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Daclatanr u hepattitc vnu NSSA inhibitor. It stops HCV nral replacatio and protcin trunslaton by directly inkibitng HCi prateu 
NSSA It was discowernd by sientists of Bristol- Myers Squibb. In the present sludy. ne efficiently ynthesized a sernc of Thrre novl 
ad subrtinuied Daclaiarvir analogues (7e-7c} as polential prodrug 
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ABSTRACT 

Viral RdRps We build the CoVID-9 ktn model 

Daclatasvit a hepatitis-c vius NSSA inhibitor. lt stops HCV viral replication and protein translation by drectly nhabsting 
HCV o 
the search fot actre substunres 

snoecuar caIng had alrrady been uscd saccessfully n 

Cat:2 and the hepatitisC vius are a virus of the same ype. also-called singlc-stranded RNA virus Several drugs approved for the 
tteatment of hepatits C viral infexton have becn idenuficd as potential candidatcs aga1nst coVID-19 caused by the SARS-CoV: 
coruna virus Acurding to a study based on extensve calculations using superromputer sumulatsons Rescarbers from Jobes 
Gucnbery Liniversty Mainz (JGU) In ernany Using he powertul MOGON I supercomputet, the roscarchers mde more than 30 

snd welutr y 0a tnar cumpounds trom the four bepatitis C drugs umeprevir. paritapr oL 

Drect-acting antivirals (DAAs) changod the entire landscane of henatitis (ua aoie to prevet intetion 

Medical Products Adnin1stratiog of China is annuncnd in n tne tint approved drug. Favilavt, by the Natona! 

arugs arc appruved against othet viruses, by the Food and Dnues AdmunttaEerent dirnty ctung antviral 
Hepatit1s C Vinus (HCV) These drugs are nucleotides derivat1ve competing with physiological nucleotide for RdRp ative ute Additoally, a huge number of attempts to develop anti-RdRp compounds are under clinical testing against different vuses The hali maimal Efectrve Concentration (ECS0) for Ribavirin aganst COVID.|9 is l09.5 M, while its half-muxmun Inhbtoe 
agasnst COVID-19 n vitu We stoW against the Zika virus Remdesu shows ECYO of 1.% M 

nibtos duc to its strbng evdence of inhabiting cmereing 

the prote1n data bank Molevular dock1ng is then perfomed to lest ome kretactne antilh ratures 
(Sotosbus, Ribaviin, Remdissir, IDN-I84), Additionally, the native nucleotides GTP and UTP. from which IDX-I84 nd Sofosbr 
are dervcd, are also lested agaist COVID-19 RdRp model The results are promusing and suggest possible nhibition fox the currentty alable therapeutics against the newly emerged coronavirus 

The world health oryanuaton (WHO) 2014 guidelines for the screen1ng. and trea 
state that wuridwe hure than I85 inullon peuple are infevted with bepatitisC vius (HCV) An ctunated one thurd of these wh 

ameros w ith bepat1ts C infeNton 
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DAAs such as sofosbuvit, daclatasvir, and velpalasvr as new kids n COVID-19 therapcutics DAAs interfere with repls 
target1ng specific nostructural proteins of the HCV 
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Nuc lcar Magnetic Resonanse (NMRI erei sappiers und were used without furtber punficatwn 
coained ith TMS s interal standard in DMSO solvent 1 NMP s n NNIK spectra are 

MHz IR and Mass spetra were recorded The reactos were axsayed by thit -layer chronatography (TLO nd termunatedas udeod by the consutnption of starting aterial When peak multiplcities are reported jadgrd 
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Anhydrous AC(L} 0 mmol) and chloro acetyl chlorde ( 12g. 10 mmol) suspended in 5 ml of CH2C12 And then added the 
binhcmsi (1l mg. S mmwl) The contents refuxed for 12 hous The reaction was monitored by TLC The reaction misture was extrasted 
with 6 ml of water 10 nl of acetone added and scparate the layers The ogansc layer was dried results the solid The crude was analyzed 

H NMR (s00 MMZ, in DMSOa: 792 (d, 4), 7 59 (d 4H, 4,64(s, 4) 

I3C NMR (500MIz, in DMSO)8: 129 1, 1273, I36 3, 141,0, INN, S3 8 
IR (ncat)À mas: |718 cm 

MS: mz - 06 02 (M H Molecular Weight 307.17 

Step-l1: 

N-BOC proline (107 g. 5 mnoli and K20O (691 mg. 5 mno) werE alded to a suspension of L,1Hphem-44diylh bis (2 

Chlorocthanonc 2 (768 m. 25 mnol) in acetonitrile (I0 mi) The solution was stired for 30 min and reflus I8 hours at room 

tenperature The rraction was monitorcd by TLC. 25 ml of toluenc was added and separate te layers Organic layer concentrated under 

reduced pressure The crude solid was dricd and analysed by NMR, Mass and FTIR spectra 

IH NMR (500 MHz, in DISO) 8: 792 d, H), 759 (d, 4H), 5 14 (s4H), 41H), 335 , 4H), L94 (m, 4H), t 59 (m, 4H), I 40( 

INH) IC NMR(500MH, ln DMSO) 8: 129 1, 127 3, 136 3, 1410, 196 5, 73.5, 1720, 59.7, 12 7,44 1, 201, 1593, 70 9, 28.7 IR 

(ncat) i ma: MS: mz 664 30 |M H). Molecular Weight 664 74 

Step-Il1: 
2S-2.22.24Bphenyl-4,4diyi bis 2-0xocthane-2,1diybl-tert-buty l dipyrrolidine-dicarboxylate 332 . ne)sved 

costents were s n9 mi of toluene and addcd ammoniumm acetate (.6 g, 436 mmol. The 
the sold and 

The rcaction was montored by TLC The combined EtOAc cxtracts werc oncentrated under 

dred The crude was aralyscd by NMR, Mass and FT1R spectra 

1H NMR (500 MH, in DMSO) : 7.54 (d, 8H, 70 9s. 2H), 13 4 (bs, 2H) 4.63 (, 2H, 335( 

Is 18H) 13C NMR (500MH, in DMSO) 6: 1275, 1279, 1366, 1354, 122, 149, S67, 294, 

(ncat) à mas: MS: mz 624 14 (M + HJ, Moleular Weight 624 7 

Step-1N: 

IH NMR (500 MHz, in DMSO) ß: 
(by, 2H), 3C NMR (500MMHz, in DMSO) 8: 1275, 12 

424 24 (M H).Molecular Weight 

Step-\: 
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34( 

-hvdrosy betnzo 

(25,2S-Mert-Butyl 2,2-45,54biphenyl-4*dy hun relued for J hours at 50°C The reaction was monitoreud in 16 ml of iso prupyl alcohol and addcd l 
by TLC And add 10 ml of iso propvl alcohol at 50'C cooled to 0-5T. Filter the solid and dricd Thc crude was analysed by NMR, Mass 

and FTIR spectra 

44 

ssire Scparate 

4H), ISS (m, 4), 
20.3, 44 3 

D so prupyl ethyl amine (S16 mg 4 mmol) mnisture stands at 0-5C 

for 1 hurs at toom temp The reaction was nitured by TLC. Add ten tirties water and separas 

NaOH and water Concentrated the organic layet resuits the sold 

www.apor.com Vol: 1. Isse CVIV, Aurut 2020 

4H), 1.40 
and 28 7 IR 

2-diyl)dapyrrolidine-1carboxylate 4 (1 , 1.6 mmol suspended 

,34(2H), 403 (t, 2H), I 88 (m, 4H), 1 59 (m, 4H) 2.75 (mn, 4H), 20 

Sa123 49. 594. 322, 2. 1, 44.5, IR (neat) 2 mas: MS: m7 

fo L bot at room tep 
82 mg. 25 mo) un 10 ml of MDC Added t1fterent Cabusyle Cid (2 mmolj and EDC HCI (460 

ature and cooled to U-5T Ald Di aitite omyavm tcp , stirred 
washed with aqueous 

50 

by NMR Mass and FTIR 

fot 30 min Alownic lavc wa 
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