Fig. 6) showed elongated, irregular prostatic ure-
thra with marked protrusion of prostate into the bladder on the left side.

3) éystoscopy was performed with feeling of fixed cystoscope. Irregular bladder neck
at IV to VIII o’clock was found. Residual urine amounted 400 cc.

4) Blood chemistry :

Acid phosphatase 4.4u. (normal level 0 to 4u.), alkali phosphatase 2.1u.(normal level
1 to 4u.), 17 KS 6.12 mg/day (normal). Other electrolytes were normal.

5) Perineal needle biopsy of ‘the prostate disclosed undifferentiated adenocarcinoma of
the prostate (Fig. 7 and 8).

6) Hematology :

R.B.C. 365x10¢ Hb. 10.8 g/dl, color index 0.86, W.B.C. 5,400. neutrophils 68.0%, lym-
phocyte 29.7%, monocyte 4.5%.

Treatment and Course :

After bilateral orchiectomy, Thio-TEPA (Tespamin) was injected, as mentioned, 25 mg
every 5 days or weekly into the prostate gland, amounting 200 mg in total dose.

After Thio-TEPA 50 mg was injected, dysuria much improved; and frequency disappear-
ed after 75 mg injection. However, burning, unpleasant perineum, and cloudy urine were



58 FRE A H - AB—FSIIRY v IC s+ 5 Thio-TEPA (TESPAMIN) o sl spss R

still present. )
After 200 mg was injected, rectal examination showed that prostate became smaller in
size with increased firmness. Periprostatic infiltration also seemed to have disappeared.
Residual urine was 20ce. Acid phosphatase also dropped to 2.5u. and 17KS also decreased
to 3.7 mg/day.
Urethrocystography showed the regular prostatic outline and much less protorusion into
the urinary bladder (Fig. 9).

Histologically, prostate showed remarkable fibrosis and smaller glandular lumen.
few nests sur-

Carci-

noma cells seldom formed nest but exsisted in spotted way except for very
rounded by fibrous tissue. Each carcinoma cell possessed prominent necleus with rich chro-
matin and showed protoplasmic destruction (Fig. 10,11,11,12,13).

Case 3: A.S. 60-year-old male with bony metastasis (Fig. 14). No remarkable improve-
ment was obtained by orchiectomy and administration of Honvan. Dysuria and untoward
feeling in the perineum disappeared after injection of Thio-TEPA (Tespamin) 150 mg. Seven
months later, pubis appeared normal on x-ray (Fig. 15), acid phosphatase returned to normal.

Needle biopsy of prostate showed adenocarcinoma (Fig. 16 and 17). After injection
of 250 mg, histologically, tissue developed remarkable fibrosis and smaller glandular lumen
(Fig. 18,19,20).

Case 4: S.N. 72-year-old male with history of simple prostatectomy 7 years previously,
déveloped a big carcinoma of the prostate which became much smaller with disappearence
of all troubles but dysuria after 300 mg of injected dose.

Case 5: K.K. 82-year-old. Big carcinoma of the prostate and bony metastasis. 300 mg
of Thio-TEPA (Tespamin) injection gave no remarkable regression in size and slight impro-
vement in dysuria.

No side effects seen in all cases.

Summary

Intraprostatic injection of Thio-TEPA (Tespamin) was evaluated with regard to digital
examination, urethrocystography, cystoscopy, blood chemistry, especially that of phospha-
tase, and pathohistology of biopsied tissue.

We can do surgical treatment on very selected cases of carcinoma of the prostate, there-

fore, intratumorous injection is of great clinical value as one of the conservative treatments

of advanced cases in which surgical treatment is less promising or not indicated.

[FLslc (TESPAMIN 04580

BIZBR Y v ic e 2 R EMEE & L <,
Thio-TEPA %% Tespamin %, BiziEs
vEBRKE B EATSIHEE b
2. TOHRET, LW, 555 LT
FloDT, ol LT3,

Thio-TEPA (Triethylene thiophosphor-
amide) (%, nitrogen-mustard derivative
T, 1953%, Shay, Zarafonetic, Smith,
Woldow, 35 X o¢, Sun 0@ L b, 49

A® leukemia ®EET, RUDT, ERE
MASRBE I N, BEIRN, AN, &8
N, 50k, BENESHKY, 05WERN
BTy cE, sr8A0k, BOMC 2,
FHTEs.

Tespamin 1%, MEAOKEME T80
#ladgTcHroT, orvalkylibsr & 3%,
Parsoneus, Davidson, #gE# & © EE TS
I ivE, FAESMUBEIHL, ik, &%
BTN sflECcE L Lk, L
k3OT, FEROINAGMECE T, L2



fRE - FF - KIB—z s v ik % Thio-TEPA (TESPAMIN) Ozl gy 59

Z, WbLBLK, H#LDBNRSB.

COENR,L, BHEZHM~N, BEHEIEA
L, BEESHRC, B, fFAIE 50,
THDTHRERNELANZ, BB v, 4
BHREREOBEILO R WESIT, RENEE
ELTdbWwiz,

;] &

B, —ficiy, 2BHERERET, SU%
e VWEAE, WERET, YIAMETS.

Tespamin (¥, 30mg (0.5mg/kg A&E) %, Hy-
aluronidase DEXEX F¥ T, BIKE L, 5~6cck
L.

Z® Tespamin ¥ %, 10ml © Luer-syringe
% 3By, gauge 17~15 OE$Y, HBE~ R,
EE 2 THE LoD, BIZEAZL, 1~2cc 30,
BEAF~bTTEATS.

7V BRIV TWABAIIE, EROE
AL, 2icWBYAS D, EEEOMELLT,
Gauge 20 AZTIX, XV HIRR L\,

¥, OLOBEME, IEk, ®IUCiX, Hyaluronid-
ase RNLETH 5.

B, »3WERATEESLL, i, AEYEY
Bl BT ELLEVA, HPEOT, BEEOT
i, HTths.

BEx, MEREONERT LT, 13510, HHvksE
BLEmA L L BT, —6, BIMERE 4,000, I
NER100,000%, ERIEELE Lic.

X5 AET, 5 B~EE, H5VIIRECE
AL, OBIZONDB X 51T, 150~200mg ZEAL,
R ey o

fE %

(1 6] B Y.U.64%, R¥EEE.

1959 - 6 - 22 ®2.

WMBUEMEDBERER Y, & ECKBERIC, X7k
LS, HAKA, ZOBEXSX>T, 1959
F.6 AR & 7eoic.

1959+ 6 - 26 Abz.

Abzciy, FTHREEHEO @ IIMmET X E KRB
T, AEI VSRBZEDOTES Y v AHERLR
[
AR -

1) FivBROEBZ—BIAKCKBE /b, LB
M E oy, 2l S RERAMTE, Z Lk

FOE, 0B iAoV, L, M
DEMWE, 130Fh Led, OAVREBELRHH LS
iz, Bhbhb.

2) XHBRE—IREBNERRE T, LR
MERBREEHMEARLDBH, RECIE, BEXRED
eu (11D,

F1K : 1 AloOREBELRY
(ANZRROBMNBERERH S, ZEDB. )

3) [EBEERIRA R 300cc. EEDOREHELA A A
Lo, BEEILIEE.

4) HEeERE—TR T s A 7 & — € 1.6 BT

(EHO0~3HpL), 7AHVT7r A77 Z—¥1.4
B (1~4). BFETPHEER.

5) Co K51 (IEF Rs~y) TOL V.

6) IkkE—HRmEkE620%5, Hb 98%, HIMEREL
3,400, fFER68%, Y v -<ER20%.

7) DEEE, BHEEE—\-ThAER. M 108/64
mmHg.

8) RMizipd®k (F2, 3sR)—HREWIRY v TH
5.
n &:

TR 2474, Progynon B 16&K%#E L. SR
BERILELET, 2ARBETREYAHS. DOV T,
TESPAMIN 25mg %, &I H WiZRAICEA,
HUSEEC, ObRER 8 EF 28\, 200mg T
gk L.

g B:

1) HEFER—RMD, TESPAMIN 25mg DEA
<, BEREEII D, Tomg HEAK, SEHAHR
e, REWMEALHRBIT I .

2) fBRAEIR—200mg FEAHK 1~2 » AN, &
b, BZIROMNIR EDBRDY, frls, M
1R BREOAVEEEY SR, LarL, BEAKS # A
BOBEBRZ TR, R ERER Y, REACR
Hrehd, Vv HERDA LD,



60 fiEH ﬁﬁ'ﬁ%—%ﬁ%ﬁvmtvﬁﬁTmmmmmCH$MMm)@WE%ﬁﬁWE%ﬁﬁ

3B B U (4 2 MR D400 %)

3) 7+ A7r F—HE—B 0.8 (BfEIL.6)7 LN
Y1.9 (1.4¥47)

4) HEfLERREE RN, TRT, EE.

5) IMWATR—BE M, 8,0006% -F L.
6) HMFR=ZMIFT R—TESPAMIN 25mg A 1 8%
TiL, SR E SRR <, AONREIAL %
WMol LR BRI ESIL, Bk s g3
5.

TESPAMIN ¥ ABR#AE: 8 BRIT, 4 7cdb, TE-

SPAMIN 125mg DOEABILANZIZERIIVHLS
L < BRMEED 34, AR OREIEE <, BREOL
EEY LOTE DI ATWer VilaL, L1248
IhTws.

EhII2BEMBKL, ZOEME—Bo X F 525,
2 @ v fifaiy, ROEOBEITR DL &, B
TEMN, HELLTHS.

200mg FEARFCHIET B L, # v Bl Yuta it
hBLIeh, SHEORESY D, P LSE, B




fRE AN - AIB—RIR A VitV B Thio-TEPA (TESPAMIN) 0Bz HiREE 61

T
AR F16

s e
@@ Q

HE5M: Wi

BOERMKL A EDBR, SRR X THILZER
BB ORME#EELIS ML bR THEAL, BT EFE
LefeoTwa., Lvl, BEARTELELBILTE
- L OEPEATIE, BACLEET 5 K5 1t
D, WEWEL LA MMERY, B, AED D
(F 4 5X).

[s52%1) B : T.T. 757, W

1959 - 9 - 25 %12.

1ERMI VFERECD, FOBRLIEL LTESLE

U (BB4AELEH 400%)

A

MR LY, SEREE ST

3ABAHIL Y OSBFHERL, PHRRHERY L b7
SR L, KEE CHNRIBRED 5 1o 53\
T, KA vBEY S FTh i, BReT, B
RFanHs bbb, PHREHEOREN 2Ly, &
et ¥ BIRWARIR A E oL TE L.
1959 - 10 - 19 APz

A& S RBIR L <7, KBIREA X T W
5. BMIIIERL T 5.



62 mmrﬁﬁ-xm—%ﬁ%ﬁyatvibfmmmmm(nm%Mm)o%ﬁ%ﬁMWE%ﬁﬁ

ExX Y vk, KEKX b, IREXOER
BHHhEDD.

SERETER -

1) WZBROERZ, —FzL, 3, BIRKT,
FHEIZMNAE, BRET, LEAMEDIEL, 3o
had, AHEN{PELTS. <, y—2TH
WHIT R LTS

2) XFRE—IREBNESRE T, BEREDE
REFMMVIREED, BHAEERCBLAHLL (556
), e Y SE TR SIeh D 5.
BEBMBIERTHS.

FoRM:Fapl o ESET KA VRREZER
(EEwwsTs BEKRE, REFZREE OF
HANL, ER 23R LDORD).

HO : 5 26] » Thio-TEPA 200mg HEH%
D REBMEREY (EHEIE <BRT &%
£ O2ACBUB LW,

3 %Mﬁ%ﬁﬂ—%ﬁ%%%%mmvnbcku

SRLL2, BRI T b, HEE Zhy
2 riztron L. BB kR BL A L
A%

MREME, FRACEIEL, ©Lic, 4RLD 8
Bz bbbl
ZDXVERIL, 400cc HOTC.

4) HfeEmRE—-7AY
2.1 Bifr (FE#1~4Bf), M7+ A7+ #—¥ 44
(0~3) Tremn<, BMERER. Rt 17KS Bt
i1, 6.12mg/day T IEHTH5.

5) Co FiE—2TO <\ (Re~y) Cd RIE—9T
e, (Rea)

6) MkE—RINERH3857, Hb 67%, BRIRK
0.86, EMERNL5,400, [Fh¥Ek68.0%, Vv -SER27.5
%, BiTk4.5%.

7 DE—EAReNH 5. BEELTXTER.
8) Nzl —2iEif X b needle biopsy #¥
i, BrvoBikric. (B7, 8KD
n E:

AR BREmR Y TR 2k, OWT, TESPA-
MIN25mg 3o%10f208 X v 5HZ &, Ob1E
Mo ke, BT b, ZRERNCEAL .

#H5EEDOEADI, TESPAMIN &, 60% Ur-
ografin 4cc ¥+, Hyaluronidase & & HIZHEA
LA, XBREOER, HE b, FNCERcE
HhZ b, 2HMEBHEALL. COBEZAIRSE
LRBIRE i) T, EA L TESPAMIN O&E®
¥, BRLTWA.

EAKBEIL, 8[E 200mg TH5B.

g A:

1) HEER—TESPAMIN A 50mg THERES
RESLSHERL, HEOIL LEFEHEH LRk
Ofc. BRIL 200mg EAK, EHCd &0, B
JRHE & SRR, REEThtbiL .

DMEIER—20cc A, EBEZTHELMT
fNL, 7ods, e ZEFE L. HAHA, BRI
5Thicvdt, AEEROREOAVWEE XML
fo.

FHCIRY v SEER A DL LIRS,
e BRI RATRL, BEIR BRIL 20ce
Lok,

W7+ A7 x—¥ 2,586 (EH 1~ 4 BAfT,
AT4.4HA0) CTokE, TAAY Tr AT, x—X
X, 2.1 (IE¥%0~3) T, . R 17KS @13,
3.7mg/day T MWHHZ < BRAER L.

7y A7y F—H



AR - AR - RIF—RIZIR Y v i2iov3 5 Thio-TEPA (TESPAMIN) @izt ssis: 63

<

L7

D ST

. . :
v 2w

i B

ERERG (H.E. 3 ;100%)

B8N kAL (BFB7E PRI © 400x)

4) IMEFTR—TEE.

5) XBRE—REBPELBRY T, REIZIRSE
OTNRABEIL X W HAIR LY, BIZRBOER b
X hIEFHIh.

FEBEEEC 351 B, RIZIREHMOEHIL HEARTX
b, HARE ok, (BIRD

6) AT R—TESPAMIN 75mg EABKK
&8 X b, needle biopsy THRIRLA-M#k % % 5
&, BZRERE D, RIEEX VDU BLL, RE

TRELLD, BEEXLZAT, 1~2BRIEHAT
Wiz, THRAKSOF b, BEEMART, 0D
7 v B MBRERS, HoL LY ENBRIF L
505, fixofifa, 7r~FviREATHELRTS,
BR &KLY, FBEST V. (810,119)
TESPAMIN 200mg HEA#, DL 57e@RiL7s
BoXL, FvMilaEik Losdhick sl b,
BRREEEIL 5 A 5 XL hisway, Lal, Mgk
(F1Peni-R, Beed), B/, K



64 ok - RS HIRY v ich\ 45 ThioTEPA (TESPAMIN) sz st

VLA Ty
A L e
a

w5 ' 5
e I eig
e ;- % # ",i&‘
e Ry
: ) b gh A

>

108 : %524 © Thio-TEPA 75mg HE% © ‘EHESRE (H.E. $E;100%)

DIEDCECE L BRI B R, HOEoTh
37 H v EREMRER YO 2T, BELTVW50%
HEdn (512, 13KD.

TESPAMIN 200mg #HAD 4 # A, needle
biopsy T, RIVIRMMARIL CHB L, EHRE
RN EE Y vk, # Vv AITAORFIL TV BIRS
LD B, A% 200mg TEHTE, ks, O
EOoTE, BEITREELERLATV S,
[E3F] EBE: A.S. 60, #E.

2
v

o 1Y % ;
I : Fs7e U (B0 dhol 1R, 400%)

.

» e
et Yo N D,
b Y e B s ” e
'.;.‘._ :-’; :\‘-, *.; i -, “ e

Ll
e

<

P

1950 - 5 - 10 #&.

19509 5 B X b BEIRIEEE, HR% 52072 Tk,
BNZARPEOIRRZ R S h TXHRES, ks e
VST, —R, BEEGEPRLL.

6 7 BBICIZh LORB LR DT, O F E W
B, HEmREES, AROBE D E DL DL {2
Foted, 195855 B, Lol UVKRE. HE5REIFIT305
w1E, REESXL, IHK, ABETIrHhEg, BR
RigEx 507 xb.



FEE A4 - RIB—ALIR» 1272\ 3% Thio-TEPA (TESPAMIN) Ofisz A PiEeseE: 65

e i

8 G # .

[. 85 i
B2 :B2m o

1958%£ 6 A3 H, HvB#H L 35, Bz bR B K &
RT, Bifin v ThsZ rbhokd, BEOLL
AR HRIFITNATRE TH 2 DT, MARENRE
B\, FDH% Honvan Ex G L T 7oad, &l
fERM D I Fedd, ik L.

19594E 3 B, IRIAE, BEREESAOLRR, SRRiRpug
BoX i, Kb, 9 BEIITBEREEE, HIRD
BEVO LD, REBME, 2EMIERER D X
< ¥tz i.

A AR

Thio-TEPA 200mg ¥41#% © HKESE, (H.E. %6 100%)

13K : B U (F

12 R B 400%)

LRy, 2ERBLEET, REORMS LT
Vi, BEEEOMAER I B LITF L, Wik
BH5H. Vv HERE D S.

HRERR .

1) BRZIROERZ IR, BBk, Bkt
BT, 0AVBEEL LD S, REAEMAARE, £45
EDIMVEHELNLTIRL, <y ¥ — 2 THWH
Z LD,

2) R—FRMBR (), AmE (H), KEE ().



66 MHE - HF - RE— RIS v it B Thio-TEPA (TESPAMIN) m#lyriashmr sifE

3) XHMREIREBIEBBRE T, WEey i
RER X 2G5 D 0, RBEEOER L, B
EOTHRAEE, BMEO RS RRNCR>Tw:
5 (B14KD).

B H30 O REBMELERY.
CRAMUME © FHAHE BE © B

4) BHERE—AREIARACERE L TW
5.
5) HLEHERE—TAHIY Tr A7 E—H
15847 (IEH1~4BM), 7Y F7x A7+ 22—
2.1 (0~3), BFETFEIEE.

6) BEEE—HENEYE, ZAREBIR TN,

7) {#sEE—EKG IEH.

8) FNZRREREREGE—HEy v OBRT, ANTRF
DHVRAK, ROMLOBEMRATHL, Lo
A%, SIAET, 7e~<FYIRELATERL, B
DHICHE RS W 5 EDENT L v (8816, 17
D).

n -

195949 A14H X b, [@:8ic TESPAMIN 25mg “3*
S%EA, 10 250mg irof-. (195846 Aict
T, WMAREMES o T5.)

7 B8: .

1) HEFER—3 Tk TESPAMIN 50mg FEAT,
SRR, RS, PEREOBBIERL
fo.

2) fEMER—EBEZ T, BIRIES & Shik
SHT, FOWEO LI, HhicWEBEE LTS,
BEARL LDk o, BEREIIADR KL LA
L.

3) HMEARE—TA SV 7 A7, 2—E 1.3
BAT (ERW1~4, HA0.5), B7+ A7+ 2~%
1.3847 (0~ 3, #FA12.1), PSAP O Bifrs, %h

ZHETL, &Lk PSAP 120 &7c07

4) MEFR—FLRL.

5 xmmﬁ—%%mﬁ%mmﬁ%f,%%@%%
%@O&%@m%u5Lbckﬁ,i7bto;ﬁﬁ
RUEBRET, RERE, K& D EIEBERTILIR
Wiz, TRCHEARR L 0T B (FEI5ED.

15 : B U
(Thio-TEPA 200mg ¥E&H%)

6) #2EH9FTR—TESPAMIN 250mg A,

6 » BT Loz R BT, ASRDORILIREREA
BBRIZA L DI, TRUBHENERT, BEhx
bhTkb, bTror /EEHEkEdAn- O, B8
BERTHOL LY TR T, BENEAEZSLLA
BTV5. LaL, Baor vl srn=5v
CEATEREL, WO, FERE0ZERLR
EC, BOARRE &L, 242 L TIbhiortks
Wiaeg 5 (5520K).

E & 0B

3D, By v BEr, TESPAMIN ©
MZREBRAEHESEY 54, TOREY,
{bLl, BELE.

b OERR, ABNBEFER O 2 »Kc
W, 7T REEL RELITEFTHD, L
b, H2lcr EFWEY Y-S, Lk
BT BELLZ BRAYY-SHoy, &g



MRE A - RB—HZRY vz 35 Thio-TEPA (TESPAMIN) ORIz BEMAESHRE 67
St 0 T AT U SSNAC o i)
T SAR TG,

.. W LA : o8 '-,

W . e T
R P S
G NS o g




68 TRH - KAt - KIB—MILIRH# Vi<V F 5 Thio-TEPA (TESPAMIN) O SZEREMRPSEER 5

—— i e
&Jw-gy’ i

e
»
& -
g

Thio-TEPA 200mg HEHME © L#kESE. (H.E. RE 200%)

BRs
218X : 553 o

; ; B in S da »
5190 B U (5518

FRRES D 400%)



fRE  AH - RF—FILIR A VetV vT 5 Thio-TEPA (TESPAMIN) DRijszRREMAESERE 69

%20 : 8 36%] © Thio-TEPA 250mz S 6 » A% (O ELBERE,

BrHLd, H36Tr, BE, BEBx &
L Tk,

Zhb 36, wWiEhd, REABREN,
MYy vETHE Ly, BHL Xz,

B IRA S Bk, 1M 25~30mg <, (0.5
g/kg body weight), ixU», &1 EF >,
2 ~38MoF, ob, BEK, 1@ oK
A, 6~8ETHTLE. LinoT, 1271
—EBRELT, EALLBRER, 150~250mg
Thd.

TESPAMIN { fishiz, @8, AmREs
WEL b, cOBETR, ok, £B%
Biehote, BEME4xo TESPAMIN x4
% Tolerance 13, #5, BMERE, &5z,
IMREC k2o T&d 3 vwoT, BImEK
¥ 4,000, I/MREI0F %, miEELL, ¢
NUTFeAEnE, eI <ETsEsr>.

TESPAMIN 0§z lRREHFEO R R,
BEOHRER, EMoEEZ, REMN XL
Hi, BMENBRELrEEL, 75 A7+ & —
ChRPLETD, MK, &5k, ROELE
Ftr, BTz lfdmic X 5, RIZARES O RE
MBFENEELZSRL, HEL <.

bbAA, 75 A77 XA—EEDLRG, B
BLOBR, BREES, BBEOGFELER

(H.E. % 100%)

L, 4kiEigErr, needle biopsy ik 50D
T, 2UOEBREY O DI, #HDOD
b FELIBEDERLAR L, EkE»D
0F, FHE, BEORKRY, fiiTocik
T&Ehnwe o, —RARFAK, Lichiofk
¥TTH5B.

BIERR, £Blicd LD T,

B16 (647F) 12, BB, HIBMEALEY
BET, @GEAY, XWEIRNMLL DR,
TESPAMIN 25mg o, 3@®, FizlEA
wgtc, HHREEE, HR, BEHRE, oW,
LERARRA X, ¥okHEL, EHE
T1I04 B, BBZT, ol EExsN
+, 2B voTh L VWIREBT, FEPLLHL
.

24 (715F) &, BIKOEKRIZEYT v
<, TCK, VYV AHRER, SEWEEsSE
708, SRR Ef%, TESPAMIN o3z iR
NS T, PERESE, FIRRHEEL, 36K,
200mg EHHET 6 » Atkicik, HERM MK
L, BE2Zc, rVEOEEWLWIR,bINE,
BHEARCH /DML, BBEORFDS, HIHL,
9, BEOFTROBEE WD BT, WHL
BLL, WERAbRBbLE. Lal, HE
MBZPRE, »AabFLb, BPLkz



TESPAMIN ¥ A

i o HEN-WEM R o & (BB B TR %
B E | BEAR B O# & R OB ORERE £ b = Mo R B8 & x o fi | BHE
1 "
1ML BR BREffivis i
B 7 4 A. 1.6 5.
Db 2REA. i} vl v progynon
j FAAVTAR. 1.4 -
Y.U. SEWMARE (+) (%2, 3B
[
64t 8 E 2]
Kgig | 200ME | smg ¢, HEREHE (-
75smg T, SEHFRE(—) u;z/ M 7 A A. 0.8 | BMMERTRENZD
s ., ¥k, ek
BIR(—) FAIYTEFA, 1.9 | 37, EMLT3
0h A%, MEERLL. hEXEE (554, S
I |
R, B EEER, BERA AR .
I O L 7t e
> g’n NPT - Y 5 s
H, SRR \ FAAYTHA. 2.1 iﬁrﬂ@k
T.T. B FR650CC LR 2 (&7, 8B \
B0 X
75 g = ‘ %)
H 3 200mg ’
B (—) gxf\/ BIMEBARILEY | 17KS ()
mEEs (—) e B 7 # A. 3.5|7T, FviilEk, &
HeRE (+) Di% bR 5 X | # 6.12mg/day
SRR (+) FAAYTAA. 2.1 | b # 5.7mg/da
7mg/
RiRa0ce H@X (10, 11, 12, 133 ) v

-

AANAHTIIE—GgY - Y BB 0L

FAETRAWERTI8G (NIWVASEL) VAL oML &4



ME A - RB—HZR 7 v iciz\$ 5 Thio-TEPA (TESPAMIN) iy BUa MM s 71

®
i
VA0 &
o b
-~ g &
W =
#BE4+ o
& 2
R RPN
LN e
R oL ~
3 BHON o
2 i s g
) gy &
i 8 2 e
— ['p] [} o
N - —- -
K X K K
R K
* N * N
NOR NOR
N N
&~ &8 ~
3
) )
0
)
© )
&~ o
B o+ iy
¥ > i .
S @ o~ % # ~
% K + B W~ +
# K ¥ @ X | v
B & # i g v o=
Ko K o HoE R
B K K 2 4 ® B
A g
o 8
— N
: o
- : g
i

W, EIRL T, ROMEMITESs, E A EE,
nic, BEEHROMIC, 2K, ALHEND
ZEnb, 5%, 0&EOFNWT, iz~ L
SHWaREILANT, REALETHEDE, B
bhsb.

836 (60F) 1k, 10FTc, AIZIRIEXEE
NRHOfps, TDHD Estrogen FEELIC & 25
boF, yvECRBRL, AKERT, HBLL
boo, RIEFMHARATET, L, S5
Fkefie, Honvan » & 45, HBHEAL
EVEEER RO TwRs, BBk, ¥ok
{7el, BE~D, BB3%2, #2dbhik,
TESPAMIN 150mg &<, FERES, 45
R, REBEWARERNA, RMBEFERO,
EB2Td, BAYsShEVWEER, bWna
{2k, b, AL 5>0k, XREHL
LT Loic, FAR, REAED, o&F0L
Tniz, WERKELIEHs, TESPAMIN 150
mg EAT» Ak, EHE, BAlEL L
0, f=hds27 phosphatase {i:, IFHHE
i, EHELDLE, L, KED, &
#, 0&o3 &, TESPAMIN @, Biszise
FREE k%, oo Tn3,

AP A

B, ¥ vl ERB oI & b 70T, BIAR
FVOEML, Wb UBLL,Lad, SHOE
Hk, »EbFL D, FVRERmRTc, B8
DHEDO TR TE, PiERBZENTERL,

Lan2T, ABEIIREFHAT RE o iE 4
C, RENBEEA b2z 5c&iE, $HDTE
e, BT, uRESTEERR, BE%RbD, #
Rl —FHikTd 5.

MBREAR LR, < T, RENEET
2T, Lieh2T, TOHEGIL,

1) ABRATFERoCcEFRVWEE ERD
T ZEACE B, LIRS R BE0E
e s BREM DB IR &oeeeee)

2) BHrOWEEET, HAEOLRVHE. @b
O, HBEEALEVEEOHERS bbb,
HrHrWwik, BWEADH 5L &Cik, LA, b
@35 B ka3, TESPAMIN EASEIC & 0 h



72 fRE ﬁﬁ-x%-ﬁz%ﬁyakbfé’MMEH%CHHMMWDOWQWEMWE%ﬁ%

ZANETH5,

& @, TESPAMIN Fiz BRAHEABDE S, &
D ORIERFE L bRT, T<RTWATIA
# HF i,

D ST, {omrzl, OFLBH
~N, ODFLER, ®ETE5,

2) B, BARAD,ERTHLTES.

3 R, Hp, HEE, BHEECER
L, o alkyl {txr» s30T, BE»OE
mEch 5.

4) EFWNABIERARTtw

5) Radioactive isotope @ X 5 7, HH#E
Exr, B, 5wk, BERRLN, LB
Line Lo,

6) TURP o, HEXOBRIDWT<N,
By OMNEBREFE, S, TURP Tttt
WERE LT Hmokth, Lo
T, b2t EB~xE, Embolus 2375\
RE%E, LWTHTF 57k biE,

D EHZE, roiitic, EECEA, 05
RBEEBZOH, Lr2ohLWn

2) ABIVTIEARRE, PL—=v I
W3,

P ENEFIIRTL AV iR, BB
BAOIERAN, RRSEDABLDOND.

COEE,EEFOMEE LTk, LB VWD
THoT, bhbho, F261, ZFWiEY v
A orGEBES, REHoMENAL DL
N,EIBCH L DR FEEBOBER,
B ERb b okTh A5 h, BHRL .

BifiE vwd gh b v 2 1f, Weyrauch &
Nesbet &%, Size 24F ©» McCarthy Pan-
endoscope # & B\, BREMC, TTHETE
MYBAEAZRB A2 T W52, B0, wik
W, BB, SR 3T o, ok, 1o
BLWZ ETHAHS

ES L OEATHHEN, T, BELED
bhan, bhvbhit, ccsaTthwv 4k
NhT, BRATH2hDTHS,

t ¥ U
TESPAMIN (Thio-TEPA) %, #EHYIR

%%mﬁﬂ%®,3%®%ﬁ%ﬁyﬁ%@,m
ﬂ%ﬁ%ﬁm&ﬂ?%ﬁ&&::a&,ﬁ%;

2%%%%%,1%K,ﬁ%ﬁ%&&b,mf
n%,aﬁ%%ﬁ&,&ow%<®m,mg

L.
X ik

1) Bateman, J. C. . Chemotheraphy of solid
tumors with tri-ethylene thio-phosphora-
mide. New Eng. J. Med., 252 : 879-887,
1955.

2) Bateman, J. C., Moulton, B. and Larsen,
N. J. : Control of neoplastic effusion by
phosphoramide chemotherapy. Arch. Int.
Med., 95 713-719, 1955.

3) Cruz, E. P., McDonald, G. O. and Cole,
W. H. : Prophylactic treatment of cancer ;
The use of chemotherapeutic agents to
prevent tumor metastasis. : Surgery, 40 :
291-296, 1956.

4) Farber, S., Appleton, R., Downing, V.,
Heald, F., King, J. and Toch, R. : The
carcinolytic action of tri-ethylene phosp-
horamide. Cancer, 6 : 135-141, 1953.

5) JERSH - TEERE - BAK - THEER= - &,
BEIZ : A BHEBIC R 1T %5 TESPA o & A,
Gann, 48 : 494~496, 1957.

6) Humphrey, E. W. and Hitchcock, C. R. :
Biological effects of the phosphoramides
in patient with advanced cancer. Cancer,
10 213-238, 1957.

7) HREA : Thio-TEPA OFRNGH, B
DHPH, 21 :170~175, 1956.

8) MIREE - A& -/MLUZE : Corticosteroid
Wiz Thio-Tepa (Tespamin) §f AEHENE
xR UICF M RERNIRED 1§, WRE
BE.,5: 620~625, 1959.

9) Rateman, J. C. and Carlton, H. N. : Pall-
iation of Mammary Carcinoma with Pho-
sphoramide Drugs. J.A.M.A. 162 701-
706, 1956.

10) 1REE : BB %3 % Triethylene thio-
phosphoramide f#RICEE 3 2EMAy 7 b
CERREIWIFE, 4M4E.,T ¢ 1101~1126, 1950.

11) Shay, H., Zarafonetis, C., Smith, Vv,



fEE  AF - KEB—FZiRy v iV 3% Thio-TEPA (TESPAMIN) ORiZIREMPAIESERE 73

Woldow, 1. and Sun, D.C.H. : Treatment
of leukemia with tri-ethylene thio-pho-
sphoramide (thio-TEPA) Preliminary
results in experimental and clinical leu-
kemia. Arch. Int. Med., 92 : 628-645,1953.

12) Shay, H. and Sun, D.C.H. : Clinical stu-

dies of tri-ethylene thiophosphoramide

in the treatment of inoperable cancer.
Cancer, 8 498, 1955.

13) Weyrauch, H. M. and Nesbet, J. D. : Use

of triethylene thio-phosphoramide (thio-
TEPA) in treatment of advanced carcin-
oma of prostate. J. Urol., 81 185-193,
1959.





