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/{CHE}d\
Z—W—X—Y—CR" G
\(GHE} /

@

“wherein Z is phenyl or a 6-membered N containing heteroaryl group which
phenyl or heteroaryl group is substituted by -(CH,)-C(OINR'R, -E'CO,H, -CH(CHs)-
C(ONR'R a 5-or 6-membered N containing heterocyclyl ring, which ring is substituted
with oxo and optionally substituted by methyl, or a 5- or 6-membered N containing
heteroaryl ring optionally containing up to 3 additional heteroatoms selected from N, O

and S, which ring is substituted by C,_5 alkyl or -NH,;
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or Z is 1H-quinazoline-4-one, 2,3-dihydroisoindol-lone, 1,3-dihydroindol-2-one,
3,4-dihydro-1H-quinolin-2-one, or 3,4-dihydro-2Hisoquinolin-l-one, which is attached to
W through an aromatic carbon atom;

and wherein Z is further optionally substituted by one or more Cy_, alkyl, C;_,
alkoxy, CH,NH,, or fluoro groups;

jis 0,1 or 2;

E! is -CH,-, -CH,CH,-, or -CH(CH,)-;

W and Y are independently a bond, an unbranched or a branched C1-4 alkylene
optionally substituted by hydroxy or C,_; alkoxy, or an unbranched or a branched C, 4
alkenylene;

X is selected from CH,, O, S, CH(OH), CH(halogen), CF,, C(O), C(O)O, C(O)S, SC(O),

C(O)CH,S, C(O)CH,C(OH), C(OH)CH,C(O), C(O)CH,C(0), OC(O), NR?,
CH(NR®R*®),C(O)NR?, NR? C(O), S(O) and S(O)y;

R* is hydrogen or hydroxy;

G is CHR?, N-C(O)OR?, N-C(O)NR®R®, N-C;_4 alkylene-C(O)OR?, N-C(O)C(O)OR?,
NS(O),R*, N-C(O)R&4 or N-P(O)(O-Ph),; or N-heterocyclyl or N-heteroaryl, either of which
may optionally be substituted by one or two groups selected from C;_4alkyl, C;.4
alkoxy or halogen; provided that G is not optionally substituted N-pyridazinyl;

R' and R together with the N atom to which they are attached form a 4- to 6-
membered ring substituted by -N(R?), or -CH,NH, and optionally further substituted with
methyl; or R! is hydrogen and R is Cs alkyl substituted by amino or -(CH,)k-L; in
addition, when Z

is -CH(CH5)-C(O)NR'R', R' may be hydrogen and R!! may be hydrogen, C;_salkyl, or
Co-salkyl substituted by one or two hydroxy groups;

Lisa yY-or O-lactam optionally substituted with methyl;

kis 0,1 or 2;

R? are independently hydrogen or C;_4 alkyl;

R is Cs4 alkyl;

R*is Cygalkyl, C,4 alkenyl or C,4 alkynyl, any of which may be optionally

substituted by one or more substituents selected from halo, NR°R>>, OR®, C(O)OR?,

N 3/36

a5 U EMasnaraTA1e S UANSURTIa YT 1701000962 Liaumaslasudnsins lnswnsaviegimiaevloTiond vssnalve




OC(O)R’ and CN, and may contain a CH, group that is replaced by O or S; or a C44
cycloalkyl, aryl,

heterocyclyl, heteroaryl, C;_4 alkylene, C5; cycloalkyl, C,4 alkylenearyl, C4
alkyleneheterocyclyl or C;4 alkyleneheteroaryl, any of which may be substituted with
one or more substituents selected from halo, C;qalkyl, 14 fluoroalkyl, OR®, CN, NR°R>?,
SO,Me, NO, and C(O)OR>;

R> and R are independently hydrogen or C,_, alkyl or taken together R* and R>®
may form

a 5- or 6-membered heterocyclic ring; or a group NR5 may represent NS(O),-(2-
NO,-CgHy);

dis 0, 1, 2 or 3; and

eis 1,2, 3, 4o0r5, provided thatd + eis 2, 3, 4 or 5.7 (Q D1 ﬁﬁm%ﬁﬂ'ﬁl 2 ﬁéawﬁﬂ
5 1 9uduly, uazneluniing 3, ussing 1-28)

The terms used for the substitution:

“...7alkyl” as well as other groups having the prefix “alk” such as, for example,
alkenyl, alkynyl, and the like, means carbon chains which may be linear or branched or
combinations thereof. Examples of alkyl groups include methyl, ethyl, propyl, isopropyl,
butyl, sec- and tert-butyl, pentyl, hexyl, heptyl and the like. “Alkenyl”, “alkynyl” and
other like terms include carbon chains having at least one unsaturated carbon-carbon
bond.

The term “fluoroalkyl” includes alkyl groups substituted by one or more fluorine
atoms, e.g. CH,F, CHF, and CFs.

The term “cycloalkyl” means carbocycles containing no heteroatoms, and
includes monocyclic and bicyclic saturated and partially saturated carbocycles.
Examples of cycloalkyl groups include cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl
and cycloheptyl. Examples of partially saturated cycloalkyl groups include cyclohexene
and indane. Cycloalkyl groups will typically contain 3 to 10 ring carbon atoms in total
(e.e. 3to 6, or 8 to 10).

»

The term “halo” includes fluorine, chlorine, bromine, and iodine atoms (in

particular fluorine or chlorine).
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The term “aryl” includes phenyl and naphthyl, in particular phenyl.

Unless otherwise indicated the term “heterocyclyl” and “heterocyclic ring”
includes 4-to 10-membered monocyclic and bicyclic saturated rings, e.¢. 4- to 7-
membered monocyclic saturated rings, containing up to three heteroatoms selected
from N, O and S. Examples of heterocyclic rings include oxetane, tetrahydrofuran,
tetrahydropyran, oxepane, oxocane, thietane, tetrahydrothiophene, tetrahydrothiopyran,
thiepane, thiocane, azetidine, pyrrolidine, piperidine, azepane, azocane, [1,3]dioxane,
oxazolidine, piperazine, and thelike. Other examples of heterocyclic rings include the
oxidised forms of the sulfurcontaining rings. Thus, tetrahydrothiophene-1-oxide,
tetrahydrothiophene-1, 1-dioxide, tetrahydrothiopyran-1-oxide, and tetrahydrothiopyran-
1,1-dioxide are also considered to be heterocyclic rings.

Unless otherwise stated, the term “heteroaryl” includes mono- and bicyclic 5- to
10-membered, e.g. monocyclic 5- or 6-membered, heteroaryl rings containing up to 4
heteroatoms selected from N, O and S. Examples of such heteroaryl rings are furyl,
thienyl, pyrrolyl, pyrazolyl, imidazolyl, oxazolyl, isoxazolyl, thiazolyl, isothiazolyl,
triazolyl, oxadiazolyl, thiadiazolyl, tetrazolyl, pyridinyl, pyridazinyl, pyrimidinyl, pyrazinyl
and triazinyl. Bicyclic heteroaryl groups include bicyclic heteroaromatic groups where a
5- or 6-membered heteroaryl ring is fused to a phenyl or another heteroaromatic group.
Examples of such bicyclic heteroaromatic rings are benzofuran, benzothiophene, indole,
benzoxazole, benzothiazole, indazole, benzimidazole, benzotriazole, quinoline,
isoquinoline, quinazoline, quinoxaline and purine. Preferred heteroaryl groups are
monocyclic 5- or 6-membered, heteroaryl rings containing up to 4 heteroatoms selected

from N, O and S.” (Land@1suuneLae D1, wﬁwﬁ 6-7)
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M19197 2. N19UTBUTIEUTENINNLATIEFNUUUNNTATINENETTNNELEY D1 wazdafiadns 10 31N

AvauaNSURsNgnlALdll

1 A o ] v a A
W?,JLL‘VI‘LWWILﬁﬂﬂﬂgﬂ@’]ﬂﬁﬂﬁiﬂlaﬂﬁ'}’i

gAY D1, gnslaseadng |

Y A a a o YV oa a v aa Y v l?ll
Vanasns 10 ‘UENﬂ'WJEIiUﬁVIﬁ‘UGliVWIQﬂIGILLEN‘u

X @onlaain CH,, O, S, NR?,

R° Aa lalasiau

[Chem. E]

w2

“1 (RY),

(Y1-1)

w2

0
! (R*)n

(Y4-1)

R® fa lalasiau

5 - .Ill e
wl { -'I}n w1 (Rq}r
,
N S
- (Rd]n . {Rd}n

a2 R*® 2

(Y2-1) (Y3-1)

wd wd

and
(Y5-1) (¥6-1)
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nyununtaniignarsdnsluienans

a8 D1, gnslaseasng |

Jofeans 10 vosmvaSUANSUATH nImweﬁ

R* fn lalasiau viselansand;

2\
)/

- : 3 A R¥
e X R X \IN X2
= J O~ O
ot N/ {th)" W/ (R‘),
(Y2-1)

oy =
RiR'Q} X* \R

N= S
i/ (R")- '/ (R‘). i/ (R*),
(Y5-1) (Y6-1)

(Y3-1)

R* @a (1) lalasau %38 (2) alaau;

R’ Ao lalnsiay;

Y Ao C1-4 alkylene laiifuns

d B 2 1198 3; WAL e Ap 2, 3, 4 %38 5,

neddeulvind + e fn 2, 3, 4 vi58 5

G f®; %39 N-heterocyclyl #38 N-
heteroaryl, ashﬂmashwﬁqs?fqmagﬂ
uwnuiogadenlilaevilovvieasmyi
\donlaan C1-4 alkyl, C1-4 alkoxy 39

g1laLau

X? @ N 3o CH;

19 A Ao #Ta e 1wsha Ge019dl 1893 ny 1denla
281998 IZN:

(a) glalay;

(b) Choanan dsadl () enlawau was (i) C,oanen
F; 50

(c) aralkyloxy Fso1afindawdennninuad C, Moanand
Fusnsnsfuvdemiloutufsenaiindumdomnninves
slauiimiiouturiosetu; wiendludageonadl 1 s

2 91kaLau

'
a

gnsinFunuuIninvetuAumNtenioansn 10 lumvesuanidnsngnldudatinaiugou

Y

UE;IG]?LLUU%J’]?WU | ‘Vl‘lﬂLiJG’ILNEJl’ﬂUL@ﬂﬁWiM&J']EJLa“ZJ D1 ‘I/illLL‘I/I'LW]‘Via’]ﬂﬂﬁ’]ﬂ%ﬂﬂ@?\iﬁ%ﬁlﬁﬂﬂ’maiU

a

gnsunsn

QJﬂIG]LL‘ENUVL@QﬂTJNVL’JﬂWEﬂuQGﬁLL‘U“U@J’]?F’]SUVILU@LNSI&UL@ﬂﬁWi%MWEJL@‘U D1 uan muu
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a15UsEnouINNINeNAINNgaTHUUNNSAYRINTeRodnEn 10 TuAmvesudnsdnsignlanded Jslasu

nsawmelinalluenansrunaay D1

Y A ad'

asuladn: Yofiadnsy 1-10 vieaulng Wesanlaamendllutengisvuneiay D1 34

o

ladauaaslasudnsuns

1.1.2 v1aanuluntvesansniien (Fanadnsn 11-12)

Y A a ad

Tododvan 11-12 na1teansiifen asuseneudednugnoslutenodnsn 11 uay 12 @

Y &

TfasenTesdniuegralunindune wagluussamansuseneuiignidentu fansusenoungnilawmely

welugns | vedenansnuneia D1 fegauanslilunised 3

M19199 3. ensUsznauidenandetiodnsi 11-12 audrvesudnsunsngnlaudsinlignUawmely

Tuanasvuneaw D1

asusenaunonednsludanadnsi 11-12

vasAvasuansinsngnldudail

NSLENNYUNUNVDIGATAITULUUUSAY |

INRNF1TNNNLEAaY D1

5-{[1-(3,5-lamaslslnsAu-2-9a)inesAu-4-
daliunend}-8-rgeals-3,4-lalalnsailudu-
2(1H)-lay,

/(CHz}d\
Z—W—X—Y—CR” G

\(CHE}E/
D

. Z@p 3 4-lalalas-IH-luau-2-lau

wag 184 Z gnunuiegrudenlalagvilaviodemy

igealy;

o W Ap nianusy

« XA 0

Y A9 C1-4 alkylene

Rx A8 H

e duay e wiazoud 2

G f@ N-heterocycle; gnunuillagnilavzodeany

A v
VlLa@ﬂl@'ﬂ"lﬂa’]IaLﬁ]u
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Y A a

a5ulad1: 9900dNsN 11-12 v1aanului WesannldiUnamewalluenasuuigay D1

9

a

Aldauadslasudnsunsg

174
gl Y A

1.2 ¥ndunsUsERugngedu (Yaadnsh 1-22)

&9

Fluoroguinolones lasun1ssusaawazgniunlddmsunisiniouuailisenvainvany
Judeialsn! el lenansvunelay D4 (WO/2013/029548) Wawmeansusenauaitulaulasuniseeusy

dnsunisliusglevivesuiuduasiuwuniise (i 1, ussviail 35, D4) (U7 6)

0 0
®
OR
‘ (I
R3 N
LN

a A

5UN 6. gasuuvansavniUameliluenaisuuneiay D4

lutenansvisneay D4 vidawalslendafignuasusisannsagnunuiiegiuionlalaenis
Wiedemywuindentdainuyiseneumessaeualany, lweily, ulas, lensend wazdafia g
42, usTidl 2-5) Belundntiu nansvisngiay D4 Waweansusenaui waesls- uay Aasls-Allulay

WJu R3, G‘TQLLamVL’TLugUﬁ 7

Z o~
o] N
nF
= -~
Cl

JUN 7. ensUsznaunl 1-8 waz 1-9, uiii 94, na1TvaNeLaY DA

' Moadebi S, Harder CK, Fitzgerald MJ, Elwood KR, Marra F. Fluoroquinolones for the treatment of pulmonary
tuberculosis. Drugs. 2007;67(14):2077-99. doi: 10.2165/00003495-200767140-00007. PMID: 17883288.
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W0/2010/045987 (tonansusneiay D3) 1Uakensidansusznouailulaudmsuinerial
15AMLARYIN Mycobacterium tuberculosis (:9NANTUNNELAY D3, N9 25, USIVIAN 7-10) LoNans
gy D3 \Wameansuseneuailulawmugnsmily () visewndenidunivensuniandnssy vse N-

oxide vauiugailauvilounienigafeiunidlasiaiiiuaisuseneumumvesuansunsignlaudsil

(ms'm?i a)

M19199 4. MsSpuiisulaseaialuunniATYaanNasuNIELaY D3 wazAvaiudniinsign

Tiudiall vgunuimaniluenaisnsaasiilameludrazuanadudanun

WO/2010/045987 (D3)

LavTiA1YD 1701000962

Y A

Jo00aNsN 1 wag 3

U]

\/jXLGJI
[ x (1)

Z! waz Z2 \enleog19dasyann N way CH;

R Ao H %58 F;

R!2 Fanlaannlalasiaw; anlawaw; kwenly; (C,.
g)alkyl; (C;alkylthio; trifluoromethyl;
triftuoromethoxy; carboxy ; lonsand an
wnufiegnadanlédag (C,oalkyl 3o (C,.
glalkoxy-substituted(C1-6)alkyl; (C;.
g)alkoxysubstituted(C, g)alkyl; hydroxy (C;.
Palkyl; nyjaziilu N-gnunuitegnaidanidlae
wilaniSaaas (Cogalkyl, formyl, (C,
s)alkylcarbonyl 5any (C, s)alkylsulphonyl ;
¥30 aminocarbonyl figamngezilugnunudi

pgnadentalag (Cgalkyl;

R1 e (1) lelasiaw, (2) ezdludsoraiinduie
03 lower alkyl fimiloutundesiatu wia (3)
lower alkyl;

R2 #o (1) anlawaw, (2) 928l Feeraiinds
#59899 910 lower alkyl WABUNUKIDANY,
(3) lower alkyl, (4) lower alkoxy %39 (5)
hydroxyl #i;

m A9 1
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WO/2010/045987 (D3)

Y A a ad
VINDENIN 1

LavRiA1Ye 1701000962

a

JadadnsSN 1 way 3

AB @8 OCH,, CH,0O, NR11CH2 %38 CH,NR11;
R11 @enlaain C(1-2)alkyl; formyl;
(Ci_2)alkylcarbonyl; iag (C1-2

2)alkylsulphonyl;

X1 fig -CH2-, -O-, -N(R5)-, -S-, -SO- %70 -
SO2-;

R5 #® (1) hydrogen, (2) lower alkyl %39 (3)
lower alkanoyl;

G1 fo lower alkylene;

R' uag RY Aalalasiay, RYvavngld uaz R" g
Tusuwnuan 1 wag Rw Avlalnsiau %58 RY way

RY squfuduiusy;

R3 fie (1) lalastay, (2) carboxy, (3) a1lalay,
(@) lower alkyl Sso1afiudswFounnninves len
sand, (5) loenly, (6) azdluy %aawﬁmﬁwyj
wnufivsesnninfidenldegsdaszan: @)

lower alkyl waz (b) -C(=0)-R6 38 (7) -O-RT;

R® Aolelasiau: ol R uaz R Aesuse, R?
agﬂu@?%mﬂﬁ 2-, 3- vi3® 4- uaziile RY Ao
lalasiau, R® aglusummisd 1-, 2-, 3- vde 4-
uaz R® fe: lansandgnunuiiegnaidanidlag
(Cy.¢)alkyl; amino optionally mono- 39
disubstituted independently by (C,.
oalkyl %39 (C;galkylcarbonyl; fluoro;
carboxy; cyano; (Cy)alkoxycarbonyl,
aminocarbonyl ﬁs‘z’qugazﬁiugﬂLquﬁaéw
wonlalny (Cgalkyl %50 (Cig)alkylcarbonyl,
¥30 (Cra)alkyl gnunuiiegnadenlamovlag

AuAkanslITenudE NSy R3;

R4 e (1) asfiluFeenafindevFosas lower
alkyl fimiauvSauandreiy, (2) anlay, (3)
cyano, (4) lower alkyl, (5) oxo, (6) -O-R8
30 (7) -O-C(=0)-RY;

R8 @9 (1) anlatay, (2) lower alkyl, (3)-
PH(=O)OH or (4) benzyl se1afinilsnIodes
lower alkoxy Fnslounseunnanaiu;

R9 Ao (1) lower alkyl, (2) -G2-COOH, (3) ozil
TuFaonainilavde lower alkyl Fwilounse
wANA1AY, (4) lower alkoxy %39 (5)
pyrazinyl;

G2 fo lower alkylene;

P~ o < =
N AY UIULLUYDY 0 09 §;
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WO/2010/045987 (D3)

Y A a ad
VINDENIN 1

LavRiA1Ye 1701000962

a

JadadnsSN 1 way 3

R? fia lalasiau;

R* fia URS5;

U @anleann CO waz CH,,

R5 fi® $2UUNUNAU bicyclic carbocyclic %50

heterocyclic (B) ignunuitognaidonls:
\ X1/X2\X3
L (a) | (b)
5 2
Y1—-/ b\(

Usznausme heteroatoms aedn 4 fialuusazls
wnufidsfiograntesndsluag (a) waz (b) Hu
aromatic; X1 #e C wio N dodudunilsves
Hamuezlsunin, wie CR14 Weudundls
yorrwmudildldeslsun@n w; X2 fa N, NR13,
0, S(O)X, CO %58 CR14 Lﬁal,ﬁud’awﬁwama
wnuezlsunanuselulderlsunfintsesia
dandudu CR14R15 dliodudunilsvons
wnuitlaldeslsunin;
X3 wag X5 Ao N %3e C aghadudasy;
Y1 fio wyﬁamiaﬁﬁ 0 f9 4 svmou Fauray
avnaNgNaBnag19dasEaIn N, NR13, O,
S(O)X, CO waz CR14 adudiumilivans
wuaglsininuseldlveslsufinuseaaidu
CR14R15 isiuiiofudrundwearumud
lailvoylsunding
Y2 fio mﬁamiaﬁﬁ 2 9 6 9¥ADY, WAAY

P¥MDUVDY Y2 Lapnlaegnadasyain N, NR13,

WA fig
(1) aryl Fagalinilavyununvisesnnnis, e
(2) heterocyclyl @@1aiintlavgunuinvse

1INNI7;

a

fflenu Heterocyclyl: “iiunsiazszydliidu
DUNDU “heterocyclyl” uaz “1sheterocyclic”
Usenausme 2aunuduslululendnwaza9

WRIUBUA2 bicyclic N1 4-09 10 waeu”
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WO/2010/045987 (D3) \aufidea 1701000962

]
aq

Y A a Qd' Y A a
VINDENIN 1 YANDEANIN 1 ey 3

O, S(O)X, CO, CR14 dloduvensumusyls
InAnmesnuLeueylsinAnus ooy
CR14R15 ianfunilediuvansumuuauesls
WIFN; usiay R14 uag R15 gnifenlaee1edasy
970: H; (C1-2)alkylthio; gla; carboxy(C1-
2)alkyl; (C1-2)alkyl; (C1-2)alkoxycarbonyl;
(C1-2)alkylcarbonyl; (C1-2)alkoxy (C1-2)alkyl;
lansend; hydroxy(C1-2)alkyl; (C1-2)alkoxy; lu
1as; loenly; amsuend; oziilu wie
aminocarbonyl optionally mono #3® di-

substituted Tng (C1-2)alkyl

ansUszneuidenlagnidameliuddluenanvuneay D3 Aaaulivesansusenauiamals

laadnuuuiad Jeanunsadimsunuineslanu lnawiungeeiu aufuandluiiegnsy 21 (wid 49,

D3) (3U# 8)

0 0
/" NCH, HN o
F HQ
- D_‘.' !{__‘.L y, "f----."l’/ -.'.
— )—NH O\ NS
F "/ —
/
Compound of D3 Quabodepistat

JUN 8. AumilaunaAd18ARNIUITENINNETUTENRUAMNAIRE1ST 21 NBNEITVIINEIAY D3 uag

Quabodepistat (7881991 260 MnAvaTuENSUATNgNTAUEL)

?J'a”l,ﬂﬂ’hﬁu NN D6 (W0O2005042542) LTJﬂstjmﬁﬂizﬂauﬁiﬁmmﬂ

dihydroquinolinone #flgnsauuailisesiainlsn Mycobacterium tuberculosis wa
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Mycobacterium tuberculosis finesieeva1evila (JUN 9 ansuseneufiidenauienalsvsngiay D6,

A157971 114, widi 734)

8]
NH NO,
N N
N N- h\ 0
NI A
‘G)TJ HM
HO
o—' CH, F HO ° f
~
Example 941, page 734 of D6 o N
NO, —
0 N& I 4 -
Y Quabodepistat
N N Jn i
N__J N D)g
CH
0 3
Example 933, page 734 of D&

5UN 9. nsidSsuiieuasusznauil 941 uag 933 NLeNH1VINNELAY D6 ag Quabodepistat

(AuArvasuansdnsignldudail)

naIvNNeiaY D6 Sulawmeasusenauitil 29uniu piperidine #INA9 UAEMY

quinolyloxy fauandliluguil 10 (asUsznauil 611, 617, 621; m3afl 72, #iidl 699, Lonansvaneias
D6)
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[Table 72]

B1
_11\0
Ie* el
OL% " Q’D'HE

Eamm R2 @5[“‘”
611 -CHy 516
N

H
812 -CHy o CH, 535

813 -CH, t}' 468

wwon D

15 -CH, m 533
oo

B16 -CHy (i) 513
B1T -CH, m 516
(

618 -CHj, N)ﬁ 506
o
519 -CHy \c:f:n_o 507
M
|
620 -CH, @:‘1
0™

621 -CHy mu{a . 530

Ul 10. ansusznau 611, 617, 621 gnillawmelSlutenanswuneiay D6, As1eil 72

fatil LonanIvaneaY D3, D4 way D6 wandlmdiuinasusenauiilaannadlulawiiuselev
Tunsshwnsandeluaiiisolaslnglanizn1sineiinan Mycobacterium tuberculosis (lON@1S

neLaY D3, LONA1TALIELAY D6) Lanasuuieay D6 Salameasusenauiiguniu piperidine 513

N 22/36

a5 U EMasnaraTA1e S UANSURTIa YT 1701000962 Liaumaslasudnsins lnswnsaviegimiaevloTiond vssnalve



NANY F9TU ANULANAINMANTEIINNEISUSENBUANULBNEITULNELAY D6 hazdsn boiuane I lumvasy

'
LY a 1

niUnsNgnlALdil duiesludndiulate luniidondn “w A”

2\

oedlsfnu afigunuiidu “2eumnu A7 lignidiameliounthiudaluasusznay
AUBNATUUEEY D2 (WO2006134378) lay D5 (WO/2006/038172)

naENTUNIEEaY D5 Waneansusenaunlauian piperidine lasunissensudmsu
Uszavsnnaesmnnidulunisiuasiugadn lnannzegadsioalansuvreuuniisefosalsngy
87; NUsENDUAILATAAWBTILANAIN Mycobacterium tuberculosis (USSAT 32, W9 17, lenals

nelay D5) gnsnabudmiuansuseneu piperidine seylilugui 11

R‘l
R3
— /
M —CH, N—R*
R2

it

U U CH Lag V NuU N;

M iy CH2CH2, CH(OH)CH(OH), CH(OH)CH2 or OCH2;

R1 unu alkoxy;

R2 unu lelasiau vise anlaway;

R3 WU carboxy, hydroxy 38 aminocarbonyloxy;

R4 unu arylalkyl, aryl-S(O)m-alkyl, heteroarylalkyl,
heteroarylaminocarbonylalkyl, heteroaryl-S(O)m-alkyl %38 CH2-CH=CH-aryl;

= o < 1 =
N A TUIULBIUILIG 0 ILag 3; ey m A 0

JUN 11. laseafaduunniavannianansnaneay D5

= = 14 =® o o Y a Aa v = Y Y tg Y & o/
(L‘Villau‘l/iiaﬂﬁ']?Jﬂﬁ\‘lﬂUﬂﬂ‘UE)iUﬁVlﬁUﬁli‘VlQﬂIﬁLLﬂ\iNLLﬂﬂQ1’JL1JUG]'JWU'1)
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Aanlaunandlineuning ansuseneunnaenatsuuneiay D5 dalludy (Qnununegindentd

18 fluoro), 29 piperidine ATINAN (gmmuﬁaeimﬁaﬂléféf’m hydroxy) uae arylalkyl 129 A auen
Srfineuilililuenansvianeay D5 arylalkyl (@ndregnatiu phenyl alkyl) mmsagmmuﬁﬁawﬁq
yyjelaaundornn (il 5-7 lenansvaneian D5) dydu ArauanA1mEN T IEsUsENaUIINAY
vosuAvstnsTignlfudsifuansusenounienansmneias D5 Aensfieguadlaseaine  quinoline

=i . . .
WU guinolinone/quinolone

enansvingaY D2 WakgansUsEnaunlignsiukuaiiseniniseaeiuinnesssmany

yiauandlagans | (Ui 4, wnansvianeay D2) ilanuwilounidlassaseiuaisusenaumudvesy

Ly

nsURsNgniawdell danandlily Ui 12

N

Rza Ui—M'Uz—R
|

R,b Nj/o

R,c Z

R,d 1

or a pharmaceutically acceptable salt thereof, wherein

R2a, R2b, R2c, and R2d are each independently H, fluoro, chloro, cyano, (C1- C6)alkyl, halo(C1-
C6)alkyl, halo(C1-C6)alkoxy, (C1-C6)alkoxy;

"----"is a bond or is absent;

Zis CH or N when "---- "is a bond, or Z is O or NH when "---- " is absent;

U, is CRaRb-CRcRd or CRaRb-CRcRd-CReRf, wherein Ra, Rb, Rc, Rd, Re and Rf are each
independently hydrogen or (C1-C6)alkyl;

M is a group of formula Mla or M2-M5:

PN 24/36

a5 U EMasnaraTA1e S UANSURTIa YT 1701000962 Liaumaslasudnsins lnswnsaviegimiaevloTiond vssnalve



Ry y' Yy '
[U,] X\$CH2)n Ry
Uyl N~ 1 UJ»N
R2 N.,,
M2 M3 M4
Ry
% Ryl
N~w

U] *"l

Mla M5

Ry and Ry' are each independently H, hydroxy,......;

when M is a group of formula M2, M3, or M5, U2 is W; and when W is CH2, CO or SO2, R is aryl,
heteroaryl, heterocyclyl or ortho-fused bicyclic heteroaryi,...........

wherein any R may be optionally substituted on carbon by one, two or three substituents
selected from halo......

JUN 12: Taseadrsuuuansavauenansvisneiay D2

(AU UNTDAAIEARINUITHEAIAIBAINUI)

gns |l Uawelilulenansmneiay D2 Useneuniwansusenau dihydroquinolinone

moiety, 19U dihydroxypiperidine n54na1e wag halo-substituted aryl Astiu @1sUsznaunlaun

NanshuvasAg Il gnilawmeliudiluenasvaneiay D2 Ianuwilouviiandieadsiuegiasinty

lassasivansusenaumdenilaidamelilumvesuansdnsngnlauded, dwansliluy sun 13

O
HO
FHO »— HN HO
(N HO -
N— N\ : o~
_ C 1 N
o T
/
Compound of D2 Quabodepistat

JUN 13. anunilounsendieadsiuseninaisusznaundululdanliaingnsuuuansay I aan

lINA1IUNNELAY D2 WAz Quabodepistat (luAvasudnsUnsignlaudail)
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¥ o 1%
I

NnesdmIToumininUsasUsravsamuesansUsznouiiilassainseiludluy (enans
vaneLay D2-D4, D6) fhawmnulwine3funsinans (lonasvsnelay D2, D5-D6) uariineafiiingunud
dudans (lenansvuneias D2, D5) lumsiluansiununiise dau yAraRIANNT gy luRaUs
InginsiserafinnsanegsaumnaunalunisassUsuasuluansuszneundn, fesugliluonans

Aavznountildy o wielildasusenaunumaesudnsdnsngnlaugsl

A a =< a = (% Aa va
LANANTUININTUALNEYDLDNANTANNELAY D3 hay D6 L1NEINUAITUTENBUNUAMENUR

q

iuialsn Suluvmnandiiesvgluawiasiivsgdalunsiiansanaisuseneveiinidusudon
wandmsunisAuaTiLNkan1sUsEYnAldNeainule

4

muivesudnsinsngniaudell Jaymnseawilefion siavmansusenaunignadnu
wuAnSeNEanlBuuse Mycobacterium tuberculosis Wag Mycobacterium tuberculosis NiAosaeN

MaNevL AYeSUANSTRSE Rl snadeuneTanm 2 eghs fil (wihil 423-426):
“1. Antibacterial test - agar plate dilution method
Strain: M. tuberculosis H37Rv
Compound 259
MIC less than 0.39 g/ml
2. Antibacterial test - agar dilution method
Strain: M. tuberculosis Kurono

Compound 1, 14, 17, 49, 52, 85, 102, 130, 138, 139, 152, 175, 194, 206, 214, 251,
252, 259, 260, 265, 288, 347, 361, 364, 369, 372, 399, 404, 419, 446, 447, 448, 449,
450, 454, 460, 463, 465, 469, 471, 473, 476, 477.

MIC less than 0.39 ug/ml”

e

7198 LONANSYUNELAY D3 wag D6 WAKgaNSUTENaUMNgIUInaLASIAS19dInSUNNS

1%
LY

SnYIN1SAAB I SALAYNISNAZBUAITUSENDUARANUNUSAEINUVDNTDILSA TngmnzLenans

'
a

wunetaw D6 il muneiiazliansusznouniinisesngnon

9D «ANa

\HUURDWUATILS YV M. tuberculosis

way M. tuberculosis NABRBYNMNANYVUIY (WLNTI 7, 1ONAISHRN8LAY D6)
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NENTVANELAY D3 NARRdasUsENaU 9 M sRenvageun1sdudaneiug H37Rv; 174
a13UsENoU 5 fudnsAl MIC 0.2 ug/mL %3RINI1 (N7 62-63, LonNansuueLay D3) Lonans

MINLaY D6 NaapuaIsUIENaURa18vila ﬁﬂ‘ﬁlt
“1. Antibacterial test - agar plate dilution method
Strain: M. tuberculosis H37Rv
Compound 129
MIC 0.0015 g/ml
2. Antibacterial test - agar plate dilution method
Strain: M. tuberculosis Kurono
97 Compounds

94/97 showed MIC values less than 0.1 ug/ml”

(%
o s

AIUY ULENANTALIBEY D3 Way D6 uansliliiugrsiuuuafisevesa1susznaunium

v
) Y v a

YosuansUnsignlauteil (MIC) a mileunsesinitansusenauidamelinoundil Baluninuu vaueiy
U oa au o ' A 9 va Ao Ly N I S8

vosuAnsUnsiigngaineiielvidlansuseneuiiignsiuwuailisesieaneius TB Nnedesmaeuuiy,

nsnaaeuALiunsAvaeRUg Mycobacterium tuberculosis @@sangnug As H37Rv Wag Kurono 13l

AnulasoslsunuTgu?
AvesuansUnslulauansdendulavesansusenaviiieitesivdsilaesueliluseasidun
n1sUseRvs:
“In addition, the applicant describes that the compounds:
- shows not only the activities
in vitro but also the activities in vivo in oral administration because the

administered compound is favorably distributed in lung tissues which are the

primary organ infected with the mycobacterial infectious disease;

2 Matsumoto M, Hashizume H, Tomishige T, Kawasaki M, Tsubouchi H, et al. (2006) OPC67683, a nitro-
dihydroimidazooxazole derivative with promising action against tuberculosis in vitro and in mice. PLoS Med 3(11): e466.
doi:10.1371/ journal.pmed.0030466
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- does not induce diarrhea as
seen in known antibacterial agents with a wide spectrum for common bacteria
such as gram-positive bacteria and gram-negative bacteria, and thereby may

become a medicinal substance which allows for a long-term administration;

- is effective for intracellular
parasitic bacteria such as human-origin tuberculosis bacteria which is parasitic in
macrophage, and has a stronger bactericidal activity in a low concentration even in
a bactericidal test than conventional antitubercular agents. It is thus expected that
the relapse rate in tuberculosis will be reduced, which eventually allows for a

short-term chemotherapy;

- shows a low inhibitory activity
against a drug-metabolizing enzyme, a low possibility for an enzyme induction of
CYP3A, and a low concern about drug interaction. Thus, the compound is expected

for a combination use with conventional drugs or HIV drugs.

- In addition, Compound (1) has
a lower toxicity than conventional drugs, and hence the compound is also

expected for long-term use in the treatment for latent tuberculosis”
(MusIEazdANTUTEAYEURIRveTUANTUnTNgnTaugadl)

PR

agulddn: anudandamelindluenarsvaneiay D2-D6 vinlviyarandvineslu

¥ ¥
v U Y A a ad

Aaudnginisuvusiaunsalaundeansussnaunuavasuinsinsngnldudell deludetodnsn 1-

22 39010TUN15UsTAYINaIRU Tuaunasiasuansdns

a8 U

wennilulsunu NseenLULE1: M3ARNTEI WUT1 Quabodepistat QNIzYLALKIUNTS
Aansesilulndannlassadraunuinidu carbostyril (M5 2-quinolone) (Hariguchi N, WazAug;

Antimicrob Agents Chemother. 2020 waun1Au 21;64(6):€02020-19. doi: 10.1128/AAC.02020-19)

a [ ]

duiinAunlasun sTRwRLTuInTuNsUsE R lesnanuimluimsuiufegudd

<9 Y

& = ! aa o A& adAve aa o a ::4'
LW?’]SLUULWEJQLLﬂﬂ'ﬁigu‘?ﬁﬁﬂigﬂ@‘Uf\]qﬂlﬁUﬁqa‘WLLa@ﬂ‘ﬂqﬂIﬂiqaiqﬁLLﬂumLUUV]EQﬂLLag'Jﬁﬂ']ﬁﬂ']Lu‘Uﬂ']ﬁﬂ

nyuAufeguds dslitedndunmsussivg WnemmzegsBwungmnevestssmelng “n1sAuny” du

Lifoindunisusshivg
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munnalinewninil Aavzrineinisnauntnanuenasuiieay D2-D6 lalaue
ansUszneuingteamdlasaieiugrsiuiuaiiSvdmivasiuinnesssmatevuiy anudmldld
\Wugnflannsilagves quinolone waglaglaniyag9e81989 a9 2-quinolone (W3acarbostyril) Tu

a13UsEnauNilgydsiunuaiitse mudieensly Thumar wazaue, 2011 (BN 75, duaiin)

“The carbostyril (2-quinolone) skeleton is a fertile source of
biologically important molecules possessing a wide spectrum of biological and
pharmacological activities, such as antimicrobial (Jayashree et al., 2009,
Creaven et al.,, 2010), antiproliferative (Chen et al., 2007), antithrombotic
(Buchanan et al., 1989), anti-hepatitis B (Cheng et al., 2008), anti-HIV (Zhang et
al., 2003), anti-tumor (Joseph et al., 2002), antioxidative activity (Chung and
Woo, 2001) and cytotoxicity against human”™

=

milulauannsagniinsaniu “lassassfiey”: lasessluananinuandfinisganie

| ' a - Ya saa o ] o/ IS
aInvane Wunlasessfgfiaunsaliawnuanifnenmuagiangianzasdmsudninens@inm
Inannviangrunsaawlamgilendu? lassasifievuansgaisuduiiiaulasgradnudmsunig

@@ﬂLL‘UUlanWaLLU‘UNaﬂJNﬁWU
v & Aa ° a a a A a Y
PNUU uﬂﬂfﬂ/]ll?‘YJ’]@JGU’]U'WQﬂ:ﬂﬁaﬂ8"]1/]EJ']ﬂqiﬂgaqmqiﬂwiﬂqimqaqiﬂﬁgﬂ@ULLﬂu‘V]llIﬂiﬂﬁi'N
al

a I a v oo  w ° A Ly ~ Ao A & Aa o
ﬂ'ﬂiﬂautﬂug\!@lLim@uaqwﬁUﬂqiﬁnLLuﬂaqiﬂigﬂ@U‘WﬂJQWﬁ@q‘ULLUﬂmLiEJCVW‘ILEJEJNG]@L%@LLU@V]L?EJQWIiﬂLL@%

wuATIBeTlsANRBRRYIANE YU

[y PN & addyvy o ¥ o [ a
ﬂ’]iﬂﬂﬂi@ﬂlﬁ‘UiWﬁﬁWiUﬁ%ﬂ@‘UL‘U‘Ll’)ﬁﬂ/lgf\]ﬂﬂumuﬂ"liﬂu‘WUﬁ’]iﬂizﬂ@Uﬁ?ﬁiUiﬂ‘U?ﬂ’]iﬁ]@

Wowuaiisy uavlaganizegadeinlsn n1sAnnTosTunauas (HTS) duiuwaansiives Mtb gn

3 Thumar, Patel Synthesis, characterization, and antimicrobial evaluation of carbostyril derivatives of 1H-pyrazole, Saudi
Pharmaceutical Journal, Volume 19, Issue 2, 2011, Pages 75-83, ISSN 1319-0164
4 DeSimone RW, Currie KS, Mitchell SA, Darrow JW, Pippin DA. Privileged structures: applications in drug discovery.
Comb Chem High Throughput Screen. 2004 Aug;7(5):473-94. doi: 10.2174/1386207043328544. PMID: 15320713.
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WanFuieszyasuseneungnlauandorsdugmiussansnm uazusinguimnglvssenn fddey

wwaneiithlugnishunveduinlsadus 1w Bedaquiline®, Delamanid® wag Pretomanid’

leNasvaeaY D7 (Cristophe, 2009) adunanisdntdonlausndues 57,000 Tuanavung

ian Fahlugnisssygaansuszneulninaensuuisiienumilousendiandamidlasiasiaivendiu

Ayvo

Folalsaidunzandu Beluninduenarsminaas D7 Whlugnisszy Drpel Wudhuwneiieyuth

DprE1 Aoteulydfivineiusiuiu DprE2 iiedaasizinsinesigesorsndluniiienanwaldmnsu

lipoarabinomannan wag arabinogalactan, niielassasisfisnduvewilasasveaislauuaiise®

a1sUsenaudenmumvesuavEUnsngnlaudatl, wul1 Quabodespitat, savinivoulesl

DrpE1 Tne DrpEl gnszydndudmunglunsnageunisdansessing q Gsuadindu “Whmneily
» oz A v 1 = v A & I a = N a
189’ kargndindudmnefaunsaldedugatnliieindseglumeInanduvesuuaiiie

uwazilogianizlulusaslen

nsiasanailulaull “lassadiiiey” lneonisdisialavsaveduananilaseaing

[ i

Mawdmiunsnseihserdmunguntedns NUsENeUMIENIsAUMLAzETIREMNTagudualiline3anaN

Y
Aoutiun eI duieInITAUNU

1
av v

v & = & do o w wa & @ '
ANUU ﬁ]\itﬂuw%mﬁ]u’m‘ﬂ’i‘uaLﬂlﬂ’)?jﬂmﬂuﬁ'wl'lu'a’]ﬂ"l’iﬂﬂﬂ’iaﬂﬂ’quﬂla\‘iﬁ’liﬂ’izﬂa‘uw 9]

nadtulauanansainlugnisszyansussnauniignddiuialsald Tuwdll nisldinsestenmdunsan

Y

fuagraunsranelundvasfauzIngnisiiedunuasusenauiidgnsduinlsatulsitady

dalssivgluni liduaasldsudnsins

1.3 Y1915 UANeNINEaND (VanadnsSi 1-22)

1.3.1 dafednsuuunniny (Yadtiedns 1-10)

5 Andries, K.;et al. A diarylquinoline drug active on the ATP synthase of Mycobacterium tuberculosis. Science 2005, 307,
223-227.
6 Matsumoto, M.; et al. OPC-67683, a nitro-dihydro-imidazooxazole derivative with promising action against tuberculosis in
vitro and in mice. PLoS Med. 2006, 3, e466.
7 Stover, C.K.; et al. A small-molecule nitroimidazopyran drug candidate for the treatment of tuberculosis. Nature 2000,
405, 962-966.
8 Mikusova, K.; et al. Decaprenylphosphoryl arabinofuranose, the donor of the D-arabinofuranosyl residues of
mycobacterial arabinan, is formed via a two-step epimerization of decaprenylphosphoryl ribose. J. Bacteriol. 2005, 187,
8020-8025.
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a a

AvesuansUnsfignlsudel Aslanvzdednsiuasusenauidululddwunnaneldgns
wuuInsa (1) [efiedndi 1-10) 91nansuszneuiidululdiuiurile, fdnvauzianiziiios 480 18013,
TneATevansUsenaumiies 43 sllndnsugnsmetinnIw (qrsauluaiitsess Mycobacterium

tuberculosis)

it defiednan 1-10 luldesuienvasidunliognaiisane Weosngvesudnsdnsla
naaavesiusznouiiululifisdliisionisveanguintu mnuasaurquuednsinsdmisininey

Wgsdanldvinnisnaaeugnsasenunilamelusisasidennisusehivg

asuldq1: 19808157 1-10 vran1sawmeinesws ladulunuunnsi 17 wis

9

W3I1YURYRUAFNIUNS
1.3.2 ¥1an15Uakg g snanenulUs Inan1snduine1vasasusenauivasn (Yaie

ansh 11-12)

AveSUAVTURSUARINIINAaeUn SR uLUATISEluraoANARBATIEINTNAGOULALIVEY

A aM Y 1 = ° v a awv v A v oy Ay y a ¢
ansUszneuiidenmunlanaifaineay 43 Arvesudnsinsatungnlaudedlyilalinisimmey
Wisuiieulae terdugmdnesdinindvansusenauaufalziIne1nsnountl (Wusuenais
wnelaw D3, D6) Balunintiu MsnadeuMsTIn A Llun1sivaewus Mycobacterium tuberculosis

dosaneiiug (H37Rv wag Kurono) Ndiaaulisia rifampicin’

v & I g P ‘:4' Y] as v A Y a o [y a o I =
ANUU 13«]&]%@%@LWHQW@wQSaUUauujﬁLLﬂﬂﬁgwqwLLV]?]ﬁQﬁ']MiU{jQJ}W']V]'NLV]@UWV]Qﬂﬂa'TJQQI

3

' '
a aa a 1

“Welvitlansusznauniigyssuwuafiitenfbuusaluaiiisedndse (tuberculosis bacteria) haz
Aa o & a v v E ) Aa a9 1o 5
wuASeilsANRasee a1evn; wazdauedelawuadiisentulyinlsa

aa

agladn: defieBndd 11-12 vensWawediiisws Liduluauunnsn 17w

W3I1YURYUAFNIUNS

1.3.3 A15NA15U “Wannawmadanlinnfn”

a a

wud LidnsuansradnsiuudalumveSuansUnsignlaudaiin arsusenauvesteiodns

1 1-22 auiiaumamanailailiaindn Faorvdaalunisuiuusinisgaduuaznisnszangivesenly

9 Matsumoto M, Hashizume H, Tomishige T, Kawasaki M, Tsubouchi H, et al. (2006) OPC67683, a nitro-
dihydroimidazooxazole derivative with promising action against tuberculosis in vitro and in mice. PLoS Med 3(11): e466.
doi:10.1371/ journal.pmed.0030466
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37918 (pharmacokinetics) wag/v3onarase1lusnanie (pharmacodynamics) lewUSeuiisuiiu

asUsznaviilsidameineuntihlu D1-D6 nMsmsraapuMInAassdm N ARy efigatinuimii
vouvelulad TeanBonmsdsziugmufveuansinsfignisudldlduanuuudiaaamannans
aoaileBudunadns ieuinsziamanismaasslusnanme (in vivo) ilefigatimsusuudunavesenly

S79AN8

Y A A . . Ao a M ¥ o
LL@J‘USQJL'WENNaﬂqﬁ/]ﬂa@ﬂiuﬂa@@lﬂﬂa@ﬂ (in vitro) ﬂ']ﬁ‘Vlﬂa@‘U‘Vlﬂ']LUUﬂqﬁ‘l@J‘l@IUWIﬂ

Wisuiisuivatsuszneula 9 Tu D1-D6 wenanil waawsAunaueyIuuaiia1 MIC (ANuUNTudues

'
o

Aan <0.39 ug/mL) e vibilianunsaeslesivisnvesuauduasesiunislaluuywdls vinlv

MaMaUameiisanelunisiigatinananaiiailianAnvselustdmandsinenazu

Y A a a 6

2. 4aeanse9nUsEnau (Vo0adnsh 23 way 24)

4

2.1 Y19UNISUTLAES

&9

Y A a

JotiodnsiignymuneiioAuATotasAUTENUMANduNTsURLUNUSENOUMEa1sUsENOY
Y A a ad v D= = I3 o ° w v v a
mudeiiednsn 1-22 Yalatenils asnIsuvetasAUszneumundunssy (gnsssu) dedldinatinuas
ansUsgneundniulaemiluuiyaaadiianudungluavindunssu'® vl guesuansdnslilalvideya
lefenfvasduszneumandynssundndnsludrumnestosivamdudmniesanudmludmsu

tY a a

yarandvinuglufauinenisuousil ety dotiednsn 23 uar 24 lilduansdistunisusshivg

<9

aguldan: dotiednsi 23 uaz 24 vaTuNTUTERYENgRY Miaundslasuansdng

a9 U
2.2 Y115 UALNETLNYIND

aadUsEnaUMundnTIUnuAveTudnsUnsngnidudellilasunseSuisegaiivane

AuMeuUssE1e Ui 146 90

“ANTHANNNITUNNG/DIAUTENOUMBNFYN TTUTUTEOUTINMIBAINUTENDUKDATIN

a

a13Usznav (1) TunsuseAuglgnuandlinuanail. ... YSunauwesansusenau (1) Tunisuseivg

LERE )

A 1 o w 1 I~ v Y 1 =~ I dl !
u%mu%ﬂﬁﬁ&lﬁu%%‘]ﬂ'ﬁLL‘WVIEﬁiJQﬂ’ﬂWﬂ@LL@%I@SLUUVI’]\‘IL@E)ﬂ EJ’]"UQﬂ‘U?UWJEJ“U’NV]ﬂ’JN VUL Z AN

gnsnaunensumglagunfiusenausineiy 1-70% laguminvesansusenau (1) lunisusedivgil”

el

W7 146-148, vp3AweSUATSURTI@YT 1701000962)

1 UNDP. Guidelines for the examination of patent applications relating to pharmaceuticals, 2016.
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Faudnesrusznaumandunssulaigninunlivisessuisdiuduiioenaziiunly fuiudaliivoya
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Fauneiuasdusenaumandunssuiigathluiinisundesmudetiodnsi 91 23 was 24

asuldqn: dafednse 23-24 van1siasnediieanwe Lilduluaiunnnst 17 wis

3. 3BnsUnUndnen (Fefednsi 1, 2 uaz 24) (Munewe TeDeavEN 24 a111TARAIINI

YaneansNdlusIAUsENaULaEISNIITNE)
3.1 25n15U1UASNEN

AuAReNInTIIERUAeSUANSUNINMTUsERvgIarouavsuns atul wa. 2562 Tunuan
5 MInsIvaeumveiuansinsnisuseiviiareudnsinsmaniivasinduios vy 23 svydi “38nns
Urdnsnw” ldlasunishuasesdnsdng aumnsy 9(4) dadu audediedns 1, 2 uay 24 gail

RINeioANATaIIENTUITRSNY Fatnsonns 9(4) limislasunseylilvidansdns
3.2 viamsuszendliniegaannssy

#7137 UNDP (United Nations Development Programme) %39 1ASIN1SHRILILAS
ANUTLVIUVIR %\‘1L‘fJ‘u‘Viu'Qﬁﬂﬁu%aﬂaﬂﬁm‘iawﬂizﬂﬁ"ma (United Nations) Iéjﬁﬂqﬁﬁﬂﬁql@ﬂaqilﬁ?J'Jﬁ‘ULLu’]

o U a Aa v A a Y L - 6 = 1 4 a b4 1
NINSATIVADUAYRTUANSURSINefundusioet (2016) Fasjaiuluiinisadeaunaseninems

a v

duasunsuinnssulaznsAuATednsUng uaznsiinteeuasmalulagnddgydmsunsiaunndsty
onanswantidnasliduuzdifeiunsussliua1vesuansunsluusunveingruneaniinssening

Uszinauaziimvneniswauidadu (Sustainable Development Goals - SDGs)

A58 AYYBUININITNTIFRUAIVDTUANTURSN UNDP sjaiun1sussiiiudunauns
Usehug (Inventive Step): wumatiseelvignsivaeuavidnsanunsausediulainnisusefugiud
& a sal & [ a =) 1 A v = < v A &
upauNMUseavgiiluuinnssuaswield waslildfisanisdaudasiisndniosvisesssunvintu Tu
nsUsEdluAUigaevadeyanumaliatiy §nsiadeulzdesseiiuinAvednsUnsideyania
wadiaLiiganenazatuayunisodnsluanidnsviseld Metinud “FBnstidashwimienisunnd” ay
o o w A ! Y a ! [J a A wa
AAnAY Fie nsneliiaralusemekaslunsiinaadedUisianizsely Ineunannaauda
vasmsUszgndldlunsgaavnssudaluesiusznevddguesnsiisudnsdng nslivieisnislden

Shwnlsanavnszurunsidiu llaviligweinalufadsaiuiulandwdndousilugnavnisy 35033
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AAEMNTTUANNNINTT 8 lalaundslasudnsuns
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3.3 Y10UNISUTTAES

&9

a15UsEnoUnuTenednsi 1-22 vIndunsUssRvgnuRaUyINgINISAY LENaTeaY
D2-D6 (31azidanmudiud 1.2) Inefiugiuwdiansusenauineivesmndlasaing tauanignssnu

wuaiiselhFeusesuan uazlaoanizanosiuialen (enansuuieay D3 wag D6)
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W3I1YURYRAFNIUNS

4. 49008501514 (Vanednsh 1, 2, 24 uag 25)

4.1 Uasiau1ng 9(4)

mesuansUnsngnldudaliusenaumesiiaves “defednsnsly” Aweluil:
+ “The use of a compound X in the manufacture of a medicament for diagnosing,
preventing and/or treating a disease Y”

« “A compound X for use in a method of diagnosing, treating or preventing a disease Y.

atllugilan1snsivaeumvesuavEUnsn1sUsERvuareudnsing atul we. 2562 niin
5 i 23 leendnegadenruiinandisiuinlutetednsyililisuauAuasewmutiowismnns
9(4)
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