We Claim
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RYis-Cy galkyl G ojalkylC
wherein-the-Cie) .
wherein-the-C 2alkylC ¢y

six-R*-groups:-and

828

or a pharmacedutically acceptable salt thereof wheretn:-.

2 groups:




to-three R**groups;
R%is H—C g 5)eyeloatkyl-or-GCyu salkyl:-whersinthe -G _syalkyl-is unsubstituted-or
substituted-with-one-to-six-R? groups;
R*_R*_and R* are each-independently fluorine —C sieyeloalkyd -CN-OH OG-

ayatky-or—OC s seyeloaliwhereinthe-OCu gjatkyl-and —OC s geyeloatkyl

each-R**is-independently-OCH;-OCF;;-OCHF.-0r-Cpsatkyl-that-is-unsubstituted-or
beti ) iy fluor] ;
R3is-Cg1)atkydC s seyetoatkyl—C i sjatkyl-0r-Cuojatky-O-Csyalkyl-wherein-the—Cyo-
naHlaHCasyeyeloalkyl—Cr aatkyhand-Cu 2atky-O-Cysjatkyh-are-unsubstituted
beti it . 2 . tontlysel :
fluorine~CHs-CHE,» -CF3; OH-and =0:
R*is—Cs.6)eyeloalkylphenylo
herein the Ga.s,cycloatiyl ) btituted-wi hroo R%
Spebes oot meenepdon o colpelie o b o D0 e e D
@ﬂkykwhemn%%g@aueyl—and—eg@aumunsubsnmd—e#

almnawely—m%“gm&p&auaehed%%eéam&nﬁgﬁemean-b&eenm
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each R*" is independently halogen, -CN, -OH, -N(R*1)(R*?), -CizjalkylCeagcycloalkyl,
%@gﬁ%@g@%ﬁ%—@@@&”ﬁl—@@g@ﬂkﬂ—%&%&—@#ﬁb&@d

each-R**is-independently-fluorine —CN—OH:-oxo—Cagalikyh—OCuaatikyh—OC,.
@W@WM*RMFG@%MMWMM

>

2. The compound of Fermulad-claim 1, having the following structure:
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: N
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Nfo,\N

or a pharmaceutically acceptable salt thereofwhereth:-.
Ri-s-Cy sjalkyl—CroaalkylCr seycloalkyl—Cogalkyl-cyelopropyl-Casperfluoroaliyl;

R*_R*_and R* are-each-independenthy-fluorine—C seycloatkyh —-CN—-OH -OC .

) ) i fluor ;
R3-is-Cg1)atkydC s sieyeloatkyl —C s sjatkyl-or -Gy ojalky-O-Cyy gyalkyl-wherein-the-Cyo-
1aHC g eyeloatkyl—Cs.gatkyl-and—C2atkyl-O-Cgjatkyl-are-unsubstituted
beti i . 3a . oty sel :
fluorine~CHs-CHF,-CF3-OH-and =0:
R*is-C3 66y
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each-RY ds-independenthy-halogen -CN—-OH—N(R™ }R* )—CooalloplC. - eyelorbeph
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3. The compound of claim 1-es<laim-2-, having the following structure:

F
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NN S
H/\ENTJ_F}N 0 >\

N
/
N

~

3 or a pharmaceutically acceptable salt thereofwherein:.
R*%GM&”WI—GM&%LLG@@GVGI%”WFG%WF

R* and R*-arecach-independently-OH -OCH; -OCF:~OCHF,; orflucrine;

each-R**isindependently -G »alkyl-that-is-unsubstituted-or-substituted-with-one-to-three
fluorine atoms;

RQ%H—-G@@«:—yelealkyl—eF—GMalkyl—

R3is-Cs6)6y
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each-R*-is-independently-halogen—GN—CoatkylC s seyecloatiyd —

EWG@@W—GMM—@G%WWWLW
unsubstituted-or substituted-with-one-to-six- R* groups:
el e T e )
neyeloatkyh—C o 2atkef-NR*HR ) —or-C o patkeyl-N(C stk SONHCy-
yaheyh-wherein-the-Cugatkih—OCu gjaltkyl-and—OC seyeloalkyl-groups-are
betitustod bt " Huori ;
R**_and R***-are-each-independently-H-or—Cy. sjaliky-whereinthe—Cy gatkyls
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4. The compound of claim 2-1, having the following structure:

(e}
N SN 2
”mﬂw 0 \

N
[\

~

S

4. or a pharmaceutically acceptable salt thereofwherein:.
R*is -Cq-sjalkyl, -Co-nalkylCz-s,cycloalkyl, -Cio-2alkyl-cyclopropyl-Co-aperfluoroalkyl,
lidinyh iveridiny:

R?is H, -Casicycloalkyl, or -Co yalkyl; wherein the -Cis sicycloalkyl is unsubstituted or
. . ;

R3is-C6)ey :

R%is-C 46y
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each-R*isindependently-halogen,~CN,—Co-2alkytC s eyeloalkyl—

QM%%%M—GM&“M—GGHHH%%M@F%%MW
unsubstituted-or substituted-with-one-to-six-R* groups:
each-R* is-independently fluorine,~CN,-ox6,-Cuaatkyl-OC aalkyl-OC.
seyeloatkyh—C o 2atef-NR YR Y —or-C o patkyl-N(Csalkyh SO Cy-
wakkyh-wherein-the-Coajatkyl—OCugatkyl-and —OGC e ueyeloalkyl-groups-are
betitustod bt " Huori ;
R**-and-R***-are-each-independently-H-or—Cy. gjaliky-whereinthe—Cy gatkyls
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R5 iS h, [dregen oF ﬂ”QFi ne:
wherein
whenR*is-1.2.4-triazolyl-then R*is
J_\,.J"' R4c r_,\r"
\\m’ x:N
I/ N. .\
N _N Ar VN\R4C

5. The compound of any-ene-ofelaimsi-4,claim 1, having the following structure:

F
F
F
2P Y o
F : .
N/\(\é 2
H \ O
\N’N\/)_I-}N‘g\?\
7\

N\

_N
O

5 or a pharmaceutically acceptable salt thereofwherein:.
RYis-Cy gatkyd—CHoC6)cycloaliyl-orpiperidinyl

herein o ) ) ) o ;
herein Cos . .
i a-zatkyl-thatis

each-R*is-independently-OH,—OCH:—OCF;—OCHF,; or-fluerine:
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2alkylC s gjeyeloalkyl-Cu salkyl—-OC galkyl-and-heterocyelyl-groups-are
unsubstituted-or substituted-with-one-to-four R*groups:
each-R*is-independently—-OCH;—OCF:—OCHF; or-fluorine:and
R5-is-hydrogen-or-fluorine;
wherein
whenR*is-1.2:4-triazolyl-then R*is
4c
\\ N ’ R \\ N

N__N N\ N\

or
Ot

6. The compound of claim 2erelaim-4,-1, having the following structure:
F
R V "
USRS
NW\ o
H yam
SN HNW
/

\N
\O,

6- or a pharmaceutically acceptable salt thereofwheretn:.
R -Gy otk —Cr wabkd G seveloatap—C natked-evelopropyl-Ch —pyrrotidimd—or
iceridiny]
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each R is independently -OH, -OCHa, -OCFs, -OCHF», or fluorine;
R-is-H~Casjcyeloatiyl-or-Cpsjatkyk-wherein the —Caseycloatikylisunsubstituted-or
. . |

A

or-two-R*-groups:
each-R*-is-independently-halogen—GN—Co 2atkylC s sieycloalikyd —
OC0alkyl-Caeyeloalkyl—Cu snatkyh—OCu zjatkyl-ora-3-to-6-membered

[
om-—N alal@ mharain thao
S N—cHH v
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wherein

whenR*is-1.2.4-triazolyl-then R*is
N 4ac X
\‘N’R >:'\'

N _N v N\\/N\R4C

fa}
OT

7. _The compound of ary-ene-efelaimsite6,-claim 1, having the following structure:

F
el
H \N/N\/)_\

S R
o) >\
F
HN‘%(O
\
/ N

O

F

ot

+ or a pharmaceutically acceptable salt thereofwheretn:.
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bstituted-or substi i e ;

each-R*isindependently-CouyatkyC i seyeloatkylor-Cu salkyl-wherein the—-Co.
one-to-fourR* groups:
each-R*is-independently—-OCH;—OCF:;—OCHF; or-fluorine:and
R5-is-hydrogen-or-fluorine;
wherein
whenR*is-1.2.4-triazolyl-then R*is
» LN
\~ I\ R >: I\\I

1/ ';
N _N Ar N\\/N\R4c

8. The compound of any-ene-efelaims2-4-or6-claim 1, having the following structure:
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7\
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O

8- or a pharmaceutically acceptable salt thereofwheretn:.
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hstituted or substi " 4 ;

each-R*-is-independently—-Co.1)atkyC s ayeyeloatkyl-or-Cu salkyl-whereinthe-C.
one-to-fourR**groups:
each-R*is-independently—-OCH:—OCF:;—OCHF; or-fluorine:and
R%-is-hydrogen-or-fluerine;
wherein
when R*is1.2.4-triazolyl-then R*is
X dc o
\~N’R >:'\'

N__N

N\\/N\R4C

or
T

9. The compound of any-ene-ofelaimsite8,-claim 1, having the following structure:

Jg/\?\
N \

N\
@)

9. or a pharmaceutically acceptable salt thereof wherein:.
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each-R*isindependently-OCH:~OCF;-OCHF,; orfluorine;-and
Re-is-hydrogen;
wherein
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whenR*is1.2.4-triazolyl-then R*is
ey 4 X
\\M,R >:l\\|

7
N N Ar N\\/N\R4C

10. The compound of any-ene-efelaims2-4-6-er8-claim 1, having the following structure:

10. or a pharmaceutically acceptable salt thereof,-wheretn:.

M V,M;L,Facv\)‘ﬁ

RYis-Cgsy
whereinthe—-C
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each-R*is independently-OCH;-OCF:-OCHF; or-fluorineand

R%-is-hydrogen;
s
whenR*is-1.2.4-triazolyl-then R*is
s Ric SN
>,~N’ =N
4 \
N ~ N N N N~ R4c

F
o Y
N NN
fJ\H/\ET ' o
CFs N HNW
7\

N

-N
O

11.  or a pharmaceutically acceptable salt thereof-wherein-R*is.
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Rbis—GCp galkyl—CoojalkylCseyeloalkyl-ora-6-membered-heterocyelyl-having -1 to-2

" F
Y
N N
fJ\H/\ET ; o CF
CFs N HNJg\\/o\/ 3
7\
N, _N
o)

12.  or a pharmaceutically acceptable salt thereof,-wherein:.
Rl-is—Caejatkyt—CrnalkylC i sieyeloalkyl-or-Cou aatkyl-eyclopropyl-Chs;
herein.tl o : : . . i R groups:
two-R*-groups;
each-R* s independently fluorine:
each-R*-is-independently-fluorine:

13. The compound of any-ere-efelaimsite1iclaim 1, having the following structure:
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o YV
N ZN=
ka/\E\N/ : P CF,H
CF, N~ HN‘%\{O\/ 2
7\
N, N
O/

or a pharmaceutically acceptable salt thereof-wherein-R*is—

;MT"AV;&*7\/%Fq(:/?i?’/k‘l°/\I}L /\)l /\)1

OH

' o HO, / < OH OH OH

9 i ) ) )
FqCM F?C/\/"L FqC/\/L FqCM FqC/\/LL FqCM

OH OH ' R FOF FF FF
LR S A AN R AN AN Y
CF5 CFs

2

J = :
(o

14. The compound of claim 2-1, having the following structure:

F
F
o V
N = -
ﬁ“ﬂ - P CH,F
CF, N’ HNJg_\{o\/ 2
7\
N, _N
o)

14.  or a pharmeeuticallypharmaceutically acceptable salt thereof-whereinR*

848



| o | o | o
Fvv% £ S FW FT“V}* 7\/‘ Fqc:/\/zL

:r‘/\)‘ w«/ﬁw/\/&ﬁ

<X7

FT?/%F/L}LFX/E A
|

F

)L

[ il
m3v ‘

| il
r3v

F_M 2
_ Cz C/\/"LFC/\/‘Fac\/LLFCZ?E%

FsC F3C_

3
z N L
oA Fehon A s s

Joow  Mw s s s ok
F3U \F|/ ,_|'3b I:: FaU T F3U I:: _|'3L: \I‘; W,

3
F N

OH OH OH
OH OH O

0"
FqCM FqCM Fqc/\/Z)r ¥ W ; X f;;\%

F F.C_ _O F.C_ _O
FC’OV}EWPHV% : | A F : =
1_3 F TBV D D N

849



TV REave - Tow g
y  CF CF
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T k NH K NH |-|<Nj ,_HNJ HN/7

F
F
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N N =
SN HN
N MOCFZH
N
FF <N
0

15.  or a pharmaceutically acceptable salt thereof-wherein-R*is:.

R CF
\/\ | 3 Q _A}L
'FTAVL, i \/K/‘?’v.’ FqC/\/l, V F \F _or FaC

16. The compound of ary-ene-efelaimsclaim 1+e15-, having the following structure:
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o VY
\N/N
F F

16.  or a pharmaceutically acceptable salt thereof-wherein-R*is-,
F
AN s,
I QC - \A)L, Or F’;C/\/L

17. The compound of any-ene-claimsclaim 1+te-16,-, having the following structure:

N\

_N
0]

F
Y
N-//
N “/g\_(o\/
F F N,
N
¢

17.  or a pharmaceutically acceptable salt thereof-wherein-R* FC
F

o6F :)7‘

18. The compound of any-ere-efelaimsclaim 1te-6-er1ite-17-, having the following structure:
@)
3
F
Re P 2T
N/\(YN R
H Y 0]
\N’N\)_I}Nw
7\

N

_N
O

18 or a pharmaceutically acceptable salt thereof-wherein-R*is-H-methyl
isopropyl or cyclopropyl.
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aceceptablesaltthereofwherein RMis:

% e oF 5, WPy P T4 CF
bl
==
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ethyl-CHE,~CH.CF;-OCHE, ~-OCH,CHF,-OCH,CF - cyclopropyl

O
RF
-‘YEUAV;S‘% N
; or—\ /.

3,—9'r—‘

CH.CHs-

acceptable salt thereof whereinR%is:

Cl

ey i Tyt e
PN S v e o
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\ P O._CFg4
|; = e“\/\/\lx T\/T r’ﬁUv
sl
% S e e & e v

O

\ - . N : N

that-is-substituted-with-one-or-two-R**-groups:
each-R*is-independently halogen, ~CN,-Co 2jalkylCea scycloalkyl
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g;aneyte@@eydeatkw-e%anew—geg@dkykand-hetemeyelykgmup&am

seycloalkyl -Craalkyl-NR™ ) (R*7), or -Cp.zjalkyl-N(Ci1-2alkyhC(O}Ca.
abedehere e O called 00 alealane 00 - cveloa el qronne oo
betitutod beti " oo - and
R*“*_and R*2 are each-independently-H-or—C gjalkyl-whereinthe—Cg gjalkylHs

each-R*is-independently-halogen—CN—NHo—N{CHg)o—Co2jatkCs g eyecloalia—

QM%%MM—GHM—@GH%WWW
unsubsmu%ed—epsubsmute@m%hﬁnﬂe—yﬁ“gmup&
alternatively-two-R*-groups-attached-to-adj i

Cueeysloatiy:
aeyeloatkyh—Co 2atkyl-NIR YR —C o aatkyl-N(Cusalky)CONC-
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R*“_and R*2 are each-independently-H-or—C . gjatkyl-wherein-the—C gjalkylHs

each-R*.is i ine, : , i , 2CD3—OCHs—
OCHCH3—OCH(CH3).—-CHF»—CF3—CHCHF —CH.CHF - CHCR3—
CF2CH3—CH2CHCHF—CHCHCHF2—-CHoCHCR 3 —CH(CHR)CFs—
CH{CHF),—EH.0CH;—-EH.CH.0CH;—-CH.CH.0CHF-CH.CH.0CF3—
OCHF—-OCHCHF:—-OCHCFs; ; ; —GHo-
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5 i *is-independently-fluorine—CN—NH:-N{CHz)omethyl-ethy);
isopropy—€D3—CD,EB3—O0CH;;—O0CHCHa—OCH{CHa ) —OC(EHa)s- EH{EH3}OH—CHF,;—CFa—CH.CHR -
CHoCHF—CHoCF3—CFCH 3 —CHoCH, CHoF~CH L CHoCHE - ~CHL CHL CF 5~ CH{CH ) CHF o, —-CH{CH3 ) CFo -
CH{CH )2, —CHLCFR2CH3—CHoCHLCRoCH3—CH0CH 57— CHLCHoOCH 3 —CHLCHLOCHF;—CHLCHLO 65—

CH,OCHE,~OCHF,-0OCH,CHE, ~-OCH,CH.F-OCH,CF;cyclopropy—<cyclobutyleyeclopentyl—-CHo-

S .
AT A R RS T TR
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4

—+S
*_groups-each-independently-methyl-ethyk
eoomee CL OO b CHL OO O 00k evploneppal ovelonnnni]
or
=+
s
o two-Rgroups;

wherein-each-R*-is-independently -NH, -N{CH3)o;, -Co.1yalkylCs.syeycloalial -

9 9 3 " 4@4
W _%ﬁ?D I N O

OCH3—-OCHF,—CHa-and-fluorine:

“is
4_groups-each-independenthy-methyl;
e e e T e
eyelopentyl-or
=+
Y QGHFQ—GFGYGIGBFGWI-, :
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" ; | cubstitutod witl k.

4 -

aeeeptable salt theFer ‘“heFe.HiR‘l S

\‘) \\)\“ﬂ N L)\ .

</ \\ </ \\ <n/\ N 4\ <\ >/<O/\ [\\]
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\ = [\ 7\
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O’N, o ON n-© o N
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substituted with one to three groups selected from -CHF», -CFs, -OCHF;, -OCF3

and-fluorine:
22— Thecermpaundeianrencafchiac e 35 16450 B2 0r 50 ora
pharmaceuticallyacceptablesalt thereofwhereinRis

pyrazolyl-substituted-with-one-or-two-R*-groups-each-independently-methyl-ethyl;
isopropyl, -CD:CDs, flucrine, -CHF;, -CFz, -CH,CHF,, -CH.CF;, -CH(CH:)CF3,
-CHCHLF) o -CHCH,OCHEF - 6r-CH-CH OCR3-0F

eridazold substituted wi : 1
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methyl-ethyl-isopropyl~CD3-CD,CD3 - fluorine, ~-CHF,-CF3—
CH.CHE—CHLCRs-CH(CH ) CR 3 CH{CH B -CH.CHO0CHF 61—
CH.CHOCKsor

GDQGD?,T
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m&“mﬂdepwg—gepg—gwpg—,ﬂmﬂ&

;—H'LIT f\n%élm _h&;

wheranwhen%“ “is

R4 “_groups:-and
each-R*isi . — e 2CH.OCH3.-CHE,—CF3—
CH.CH,F-CH,.CHE, -CH,.CE, -CH.CH.CH.E -CH.CH.CHE, -CH.CHCE3 -
GHQGHz%HFz—GHzGHQQGFs—GYGIGBFGPWT‘GHQ—GyGIGpFpr-IT
| F
A/F 7"@%
;C i\; \Se /L/ f\/L/ : F _F :
O
_;,."v.qu ffé M/\/\(‘l f\/\r\l/\ F ; 15;‘_
N ™ \
| , £ F , 7 or
wherein-when R*is1.2,4-triazolylthen R*is
o 4c
\—M/R \\N
/R
N_N N N N\
pharmaceutically-acceptable salt thereof wherein R is:
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R . _ . . .

two-R*-groups:-and
each-R*-group-is-independenthy-fluorine ~CNpyrrolidin-2-oneCp seyeloalkyh—OC-
@%%KH—QGHM—GFGHMW%H%@GHM—%&G&%W

R4- |||| . | . | | . | | 4c :
each-R*group-is-independently fluorine, ~CN pyrrolidin-2-oneC s seycloalikyl —
alternativelytwo R* groups-attached-to-adjacentring-atem N ha cambinad to- form
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with-one-ortwo R groups;
each-R*-is-independently-selected-from—Cssycycloalkyl-OC sjalkyl-and-Cy satkyl;

wheronthe O allergronne oo o Jhder o cobe e s cae b fares
e
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45:19. The compound of claim 98; j ~which-s1, having

the following structure:
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46:20. The compound of claim 98; j ~whieh-s1, having
the following structure:
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44.21. The compound of claim 98, i ~whiehdis1, having
the following structure:
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48.22. The compound of claim 98; j —whi 1, having

the following structure:
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49.23. The compound of claim 98; j ~whiehdis1, having
the following structure:
F
F
Y O
AN/IWN 2
H | Y O
KCFS K\N,N\/_,_}N
NS /O
F

N, .
¢}
50:24. The compound of claim 98; j ~whieh-s1, having
the following structure:
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25. The compound of claim 1, having the following structure:
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52.26. The compound of claim 141, i 5
group-consisting-ofl, having the following structure:
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53.27. The compound of claim . j —whi 1, having

the following structure:
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54.28. The compound of claim . j —whi 1, having

the following structure:

55:29. The compound of claim . i —whi 1, having

the following structure:
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56:30. The compound of claim . j —whi 1, having

the following structure:

57:31. The compound of claim . i —whi 1, having

the following structure:
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58.32. The compound of claim . j —whi 1, having

the following structure:
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59:33. The compound of claim . i ~whichis1, having

the following structure:
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60:34. The compound of claim . i —whi 1, having

the following structure:
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61.35. The compound of claim . j ~which-s1, having
the following structure:
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63-36. A pharmaceutical composition, comprising a compound of any-ene-efclaimsito-125claim

1, or a pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable carrier.

ing-Use of a compound of any-ene

ofelaims1te-125;claim 1 or a pharmaceutically acceptable salt thereof,and-a-pharmaceutically

68-37. A-methedforthe manufacture of a medicament treating and/or ameliorating an IL-17A
mediated inflammatory syndrome, disorder, or disease-cemprising-administeringto-a-subjectin
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69:38. The metheduse of claim 43137, wherein the IL-17A mediated inflammatory syndrome,
disorder, or disease is selected from the group consisting of: psoriasis, psoriatic arthritis,
rheumatoid arthritis, ankylosing spondylitis, hidradenitis suppurativa, bullous pemphigold,
atopic dermatitis, vitiligo, multiple sclerosis, asthma, uveitis, chronic obstructive pulmonary
disorder, multiple myeloma, and systemic lupus erythematosus.

39. The metheduse of claim 43237, wherein the compound, or pharmaceutically acceptable salt

thereof, is to be administered orally.

40. The use of claim 37, wherein the-compound, or pharmaceutically acceptable salt thereof, is

to be administered as a tablet or a capsule.

#0:41. The use of claim 37, wherein the IL-17A--mediated inflammatory syndrome, disorder, or

disease is pserasissystemic lupus erythematosus.

+342. The metheduse of claim 43237, wherein the IL-17A--mediated inflammatory syndrome,
disorder, or disease is psoriatic arthritis.

42:43. The metheduse of claim 43237, wherein the IL-17A--mediated inflammatory syndrome,
disorder, or disease is rheumateid-arthritispsoriasis.

73——The metheduse of claim 43237, wherein the IL-17A-mediatedinflammatory

46:44. Themethodefclaim 132 whereinthe ll-17A-mediated inflammatory syndrome, disorder,
or disease is atopic dermatitis.

45. The use of claim 37, wherein the compound, or a pharmaceutically acceptable salt thereof,

is to be administered in combination with an additional therapeutic agent.

+£46. The metheduse of claim 43237, wherein the H-17A-mediated-inflammatorysyndrome;
diserdererdiseaseisvitiigecompound, or a pharmaceutically acceptable salt thereof, and the

additional therapeutic agent are to be administered concurrently.

78——The methoduse of claim 132 whereinthe L-17A mediated-inflammatory
I _disorder. ) . iolecel o
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79— Themethod-ofclaim13237, wherein the L37A-mediated-inflammatory
I _disorder. . . el I .

80— Fhemethod-ofclaim132whereinrcompound, or a pharmaceutically
acceptable salt thereof, and the {-37A-mediatedinflammatery-synrdromedisorderordiseaseds

47. additional therapeutic agent are to be administered sequentially.
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