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Table 1. Effect of Benzimidazole derivatives on the plaque formation of
human enteroviruses

: ICso ( g/ml)
Virus Cell VRL1217 7 MRL1237 __ MRL-1243
Poliovirus 1 (Sabin) Hel.a-§; NT 2.4 NT
2 (Sabin) HeLa-S, 1.6 0.84 13
3 (Sabin) HeLa-S; 14 0.88 1.1
Echovirus 5 (Noyce) HelLa-S, 0.11 0.066 0.068
6 (SP-72) HeLa-5; 0.15 0.15 0.10
9 (Hill) HeLa-S, 0.11 0.076 0.063
11 (Gregory) RD NT 0.061 NT
18 (S§P1572-82) HeLa-S, 0.15 0.11 0.094
20 (11847) Hel.a-S; 0.15 0.090 0.073
22 (SP550-72) RD NT 0.032 NT
25 (8§P1774-90) HeLa-S§; 0.073 0.064 0.044
30 (SP2447-83) HeLa-S; 017 0.12 0.080
Coxsackievirus A4 (High point) RD NT 0.18 NT
A6 (SP1776-86) RD NT 0.41 NT
A7 (AB-1V) RD 0.97 0.78 NT
A9 (Bozek) RD 0.26 0.16 0.043
A10 (Kowalik) RD NT 0.63 NT
Ale (G-10) RD NT 0.94 NT
B1 (SP2119-86) Hela 0.15 0.084 0.12
B2 (clin. iso.) Hela 0.15 0.12 0.13
B3 (Nancy) FL NT .14 0.11
B4 (JVB) Hela 0.22 0.14 0.16
B5 (Faulkner) FL NT 0.15 0.15
B6 (Schmidt) HelLa 0.29 0.21 0.21
Enterovirus 70 (3670/71) RD 0.17 0.036 0.030
71 (BrCr) RD NT 0.24 NT

NT: not tested

Table 2. Effect of MRL-1237 on the plaque formation of
CB4 freshly clinical isolates

Virus IC,, ( g/ml)
prototype (JVB) 0.14
509 0.11
637 0.16
688 0.15
974 0.17
976 0.16
982 0.19
1180 0.24
3106 0.20




Table 3. Effect of MRL-1237 on CVB4-induced death in BALB/c mice

Treatment Inoculum Survival rateV Mean survival time
RETD (g (D peroa PP DmEsd P
placebo (PBS) 0/10 68+2.0
5 0/10 NS 8.1x12 NS
once daily 10 420 710 <0.005 172443  <0.001
for 20 8/10 <0.0025 17.9+42 <0.001
5 days 40 10710 <0.001 20000  <0.001
placebo (PBS) 0/10 7713
5 5 3/10 NS 115453 NS
placebo (PBS) 0/10 8.2:09
twice daily 1.25 0/10 NS 83:+2.1 NS
S g‘;;s 25 > 9/10 <0001 188436  <0.001
5 10/10 <0.001 200400  <0.001
placebo 0/10 82+09
twice daily 0.625 0/10 NS 8.6%0.8 NS
9 g:ys 1.25 3 6/10 <0.025 15.3+6.1 <0.005
2.5 9/10 <0.001 192+ 2.4 <0.001

Groups of 10 famale BALB/c mice (7 to 8-week old) were infected i.p. CVB4(637) and medicated i.p.
with MRL-1237 beginning 2 h after infection.

1) At 20 days after infection 2) % *-test with Yates’ correctin  3) Student’s r-test  4) Not significant

Table 4. Effect of MRL-1237 on CVA9-induced paralysis and death in sackling mice

Mean paralysis score Cumulative Me_an
(“?giz) Days after infection p::iy‘id su:;;:al
1 2 3 4 5 6 7 8 9 w1 12 20 pertotal  (Days*SD)
placeba 1] 1] 0.13 2.07 290 2.8% 2.836 250 3.00 30530 56+13
(PBS} (0/30) (0/30) (#/30) (26/30) (2L21) (16/16) (WT) (U (U  (0M) (H0) (0A) (0K)
0.2 0 4] J\] 1.41 219 2.15 1.94 1.75 160 156 050 0 0 29/29 10.0£6.3
(0/29)  (0/29) (0/29) {19/2%) (26726} (20/20) (14/26) (10/12) (8/10) 6% (B (0/8) (8 NS P<0.005
05 0 \] 0 012 0.64 0.84 1.04 1.13 060 021 005 0 i) 17/25 17.0£53
0725y {0/25) (0/25) (2725) (10/25) (16/23) (l6n4)y (12/23) (120) (5/19)  (3/19y (019 (/19 P<0.005 P<0.001
0 0 0 0 0 0 0 0 1] 1] 0 (] 0 0/20 200%0.0
Lo (©/20)  (0/20) (07203 (0/20)  (0/20)  (0/20) (0/20)  (0/20) (0/20) (020) (0/20) (0720) {01200 P<() 001 P<0.001
20 0 0 0 ] ¢ 1] 0 0 4] 1] 0 0 0 0721 20.0x0.0

02) (0/21) 021y (0/21)  (021)  (0/21) (021 (0/21) (0A21) (O/21) (0/21) (O/21) (0/21) P<0.001 P<0.001

Mice were infected s.c. with 5 LDy, of CVA9 and treated s.c. with MRL-1237 twice daily beginning 24 h after infection for 3 days. Numbers in parentheses
are number of paralyzed mice per survived mice.

1) Scores: 0, no synptoms; 1, paralysis in shoulder and foreleg; 2, addition of paralysis in hind limb; 3, systemic paralysis and necrosis of straighted muscle

2) Not significant  3) x *-test  4) Student’s i-test
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Mice were infected s.c. with 5 LDso of CA9 and medicated s.c. with dose of 2 mg/kg twice daily
for 5 days.
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