25

26

2014

3



14

49

55

61

68

73

78

82

87

93



D

)

©)

(4)

©)

(6)

25

31 48

217
79.7% 20.3%

60
100

10

20




31




OoDS

98.0%

0.2M

TFA 2 2

ELSD
ELSD-LT Il Class
VP-10 HPLC system
3.
1 50 mg
200 mg 2003~
2013
I
2007
ARDS
/DIC G6PD
31

BinaxNow Malaria



2010 12

7.
5.
ELISA
14
ES
ELISA
LDBIO 8.
2004
2012 N-89 N-251
254
N-251 2
16 N-251
C.
1
@
6. 2013 3
100 13
2010 2012 7 4
1 1
3
1
3



2014 3 31
40 4
36
35 1
3 2013 4 A~2014
5
5
4
3
3
7
1
5
2
5
2
5
1
2
2
2
ot
1
48
1
2
4
3
2

@

33
8.1

3.8
2.2

2.2 4.9

0.2M TFA 50:50

14
3.8

10, 20, 40, 80, 160 pg/mL

y=1.54x-5.87 0.9998 n=3

40pg/mL 315pg/mL

0.94%



()

200mg
1
3 3
99.54% 100.02%
99.7%=* 0.28%
3.
©)
23 17
6
1
394 8 78 44.0 20 78
17 6
11 6
20
87.0% 3 13.0%
15 88.2%
2 11.8%
17 85.0%
3 15.0%
“ " 1
2
23
22
14 5
4
1
( ) 4
€)
5
4
29
1

5
4 “
” 4
4
/
( )
122 Pf 6
(day2 )
/20 Pf 400mg (day1)
200mg (day2-5)
149 Pf 400mg (day 1)
200mg (day 2-5)
133 Pf 800mg (day 1)
/53 Pf  200mg (day 1)
135 Pf 400mg (day 5)
200mg (day 6-9)
129 Pf 400mg (day 1)
/08 Pf 200mgday 3)
100mg (day 4-7)
/31 Pv 400 mg (day 1)
200 mg (day 2-5)
123 Pv  400mg (day 2)
200mg (day 3-6)
146 Pf 400mg (day 1)
200mg (day 2-6)
120 Pf 400mg(day 1)
200 mg(day 2-5)
143 Pf 400mg (day 1)
200mg (day 2-3)
/56 Pf 400mg (day 1-3)
/58 Pf 200mg 3
( )
134 Pf  200mg(day 1)
400mg(day 2)
200 mg(day 3-4)
/69 Pf 200mg (day 1)
133 Pv 200 mg(day 1)
400 mg(day 2)
200 mg(day 3-5)
IND Pf 400 mg(day 1)
200 mg(day 2-4)
137 Pf 400 mg(day 1)
200 mg(day 2-4)
178 Pf 200 mg (day 1)
149 Pf 200 mg (day 1)

Pf:

Pv:



4.
2013 60
80
53
4
2 1
Binax Malaria
100
5.
(1)
2013 310
339
266
81
292
252 28 5
4
177
4
41% 1
5
2009 2010 2011 2012 2013
49 48 48 34 35
2 2 3 4 1
0 0 0 0 1
9 3 4 9 3
1 1 1 0 0
5 2 4 8 3
1 0 0 0 0
38 45 35 30 29
1 3 2 2 1
4 3 6 6 2
0 1 3 1 4
0 2 0 2 2
0 0 0 0 2
0 4 2 0 1

@)

5
37 53.3 26 79
30 7
30 11
2013
2
€)
2004 2012
254
217
15
17 5
79.7% 53.3%
58.9%
p=0.06
217 44 20.3
39
6.



6
6
2010 2011 2012
31 43 62
1,346 1,302 940
0 0 1
0 1 0
7 8 5
2,112 2,999 2,322
150 149 120
ST 1,083 1,108 1,286
100 70 90
1000
100
7
7
2010 2011 2012
4 0 2
9 7 6
0 1 0
93 92 82
425 475 702
0
0
37 37 46
ST 1,083 1,108 1,286
100

8 100
100
2010 64 29
2011 53 35
2012 48 71
7.
5 rAgB
5
8.
N-89/N251 invitro
EC50<20uM
EC50 174.9 uM
N-251
4
Lysotracker
N-251
16
Lysotracker
N-251
N-251



1980

1999

2013

20

2014
2014 3

8.0

FDA

100

BinaxNow Malaria



2013

2012
254
p=0.06
79.7%
20.3%
100
ST

100
1
N-89/N251

N251

E.
G
1.
1) . 26:888-891,

2013
2)

26:36-39, 2014
3) 13

1 - -
33:1455-1457, 2013
4) 13
2 -
- 33:1587-1589,

2013

5)
2014 p1383

2014.
6) Kikuchi T, Koga M, Shimizu S, Miura T,
Maruyama H, Kimura M: Efficacy and safety of

paromomycin for treating amebiasis in Japan.
Parasitol Int 62:497-501, 2013.

7) Kimura M, Fujii T, Carroll B: Prioritising
immunisations for travel: International and Japa-
nese perspectives. Travel Med Infect Dis (2013),
http://dx.doi.org/10.1016/j.tmaid.2013.11.007.



8)

61 8,671-678,2013

9) -
61 1.32-37.2013
10)
2012 4
.2013

11) El-Malky MA, Maruyama H, Al-Harthi SA,
El-Beshbishi SN, Ohta N: The role of B-cells in
immunity against adult Strongyloides venezuelensis.
Parasit Vectors. 6: 148. doi: 10.1186/1756-3305-6-
148, 2013.

12) Nagayasu E, SA, Taketani S,

Chakraborty G, Yoshida A, Inagaki Y, Maruyama

Ishikawa

H: Identification of a Bacteria-Like Ferrochelatase
in Strongyloides venezuelensis, an Animal Parasitic
Nematode. PLOS ONE 8 (3): 58458, 2013

13)

2 907-911. 2013 12
30
14)

Clinical Parasitology 24,
91-93,2013
15)

1 . Clinical Parasitology 24, 106-108, 2013

16) Kato-Hayashi N, Yasuda M, Yuasa J, Isaka S,
Haruki K, Ohmae H, Osada Y, Kanazawa T,
Chigusa Y: Use of cell-free circulating schistosome
DNA in serum, urine, semen, and saliva to monitor a
case of refractory imported schistosomiasis
haematobia.] Clin Microbiol 51;3031-35, 2013

17) Today’s Therapy 2014,

2014 (vol.55).

pp:270-271, 2014

18) Plasmodium
pp324
327, 2014 2
19)
8.0 pp53 54
2014 3
20)
Clinical Parasitology 24: 1, 44-46, 2013
2
1)
1 87
2013.6
2)
87
2013.6
3)
2 17
2013.7
4 24
2013 9
5)
83
2014.3

6) Kutsuna S, Hayakawa K, Kato Y, Fujiya Y,
Mawatari M, Takeshita N, Kanagawa S, Ohmagari
N: A comparison of clinical characteristics and
laboratory findings of common fevers acquired by
returning travelers: An 8-year report from a large



travel clinic in Japan. 2013 ID Week, San Francisco,
USA (2013.10)

7) Shimizu S. Kikuchi T, Koga M, Maruyama H.
Kimura M: Primaquine use as the anti-malarial
relapse drug in Japan — Possible relevance of body
weight-adjusted doses to the drug efficacy. 13th
Conference of the International Society of Travel
Medine. Maastricht, 2013 (May).

8)
« )
3 ( 22~24 ) 62
/ 60
2013 (10
~11 )
9)
60
2013 10 31 11 3
10) .
87 2013
6 5 6
11) .
87 2013 6 5
6
12) 4.
( 5) 25
2014 2 1 2
13)
Deinococcus
radiodurans 25
2014 2 1 2
14)
Actinomyces
turicensis
25 2014 2 1
2

15)

Mycobacterium mageritense
25 2014 2
1 2
16)
29
2014 2 14 15
17)
24
2013 6 15
18)
24
2013 6 15

19) Yoshida A, Poulsen CS, Skallerup P, Maruyama
H, Thamsborg SM, Nejsum P Migratory pattern of
Toxocara cati and Toxocara canis in pigs. 24th
International Conference of the WAAVP, 25-29
August, 2013, Perth

20) Yoshida A, Skallerup P, Poulsen CS, Nejsum P,
Maruyama H, Thamsborg SM Migratory pattern of
Toxocara cati and Toxocara canis in pigs as a
model for human infection. Forum Cheju 16, 30-31
August, 2013, Seoul

21) Poulsen CS, Yoshida A, Skallerup P, Maruyama
H, Thamsborg SM, Nejsum P Migratory pattern of
Toxocara cati and Toxocara canis in pigs. 8th
European Congress on Tropical Medicine and

International Health, 10-13 September, 2013,
Copenhagen
22)
66
63
2013 11 2-3
23)



66
63
2013 11
2- 3
24)

83
2014 3 27 28
25) Hombu A, Yoshida A, Nagayasu E, Kuroki M,
Maruyama H Assessment on Effectiveness and
Safety of Albendazole for Ascarid Infections. 83
2014 3 27 28

26)
2013 10 5

27) 3
2014 1 26
28)
- 24

2013 6
29)

2013 10

30) Kumagai T, Ohta N: Efficacy analysis of newly
synthesized compounds with endoperoxide activity,
N-89/N-251, on larval stage Schistosoma mansoni.
16" International Conference on Emerging
Infectious Diseases in the Pacific Rim. US-Japan
Cooperative Medical Science Program, February
9-11, 2014, Dhaka, Bangladesh.

31) Seki T, Anyan WK, Kumagai T, Karasuyama H,
Ohta N: Basophils seem to be possible key players
in the regulation system of host responses during
schistosome infection. Forum Cheju-16, August
30-31, 2013, Seoul, Korea.

32)

N-89
N-251
in vitro 83

—

3.

2014

3

27-28



25

10
36

20

2013

4

2014

35

3

31




1)

2014

3

31

2013 4J]~2014 3

NINIPOINOIN O [N|W W~ |00

2#

13

2014 3
40
36
35
2)
3
D.

31

20

2013 2
10



2014

3 31
Acino Pharma AG

G
1
1

2)

1)

2)

3

4)

5)

26:36-39, 2014

48
36
35 1 3
26:888-891,
1 87
2013.6
87
2013.6
2 17
2013. 7
24
2013 9

83



2014. 3

6) Kutsuna S, Hayakawa K, Kato Y, Fujiya Y,
Mawatari M, Takeshita N, Kanagawa S, Ohmagari
N: A comparison of clinical characteristics and
laboratory findings of common fevers acquired by
returning travelers. An 8-year report from a large
travel clinic in Japan. 2013 1D Week, San Francisco,
USA (2013.10)



25

23
6 6 4
1999
1)
2) 3)
49 2
2,000 3) 4
)
24
GPM
(WHO) B.
”Prequalification”
Mepha
( Plasmotrim Rectocaps) 1 50 mg(
) 200 mg( )
ICU 25 3

4)



Mepha

2003~2013

(pH< 7.3)
ARDS
/DIC(
<90/60)
(T-Bili >3.0 mg/dL)
>2%
semi-immune
25x10%/pL )

( 20 7

22 7 28

0.4 mL/kg/
>3 mg/dL)
(<40 mg/dL)
(Hb < 8.0 g/dL)
<3x10%uL)

(non-immune

23
17

«c D
394 (8~78)
6 (26.1%)
6  (353%)

63.7kg(n=21)

(87.0%)

15

2 (11.8%)

3 (15.0%)

13

¢ D
23 22

C )
44.0 (20~78)
17 (73.9%)
11 (64.7%)

63.2 kg(n=16)

20
3 (13.0%)
(88.2%)
(85.0%)
2 1
14
)



29

6

5 1

4
49

Hb 7.7
3
6
43
(
4
56
(
5.0%) (1.4x 10*/pL)
Cr 3.0 mg/dL) T-bili 3.3 mg/dL
4
2

12

34
(
12.3%) (1.8x 10*/uL) T-Bili
6.1 mg/dL

0.08%

3.5%)

1
)
4
5

13 ” 1

(31
)
( ) 6
D.
1980
1999
1 200 mg

3

1,200 mg—~1,600 mg

1,250 mg 89

~96 (

) ( )
WHO
10 mg/kg( 20 mg/kg)

4 2



29
1
400 mg 1 375mg 1
2~4
24

”delayed hemolysis”

”delayed hemolysis”

”delayed
hemolysis”

1) 13

H - -
33:1455-1457, 2013
2) 13
2 -
- 33:1587-1589,
2013
3) 67.
2014 p1383

2014.

4) Kikuchi T, Koga M, Shimizu S, Miura T,
Maruyama H, Kimura M. Efficacy and safety of
paromomycin for treating amebiasis in Japan.
Parasitol Int 62:497-501, 2013.

5) Kimura M, Fuyjii T, Carroll B. Prioritising
immunisations for travel: International and Japa-
nese perspectives. Travel Med Infect Dis (2013),
http://dx.doi.org/10.1016/j.tmaid.2013.11.007.

2.

1) Shimizu S. Kikuchi T, Koga M, Maruyama H.
Kimura M. Primaquine use as the anti-malarial
relapse drug in Japan — Possible relevance of body
weight-adjusted doses to the drug efficacy. 13th
Conference of the International Society of Travel
Medine. Maastricht, 2013 (May).

2)
C )
3 ( 2~24 ) 6
/ 60
2013 (10
~11 )
G
1.
2.
3.



(kg) ) ( )
122 60 Pf 7.1( 0.3 6.8) 6 (day 2 ) 1 500mg 3
— 1,250 mg
(day 1)
/20 55 Pf , 25x10* MRI 400 mg/ (day 1) 1,250 mg (day 1
, , , —200 mg/ (day2~5) )
PLT 1.2x10*
/49 68 Pf Hb 7.7 400 mg/ (day 1) 1,500 mg(day 6)
—200 mg/ (day 2~5)
/33 80 Pf 4.8%, 800mg 1 (day1) /
1.5x10*, 3.6 24  (day 1~3)
/53 76 Pf , , 200mg 1 (day1) ( )
73x10%, 0.8x10%, 5 360 mg day 1~
11.0 ( 8.9), Cr10.6 4) /
24  (day 5~7)
/35 50 Pf 9%, 1.6x10* 400 mg/ (day 5) 1,250 mg
—200 mg/ (day 6~9) (day 1~2)
29 54 Pf 12.1%, 400mg 1 (day1) 375 mg 1
5.8 ( 4.2) (day 1) /
24 (day 2~4)
/08 26 Pf 200 mg/ (day 3) 750 mg
—100 mg/ (day 4~7) (day 1~2)
/31 ND Pv 400 mg/ (day 1) 1,500 mg
—200 mg/ (day 2~5) (day 6~8)
/40 76 Pf 600 mg/ (day 1) 2,000 mg
—200 mg/ (day 2~4) (day 1)
123 69 Pv 2% 400 mg/ (day 2) 1,500 mg
—200 mg/ (day 3~6) (day 1)
146 72 Pf 4%, 2.8x10*, 400 mg/ (day 1) 200 mg/
4.2 —200 mg/ (day 2~6) (day 2~8)
/20 55 Pf 8.3 400 mg/ (day 1) 1,250 mg
—200 mg/ (day 2~5) (day 1~2)



143

/56

/58

134

169

/133

IND

137

178

149

60

61

83

50

63

ND

75

78

65

62

Pf

Pf

Pf

Pf

Pf

Pv

Pf

Pf

Pf

Pf

3.5%

: 5.0%,
1.4x10%, ( Cr
3.0), 33
4.8%, Cr 6.9,
PT 57.8%

: 12.3%,
1.8x10*, PT 16.5
6.1
1.5%10%, 11.2, Cr
3.8

4.7

, , 2.3x10%,
8.2%

Hb 6.5%, 5.5,
13%

400 mg/ (day 1)
—200 mg/ (day 2~3)
400 mg/ (day 1~3)

200mg 3 (

200 mg/ (day 1)
—400mg/ (day 2)
—200 mg/ (day 3~4)
200mg 1 (day 1)

200 mg/ (day 1)
—400 mg/ (day 2)
—200 mg/ (day 3~5)
400 mg/ (day 1)
—200 mg/ (day 2~4)
400 mg/ (day 1)
—200 mg/ (day 2~4)

200 mg (day 1)

200 mg (day 1)

1,000 mg
(day 4)
500 mg 2
(day 12)
625mg 2 (
) 750
mg( 12 )
1,000 mg (day 5)
500mg 1/4
(day 1)
1,000 mg(day 5)
1.8 g/ (day 1~
7)
1,250 mg
(day 1)—500 mg (day 2)
3 (day

2)

24  (day 1~3)

Pf

Pv



25

Plasmotrim
ELSD
HPLC ODS
HPLC
2
10pg/mL  160pug/mL 0.9998
n=6 (RSD) 0.94% Plasmotrim
n=3 99.7%
Plasmotrim
B
B-1
" 98.0%
ODS
KINETEX 50mmx 2.1
mm I.D., 1.7 um, Shimadzu GLC
0.2M
TFA 2 2
42 v/v% (0 min)—>
45 v/v%(3 min) = 95 v/v% (3.5 min) = 95 v/v%
Plasmotrim (25 min) = 42 v/v% (25.5 min) 2> 42 v/v% (30
min) Plasmotrim
ELSD ELSD-LT II
Class VP-10 HPLC system
uv ELSD
uv 350 kPa 30 °C
ELSD Sul

40 0.2 mL/min



B-2. Plasmotrim

Plasmotrim
Plasmotrim 100mL
60 40
80mL
60
40 100mL 2mL
50mL
50mL
4mL 4mL
40pg/mL
315ug/mL
( )
C
C-1
33
8.1
3.8
2.2
a B
Plasmotrim

2.2 4.9
160pug/mL 315ug/mL
0.2M TFA 50:50
14
3.8
10, 20, 40, 80, 160
ug/mL
y=1.54x-5.87
0.9998 n=3
40pg/mL 315ug/mL
0.94%
C-2 Plasmotrim
Plasmotrim 200mg
n=3
2.1
4.6
3
99.54% 100.02%
99.7%% 0.28%
D
Plasmotrim

HPLC-ELSD



99.7%

E
KINETEX HPLC-ELSD

Plasmotrim



Plasmotrim

S
;. ®

z EECIPTSSPIN RN [, e
o 5; li) 18'0 20

BHMA:(A) 7EL=FJJL/ (B) 0.2 M TFA
J5TxUk:(A) 42% — 45% (3 min) — 95% (3.5 min) — 95% (25 min)
— 42% (25.5 min) — 42% (30 min)
& :0.2 mLimin, S5 LR 40°CEAR 5 L
#1238 :ELSD. Temp: 30°C, Press: 350 PKa, Gein: 10

(A) Artemether, (B) Artemisinin, (C) Artesunate, (D) Dihydroartemisinin, (E) Lumefantrine

TS TOIL&MARIFIZH M )




™

OH
Artemisinin Dihydroartemisinin Artesunate
ELSDATH i
— OIS!g:!Mesanhb H
20131011 Artesu(5OMetS(50kz1

501 R IHARN
@E

4.974.833959.

1 2 3

REEELL: 14fE . SRR 3.8




ArtesunateStd2

ArtesunateStd1
3.000 3.000
2000 y=15341x-5.8472 2000 y=1.529x-5.8418
. R?=0.9998 R?=0.9997
1.000 1.000
0.000 0.000 T T T T T ]

0.000 1000 2000 3.0t 4.000 5.000 6.000 0.000 1.000 2000 3.000/°4.000 5.000 6.000

-1.000 -1.000
-2.000 -2.000
-3.000 -3.000

ArtesunateStd3 ArtesunateCalib(n=3)
3.000

y=1.5616x-5.9346
2000 R?=0.9997
1.000
0.000
0.000 1.000 2.000 3.000/°4.000 5.000 6.000
-1.000
-2.000
-3.000
(Artesunate 160, 80, 40, 20, 10 ug/mL)
SR o tesupucts
— esufuctl
o etesuke IS: . Aetemeter.
O (R ssh g 2
wik s

g

Artesunate

4636 745495

2\01%

——
L

1.157; 70229

Plasmotrim




(1)

()

@3)

Plasmotrim

200mg

n:

rt(min) “Artestrate Std (40pig/mL) No. No2 No3
Satple  Atesunate | 219 | 546153 535164 556535 | 607414 613204 612213 | 607414 613204 612213 | 719307 741730 728079
IS Atemether 479 | 667150 654104 679543 | 748234 752601 750234 | 748234 75601 750234 | BB38G2 908046 890013
In(Sample area/IS area) 0819 0818 0819 | 0812 0815 0816 0812 0815 0816 | 0814 0817 0818
0819 0814 0814 0816
0000 0002 0002 0002
% %463 %463 %712
% 99546
0144
0144
t (min)
Artesurate Sid (Aopi /L) Nol No2 No3
Sarple  Atesuate | 204 | 376987 362811 375560 | G78952 | 374284 | 306353 | 396671 373465 G90131 | 387166 384850 | Q60113
IS Atemether 451 | 740130 718213 705900 | 745495 712872 764606 | 759230 735516 765237 | 749388 738513 735715
Samplearea/iSarea 0500 0505  05% | 0508 055 0505 0522 0508 0510 | 0517 0521 os®@
0516 0513 0513 0513
o014 Q011 0008 0010
% 99491 90571 0544
% 99,535
0041
0041
t(min) ‘Artestnate Sid (A0 g/mi) Nol No2 No3
Srple  Artesunte | 204 | 382745 398044 390081 | 398653  AO7877  A022S6 | 400256 396904 | 412000 | 415322 407494 419180
IS Atemether 451 | 716350 753434 767774 | TSBTS 772734 769892 | 749998 772490  780ATO | 792555 792780 778164
sample area/IS area 053 052 0520 | o525 o528 0523 053 0514 0528 | 0524 0514 0539
0525 0525 0525 0526
0008 0003 0010 0012
% 100014 %963 100061
% 100,019
0039 ()
0.039 0276 99.7 (A))
(%) 0.277




25

31 BinaxNow Malaria( )
60

53
4 2 Binax
Malaria 100

31

BinaxNow Malaria

Rapid
diagnostic test(RDT)



51

L

Oxem

60

80
OaxA
Bm7ounA
W zois
Oxen
b3
& N—t ok
Ep) 9 33 55.0
i 26 433
Bl 1 1.7
|t 60 100.0
@i 53
B N—t2k
a5 BEXA 49 81.7
T72UhA 2 33
ZDft 8 133 HBHE
dengue
L) 1 1.7 fevegr]
a8t 60 100.0 M malaria
Em™
HARI
[lothers

mpe




RS M

EROM & BEXY FMER OV ORR

¥ N—tk 34
a5 dengue fever 3 5.0 BEXY AR
malaria ! "7 EBHE TOROKSR misz == 0 Shtsz
TD 10 16.7 257 0 6 6
ARI 12 20.0 a8t 52 6 58
others 17 28.3
|kt 49 81.7
XiB{E missingvalue 1 18.3 D
&t 60 100.0 )
4
2 Binax Malaria
100 (RDT:rapid diagnostic test)
3) pLDH(plasmodium lactate dehydrogenase) HRP
Histidine Rich Protein , Aldolase
o 10
HRP
=
%,
FDA BinaxNow Malaria
BinaxNow
e LT Malaria HRP
[RRFE
Aldorase
RDT
PR R
;3-8 N—t ok
a3 BRER 4 6.7
=8% 2 33
HIIFER 1 1.7
|t 7 11.7



RDT(

100
G
1.
61 8, 671-678, 2013
2.
61 1. 32-37. 2013
3.
2012 4
. 2013
2.
1.
60
2013 10 31

11

87

2014

2014 2 1

turicensis

25

mageritense

2

2014

2013 6

87
2013 6 5 6

5) 25

Deinococcus radiodurans

25

Actinomyces

2004 2 1 2

Mycobacterium
25
2 1 2



2014

2

14

15

29



25

(M

2013
2013
2004 2012 254
p=0.06
217 173 44 79.7%
20.3%

A.

multiple-dot ELISA

96-well microtiterplate ELISA

300 400
100
B.




@)

ELISA

(1

14

7
~
—
o
—
on
—
o0
a
O o RS
NS
< I
Q
5
n
M3
M

LDBIO

24
41%

31

32

©)

14

17

292

28

252

95.9%

14

17

6
17

9
31
24

2012

2004

254

13

22

14

19

1"

18

32

13

13

40




@

2
100
3
2
2009 2010 2011 2012 2013
49 48 48 34 35
2 2 3 4 1
0 0 0 0 1
9 3 4 9 3
1 1 1 0 0
5 2 4 8 3
1 0 0 0 0
38 45 35 30 29
1 3 2 2 1
4 3 6 6 2
0 1 3 1 4
0 2 0 2 2
0 0 0 0 2
0 4 2 0 1
3)
2013 /
37 533 26 79
30 7
30
11
2013
28
CT
37
25 5

1/

40

40
25 5
69%
1
41
33
25 5 15
67
65
2.
2004 2012
15
17 5
79.7%
53.3%
58.9%
217 44 20.3
39

254



3
3
31 9
81 20
12 3
25 4
23 8
1 0
50
B
40 ﬂ
o &
30 H Bt
20
10
0
50
| semsn
40 1 O %t
m B

30 r

20

10

B1 ZARUEYT— LB EZR O ERERH IR REROFEHER 5 H

D.

2012 34

2013

2013
2012
200mg  GSK
2 3 4 8
8.0 2014 3
254
p=0.06
217 173
79.7%

2013 37

10 15 mg/kg/
2014
44
20.3%



G

1.

1) El-Malky MA, Maruyama H, Al-Harthi SA,
El-Beshbishi SN, Ohta N: The role of B-cells in
immunity against adult Strongyloides venezuelensis.
Parasit Vectors. 6: 148. doi: 10.1186/1756-3305-6-
148, 2013.

2) Nagayasu E, Ishikawa SA, Taketani S, Chakraborty
G, Yoshida A,
Identification of a Bacteria-Like Ferrochelatase in
Srongyloides venezuelensis, an Animal Parasitic
Nematode. PLOS ONE 8 (3): €58458, 2013

2) Kikuchi T, Koga M, Shimizu S, Miura T,
Maruyama H, Kimura M: Efficacy and safety of

Inagaki Y, Maruyama H:

paromomycin for treating amebiasis in Japan.
Parasitol Int. 62 (6): 497-501, 2013
3)
2 907-911. 2013 12 30

4)

Clinical Parasitology 24,
24, 91-93, 2013

2
1)
24
2013 6 15
2)
24
2013 6 15

3) Yoshida A, Poulsen CS, Skallerup P, Maruyama H,
Thamsborg SM, Nejsum P Migratory pattern of
Toxocara cati and Toxocara canis in pigs. 24th
International Conference of the WAAVP, 25-29
August, 2013, Perth

4) Yoshida A, Skallerup P, Poulsen CS, Nejsum P,
Maruyama H, Thamsborg SM Migratory pattern of
Toxocara cati and Toxocara canis in pigs as a
model for human infection. Forum Cheju 16, 30-31
August, 2013, Seoul

5) Poulsen CS, Yoshida A, Skallerup P, Maruyama H,

Thamsborg SM, Nejsum P Migratory pattern of
Toxocara cati and Toxocara canis in pigs. 8th
European Congress on Tropical Medicine and

International Health, 10-13 September, 2013,
Copenhagen
0)
66
63
2013 11 2- 3
7)
66
63
2013 11
2- 3
8)
83
2014 3 27 28

9) Hombu A, Yoshida A, Nagayasu E, Kuroki M,
Maruyama H Assessment on Effectiveness and
Safety of Albendazole for Ascarid Infections. 83

2014 3 27 28
10)
2013 10 5
1) 3
2014 1 26
H
1.
2.
3,



25

2010

ST
ST
2013

1.5

100
2010 12

1000

30 50

100

2010

2010

12




100
0 2012

2012

12

201

2010

rAgB

C.
100
2010 2011 2012
31 43 62
1,346 | 1,302 940
0 0 1
0 1 0
7 8 5
2,112 | 2999 | 2322
150 149 120
ST 1,083 1,108 | 1,286




100

2010 2011 2012
4 0 2
9 7 6
0 1 0
93 92 82
425 475 702
2 0 1
1 0 1
37 37 46
ST 1,083 1,108 1,286
100 70 90
1000 100
100
100
100
2010 64 29
2011 53 35
2012 48 71

rAgB

2010 100

ST

ST

1,000



E. 2013
2)

2013

G

1.

1) Kato-Hayashi N, Yasuda M, Yuasa J, Isaka S, Ha
ruki K, Ohmae H, Osada Y, Kanazawa T, Chigusa
Y. Use of cell-free circulating schistosome DNA
in serum, urine, semen, and saliva to monitor a ¢
ase of refractory imported schistosomiasis haematob
ia.J Clin Microbiol 51;3031-35, 2013

2) . Today’s Therapy 2014,

2014  (vol.55).

pp:270-271, 2014
3) Plasmodium
pp324 327,
2014
4)
8.0 pp53 54

2014 3
S)

24 pp4d 46 2013

D

24

10



25

N-89/N-251
Invitro N-89/N-251 72
N-89/N-251
N-89/N-251
N-89 N-251
0~ Optimization o~
8 ) B}AN\ .
0\0 O\o N
N-89 N-251
N-89  N-251
in vitro
N-89/N-251
DMSO
DMSO
N-251
N-89
N-251 invitro
2 16

N-251




N-251

N-251 Lysotracker
N-251  50uM 48 N-251
16 16
Lysotracker
N-251
N-251
0150016A
N-251
C.
N-89/N251 -

N-89/N251 in vitro e e i ¥ ; :

EC50<20},I,M
ECsy 174.9uM

N-251

PR SRS
80% .. ‘E ' —  eme50uM N-251
70% . !\ == 25,M
60% ..
50% .-. “ 12 5uM
40% @ 6.25uM
iz: '0_ “ 3. 125UM D.
10% * & 1.5625uM
0% O s Grmiis e i -
N-89/N251
N-251  in vitro Invitro
N-251 in vitro
- N-89/N251

N-89/N-251



Infectious Diseases in the Pacific Rim. US-Japan
Cooperative Medical Science Program, February
9-11, 2014, Dhaka, Bangladesh.

(2) Seki T, Anyan WK, Kumagai T, Karasuyama H,
Ohta N. Basophils seem to be possible key players
in the regulation system of host responses during

N-89/N-251 schistosome infection. Forum Cheju-16, August
30-31, 2013, Seoul, Korea.
3)
N-89
N-251
in vitro 83
N-251 2014 3 27-28
N-251
H
1.
N-89 2.
3.
E.
N-89/N251
N-89/N-251
G
L.
2.

(1) Kumagai T, Ohta N. Efficacy analysis of newly
synthesized compounds with endoperoxide activity,
N-89/N-251, on larval stage Schistosoma mansoni.
16" International Conference on Emerging






2014 |1383-1387
2014
Pocket Drugs 2014 | 938-945
2014
5. 2014 |54-57,200,
218
)

2014 | 270-271

2014

(vol.55).
Plasmodium 2014 | 324-327




26 888-891 | 2013
26 36-39 2014
13 33 (11) | 1455-1457 | 2013
1 -
13 33(12) | 1587-1589 | 2013
2 -
Kikuchi T, Koga M, Efficacy and safety of Parasitology 62 (6) 497-501 2013
Shimizu S, Miura T, paromomycin for treating International
Maruyama H, Kimura amebiasis in Japan.
M
Kimura M, Fujii T, Prioritising immunisations Travel Med Infect 12 118-128 | 2014
Carroll B for travel: International and | Dis
Japanese perspectives.
61 (8) 671-678 | 2013
61 (1) 32-37 2013
2013
2012 4
Dokkyo Journal of 40 (2) 79-85 2013
Medical Sciences
El-Malky MA, The role of B-cells in Parasites and Vectors 6 148 2013
Maruyama H, immunity against adult
Al-Harthi SA, Srongyloides venezuelensis
El-Beshbishi SN, Ohta
N
Nagayasu E, Ishikawa Identification of a PLOS ONE 8(3) e58458 2013
SA, Taketani S, Bacteria-Like Ferrochelatase
Chakraborty G, in Strongyloides
Yoshida A, Inagaki Y, venezuelens's, an Animal
Maruyama H Parasitic Nematode.
Clinical Parasitology 24 91-93 2013
907-911 | 2013




Clinical Parasitology 24 106-108 | 2013
1
Kato-Hayashi N, Use of cell-free schistosome | J Clin Microbiol 51 3435-3438 | 2013
Yasuda M, Yuasa J, DNA in serum, uriine,
Isaka S, Haruki K, semen, and saliva to monitor
Ohmae H, Osada Y, a case of re fractory imported
Kanazawa T, Chigusa schistosomiasis haematobia.
Y.
Clinical Parasitology 24 44-46 2013







