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Abstract

To use interferon (IFN) only has little or no therapeutic effect in the treatment of herpetic
keratitis. However, to use IFN in combination with anti-herpetic agents has high therapeutic efficacy.
Although, the interaction between IFN and anti-herpetic agents has not been decided clearly. In this
study, the interaction between human fibroblast interferon (HuIFN-g) and anti-herpetic agents,
5-iodo-2 -deoxyuridine (IDU), aciclovir (ACV) and 9-(1,3-dihydroxy-2-propoxymethyl) guanine
(DHPG), was studied in vitro using VERO cells. After the formation of monolayer of VERO cells,
HulFN-3 of various concentrations was added in the maintenance medium. After 24 hours incubation,
the medium was removed and herpes simplex virus (HSV) type 1 was inoculated on VERO cells. Then,
anti-herpetic agents were added in the medium in various concentrations. After 48 hours incubation,
plaques were counted and the reduction rate of plaque numbers were calculated. The results showed
that each combination of HulFN-3 with IDU, ACV or DHPG worked synergistically in the inhibition
of HSV replication. (Acta Soc Ophthalmol Jpn 92 : 1177—1184, 1988)
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#iaho IDU o#E & AR TH S, HulFN-8
DL #0.01IU/ml, 0.1IU/ml, 1IU/ml, 10I1U/ml,
100IU/ml & ZE{b 2, ACV OEEA10M & L7=%
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10°M e b ' IRIXI0M & L3 & &, #Hic
HulFN-8 @ & & % 11U/ml 7 & 2z 10IU/ml & L,
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L, ZhEHEicfAv7, FIC index (%, [FIC index=
G o A FlOERE /B0 A o BE +if 1R
o B FlosE/BEmEEo BAORE] Lo BATE
HEh, borYR2HL0CLEREFRELAED
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62.7%, 11U/ml @ & *121369.2%, 10IU/ml © & i
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HulFN-gigs | IDU i |75 v 280 | 75 v 2 =
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0IU/ml 629.7 8.2%
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0.385 0.375 0.01
0.381 0.001 0.38

FIC index =FICipy+ FICipx
FlCssi= ftFRE o IDU §gr
- HMRo IDU @
FICy e — D AR > HUlFN- 3
NI HulFN g R

HETERY T, HulFN-8 & ACV 268 L8
%@%ﬁ%%@lo%%tt%@#ﬂ5?%%.MW

HIR&EE 92% 7%

L
\
.
LN
\-
s
‘\
= Y
H %
o
3
— 0.5 F %N
N %
‘\
® s
.\
.
Y
.
N
X
=
,
L
® *y
0 0.5 1.0
F1Cuen

E4 IDU & HulFN-g fif fiEE @ FIC index

1 00

%50 O—OHWIFN-B+ACV (10°*M)

i Z Or——=A Hul FN-— B HLH

- ACV (1 0°"M) Hix

0.01 0.1 1 10 100 1U/ml
Hul FN— g #5E

E5 ACV & HulFN-g o fif Hh#

ZIMOBECREMBER LB RT0%0 7
7 v 7 IR Z R L 28, HulFN-g Bz ACV
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HulFN-g & DHPG # it H L 7= O RBEH R D
—o%RELICSDHRT CH%H, DHPG ORELX —E
=L, HulFN-g OBE* % 2 IcB &0 KRG R AT
LTw5A, DHPG 10°°M DR T B R
5.3%D 7 5 » 7 HHEIEE R L 223, HulFN-g
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0.01 0.1 1 10
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£6 90%7 7 v 2 BEIHIK O DHPG &
HulFN-3 o3 A #EE

DHPG HulFN -2
8x10-"M 0 TU/ml
0 M 100 IU/ml
3x10-3M 10 IU/ml
Tx10-"M 11U/ml
10-*M 10-21U/ml
10-M 8 1U/ml

E£7 90%7 7 » 2 BHINGIHEO FIC index

FIC index FIChura FICipx
0.138 0.038 0.1
0.885 0.875 0.01
0.013 0.013 0.0001
0.081 0.001 0.08
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LA EoEBFE R 25, FIC index O FE#HER R DT
%45 &, HulFN-g & IDU Dl Z &2 0BRE T,
0.425TH H, ACV LDl Z &3> Ti20.218, DHPG
EDEAEHRTIR0.2T9L e b, HEHEORE L
ACV>DHPG>IDU & #e -7z,

v %

Nagano 5!9% Isaacs b L - TR A S 1
v#—7=nrv (IFN) dL#EEOR Y1 L A EB%
FoTih, LrdBEMNDRVWC EnEE ML
FREVICE R ShTE K, 4%, IFN o4 EHo R X
DOAFHETH 702, Bl CllAdEsfaitEs L
TRERABEENTREL LY, FTETSHHEHICE W
TEHEREAIh>25 5, [BRHEE T IFN 2RI
THENBED THBEIR20EL EOE AN - T3
P, FORICAE~AL AT 5E LR S i,
Tommila'™ X IFN BifER CEBEORE>ET 52 &
RETAWME AR L TWw5 A, MUEHT IDU e &£ i~
WARAFRERER L TS TFRHBROBEEN
iodine cautery THhals, +D L 5HERL -1
ENHERIEShD, ToB, IFN ofERFORKES
IDU i DL~ <~ AF OB F Iz & & 7 - THIE A
FET DICHE, IFN BIMFERIC 55 B2
TH¥TC, BETRAE~Ar <28 LT, IFN ¥
RAERS IR R fe b BRI LR B 5, B
BRI EVCIMENBLAL THB,

UL, BERCRBREGED L IFN 2o
~ARAREGATEE, A SABENELLCE
BB Z EPHEIRTWD, MAE~AL A0

123\~ T, Sundmacher 5%, de Koning 592,
human leucocyte interferon (HulFN-a) & trifluoro-
thymidine (F,T) #ffA4 52 ik v, BEkmE
ROGHEMM 2 F,T BMERICHE~NEL G2
L ek LmAEL TS, £/, de Koning
5, Colin 5%, HulFN-a & ACV ##fHL, H
FRICERCHR AR o BRI & ACV B iz <
ELCAMTEEBELTWS, Z0X5 K, #ih
ERATRBERDRERE L IFN o~ 1~ 2
FeATHLILL T, i~ AF|lOBELE
L{@mdLIENTEDLDLTTHEN, LOHEAIEH
K2 TRHPEVREZI LT, FZTSEIOH
%03, invitro ok 5 IFN L$i~A <2 H L OHE
fEAXBELMCTAI X EME L,

LHIGt AR O ML EH 2 BT T % oo ic4ER FIC
index # % B\ oS, ZoFgIC X A in vitro DE
SR ds 1 B SHI0F R O M TR & HhE i,
Landh BIBRICHE~S & L AR 1919 ¥ - 2 1075
L7z X 512 isobologram ez R +hiEF 0B EER
BB TH Y, EbOTHAKOBWHEL bR 3,

4O in vitro ©FEEFE R X, HulFN-g & IDU,
HulFN-g & ACV, HuINF-8 & DHPG 4T o4
SheiI s THEGR LR LA, Stanwick 519
iIC L #uE VERO Mg % A v~ 72 in vitro @ 8 © A
FefE R &£ ARk HulFN-g & ACV & o B ES
RERLICEHEL T3, Levin®® bk in vitro 0 FE
BT, HulFN-a & ACV & ot I EENEART
EERHEL T3, Janz B2V, invitro TIFN-g &
9-p-D-arabinofuranosyladeninemonophosphate
(ara-AMP), 1-g-D-arabinofuranosylthymidine (ara-
T), 5-ethyl-2’-deoxyuridine (EDU), ACV, F,T,
phosphonoformic acid (PFA) ®#fF%E T, ara-
AMP & Dl &Z &b TIIHEMBRLR LN, F0
oI~ 2 AF LD AEHETIHESRE LT
TEERHELTWA, Eppstein 5220, in vitro TO
%5 TIFN & DHPG, IFN & ACV Lo A &2
F& ARG RER LI, HEDER REOREN
LOEATH L EHELTV50, SEDKERTIX
ACV>DHPG Th o7, L LEOERTEBECILL
G, ABELRRLTERARVEELDR, 04
B4EmR OB ERE T2, ACV &£ DHPG (2 X <
LFMETHY, TOFABFLRKLELLRT
WHERALTALE, ThELEdhwLE285,
Moran 5*% in vitro ® %8 T, recombinant human
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interferon-a (rHulFN-«) & ACV, DHPG, vidar-
abine (ara-A) #{ff L7:%®, rHulFN-« & ACV,
DHPG L D AfGbhe TR ERILHEEHR L TLI
5, ara-A £ OEAEHE TIEMENE X OBV FHER
Ba il @G L Twa, X5z Fraser-Smith
HL, = o A% 5 o B4 9EEE T, mouse interferon
beta (MulFN-8) & DHPG & O fif HiZHERD R 4=
T EERWELL, 20X 5 IFN L{FRHBRFORR
B~ = AF AL G THRBERT 2 L HEED
Baatrl 52 e, SEOREDLLLTHEAL
HELTWA, HEDRFE LA FABFIERRE
itoZ b LTy, mEL®L, IFN TUETS &
ACV ol b E S E 5 22 0HEB L LTH
ELTWv5, H~ARAFBF~ AR AREFET
o IIERLEn s 2 LARETH D, TR
L= RESLND Z L RHAFEDRYEDERELT
KAEZXLRBILETHSD,

ELICHBESRPE L AFEFFHATSIZ &, D
A ERTE 5, 2) FHERARLHO T &M
TEBLEVWHEFMVSHD, O Loxbiitetko HB
Bk, EIfEH OB LD ATEEMN b A E b, STRARE
~ R AR B EBOBRICEWT, IFN & &f&EhH
~A~_AFOHFRIZE L T aERICEA ST E
LD EEZD,

*7-, SEHEVI: HSV (PH #) &, @ IFN o)
{152 1= B U b 414 vesicular stomatitis virus 2t
~IFN-g izt LtV EZE A RL, IFN oF L v
HififE> AT 2L LTHRETESRESHL LA
bhiz,

AGFRIC AV 7o HulFN-g 2 H vkR &t b, IDU R
TR EE 5, ACV REEY = » 2HHb,
DHPG (2 E Syntex #2Lt5E Shi-bDTH B,

vz pehich, 65, MEMEB £ LoMEE
SHESHE L EHFEESCREH L E T
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