130

Lol ke T 4P 3 &8 2% £ 130~138E] 1961436 /]

W% e 1™ 1 % Bithionol(Bitin) @ fifi R85

LRl R 99 DS SRS

[N

It Woe N o ox oo A R H
P Ah e Ty s e AB » b Ub x3 *
/N H HE
L K 54 Lz ES
1o Wy Loar M B O BE
2 7 % iy
Hi am [ 8154 R
= k2 ¥
A S A
72 2 ih A3

Treatment of Human Paragonimiasis

Kimio Moromura and Kunio NisHikuBo, Clinical Department, Research

Nagasaki University (Directer : Prof D. KATAMINE), Shigeya AJISAKA,

Hospital and Hachiro Takarsu, Mie Hospital.

with Bithionol. Daisuke Kataming, Fumiya Murakawmr,

Institute of Endemics,

Nagasaki Prefectural

(R OBES T4 4 J1 2 13, 5300 1 AR I i ax 1

PES IR RE Dl & L Tl 2 8 b DMl 61
Tl 12, BUE ZEESIE SR SN TO 50RER
emetine THA I, RL/E SAKT LS MINHEHY
% & AT I RS 2 O Ao s~ E ORI s El e O th
BAEHRBLTEMHD, LEREAAS AT bR T
ZHLOTERLE T,

1O5TAF 1 I YA AR 4% & 4 A U AT AV RC
F AR AT R IR S L At STk
Pehs, FOfkdh WEIEO—D & LT Bithionol iZ
L 2R U O LD LSO BN S B .

Cl

2,2 —thiobis (4,6-dichlorophenol)
Bithionol (RPN TRIEY)
b, TF A

BRI E LT
SRR THEM XN T2 DTH 5

LA BT R 3125

BTREL I

2%, TR Bitin (LHUSHE) O CHRALDYONF
BRSO LH E L THAIIN TN 5,

19SUENHLEH O— A, MU Bitin Asilgy
T Westerman iU HUCKH L, CFET
DHFNDFAFTET ZIROBUIIR DS 5 T L2,
ST A O TR R R ISR RS A7, T
TN DR U L TS TH LB O H 52 &
AL T,

T AT DR T ARG SN IEN 3 2 Bl e 231 T
b, HEERININCE A EFIS s OlIpapaikii
L b EMHRICENDDH 5.

BUEED & & A RISHEREIRO A 1 TOIZOD,
Bithionol oI BUEHHIM st Luiilinsd oL
L CORMEBRF ST A,

P O I HUE (TR o — B & LT B e
T - Fo Bt LU 8 220012200 T D HRIEJEER D BT
WET 5.

1 REENR

b & UFERNZ 2 113 L T ARIC10 J ) 39
FICE LS, 16, Lo, 5#1, F22BIT, fTi e
V. B. S, BT & AR NDOE, BT CrES B Ui

Iz

%



%% thyE 1 AL 3 Bithionol

(Bitin) O kR 131

A, TS VSRR ST D B I I L & 2
NkdHOTH 5.

ZOW 6B 134 I HiHe emetine Biy, 3
K sulfa %1 & O OHTRGEIC & - TR dE O 14 20
T EBBY, X IENIMikL & L ThRgish, 20
PRI RTINS eI ps Il S 4, B UHTA

SEDZWIBHEEL - SDTH 7.

SEBI22H - 10BI DRIk & OHEE N 6 ¥ AT E
1T, ZOMO126113#H 5> 0EML - EFB2IC
Lo THAIhILEHATH 3.

BHEEL LT 22 fIch S ) (22.7%) ICingk 4380,
Uik BB BEEA L b2 RN E 2 b0z 16 41

%1 EF Y5 24808 R
s G - i
1k VB.S. o m v mooBE R
v R g B B R
1 5 20 s + + R TAFY
2 12 %K + + + IAFY, AT TH
3 S 13 ” + + —
4 S 13 ” + . + —
S S 14 ” + + + N +
6 S 14 ” + + L — + IAFY
7 S 13 ” + + + + +
8 L 21 g 4ER] + - - + + IAFV
9 & 26 114 + — + + + IAFYV
10 S 39 2AUE + - - + + i
11 S 13 3 + + +
12 S 14 ME + + +
13 £ 12 64 1 + — + _ -+ TAFY
14 S 13 BhE + + +
18 & 13 3UE + + +
16 S 12 o op + + +
17 1 " + + -
18 L 13 HER] + T
19 &S 10 i + + —
20 5 1 ” + + +
21 & 10 , + + _
22 &5 1 , + 4 _
%2 VAT A D NER - ) ) -
(712.7%) T, #DOFRONRIZE2 OFD TRIIE,
e e 4 WA, WK, IR RSEERN O & 0K
HhHsE, Wk 5 #)
- . » STHB.
% i 22 7 2. BEERUFE
BRRRE + CLUEP LI 1 AEHI%(A) 1 H30mg/kg fRH, (B)1H30mg/kg
i 5 -+ B 1 f:H, (C) 1 H30mg/kg 3 A, (D) 1 A20mg/kg
W ) oo 1 e, (E) 1 Bzom_g/kg HFHOSEICHYT, 1 B4
L DA 1M E L CRHE Lo a5 U, FEHC
CREAR ! DU T 2 DEBRAE LB R e, 25O 1
ot 1641 AEA34L, MEaREICHRELUD 2. ERL-E

RIBHROCERTH 5.



122 PriERS), RS, AL FIAREM, SIS (U

#3 Et O A B S IR IR 1k BN E Stoll [GC k5 E.P.G. ¥uEadi
1H : = L.

Blgiik WEC W Z OIS VS I BT, WD, R

. — e UPRABRIE, GPERTT PR SIE (/}\'}ru i, i

A 30 mg i i 10 10 FiavERE (Tiselius) Z@REic L, Bitin (C

Bosomg  fp 10 3 Lo EEREL .

C 30 mg 3 011 10 4 TUCRIWE A 2 LT S, o, B RIMEREL,

S — MR, FHAERE, BT RGO, Kok

D 20 migi 77}|"r; 7H7 ' 7712) 2 12, %, Bilirubin, Urobilin, Urobilinogen,” 5§k

71 20 mg it ¥ 10 3 7, JEkEgeRt (Taugol SRR Gron Mf qu

J B - BB ROV AT - 7o, BIEENIE Bitin
i - 7 7 2 BT, WK1 o)), B4 AT D,
4. REERUE

sOBEGE (1) R O REH o LI OHER (Ka)

RO I AR O [0 I RRRIT K T Y pro kg 30mg Wi L SRETIZ S HIhT FllE2~4
S, MBS LT Bitin RS0 EAET, ElO L cE o ALk L. 1 Hloahl
PR T A LI, ACML S B G AT V(21T 8 MO A B s L.

e S oW oo B

30mg [/ kg [T

R T U
?;‘ SN ‘ ) l@ ‘LG\ \L@ l@ l@ i@ ®)
17 e 4 - . R, AN — P
12000 b 850 + 25 + 125 i . s
’”‘) ( ) (D €
2 25+ 200 75 4 - S L
3 s+ 25 1 e - - =
(44/
4 2% o+ S0 + 25 + 4 — = = = = = = = - ==
2 D
5 250 125 50 100 25 + b - - - - - = = = =
€D €]
6 75075 128 13 4+ — — 4 = = = = = = = = .
(€D)
7 25 50 15 25 + b b = = = = = o
(D
9 -4 + B — — — — —_ = — — —_ - -
( >
30mg / kg fiil
gy 2 5 6 7 8 9 10 11 12 19 14 15 16 -
- e B e q -
el lo Jp l@ o @ lo oo e
11 25 50 25 25 ¢ & - - — - e
12 200 250 150 176 125 60 + — & - - —

13 100 75 75 150 100 + 4 — = — — -



TSI A 5 Bithionol  (Bitin) o AlER 133
30mg / kg 3 4if

NP w1y 2 083 4 05 8 7 8 9 10 11 12 13 14 15 16 -

N l@ |@ l® l@ l@m
14 50 50 + 4+ 4 — 4+ = = = = = = = = = —

5
15 - T T S e
) &
16 o+ - = s = = = - = = = = = ==
)

17 176 150 200 175 50 + + - — - — — — — = — —=
20 mg / kg HiH

\5‘\\*\?§f1 M1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 -

N N R R R O R I
18 825 - -
19 + 50 50 50 25 — 4+ — — — = = = = = = ==
20 mg / kg fEH

N g1 2 03 4 5 6 7 8 9 10 11 12 13 14 15 16 -

o ‘ t o

= Jolele|ele oo oo @
20 + -+ o+ + ——

€D)
21 + o - = - = - = = -
22 25 + 25 100 25 + — + - — = -
(€D,
¥k EPG.
() B, LEROAH

{H ST S ~8 8], 3 AEH ST L ~20] BEAN AT IR DL U FE BT 14 DARERL 73

TR U feis, Hg0Rse o MNHAE TORBE 3 »oti. _

P 2 [RET, B L 2RO TRENS DT 3 H, (2) HEFEHOE.P.G. DIl (F4)

B &y LENRTR TR L T 2

pro kg 20mg TS, KHEL 3@, H;Elw;ts
~ 7 [0]C30me I D IEEE &K ED T8 - T

AN A 23,80, 6. 10 THITOHLEAT
Wa.

WS th o> N IE 3 FIEIEE L 7208,
P43 3EITHAL TW 5.

YEME, W RIS T BT
JEIN D R DFE L Mg AE 25580 o1/,

1~ 5O,

FZEVEIN R O
IEiE 23}

HFHEROE.P.G.1d Bitin ##5&REDL 7obs,
P VEALRT—@ T R & 7o B AS 146 3 BIICEEY 5
fz. E.P.G. DWEBICRIBEL 2B R UL S
L AR &R s R AT Al

3) M (%6)

5Hd 4 flid 1~ 3@, P 2. 3uji AT gk A
D ILOERITIE o 7o, BREFILOIE 114N R 2 T
MPEASEE 1 BlDIRFRITIEET 2 L0 HBINSIVE S
W7, SER 8 IX10ER MK T A S MIRITHL LT,



134 JYWER B, A EDCH, AR L, FAGREE, S0k, U

*5 MOH o, W oo f B

‘\{\\’ﬁ\ﬂﬁ‘ql 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 -

AN
e o | o 1 ]
N e o le |e ® © e |o |
5 ® e €& & & & e & + + - - 8 - = - =
8 -
7 P ® P ® & @ o+ o+ = = = = = = e =
OO MuRTHRIY
O » LMMH
o RS < N O B B
I - ORI
UL THEEL T D 5T 2 A i 20mm DL E O rEA i Uz DI
17 B &L ix‘l{ﬁﬂ‘b'ﬁ;ﬁf;&@%@;ﬁﬁgw;q WFHLOBIT Z D11 T 1 (70. 0% ) TPk T i
@) FRImEREROREE (£6) & ts -7
6 S Yoo MRk M
O e R [e kB E DR 0 il AIG
% g s NHERETONHK o ik '
: b, P (e
o i e ,
w4 ot oG i % Ein) MR nu i
1 20 54 200 158) L 1 20 2.5 0.96 0.96
2 12 i 215 5(3) s | 46 1.5 0.72 0.98
313 50 4(2) ” | 325 425 1.30 1.26
30 mg kg 4 13 7 25 6(3) ” 2.5 2 .21 1.36
_ 7 5 14 ~# 250 8(4) 8(4) ” 7(4) 9.5 1.25 0.86 1.20
i 6 14 o~ 75 74 2D P 5 1.25 1.22 1.26
0 il 7 13 25 6(3) 8(4) ” 5(3) 35 5 1.12 1.36
8 21 8 4% — A 9.25 2
9 26 114  + 3(2) ” 11D 12 10
10 39 2 4 32 52 16
30 mg/kg | 11 i3 34E 25 5(5) ” 24 135 0.98 1.45
& H 12 14 4 4E 200 8(8) ” 25.25 12.25 0.67 1.69
0 |1 13 12 64 H 100 6(6) 7 15 14
14 13 64 50 6(2) “ 9.5 21 1.26 1.76
B0 melke | 15 13 34 50 6 " 475 175 1.30 1.52
pe .
S HM e 12 M o+ 3 % 33 12 113 130
N S N R o)) " 20 17
20 mg/kg | 18 13 3 4 825 70 29 1.49 1.36
B L1 10jE] 19 10 Hi¥x 50 6(3) ” 10 12 1. 48 1. 50
20 mg/kg | 20 11~ f 5(5) ” 21 12 135 1.32
4 H 21 10~ + 3(3) ” | 70 80 1.36 1.30
1.49

i0 | } 22 11 7 25 7D ” i 18 15 1.30

oy l’ 6.1(3.8)




Hilil% thyiE T it 2 Bithionol

(Bitin) i JA#ER 135

(5) AT (#6)

M1 7 -globulin AsHINL T 272 HITA/G
L20DI MIZIK U e b O s 7girh 7Hlb 0, =
D441 (51.1%) RIBIKT thtg s,

(6) RETMP IR OIE (M2)

ARG DO IT-RRIRTT 2 514 5 th 3 N e e
LS, 19WILsH] (78.4%) 350 1 Rt 3 0 A
DRATTEINA R, 48NS L. 8. =
DA Z B R T T i 1 TR A 2538 S0 2,

(1) Baigs Vs ke, p3)

TSP DNT, $EN, E5RTE®, 1
T e 2 I VSR S A B L TR A
BUTODH, ZOMIBHITRENERS LD -1,

S BITHERREDRD, Hi/DBAs & Sivtch, 0
WelUjid 2 I C LGk TS, 2831 rHT, 1

g o v oo A st

oy Mog

il 1 2 4%

W T -

i 54

% i WA A D 477 )]
KR (ki) R R RFE P
AN L ”
8 L P

B0 tkEg) i 37 R
i 4 WK A ”
e - NS AN R ”
i i ORI RIS ”

AR S A VN 1471
oM AL W ”
i ETN O 274
R GRlE) iR ”
A i} ¥ 1.5

i W W e
L IR Tl
o g AEOAE

b HE I APAS AN ”
I RAEDZPAT 3 11l M A A A 5 1.5% )1
s L 7
I »
I L ”
M A% .

{
3 L 7
L

”

Pz 2 r %kTH .

2 F VIR LT X AFEFRO I E

F 1 4E

T B BID VELLDZEALIL DN T DN S,
EFIT :

LRl BRG0P ICR B e A 728, 2
TRBRO VT HETITORERZRBRLL T 5.
JEHS

PTG TR R R WO s
S SN, BFKTEE QLOE) KR BRI
PULTO 2. RUKEHEIRETH 7.

FEHFI0 -

FEIRT 1 B i NS OR M O Wb bt &
.

JEHI2

A1 ERGEF DR Eiki) pkk rEs Q1
B) iU o, BB EIT & 5T 2 O /N4
5il4.

JE 120 -

NI DRI 1 Y RICES LT B,
FO DL OB ATE LR TH 5.

5. Bl &£ B (7))

BIFEH & L Tld226di13@ (59. 1%) i, i,
TR, FRIGREEZ ST, BRSO EREER O
TSR EIL 72285, M SRET—BETHD, i

(23)



1367 ) RNESNB

R RS, AKRZEHE, PEAGEEE,

BB, e s

*®1 wofE O o HE
Wi 11 (50.0%)
SHAT N 5 (22.7%)
M (k) 3 (13.6%)
gk 1(4.5%)
30V NI 1 ( 4.5%)
- 1 ( 4.5%)

"f'ill"ﬂ;f KEWRLINISER R 15 - 72,
T/Hﬂ@ WY BIREINSE 1L, 28 2 [ R I £
S, BRI - THD G 5,
&’:’z) NHEZ & DIEBNC 7 & L 1o T8 5%
Litsm iz,
KB RO T & BIER O BISEEE & olblic iz,
TEDHRIZED SN, (£8)

21 W B IR

%8 55k &R R

B sIERC=)  EIPERICHD

3omg/kg i 11 10 5 5

” fip 1 3 2 1

s 304 4 1 3
20mg/kg @i [ 2 1 1

” e 3 0 3

it 22 9 13(59. 1%

AR E h, BAICHIEL oRnR IR, TR, BT
g, O A TR AR & b i 2 BT
AL SIS - 72,
EIR B UKE

PLEoukisd & Bithionol (il i 1254 % 4
BRI DWW TERAINAZ THIZ,
BN BEE LT, 50mg/kg #5515 ~15 [l
FLTO B, ZO# 2 ~ 5 [AI DT 13346
%&Uﬁm RN DIF R A MY, 1~20 D
VAR, BERAZEh -t EBEL TS
%%b pmkgzmm,%mg;kbﬂmmam

ik \““/é?i;ﬁ;&%*u')f@ TdHHD, FHAN
mwm@mwciQW1~8@ VV3BH@&KL

WEFRTIE 344 1 ~ S [l, Sk 3. 30l c liS A kel
b UWA Tz, L 5Hb4 Bz 1 ~5[0, Sy
2. 3MTHAL T A, 1PHIARETH -7,

AR 5 Dpro kg 50mg PO HT & IE v A
FIVANIRY S AL 1Sy IV

R LM Td 205, HE SR 7L, 4510k
T 3 HAGIC L [0 54 2 AR A 7208, 70 i
maim_ﬁcm«f@%gﬂwmtm PAAING I TE
Bitin o rpil BEAS LN RIS X8 &0 D
ARle SIS L, SRR ES B LT BE LD b
DTHHD.

MIC Bitin 43, 72 AT KN ILINA Ly 2
DEHTIEL, MEE, BEEEHLE LY, X TRINICH
ﬂ&bf:ﬁ}@ﬁ“"i’ TG DB Qg (il e o iy
F) ALY AEAE G LTS 2 &7)\1)]7»”7;\

ST
s vt Eodgs ZALAT DD T NNTHES 4 00
bTmmLtLT-MKwi LVETH LD, FHH

DRBRTUE, D & R IR B9 3 T8 13 0%
/J\f7ln T HDHESZ BN D, RUIEHS T DRk
[ZEOMLEE BHIC Bitin @@ﬁmxtmootf
HA D EWEMDEPIE, AR Ok
THAHD,

AP AR B 1 Bl 58T d 488, pro
kg 20mg, 30mg TII{af41 IR DL Bips T,
SHERHLEGONEDDH 2 b D50, jkic20mg kg
4> 30mg/kg 0)9};4’“;’1 1250mg /kg DIl S
né&%@ BLE A SN, 2 - Tk

[t AP Up, 7o. HiliR emetine NIz
Jubﬂ BT OB AT, TRk R & 4 K B S
AR AR

EH O OREBN BRI AS AT I O Tt b Wi 12
DU T R A L B RIS - TS As, 2ok
}iip 5 & 5 & Bithionol (F T L AL o H5
I A SN T SR A AT9 5 & LW

T, 1Mid pro kg 20mg, 30mg O kT & LA
N LTI A U 5 T D8k, MUEIRD A i,
O S U 12 B T Ehsl s ute. L
LokEE, fEROKE emetine & sulfa Zlo)f
JIELETHRB(THE XN T A121, 41, 410, 4
1, ki &@um T LR DRG & il U T A
THIF LD TO B EMBIDILD . XIRNHIT &
LERGIOAEDHNE R L I BTRICA ST L &S
T 5. §E-T Bithin ggl:ofids, 174 )]~4 7 )]

SR, IR A TSN T & B 0 ook




No. 1

No. 5

CER. fil)




No. 12 (21 H #%)




it thaitlz 217 % Bithionol (Bitin) o) ik 137

BO TR DR DRI b 5. D WRIRT BH, MORHFHLICESH oL XS 5 L, m%

TGN E NIRRT 5 5 ARG A O JE] %) RESERIE AL T & - L RASTIAREERICE

s e s, LA H RF 3
ATed 2128 Y, RIZERITIUIRT) TRV 2B ALK
< 4 S ESIR AR I S 8
3) B, KREBE, ERGRZ, ETEA, B
D R, SRz, EBEA, KEEE o # BANHZA
SR, BIRMAE, FERE, KMWEMT rHﬂ]WEEﬁF(/)ﬁa?SZC[}E]“g"Z)&}F”E (2) Bithionol jz
T 3 A6 P14 % RS2 (1) Bithionol 2 BRI IR A
VD PPN B R A5 2 R R 1,1}2Olm;17;\v..;rlja BT H KA AT, 1960,
BEIFEESCHPHA O PR S i g 4) FEXRE), #Exxth, a4, SREY
2) wINREE HEEBZ EBEA, KAEEE it [l hfE 1o bg™ 2 Bithionol o) JHtER |
SPER, RIEE, BAEZR SI30ME] HKZ/ LAt s 1061, 4,

(il B RAE O LR B9 2 198 (2) Bithionol
C L \xﬂ'u'&l\?’ﬁﬂfbkﬁig_]

Sammary

The treatment with Bithionol ( 2,2° thiobis ( 4,6-dichlor-pkeroi )) of paragonimus
patients, 17 males and 5 females, was tried. Among 22 patients, 19 cases discharged
paragonimus ova, 16 cases had typical pulmonary changes due to paragonimiasis, and 5 cases
discharged bloody sputum.

A dose of 20 mg/kg or 30 mg/kg per day was administered internally under three diferent
systems, i. e. for ten days continuously and ten times at two— or three—day intcrvals.

Stool and sputum were examined into the paragonimus ova every day during the period
of dosing, and further at regular intervals afterward. The examination was performed by
B, P Goocounting and AL M. S, TIT technic.

In order to assess the effect and side-rcactions of this drug, chest radiogiam,
eryirocyte sedimentation rate, hacmatological pictures, serum protein, electroczrdiogram,
liver function test (B 5. P, Lugol test, and Gros test), and urine (albumin, sugar, bilirubin,
urobilin and urobilinogen) were examined during and after the treatment.

In ali cases, the stool and sputum have become necgative for paragonimus ova within
three to fifteen days after starting the medication of 30 mg/kg to 240 mg/kg in total dosage,
using it one to eight times.  After ten~time dosing, paragonimus ova has never reappered
at least in the observation during a period from one to four months. Bloody sputum has
disappeared a'so in four out of five cases.

Tt was revealed that this chemical, even in such small doses as 20 or 30 mg/kg per day,
was highly eTective to reduce remarkably or to eradicate the parasite ova from sputum.

On the other hand, X-ray films taken at one and two months after the treatment, have

shown the improvement of some degree, especially of infiltrative shadows in four cascs.
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Generally, erythrocyte sedimentation rate and y—globulin level have been subsided toward
normal after the treatment.

In thirteen cases, slight abdominal pain, and diarrhoea or vomitirg as the side effect
were complained. However, pathological changes due to the durg in electrocardiogram, liver

function test and urine examination were never observed on the course of the treatment with it.

(D. KATAMINE)
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