DOT: 10. 16262/ j. cnki. 1000-8217. 1999. 01. 008

16 o #

SRR

R & 1999 4F

MEBR4EE 17997 EAIINES
ER B HEIPLE TR

) 4R

W X &

(PEEEM ¥R, ¥ EBFES Ly ES LM R RN, LE 100050)

(¥ %]

17997 R R EZHE R FHE 2 B0 -tk EEH AN BUAFNEE, N F

BRHXNEN, EapERA, FEAAERE IR A, xRk BERE]IE KA RS
BFEEHFEEB HAALNEHER ICEHRE RAKTHERKF. AAZRYDNRBEAEAS
FEIARIRBMKAA T D ERNETRR, IBKATE, ERDAFPHELFR ; HEAKY
BrEGHEFRFLURL N A AT LA TR RO X AERE AX 2GR RFE IR
ABRKALETEXNETRR AR LA L R E | BARRBRERAFAKAEH AT BT
R 179 EEBRERERA TR ARERMRBER A HEFERRR ST LA M, THE

FT W & 2 E IR R
[x&ia]

B S 1 S 0 SR R BT SRR R
PR BT R AT M AR R B4 L B
Pl R R B LIRS, BERKZE, ER2HR
JTEMAT AN RBRIE RE KRB BN . BRI
PR EER M B RE T ERER, HA K%
BRANSCHER U T RESRE, SR
HORBAHAE B SRR, BARW,Hb T
BEABAZ(2BE 3ICAEFRE, PE K 1/3
EAE) B9 i 30 ME T B 0 08 B 24 ) B 24 4 [ B i
Ho BSOHERMMBMES FURBAHYEH TR VA
B AR, HRlR LR KR EAMEE 30 £
FOHFUPIER Y R RRR,C B 11,
HAAHRBHRFLPEE L 1 #HU g
29 4 K B BORH 28 254 (ANHU 3L B8 L 24
BRAE AR EBERENTEALKS FH),
HUEABERYIRELR IR T RER. A&
Rk B B Y R R B R 2R B ) DNA & HUBE,
EMUBRMNEDRUYHEXSEFRY S,
BARERBREE, i BUR R B P T, &
WEAER, XEHYHRILFRGIRS ™ WA F

HARABRMEFESEATE , H AT 39390012.
AXF19984E 10 A 19 HWd .

NABRER LABEETHRE, \RERERS

BOPURREISAE A REIRBOR S A B EK, &
R 2 BRRR M AN B AR . DR, X4 AT ER AR AR AT 25
R 5IF %

BNEERARBFESERNE "= KK
WASGHAETRHEIHTL MRS B E
B r8e —wEEEWN, KA YT SRS
FNEH ) ESREES, ZBAEEE N 17997,
RO TEMA N EOSER, AMFEEL SS9 L, i
HAF K GY . X 17997 TR S RERINT .

1 17997 EHMIEF KB EHEY

1.1 17997 By i % il

17997 fE N SHMBE SR N AT B Gl B i B 1 BY
(HSV- 1) a2 w3 1 B (HSV-2) K i &
B (VSV) , b B2 47 9% BE (Cox By) B2 A G003 BR B0 7
(HIV-D) ¥ B EMHE Y, Bi697 8 (TDsy/1Cs)
(R 1,2),
1.2 EE8 17997 S E &S (ACV) X HSV-1 R &I
i

By 98 5 22 B A KR YT SR B R A R e Y I



1 00 X e hFEd~H €

% I1H MR % TG R LA B 17997 R 4 S B 11 A R LS AU B 5 17

%o NRIFILMFEH ICMEERR, BitRR AT 17997 FARAIRBRARBHFRET. MES
MEBREMERR MG R, MAARAREMAR HADREEEREYEEL, BRI HiES
7 ¥ ,17997 2 ICs, 8 ACV 3%, FREX R RERRHARAYEHA SRER,
. 17997 K I BT HSV-1 K& HSV-2 B IF MRS, H &
2 17997 ERNRRBITH BT ACY. A REL R IR 25 0 F 5 F 428,
2.1 17997 & NREAETH BB AENTHR —HBRARAHRT—H KL,
BB A/ U B B B HSV-1 8% HSV-2, R )5

£1 1797 EREREFARKEEN

1G5 /uM-L~" TDse¥ /pM L~ ]
"% AR MR E R P24 MIT HTdR TDs/1Csa
HMARZERELR VERO 2.03£0.95 0.020 182 9100
BaiEE IR VERO 4.00+1.84 0.024 182 7583
KRG 1 5 B VERO 1.52+1.68 0.38 182 479
FIgEFHE B, VERO 3.35+2.77 1.13 182 161
Ao srbpia 1 R 8166 0.036 40 111
HY* 0.048 3.2 67
M EEARE B, VERO —
W A MDCK —
WERELR MDCK —

1)1Cso 40 i 509 %5 5 5L ) B 25 PR BB, 2) TDso 30 31 50 % 280 L 335 4 64 2 ¥ JF L 3) HO O HIV-1 1M R R 4 bk

F2 17997 Hi HIV-1 9 IC,,
ﬁ”ﬂ HIV-1 ﬁ‘iﬁﬁ IC50;J.M TDS(,’J.MI) TDSO/TCSO 202 17997 N SIV Eﬁﬂﬁﬁ m ﬁﬁm#ﬂ*‘] {'Em

C8166 B 0.036 40 nit STV J Sk 30k Gy L R R 2 BT PP 4T 51 HIV 25 4904K
H9 ms 0.048 3.2 66.7 WIT S R IF R sh i LAY, o 48 T 6 % Bk R
HoY s 0.1 07l 4.7 IMIDy, SIVmac251 1.0 mL/R, B BT — K & &
PBMC 018a 0.018  0.08 i
PBMC 018c” 0.02  0.018 0.83 YR 15 min FSC KR BE (ip) HE4F 17997, UG B X ip
1)TDy X°H B BB B A Mk, 2)H9 2 HIV-1 18 PE BRI S Mk , BH—K, 24, FHEMEBEANE . BEBREEYLS
3)018¢ i HIV-1 2 AZT W & % 1k . S, HPHRITASA3 R,ip AAWH, KT (ac)
£3 17997 5E#%% (ACV)Hi HSV-1 E MM L% YA, 41K 0.06 mg/kg K 0.12 mg/kg W1~
17997 VERO B 0.02 9100 ALK —ERMEEERN, OXREBERENONSTEMLRLE
ACV  VERO  PABEH 8.48 >519  FELE 1,8 1) WE T acBH, B 1(b)K ip wmIh, I
ACV  VERO  Gh¥EM¥  0.089—6.7 X BEH GER BT ip ATET ac %5, AABRMERD, ;
100000 100000

10000 10000,

1000 1000
100

10

WA (TCID/mL)
g

B 1 17997 4 A% A MR R EE K F S
(a) 17997—@—sc 0.06 mg/kg, —A—0.12 mg/kg, —O—3 HH (b)17997—@—IP 0.06 mg/kg, —A—0.12 mg/kg, —O—%f JRA



18 wom R

% B & 1999 4E

2.3 17997 i&fF K& HSV-1 AR K R ER HSV-1
BERBRBMITH

LRERYBIRE T BEITA
2.4 17997 BTG AL BB AHBRIITH

43 kB E S AR kN F R FL KRR
B EHELENSMER, DA S IR R TR
HEE R 2 L HBENFHEILRBEYAFFE
PLA Wi 4H ;— 4 17997 0.5 mg/mL BB B KA
ST B RA 3RS . L 745 - HIWE,BHIHRKR
KEHABEN. ERBER, BTABKEL, ABAE
KEEEREMBIGITH 14.6 mm, F/NF 12.7
mm, B Bk §i4- R85 5 F58 4 FME S B
%o XNERAR—LPABIERTE 5 HBRE S, HAth
5k PI4 B ARBE Y R R AT T KA )
RFAKYE, BAERZEMH 20.8 mm 1 %) 26.4

mme

3 17997 ¥ HSV-1 M {EAHLBIRR R

XF 17997 YER HLH) R B0 250 IR &, ¥ 72 40 M B
FHNMBIF. (1)17997 5 HSV-1 78 37 C EHL B H il 1
h, WRERRAH TR, RULEEXREER; (2
17997 AT # HSV-1 Xt 18 £ 40 i 2 R Ff, IR AN & iy
FRESHARBER; (3)HSV-1 BRY5 6 h, BH
17997 4B, XM B/ FEBEM; O @ FEEEE
BOBE, R4 DNA 5 H X W 17997 %
BE, % HSV-1 DNA EHIAFEH BENMHBIEM; (5)
17997 % HIV-1 %5 R 86 RS AT R A58 DNA RO
ERETHBWHIEA., XEFREGREYE 17997 9
#l HSV-1 S B R BB B, HAE A S T BB 7E

J#E DNA & B, B A2 A#EHT DNA B 5 85,
R 0 BT 9T 5 R . SR K R HE W (38 3017997 R
HSV-1.DNA K R & B A s # MM d /e A" 2 8
(LB IR R E R EIEZ)

4 it it

17997 HEBERAL Y, SFHHEEFTHILEA
PAF 458 TSP K NS B a2 AV
B FRIEIEF A5 A i 2, xd B v 5 i 25 3
BRAD T 17997 §UBGEAR AN REZRE S8,
S — e REIR Z AT, B AR Rk R A A
2y, JLH AR LT A R 25 P K & Y, BT 38 W0
R EETAEHREER S ERAE R, 17997
VERMLE SRE R BAY AR, it 2o HZ
sREKA 2, A g2 4, HBT 17997 IE#&#
2B R HAT RET 5 -

g * X #

[1] B2 . PR AR AR - LR BE 1995, (1—2);
21—29.

[2] Frik De Clercq. Stratigies for intervention with HIV infections. J. of
Medical Chemistry, 1995, 38(14):2491—2517.

[3] Alrabiah FA, Sacks SL. New antiherpes virus agents. Drugs, 1996, 52
(1):17—32.

4] M BER BEXR% )T IERRENE R 17997 RS
RGPS . A B 1997,22(5) :368—372.

[S] MR, R/, kB . R BE S A K 17997 4K 5M 51 HIV Ktk
HBL SIV & PE RS . v 16 PR A B 3 R B 98, 1997, 3(6):
271—274.

[6] MRZ %, TWEFE . PUOWEDTAE K 17997 HL 2 1E H LR
HIBES . T EFIAERZ&E,1998,23(2) : 154—157.

THE RESEARCH OF ANTIVIRAL ACTIVITIES IN VITRO AND
IN VIVO AND THE INHIBITION MECHANISM OF
ANTIVIRAL ANTIBIOTIC 17997

Tao Peizhen Lou Zhixian
(Institute of Medicinul Biotechnology , Peking Union Medical College , Chinese Academy of Medical Sciences , Beijing 100050)

Yao Tianjue

Abstract 17997 is a broad spectrum antiviral antibiotic produced by a strain of streptomyces isolated from a soil sample
collected in Yunnan Province of China. It is a non-nucleoside compound. 17997 displayed strong inhibitory effects on
herpes simplex virus type 1 and type 2, human immunodeficiency virus type 1, vesicular stomatitis virus, coxsackie virus
B3 in cell cultures with ICsy values under the lever of :M. In vivo experiments 17997 was effective in treatrent of HSV-
1 and HSV-2 systematic infections. The mortality of infected mice was reduced and the average survival days of infected

mice were extended both with statistical significance. The plasma viral titers of rhesus monkeys infected by simian

1 6‘5} AN



18 FaIRE % PO BT R 17997 MR 515005 2 44 A R 4 Bl LA B BF 5% 19

immunodeficiency virus were reduced by prophylactic and therapeutic treatment of 17997 through ip or sc rout; the
treatment efficacy of 17997 against rabbit HSV-1 keratitis was significant, 17997 also displayed therapeutic efficacy
against HSV-1 infected guinea pig skin lesions and bovine papilloma virus infected fibropapillomatosis. 17997 did not
directly inactivate viral activities and did not affect viral adsorption and release. 17997 did not show any inhibitory effect
on viral DNA polymerase and reverse transcriptase. 17997 was still active if the treatment was started within six hours
post infection in cell culture. The non-toxic concentration of 17997 could inhibit HSV-1 DNA synthesis significantly
without any inhibition on cellular DNA synthesis by isopycnic ultra centrifugation. It seems that 17997 might affect the

early stage of virus replication cycle. The great potential of 17997 to develop as an antiviral drug exists.
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