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1. Patent 2016 Novel indoles for the and is of i Y ial virus infection

Wang, Lisha = Gao, Lu « Huang, Mengwei « Guo, Lei « Liang, Chungen More
Hoffmann-La Roche Inc,, United States (US)

— U.S. Pat. Appl. Publ., pp. 129 In English
Ay 2016:384936 (DN 164:349922)
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o L1 (“respiratory” AND "syncytial” AND "virus")/BI US20160068531 AL 20160310 US2015-14942725 20151116 EP2014-723783 20140513
CAplus, REGISTRY
Abstract
CAplus 10.528 o 3 X N . X
The invention provides novel compds. having the general formula I [A = each (un)substituted Ph or pyridinyl; X = N, CH,
REGISTRY e . or CR7; provided that when X = CR7, Rt = H, wherein R7 = C-6 alkylsulfonyl-CyHzy-; when X = N or CH, Rt = C1:6
- . alkylsuifonylphenyl-CyHzy, mmn 3 yi-omy, i 3-yI-CyH2y-, oxetan-3-yI-CyHzy-, 3-yl-OxH2x-,
@ L2 ("spiro")/BI ) hydroxy-CxHx, C1-6 carbonyl-O- 0<H2x -CyH2y-S(:0)(:! NH)(Cl 6 alkyl), -
CAplus, REGISTRY CyH2yS(: O)[N C(O) -C16 alkyl](Ci s aIkyi) or -c\/szsost RS = cx 6 alkyl, cycloalky,
CAplus 42313 ok [ CALLy
) with the carbon atom to which they are attached, form cycloalkyl; R& =Hor halogen Wi=NorCRIZ; Ri2=Hor
REGISTRY 2.326.890 halogen; W2 = CH or nitrogen; W3 = CH or nitrogen; provided that at most one of W1, W2 and W3 is nitrogen;
- - = 1-6] or pharmaceutically acceptable salts thereof. These compds. are useful for the therapy and/or prophylaxis in a
=] L3 L1ANDL2 . . mammal, and in particular to respiratory syncytial virus (RSV) inhibitors useful for treating RSV infection.Thus, to a
CAplus, REGISTRY f soln. of [1-[2-(methylsulfonyl)ethyl}-1H- indol -2-ylJmethanol (253 mg, 1.0 mmol), spiro [cyclopropane-1,3'-pyrrolo[2,3-
c]pyridin]-2'(1°H)-one (160 mg, 1.0 mmol), and triphenylphosphane (800 mg, 3.0 mmol) in THF (50 m L)was added
CAplas 2 T 8 diisopropyl azodicarboxylate (600 mg, 3.0 mmol) dropwise in an ice-water bath under nitrogen atm.The reaction mixt.
REGISTRY 3.815 was stirred at room temp. overnight and purified by preparative HPLC to afford 26 mg 1'-[[1-[2-
(Methylsulfonyl)ethyl indol -2»y|]me|hyl]sp|m\q/clopropane 1,3-pyrrolo[2,3-c]pyridin]-2'(1'H)-one (II).II and 1'-
5 L4 (“imidazol" OR "indol")/BI [[5-chloro-1-[2-(1,1-dioxidothietan-3-yl)ethyl]-1 2-ylJmethyl] spire [cyclopropane-1,3™-pyrrolo[2,3-
CAplus, REGISTRY cIpyridin]-2'(1'H)-one (III) showed EC50 of 0.22 and 0.0011 uM, resp,, in a viral cytopathic effect (CPE) assay after 6 days when cells were infected with sufficient
RSV Long strain (ATCC) to produce an approx. 80-90% cytopathic effect after 6 days.
CAplus 40.667
REGISTRY 3.661.549 y Terms: i imi prepn treatment | us infection;

prepn treatment prophylaxis respiratory syncytial virus infection
x@ L5 | L3ANDL4

CAplus, REGISTRY
2. Patent 2014 ion of indoly ylspiropiperidi rolopyridinone derivatives and analogs for use as RSV inhibitors
CAplus 13

REGISTRY 1.998 Tahri, Abdellah « Vendeville, Sandrine Marie Helene « Jonckers, Tim Hugo Maria « Raboisson, Pierre Jean-Marie Bernard « Hu, Lili More
Janssen R&D Ireland, Ireland (IE)
PCT Int. Appl,, pp. 137 In English
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1. Journal 2018 Discovery of 3,3'-Spiro[Azetidine]-2-oxo-indoline Derivatives as Fusion Inhibitors for Treatment of RSV Infection

Shi, Weihua  Jiang, Zhigan = He, Haiying « Xiao, Fubiao = Lin, Fusen More
WuXi AppTec (Shanghai) Co. Ltd, Shanghai 200131, China (CN)

ACS Medicinal Chemistry Letters (20180208), 9(2), pp. 94-97 In English
10.1021/acsmedchemlett. 7500418

. 2018:80781 (DN 168:169484)
Abstract
Q queries (1) PG Y™ savep (0) ) A new series of 3,3-spirocyclic 2-oxo-indoline derivs. was synthesized and evaluated against respiratory syncytial virus (RSV) in a cell-based assay and animal
model. Extensive structure-activity relationship study led to a lead compd. 14h, which exhibited excellent in vitro potency with an ECS0 value of 0.8 nM and demonstrated
STRILl TAdd g 71% oral bioavailability in mice.In a mouse challenge model of RVS infection, 14h demonstrated superior efficacy with a 3.9log RSV virus load redn. in the lung following

an oral dose of 50 ma/kg.

Supplementary Terms: spiro azetidine indoline fusion inhibitor respiratory syncytial virus

2. Patent 2016 Spiroindolines for the and p is of respiratory syncytial virus infection (RSV)
0. —
& Cockerill, Stuart « Mathews, Neil = Ward, Simon = Lunn, Graham = Paracowski, Michael ore
\ \ | ReViral Ltd., United Kingdom (GB)
N N R PCT Int. Appl, pp. 72 In English
| /> / R, 2016:593508 (DN 164:507508)
£2 N Patent Information
Show Designated States
Publication ‘Application
Number Kind Date Number Date Number Date
'WO02016055780 AL 20160414 'WO02015-GB52920 20151006 GB2014-17707 20141007
R3 = Ak, q, Cb, Hy a6

The invention relates to compds. of formula I; their prepn. and use in the treatment of respiratory syncytial virus (RSV)
infections.Compds. of formula I wherein one of X and Y is N and substituted C, and the other is CH; L is a single bond, C1-3
alkylene, C2-3 alkenylene, etc.; R is C16 alkyl, C26 alkenyl, 3- to 10-membered cycloalkyl,etc.; Z is halo, NOZ, CN, etc.; m =
0-1; and pharmaceutically acceptable salts thereof, are ciaimed.Example compd. I was prepd. by a multistep procedure
(procedure given).All the invention compds. were evaluated for their RSV protein inhibitory activity (some data given).

_ — Supplementary Terms: spiroindoline deriv RSV protein inhibitor treatment virus infection
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Details

1'-((5-(aminomethyl)-1-isopentyl-1H-benzo[d]imidazol-2-yl)methyl)spiro[cyclopropan-1,3'-indoline]-2'-one
IUPAC Name: 1'-[[5-(aminomethyl)-1-(3-methylbutyl)benzimidazol-2-ylJmethyl]spiro[cyclopropane-1,3“-indole]-2'-one

Molecular Weight: 388.505 g/mol

InChiKey: BQFOWIQRJVRYBL-UHFFFAOYSA-N

SMILES: NCC1=CC2=C(N(C(=N2)CN2C(C3(C4=CC=CC=C24)CC3)=0)CCC(C)C)C=C1

Formula: Cp4HogN4O
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1'-((1-isopentyl-1H-benzo[d]imidazol-2-yl)methyl)spiro[cyclopropan-1,3'-indoline]-2'-one
IUPAC Name: 1'-[[1-(3-methylbutyl)benzimidazol-2-ylJmethyl]spiro[cyclopropane-1,3*-indole]-2'-one
Molecular Weight: 359.464 g/mol

InChlKey: MFVKKVYLAJEWMS-UHFFFAOYSA-N

SMILES: C(CC(C)C)N1C(=NC2=C1C=CC=C2)CN2C(C1(C3=CC=CC=C23)CC1)=0

Formula: Cy3Ho5N30
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