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FE: Al A A S & 3 T R BB EE (DENV-1T Luch) iS58 0 SIS IR sem, #1740
G, KIRT2%KE (azvudine, FNC). #:F&KT2% 5 5E (hydrochloride salt of azvudine, FNC-HCI) F1 = 2 g
W[ 2% K 5E (triphosphate azvudine, FNC-TP) fgW53H] DENV-1I Luc'fEH], o7 AT E F% % (dengue
virus, DENV) & 1. & 4Gl B2l FNC. FNC-HCI 11 ENC-TP %} DENV (43P, il id & [ el s
ISR 3 AL &Y% DENV-1 22K H E (envelope protein E) ik HISLI, & 5l it Sz 5E & PCR AL &
Y%t DENV-T197% 5 RNA F#I#I1ER . 458 878, FNC. FNC-HCI F1 FNC-TP #lifi] DENV 52 i i) 2 50 S0k &
(ECsp) 7F 0.54~25.42 pmol-L ™ Z [, BHYEZ59 ] &L F5 40 DENV- I () ECs Ay 40.78+1.02 pmol-L~". & [ EN
IS K E AR BN, 3FMLA YIRS DENV- I A E [ E fIFRIE, JFH 2 Z %) DENV- 1% & RNA
B4, A MTT BA & B FNC. FNC-HCI #1l FNC-TP 40 B 2 tEAR /N, FAa iR E (CCs) KT
3000.00 pmol-L ™%, A5t %] FNC. FNC-HCI Al FNC-TP fE4H /K F. 2 E/KF X RNA /KT 15 88 4] DENV
M, HAmmIE R TR SR, BP0 SR T AL 2.
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The study of azvudine activity against dengue viruses in vitro
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Abstract: In this study, azvudine (FNC), hydrochloride salt of azvudine (FNC-HCI) and triphosphate
azovudine (FNC-TP) were tested against DENV- I recombinant virus (DENV-1I Luc’). Theinhibitory activity
of FNC, FNC-HCI and FNC-TP on DENVs were detected by plague assay. The effect on the expression of
DENV-II envelope protein E was detected by Western blot; the inhibitory of DENV- II viral RNA by compounds
was detected by real-time quantitative PCR. MTT assay was used to determine the cytotoxicity of the three
compounds on Vero cells. The results showed that FNC, FNC-HCI and FNC-TP inhibited the viral replication
by inhibition of renilla luciferase activity of DENV-II Luc’. The 50% effective concentration (ECs) of FNC,
FNC-HCI and FNC-TP in the inhibition of DENVs replication were from 0.54—25.42 pmol-L ™, while that of
ribavirin was 40.78+1.02 umol -L " as the positive control. Western blot and real time quantitative PCR results
showed that FNC, FNC-HCI and FNC-TP significantly inhibited the expression of DENV- I E protein, and the
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replication of DENV-1I viral RNA. The 50% cytotoxic concentrations of FNC, FNC-HCI and FNC-TP were all
greater than 3000.00 umol-L™. The results suggest that in vitro anti-DENVs activities of FNC, FNC-HCI and
FNC-TP are superior to ribavirin, which are expected to become new candidates of anti-DENV drugs.
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BHJHF (dengue virus, DENV) J& T 355 55
N EEJE (Flavivirus), 2599 2% J& €L 45 74 35 2 B Wl
B WM 2R JRALE R RVREE . B PR B
MU A 45 7545 . DENV 2B IESE RNA 6 7%,
FEN 4K 10.7 kbtY, Gl 7 FhES R AR 7 Bl
EdmED. HEMEOFEKRED C. fiEED
prM MIZEEEE E, RS EHE MG NSL. NS2a.
NS2b. NS3. NS4a. NS4b fl NS5 & (114, #5i# & 14
TETE O BEMURL . 5 2R 456« 0 BERLA A0 25 2H 2
R SCHEVE A, AESE MR A B 9T B AR R 2EL 1 R
J 8 TR I P R

DENV 3= B8 35 S FPHisc A (B SO IsUE 4 < H8 45
i, B 128 NME K KL 39.7 12N Y DENV
R, 20 RN — 28, ek, SERE
W R S BT, TH R 3.9 2 TS,
Hr g 9600 5 N2 g™ B AR BE AN [A] 5 s 4k
(dengue fever, DF). DENV 3% 4 FhILiE% (DENV
[ ~1V), J&4ye—Fh DENV L7 BN 7 A 45 12 I i
RIR R R PR . JRR M DENV BRYLE s S8R E
G, HONRGAZ B E B AR AL A B g . AR
11T, H T AN [R] L7 B )95 55 186 G A7 76 BT AR WO S i
ER, AR DENV L& AL 4k &R S8 n 7 & 9 H
Mf# (dengue hemorrhagic fever, DHF) )X &, i&7A]
fe 5l fa f A i 1 8 AR S 48 A E (dengue shock
syndrome, DSS)™®, i 15 % ¥ 55 T WE & ) — Kok
. 2015 A, AR FE TR A ST R I E N S
P 1 Dengvaxia (CYD-TDV) 7E3EHs. 75,
PURF S KM, (ERATIX I 9~45 % AL A,
E P B ) 22 A PRI AT A 5 T W SEAIT K

B I FENARE Y LT, FEAGEE
X RE 8 I 0 RE VR 9T SR MR I RRE AR - 38 V) R 2 2
5T DENV 254K 98070 & 903 75 1 R R BB T 28,
WHARBT 4t DENV 29958 1EJEiE. DENV #ifi]5]n]
5329 DENV S i) J&] A BE Wiy 741 A7 3= 8 30 ) 7
DENV & | & 393 BH W7 77) €045 E N\ il 7] A 76 2 1 410
HIF). ELEMIEE (NS3. NSAB Fil NS5 £%) #1411
550 2 DR R A S AR R R R RS
Ji8 B AR U3 A 400 ) 70 R0 T LR AT AR ) VR 2

H1 7 T Rk 22 | AL AN 254X 3h ) 2 P R R AR A R
A, RAEFENIGEEN FH, 11 RNA RAEEZ R
NITD-008 F1 balapiravir &858 Ok NIE AR RS, 55
Sl E T B A T IR &R B . P T
(celgosivir) f&—Fif5 X o % PEF BEIHIR, Har
IEAEHATIRRR S, LI PRTT 20 A e

B[ 2% K52 (4'-alpha- B % -2'- i %5 -2'-beta- F6 /I 15
WE, FNC) & — ol 24 i % 4 2 3 1 57 (nucleoside
analog inhibitors, NIs), 70k & X% B 4 HBV
Rk R 2500 HBYV S48k B A MfiE1E . it
Ab, FNC & FVEHb 4] HCV 1a F1 1b JE X %Y b S96T
By S282T A4 EE RNA &K, X 4-B R iF
(R1479) B 2-beta- AL (NM107) ¥ 2% HCV
5 EF VA A8 XU 2 Y, AR R 4 R BT 5T R,
FNC AE0% B B4 HIV-1 Rl HIV-2 f & )M 5T
2013 £ 3515 CFDA KIFT HIV ¥ 25 IR AT Fe it (it
51 2013L00941), H A & 3 NI PR I3 3K 58 o
FNC-HCI tH%F HIV-1 B Az MR FIAZ 7 28 100 4 0 i)
T 25 vk LB ARSR T HIV iHHEME, 245Kk 0
FNC $t DENV [ ki . AW S fEER % FNC.
FNC-HCI #1 FNC-TP Xf#t DENV fil g, LA
R HT 4T DENV 254

mRER*%

®EY FNC. HERFTZEKE (FNC-HCl) F1=
WREREG K 2% K (FNC-TP) Hiia] 5 i 75 K 2 % R Ax
Fopz e, ik 1 pTR. FIE S (ribavirin) 19
HREECEMHARGRAA

WA RS S BN B2 E Amresco /A F;
g iR B AL R E A F); DMEM. RPMI-1640 £
FrdE, R (FBS) 1 H Thermo Fisher A #l;
9 't 2 B A U 77 &0 B Ik 5T TransGen Biotech 22
A]; DENV-IT 1 E fifk (cat No. GTX629116)
W E GeneTex Awl; p-actin Hiikly [ b5t B4
A $2HL RNA X5 & High Pure Vira RNA Kit
(cat No. 11858882001) 1 [ Roche A ml; i¥i %% 5% 17l
% Prime Script I 1st Strand cDNA Sythesis Kit (cat
No. 6210A). %t f PCR ikl & Premix Ex Tag
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TM (Probe gPCR) (cat No. RR390A) ¥ Takara 2%
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Figure 1 The structure of azvudine (FNC, A), hydrochloride
sat of azvudine (FNC-HCI, B) and triphosphate azovudine
(FNC-TP, C)

MpSHmE NS T (Vero) W HH E
B2 B E, LR B4R (BHK-21) FIHLL
PHISC4E i (C6/36) 1 [ HH R Bt B HA 48 i /% - Vero
A BHK-21 4R A& 10% 64 MG (FBS) Y
DMEM 55955595, C6/36 41 % & 10% FBS
RPMI-1640 ¥ 3= 515 9%, M Z4ER S 2% FBS. FT
BRI S5 100 u-mL 5 A1 100 pg-mL A
TREER R . B I MEHRH T (DENV-II Luc’) A
[ Rk 2 Bt QL3 25 09T 70 BT 9K B 7 01 FE S, /£ Vero
Y N ALY 1 . DENV-1 D06063 #k (GenBank:
JQ317743.1), DENV-II DO01090 #  (GenBank:
KY882458), DENV- Il YNSW1 # (GenBank:
KR296743.1) J DENV-IV (GenBank 5 A& Kk %) #Jth
Hh [ 22 2 ) 2 Bt B WA 2 2 A ) 2 9 B i ik BR T 9 7%
HIUE, 7£ C6/36 NI 18, Ji e P € . Sk
JE93 B30 B 23 59 A 1.45x10° PFU-mL ™ (DENV- 1 ).
5.04x10° PFU-mL~* (DENV-1I). 1.44x10° PFU-mL*
(DENV-III) #11 3.31x10% PFU-mL* (DENV-1V).

MEERFEMHUEDIFIE K Vero 4ifush T
96 FLIR H, 4x10° L. 5537 24 h g, % EiE, A
EAE AL S DENV-1T Luc™. #iftk & it
5 5B EEMRE, AR 3 NEIL, /R E S
A A %) BH P XS B AL (positive control, PC) FI{Y
A A X IESL (blank control, BC). 37 C, 5%
CO, %1k F 1597 72h J5, 3 b, PBSIHUR4HM 2 X,
TN GH MR, UK B 2% 30 min, KB 2L R

JEY S MMM L L IRE, RIUAR N 9t B
PEBALT (relative luciferase unit, RLU) . 3@ A& il4k &
WK 7 ' B T R R S R 198 A o 1 o E A
Wt B 5] A AR F o

W BE A ML &% DENV- I BESHHE1E
M Vero iR T 12 LR, 3x10° AN4L. 553% 24 h
J&, M\ DENV-II 2495 8, #fL 250 ub, " 2~4h
JE NS A 16 BE R BT AL S 0 1% A% R B I -
DMEM (2% FBS) #5:3k. 37 C. 5% CO, %5 5K,
B RS A MR AS S WEBETE 1o 55 5 KK 4% 2 %
FH S [ 52 10 min, &35 37K, MM\ 0.8% 45 it 83k 17 42
. FIEGER SELBE s A4 (CTL, Immunospot S6
Universal) #E4T B Fr SR 4R I XS e DE kAT 118k, 1H 5
A BOKE (50% effective concentration, ECo) .

ERENTEFE (Western blot) #8014 & 49t
DENV BEZEHMEN NTH—-DRIEHLEYT
AR, SR B A BN VAR I iZ AL A % DENV-
Il E 2 A R0 HIAE F - BHK-21 i 1x10° 4>/ L4 Fil
T 24 fLIRIEFR 24 h 5, 3¢359% B, PN DENV-
T A%, ®FL 200 pL Wt 2 h 5, IS A BE
BBV 4 Fe . W& PC f1 BC 1L, 37 C.
5% CO,#%57% 48 h J&, #EH4H 55 1, Western blot
KA & 4% DENV-11 E & ARIEKMEIER. M
Imaged ¥ {15t Western blot 2% 7 i3t 47 7K £ 4 #t, LA PC
TR, THE E A AN RIEE .

qRT-PCR # Mt &4I%F DENV RNA EHIAI%
MK Vero 41 1x10° ANALERF T 24 FLAK 3% 24 h
&, 3R TR LW, N DENV- 11295 3%, 441 200 pL
W 2 h G, 79T BIEW, IxPBSYE 3 IR, IIASH
B BE M B AL B RS 320 W& PC f1 BC 1L, 37 C.
5% CO, 1577 48 h J&, $EHl FiFHH RNA. RAHRET
VLT oRT-PCR K2, AR A 20 uL, f4E: 2xPremix
Ex Taq (Probe gPCR) 10.0 puL. 10 pmol-L™* F Fi# 5]
Yy F %% 0.4 ul .50xROX Reference Dyell 0.2 pl .
cDNA #i4% 2 uL, JIXZE/K*M 4 20 pb. RT-PCR %
4kt 95 CHiAE 30s; 95 °C 35,60 °C 30s,40 4
¥ . BI1¥F %40~ : gPCR-F: 5-AGGCTCTCCACC
AAGTTTTCGG-3, gPCR-R: 5-TTCCTATCCATGTG
ATAATGACTCCTA-3, %17 %1: 5-CCATGAGACC
CCACTGAAGGCAGC-3'. FREF 1 53ty LA 7 't A I 3
FAM Fric, 3" LA G K 3] TAMAR Frid.

MTT ZEENCENMBRENE (LEWx g
fIEEYE R MTT 30E™, ¥ Vero it 4x10*
ANFLEEFRD T 96 JEFEML, 37 °C. 5% CO, #53% 24 h. 1%
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YK R 2 G, FERE TR VG, NN S AR R A U
&P DMEM K 953, S MkE 1 E 3 MR AL, JF
WIEw A e . 8597 5 K, &4LIN 5 mg-mL™
MTT 20 pL, 37 CH¥E 4 h J5, 3F 100 uL i, IA
12% SDS-50% DMF # ¥ 100 pL, 37 CHEH & . 17
gh M SEATIRAR, IR, 1EH Bio-TEK B ks (UM
OD fH (FMy¥ 570 nm, %K 630 nm). R
S &8 G20 R B S B 2R, B R S g e
P (50% cytotoxic concentration, CCsg) .

HEAR  ECs Ml CCso K H Reed-Muench %1t
B, IR (therapeutic index, T1) MRIEANX TI =
CCso/ ECso 155, THERK, 15 WAL & W) 47003 25 0% 1 8
it

BOEALTE  SLI0HUE B GraphPad Prism 5 &
PEEAT R A, PR L t A5G . P<0.05
Wl 7 B ik 5 5

ER
1 FNC. FNC-HCI #1 FNC-TP %t DENV-II Luc'Z
AiREEHHFIER

DENV-II Luc*/& DENV- Il & 5% 8 (1 Hidi N5
W REHR G N EMA . DENV-1T Luc" K4
Vero 4 e, 38 Ik A PR B ¢ Ol 3 Bl R I E A &
YxbmEE AR, ATH T s R . AT
739 MEEMRFAT VIR LSS, K FNC. FNC-HCI
Al FNC-TP A% 4] DENV-1I Luc* (& #l. ECs %>
579 1.16+1.44.3.68+4.33 1 0.83+0.26 pmol -L *, FH
PEZG R AR ECso N 7.43+4.77 pmol -L . 1t W]
FNC. FNC-HCI 1 FNC-TP %} DENV-II Luc" )i

A s DENV-I
i - FNC
= - FNC-HCI
E 100 - ENCTP
2 50
'-E” !
£
50 4—vp . . : :
100 20 4 08 016
Concentration / pmol L
C s DENV-III
5 - FNC
=_ 100 -a FNC-HCI
g R - FNC-TP
2 5
2 o :
£
=50 T T T T T
100 20 4 08 016

Coneentration / pmol- L
Figure 2

DENV-IV. n=3, X+s

TERAR TR Ak
2 WBEBEEMM FNC. FNC-HCI 1 FNC-TP Xt 4 #
;53 DENV JERNHIFIIER

A B2 =5 AR A BE M xof B 24 4, SR P Wk B 9 A
FNC. FNC-HCI 1 FNC-TP %} DENV & #i| {30 1] 3%
PEo I 3 AALE R SLIG 45 R, FNC. FNC-
HCI 1 FNC-TP £ 100 umol -L * # ¥ F B84 58 4= 4|
DENV IS Hl. P BEBE AT TH 80 M KB, & xt
AFhIIE R DENV FHIHIEUER Y 2RI SRR (K
2). FNC. FNC-HCI 1 FNC-TP #ifi] DENV- I % i
] ECso 20 74 10.21+£1.93, 2.77+1.13 1 22.12+0.63
umol-L~* (K] 2A), #i] DENV-II ] ECso 73 71 N 1.41+
0.33. 2.54+0.70 1 1.68+0.32 umol-L™* (& 2B), 1
#l DENV-IIIF] ECs 43 74 5.60+2.84, 4.57+0.56.
11.94+2.03 pmol-L ! (& 2C), 4] DENV-IV fJ ECs
435N 1.82+0.27.0.54+0.29 Fil 25.42+6.70 pmol -L !
(& 2D). FJE2E#k % DENV-II ) ECsy N 40.78+1.02
umol-L~%, 8] FNC. FNC-HCI A1 FNC-TP %} DENV
FIAMHNE PR TR EE M. X 4 SR DENV )
FPHE AT AL, FNC #i] DENV-11#1 DENV-1V
fI4E Fl 5% T DENV- [ F1 DENV-III, FNC-HCI %} 4 Ff
1L 575 B AR 4 4 FH 2595558, ECso 4I7E 5 pmol -L M BLF,
FNC-TP X DENV- II 2 {4l 4 F A T~ Hof 3 4.
3 FNC. FNC-HCI #1 FNC-TP X} DENV-II & E
H E 8940H5I1E R

g3t — B HE FNC.FNC-HCI £ FNC-TP %} DENV
MO HI IR, R & AN [ 2 PR BE 1) B 7% 4k 3% 57
DENV- I1/& 4L (1) BHK-21 4iifitl. 537 48 h J5# i
L P9 5 2 1 HE4T Western blot #6345 3 527, FNC.

B s0 DENV-II i
% - FNC
b - FNC-HCI
g 1% - FNC-TP
2 s S
£ -
g 0
£
=50 T T T T T
100 20 4 0.8 016
Concentration / pmol L'
D s DENV-IV )
= - FNC
ol - - FNC-HCI
g4 -+ FNC-TP
5
= 50
'z
g @
=
-50 T T T T T
100 20 4 08 016
Concentration / pmol-L!

Inhibitory effects of FNC, FNC-HCI and FNC-TP on DENVs by plaque assay. A: DENV-I; B: DENV-II; C: DENV-III; D:
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FNC-HCI fll FNC-TP f&f% & 2 ¥l DENV-1I E 2R H
Rk, HEAREESHYIRE E7 &KL R
(A 3).

pmol-L' 10000 2000 400 080 016 PC BC

FNC - — —

f-Actin a— — N -

FNC-HCI . I
ff'.‘\Cliﬂ e —— R — —
FNC-TP - —
f-Actin —_— — - —

Figure 3 Effects of compounds on DENV-II envelope protein E
expression by Western blot. PC: Positive control; BC: Blank
control

4 FNC.FNC-HCI #1 FNC-TP 3%f DENV- Il j%& RNA
EHIMAIFIER

WEw s AR 3N EH, HIikY DENV-
11 (o 4n i AT L85 3% 48 h, Al ik & 4% DENV- 1%
# RNA MHHIERH . 4538 EoR, FNC. FNC-HCI #
FNC-TP 7£ 10 A1 50 pmol - L~ ¥ /& T 288 &2 3% #0161 955
# RNA 541 (& 4). FNC f1 FNC-TP ££ 2 pmol -L ™t
IPXTE R RNA S G0 HIE A B3R (K
4A. C), Tl FNC-HCI 7E1%¥K& FE T tH /g &2 25 40 i1 s 55
RNA 185 (& 4B), %45 K50 BEEA L &P
A RS R — B, 34L& X DENV- T 0 i 15 F

e}

50000 40000
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g

20000

(%]
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BC 50

10 2 PC
FNC / pmol-L"

Figure 4 Quantification of DENV-II viral RNA strands. FNC (A), FNC-HCI (B) and FNC-TP (C) inhibited the replication of DENV

FNC-HCI / pmol L

HEAT LB, FNC-HCI )4 i) 4 F fe o, FNC-TP #5255 -
5 LAIxT Vero HAEHIEMH1ER

A[EW ) FNC. FNC-HCI A1 FNC-TP 5 Vero
HMFERE IR 5 KJm, it MTT 4077 E 5. 45
BEIR, 3 MILEYINT Vero 4 FEEHR N, H
CCso KT 3000.00 pmol-L ™%, B 244 7] B2 = Akt
Vero 4l ff] CCs AT 1000.00 pmol-L ™. iiid CCsy/
ECso i1 %} FNC. FNC-HCI F1 FNC-TP X} % .35 &
AN MBI (R 1).

wig

NIs J2 Il PR B2 55 22 BP0 8: 259, 1% 41 771
RIS HIV-1. HBV Egerh o o] B G y7
ROR, XF DENV RYT R 55 B ZAEH - 2840
Fat RINZH IR, #E NN 5 &0l 2 08 B
R B, Ak AE R =B RR 2h 5 451 5 KRR NTP
R RAREL, EATS WIETE R INTP 32 4 Mt/ H
T 0 SR E VE AL T B 455 B ) RNA S
PLZE IR RNA ZEAH, AT 408155 25 i S 1. SR e
T 2wk A B B VE R B, NIs (197 285052 2R K
PR . PR, R @R KT A G e AR R AR A
NIs 3582 H i st e iz —

FNC & — M B A% R30I 0], B 7t K
A5t DENV [13& 1% . DENV- 1T Luc’ /&7t DENV-
I (strain TSV01; GenBank accession No. AY 037116)
A7 A AN 5O 2Rl R A DA B AL R
TN F G B A i B I ARk, d I A I 5Ot R

e

40000

30000

20000

10000

RNA copies / 100 ng

10 2

PC
FNC-TP / pmol -L"!

2 PC BC

BC

virusRNA. n=3, X+s. 'P<0.05 "P<0.01, ""P<0.001 vs PC
Table1l The cytotoxicity of compounds on Vero cells and the therapeutic index of compound against DENV (n=3). CCs: 50%
Cytotoxic concentration
4 Therapeutic index
Compound CCso/umol-L
DENV-I DENV-II DENV-III DENV-IV
Ribavirin >1000.00 - >24.52 - -
FNC >3 000.00 >293.83 >2127.66 >99.21 >1648.35
FNC-HCI >3 000.00 >1083.03 >1181.10 >656.46 >5 555.56
FNC-TP >3 000.00 >135.62 >1785.71 >27272.73 >118.02
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AT LA 52 95 25 A o 1% 4L B ARG IR fT DENV %2
AN i JE S R A R 00 AT AT 0% 0 4 SR R FNIC.
FNC-HCI Fil FNC-TP 5 % 4f ff1ht DENV-1I Luc’i& 14,
POHIE R TR E SR . 40K EAKTFR
RNA Kl #5iE T FNC 3t DENV HI1E F o W B35 6 )
SRR, 3 FL A B A=K O R INH] DENV 1)
S BHYEZ R A DENV- 1T HEIT Bk T
24.52, FNC.FNC-HCI 1 FNC-TP %} DENV {17557 &
HYREETRESRK GR L), WHIX 3FLET
DENV {00 i) 3 A0 0] B2 55 A o [ el 3 et st 7 3= 4
M FE LRSI R L= % Vero AHRFIEIIRN, HH
NPT DENV [ LE 254

FNC Ilfi R 11 24 35022 0F 70 45 S 7R, FNC 7 SD K
BRI EFE N 0.5 mg-kg ?, 0.52 mg-kg * &
T SD K FR A& P IA 3 5K I 24 9k B Dy 334.32+78.20
ng'mL " (1.17+0.27 pmol-L ). FNC %} DENV-1I
(1] ECso fHAK T 22405 TR IR B I L 259K B2, Xt
FHopth & B () ECso fH 35 T &7 & F R IA R 1)
1L 2594 B, FNC 15 22 B B 8 00 25 AR L 24540

SCHRYHRIE, FNC BEUSIME] HCV 9% 2% 1 52 ),
YEFHEE £ NS5B 25 11 RNA Hi ) RNA A .
NS5 &P I FR RS W E 1, 27 E RNA
AR SR, N ORI B 25 i B 5 0,
DENV 5 HCV ZHE WA FEwEE, MFv6E e
Z A EAARIE . DA FNC 22385 DENV
(I 4E FHAE 25 PT e & NS5 B 1, fH 1 7 AT SL 36580 .

AW R E R K FNC. FNC-HCI 1 FNC-TP f¢
g 3N S HEHE R H, H FNC-HCI Xf 4 i i 1
DENV fmilfE AT FNC #1 FNC-TP, 35N
BIT B B e S 24
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