WO 2017/222917 PCT/US2017/037773

WHAT IS CLAIMED IS:

1. A compound of Formula (I):
R3C R3a
0 R? "
R
R1J\N)\;(N
"o NH
O 0
R4
g N
R5
)

or a pharmaceutically acceptable salt, solvate, solvate of the salt or prodrug thereof wherein:
R is selected from the group consisting of’
(a) —aryl and
(b) —heteroaryl;
wherein the aryl and heteroaryl of choices (a) and (b) are each optionally substituted with 1
to 3 substituents independently selected from the group consisting of:
1) —halogen,
(i) —CN,
(1) —Cpealkyl,
(iv) —Cyealkenyl,
(v)  —Cyealkynyl,
(vi) —C(O)R,
(vii) —CO,R®,
(viii) —CONR’R®,

(ix) —OH,
(X) fO-C1_6a1kyl,
(xi) —SH,

(xii) —S(0),-Cr.ealkyl,
(xiii) —S(O),NR°R®,
(xiv) —NO,,

(xv) —-NR°R®,
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(xvi)
(xvin)
(xviii)

(xix)
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~NHC(O)R®,
~NHC(O)OR?,
~NHC(O)NR’R, and
—~NHSO,Csalkyl,

wherein each of the alkyl group of choices (ii1), (x), (xi1) and (xix) is optionally substituted
with 1 to 5 substituents independently selected from —halogen, —haloC;4alkyl, —COR?,
-CO,R®, -CONR’R®, -NR°R®, ~OH, —O-C_salkyl, —=SH and —S-C _salkyl;

R’ is selected from the group consisting of:

(a)  —Cssalkyl,
(b)  —Cosalkyl-R’, and
(©  —(CHyLeNR"RD),

wherein each of the alkyl group of choices (a) and (b) is optionally substituted with 1 to 5

substituents independently selected from:

1) —halogen,

(1))  —Ciaalkyl,

(iii))  —haloC;.alkyl,
(iv) —OH,

(v)  —0-Cjaalkyl,
(vi) —SH, and

(vit)  —S-Cjsalkyl,

R* and R* together represent —(CH3)2-5—, and R*is H; or

R® and R* are each H, and R** is selected from the group consisting of’

(@ -H
(b)  -aryl,
HAr N—g
(c) ,and

Heyl N—f

(d)
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wherein HAr is heteroaryl and Heyl is heterocycle, wherein each of the aryl of choice (b),
HAr and Hcyl is optionally substituted with 1 to 3 groups independently selected from the
group consisting of:
(1) —halogen,
(i) —OH,
(i) —CRR'R",
(iv)  —(CHa)o-3-NHSO,-C)4alkyl, and
(v)  —(CH2)03-SO,-Cyalkyl;
R* is selected from the group consisting of:
(a) —Ciealkyl,
(b) —haloCjealkyl,
(© —Cyalkenyl,
(d)  —Cyealkynyl,
(e) —Cy.alkyl-Csscycloalkyl,
® —Cyealkyl-aryl, wherein aryl is optionally substituted with nitro or
-NRM)RY),
() —Ciealkyl-R’ and
(h)  —haloCialkyl-R’;
each R® and each R® are independently selected from the group consisting of:
(@ -H
(b)  —Ciealkyl,
(©) —Cy.salkyl-Cs_1pcycloalkyl,

(d) —Cy.¢alkyl-heterocyclyl,
(e) —Cy.salkyl-heteroaryl, and
® —Cy-salkyl-aryl,

wherein the alkyl group of choices (b) — (f) is optionally substituted with 1 to 3 groups
independently selected from:

(1) —halogen,

(i) —C(0)Cisalkyl,

(1)) —C(O)OC,.4alkyl,

(iv) —OH

>
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v) —0Cy.qalkyl,

(vi) -SH,
(Vll) —SC1_4a1kyl,
(viii) —NH,,

(ix)  —NH(Cj.alkyl), and
(x)  -N(Caalkyl)(C;.salkyl); or
R’, R® and the nitrogen atom to which they are attached together form a 3- to 7-
membered monocyclic or 6- to 11-membered bicyclic heterocycle optionally having an
additional heteroatomic moiety selected from —O-, -S(O),-, and -NR"-, and wherein said
heterocycle is optionally substituted with 1 to 2 groups independently selected from halogen,
—haloCj.salkyl, -OH, —O-C).salkyl, —SH and —S-C_jalkyl;
R’ is selected from the group consisting of:
(a) —Cs.q0cycloalkyl, and
(b) —Cy.10heterocyclyl,
wherein each of choices (a) and (b) is optionally substituted with 1 to 3 substituents
independently selected from the group consisting of:
(1) —C.4alkyl,
(1)  —halogen,

(u1) —OH,
(lV) —O-C1_4a1kyl,
(v)  —SH, and

(vi)  —S-Cjaalkyl;

R® is selected from the group consisting of:

(a) —Cyealkyl,

(b) —Coealkyl-Cs.1ocycloalkyl,

(c) —Cosalkyl-heterocyclyl,

(d) —Cy.salkyl-heteroaryl, and

(e) —Co-salkyl-aryl,
wherein each of the alkyl group of choices (a) — (e) is optionally substituted with 1 to 3
groups independently selected from:

(1)  —halogen,
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(i) -OH,
(ii1)) —OC;j.alkyl,
(iv) —SH, and

(v)  —SCjaalkyl;
R’ is selected from the group consisting of:
(a) -NH,,
(b) -NH-C,.4alkyl,
(c) —N(Cialkyl),,
(d) -NH-C(=0)-NH,,
(e) -NH-C(=0)-NH-C_salkyl,
(f) -NH-C(=0)-N(Calkyl),,
(g) -NH-C(=0)-NH-C;.salkenyl,
(h) -NH-C(=0)-NH-C;_salkynyl,
(1) -NH-C(=0)-NH-C;cycloalkyl,
() -NH-C(=O)-NH-aryl,
(k) -NH-C(=0)-NH-heterocycle,
() -NH-C(=0)-NH-heteroaryl,
(m)-NH-C(=0)-NH-S0,-C;.4alkyl,
(n) -NH-C(=0)-NH-S0,-Cs.¢cycloalkyl,
(0) -NH-C(=0)-0-C,4alkyl,
(p) -NH-C(=0)-0O-C, 4alkylaryl,
(q) -NH-C(=0)-C;.4alkyl,
(r) -NH-C(=0)-Cs.¢cycloalkyl,
(s) -NH-C(=0)-aryl,
(t) -NH-C(=0)-heterocycle,
(u) -NH-C(=0)-heteroaryl, and
(v) -NH-S0,-C,.salkyl,
wherein each of choices (b) to (v) is optionally substituted with 1 to 3 substituents
independently selected from the group consisting of:
1) —C.alkyl,
(i)  —halogen,
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(i) —OH,
(IV) ~O-C1_4a1kyl,
(v) —SH,

(vi)  =S-Cjaalkyl;
(vit)  —NO,, and
(vii1) —CN;
R",R", and R" are independently selected from the group consisting of: H, halogen, -OH
and —Ci.¢alkyl; or
R', R" and the carbon atom to which they are attached together form a Cs.;scycloalkyl
or a heterocyclyl group;
R" is selected from the group consisting of:
@@ -H
(b) —C.alkyl,
(c) —C(0)-C.qalkyl,
(d  -C(O)NH,
(e)  —C(0)-NH(C,.alkyl),
® —C(0)-NH(Cs.¢cycloalkyl),
(&  —C(0)-N(Cyaalkyl),,
(h) —C(0)O-Cjialkyl, and
1) —C(0)0-C;salkylaryl,
pis0,1or2.

2. A compound of Claim 1 wherein
R is selected from the group consisting of:
(a) —aryl and
(b) —heteroaryl;
wherein the aryl and heteroaryl of choices (a) and (b) are each optionally substituted with 1
to 3 substituents independently selected from the group consisting of:
(1) —halogen,
(i) —CN,
(iii) —C(O)R®,

-210-



WO 2017/222917 PCT/US2017/037773

(ivy —CONR’R®,

(v  —OH,

(vi) —0-Ci.ealkyl,

(vi))  —S(0O),-Cisalkyl,

(viii) —S(0),NR’RS,

(ix) —-NHC(O)R®,

(x) -NHC(O)OR®,

(xi) —-NHSO,C,.alkyl,
wherein each of the alkyl group of choices (ii1), (x), (xi1) and (xix) is optionally substituted
with 1 to 5 substituents independently selected from —halogen, —haloC;salkyl, —COR®,
-CO,R®, —~CONRR®, -NR’R®, -OH, —0-Csalkyl, —SH and —S-C_salkyl.

3. A compound of Claim 1 or Claim 2 wherein
R? is selected from the group consisting of:
(@) —Crealkyl-R’, and
() ~(CH)eNR)R),
wherein the alkyl group of choice (a) is optionally substituted with 1 to 5 substituents
independently selected from:
(1) —halogen,
(i)  —Ciaalkyl,
(1)  —haloC,.alkyl,

(iv) —OH,
v) —0-Calkyl,
(vi) —SH, and

(vii) —S-Cpaalkyl.

4, A compound of any one of Claims 1 - 3 wherein
R’ is selected from the group consisting of’

(@ —(CHy)i-R’, and

(b))  ~(CH)LeNRP)RY).
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5. A compound of any one of Claims 1 - 4 wherein

R® and R* are each H, and R* is selected from the group consisting of:

HAr N—'
,a

Hcyl N—f
(b) )

wherein HAr is heteroaryl and Hcyl is heterocycle, wherein each of HAr and Heyl is

(a) nd

optionally substituted with 1 to 3 groups independently selected from the group consisting
of:

1) —halogen,

(i) —OH,

(i) —~CRR'R",

(iv)  —(CHz)o-3-NHSO,-C;.4alkyl, and

(v)  —(CH)p-3-SO»-Cj.alkyl.

6. A compound of any one of Claims 1 - 5 wherein
R* is selected from the group consisting of:
(a) —Cealkyl,
(b) —Cyealkenyl,
(c) —Cisalkyl-Csecycloalkyl,
(d) —Cjealkyl-aryl, wherein aryl is optionally substituted with nitro or
NR®)R"), and
(&) —Crealkyl-R’.

7. A compound of any one of Claims 1 - 6 wherein
R*is —Calkyl-R®.

8 A compound of Claim 1 having the Formula (Ta):

N 10
N:' }QRH
N

R7 R12

2157 N
RLM?_S\S\
&7 ~NH;
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(Ia)
or a pharmaceutically acceptable salt, solvate, solvate of the salt or prodrug thereof; wherein
R is selected from the group consisting of’
(a) —aryl and
(b) —heteroaryl;
wherein the aryl and heteroaryl of choices (a) and (b) are each optionally substituted with 1
to 3 substituents independently selected from the group consisting of:
(1) —halogen,
(i) —CN,
(1) —Cpealkyl,
(iv) —Cyealkenyl,
(v)  —Cuealkynyl,
(vi) —C(O)R,
(vii) —CO,R®,
(viii) —CONR’R®,

(ix) —OH,
(X) —O-C1_6a1kyl,
(xi) —SH,

(xii)  —S(0),-Cisalkyl,

(xiii) —S(O),NR°R®,

(xiv) —NO,,

(xv) —-NR°R®,

(xvi) —NHC(O)R®,

(xvii) —NHC(O)OR®,

(xviii) ~NHC(O)NR’R®, and

(xix) —-NHSO,C;¢alkyl,
wherein each of the alkyl group of choices (ii1), (x), (xi1) and (xix) is optionally substituted
with 1 to 5 substituents independently selected from —halogen, —haloC;salkyl, —COR?,
-CO,R®, -CONR’R®, -NR°R®, -OH, —0O-C_salkyl, —=SH and —S-C _salkyl;

each R® and each R® are independently selected from the group consisting of:
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@@ -H
(b)  —Cisalkyl,
(c) —Co.salkyl-Cs.1acycloalkyl,
(d) —Co.salkyl-heterocyclyl,
(e) —Co.salkyl-heteroaryl, and
® —Co-salkyl-aryl,
wherein each of the alkyl groups of choices (b) — (f) is optionally substituted with 1 to 3
groups independently selected from:
(1) —halogen,
(i)  —C(0)Cjaalkyl,
(1)) —C(O)OC,.4alkyl,

(iv) —OH,

v) —0Cy.qalkyl,
(vi) —SH,

(vit)  —SCj.4alkyl,
(viii) —NH;,

(ix)  —NH(Cjsalkyl), and
(x)  —N(C.4alkyl)(C;.salkyl); or
R’, R® and the nitrogen atom to which they are attached together form a 3- to 7-
membered monocyclic or 6- to 11-membered bicyclic heterocycle optionally having an
additional heteroatomic moiety selected from —O-, -S(O),-, and -NR"-, and wherein said
heterocycle is optionally substituted with 1 to 2 groups independently selected from halogen,
-haloCj.4alkyl, —OH, —0O-C;.4alkyl, —=SH and —S-C,.salkyl,
R’ is selected from the group consisting of:
(a) —Cs.ipcycloalkyl, and
(b) —heterocyclyl,
wherein each of choices (a) and (b) is optionally substituted with 1 to 3 substituents
independently selected from the group consisting of:
(1) —C.alkyl,
(1)  —halogen,
(i) —OH

>
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(iv)  —0-Cj.aalkyl,
(v)  —SH, and
(vi)  —S-Cjialkyl;
R® is selected from the group consisting of’
(a) —Cy.¢alkyl,
(b) —Co.ealkyl-Cs.1acycloalkyl,
(c) —Cosalkyl-heterocyclyl,
(d) —Cysalkyl-heteroaryl, and
(e) —Cop-salkyl-aryl,
wherein the alkyl group of choices (a) — (e) is optionally substituted with 1 to 3 groups
independently selected from:
(1) —halogen,
(i) -OH,
(1)) —OCisalkyl,
(iv) —SH, and
v) —SCj.4alkyl;
R’ is selected from the group consisting of’
(a) -NH,
(b) -NH-C,.salkyl,
(¢) N(Cialkyl),,
(d) -NH-C(=0)-NH,,
(e) -NH-C(=0)-NH-C.salkyl,
(f) -NH-C(=0)-N(C,4alkyl),,
(g) -NH-C(=0)-NH-C;_salkenyl,
(h) -NH-C(=0)-NH-C;_salkyny],
(1) —-NH-C(=0)-NH-C;_cycloalkyl,
(j) -NH-C(=0)-NH-aryl,
(k) -NH-C(=0)-NH-heterocycle,
() -NH-C(=0)-NH-heteroaryl,
(m)-NH-C(=0)-NH-S0,-C;.4alkyl,
(n) -NH-C(=0)-NH-S0,-Cs.scycloalkyl,
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(0) -NH-C(=0)-0-C,4alkyl,
(p) -NH-C(=0)-0O-C, 4alkylaryl,
(q) -NH-C(=0)-C;.4alkyl,
(r) -NH-C(=0)-Cs.6cycloalkyl,
(s) -NH-C(=0)-aryl,
(t) —-NH-C(=0)-heterocycle,
(u) -NH-C(=0)-heteroaryl, and
(v) -NH-S0,-C,4alkyl,
wherein each of choices (b) to (v) is optionally

independently selected from the group consisting of:

(1) —Ci.4alkyl,
(1)  —halogen,
(i) —OH,

(iv) —0-Ciaalkyl,
(v)  —SH,

(vi)  =S-Cjaalkyl;
(vit)  —NO,, and
(vii1) —CN;

PCT/US2017/037773

substituted with 1 to 3 substituents

R, R", and R are independently selected from the group consisting of: H, halogen, -OH

and —Cy¢alkyl; or

R", R" and the carbon atom to which they are attached together form a Cs.;scycloalkyl

or a heterocyclyl group;

R" is selected from the group consisting of:

@@ -H

(b) —C.salkyl,

(c) —C(0)-C.alkyl,

(d  —C(O)NH,

(e)  —C(O)-NH(C,alkyl),

® —C(0)-NH(Csscycloalkyl),
(g)  —C(0)-N(Craalkyl),,

(h)  —C(0)0-C;.4alkyl, and
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1) —C(0)0O-Calkylaryl; and
pis0,1or2.

9. A compound of Claim 8 wherein
R is selected from the group consisting of:

(a) —aryl, and

(b) —heteroaryl;
wherein the aryl and heteroaryl of choices (a) and (b) are each optionally substituted with 1
to 3 substituents independently selected from the group consisting of:

1) —halogen,

(i) —CN,

(iii)) —C(O)R?,

(iv) —CONR’R®,

(v) -OH,

(vi)  —0-Cpealkyl,

(vii)  —S(O)p-Cealkyl,
(viii) —S(O),NR°R’,

(ix) —-NHC(O)R®,

(x) -NHC(O)OR® and
(xi) —NHSO,C)alkyl,

wherein each of the alkyl group of choices (vi), (vi1), and (x1) is optionally substituted with 1
to 5 substituents independently selected from —halogen, —haloC;.4alkyl, —COR®, -CO,R®
-CONR’R®, -NR°R®, ~OH, —O-C.4alkyl, —=SH and —S-C _salkyl;

>

R’ is —Cs.jocycloalkyl;

R’ is selected from the group consisting of:

(m) —NH-C(=0)-NH-C,.alkyl,

(n)  —NH-C(=0)-N(C4alkyl),,

(0) —NH-C(=0)-NH-Cs.salkenyl,
(p)  -NH-C(=0)-NH-Cssalkynyl,
() —-NH-C(=0)-NH-Csscycloalkyl,

(r) —NH-C(=0)-NH-aryl,
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(s) —NH-C(=0)-NH-heterocycle,
®) —NH-C(=0)-NH-heteroaryl,
(uy  —NH-C(=0)-NH-SO,-C;.qalkyl,
(v) —NH-C(=0)-NH-S0,-Cs4cycloalkyl,
(w)  —NH-C(=0)-0-C,.4alkyl, and
(x) —NH-C(=0)-0-C,4alkylaryl,
wherein each of choices (a) to (1) is optionally substituted with 1 to 3 substituents
independently selected from the group consisting of:
(vit) —Cqalkyl,
(vii1) —halogen,
(ix) —OH,
(x)  —0-Cjaalkyl,
(x1) —SH, and
(x11) —S-Cj.alkyl,
R'" and R" are each —C salkyl, or
R", R" and the carbon atom to which they are attached together form a Cs.scycloalkyl or
a 4- to 6-membered heterocycle, and

R is —OH.

10. A compound of Claim 1 having the formula (Ib):

N |
K N CH3
(S)
~_ _N
R! H (R) (s
o NH
o]

)

O
9
R Mﬁj
NH,

o]
(Ib)
or a pharmaceutically acceptable salt, solvate, solvate of the salt or prodrug thereof, wherein
R is selected from the group consisting of:

(a) —aryl, and
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(b) —heteroaryl,
wherein the aryl and heteroaryl of choices (a) and (b) are each optionally substituted with 1
to 3 substituents independently selected from the group consisting of:
(xii1) —halogen,
(xiv) —CN,
(xv) —-C(O)R®,
(xvi) —CONR’RS,
(xvii)) —OH,
(xviii) —0-Cyealkyl,
(xix) —S(0),-Cisalkyl,
(xx) —S(0),NR°R’,
(xxi) —-NHC(O)R®,
(xxii) —NHC(O)OR?,
(xxii1) -NHSO,C.alkyl, and
(xxiv) Ci.galkyl;
wherein each of the alkyl group of choices (vi), (vii), and (xi) is optionally substituted with 1
to 5 substituents independently selected from —halogen, —haloC;.4alkyl, —COR®, -CO,R?,
-CONR’R®, -NR°R®, ~OH, —O-C4alkyl, —SH and —S-C_salkyl;
R’ is selected from the group consisting of’
(y)  —NH-C(=0)-NH-C4alkyl,
(2) —NH-C(=0)-N(C\4alkyl),,
(aa) —NH-C(=0)-NH-Cj.salkenyl,
(bb) —NH-C(=0)-NH-Cs.salkynyl,
(cc) —NH-C(=0)-NH-C;scycloalkyl,
(dd) —NH-C(=0)-NH-aryl,
(ee) —NH-C(=0)-NH-heterocycle,
(ff) —NH-C(=0)-NH-heteroaryl,
(gg) —NH-C(=0)-NH-80,-C,.qalkyl,
(hh) —NH-C(=0)-NH-S0,-C;.cycloalkyl,
(1)  —-NH-C(=0)-0-C,.4alkyl, and
(1)  —NH-C(=0)-0-Cjalkylaryl,
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wherein each of choices (a) to (l) is optionally substituted with 1 to 3 substituents
independently selected from the group consisting of:

(xiii)) —Craalkyl,

(xiv) —halogen,

(xv) —OH,

(xvi) —O-Ciqalkyl,

(xvi) —SH, and

(xvii1) —S-Cy_4alkyl; and

nis 1to 5.
11. A compound of Claim 10 wherein n is 4.
12. A compound of Claim 10 or Claim 11 wherein

R' is phenyl optionally substituted with 1 to 3 substituents independently selected from the
group consisting of’

(ix)  —halogen,

x) —CN,

(xi) -COR’,

(xii) —CONR’R®,

(xiii)) —OH,

(xiv) —0-Cyealkyl,

(xv) —=S(O)p-Cisalkyl, and

(xvi) —S(0),NR’R®
wherein each of the alkyl group of choices (vi) and (vii) is optionally substituted with 1 to 5
substituents independently selected from —halogen, —haloC;_salkyl, —COR®, —CO;R®,
-CONH,, —-OH, and —O-C,salkyl.

13. A compound of Claim 10 or Claim11 wherein R" is naphthyl.

14. A compound of Claim 10 or Claim 11 wherein R1 is selected from the group

consisting of:
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(c) 5- or 6-membered monocyclic heteroaryl ring having a heteroatom selected
from N, O and S, and optionally 1, 2 or 3 additional N atoms; and
(d) 8-, 9-, or 10-membered fused bicyclic heteroaryl ring having a heteroatom
selected from N, O and S, and optionally 1, 2 or 3 additional N atoms;
wherein each of choices (a) and (b) is optionally substituted with a group selected from: OH
and Cj4alkyl

15. A compound of Claim 1 selected from the group consisting of:
(25)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(1-amino-4-methyl-1,2-dioxopentan-
3-yl)pyrrolidine-2-carboxamide;
methyl (3-((S)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)pyrrolidine-2-carboxamido)-4-
methyl-2-oxopentanoyl)glycinate;

(25)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(1-((2-methoxyethyl)amino)-4-
methyl-1,2-dioxopentan-3-yl)pyrrolidine-2-carboxamide;
(25,4R)-1-((R)-2~(2-naphthamido)-3-cyclohexylpropanoyl)-N-(1-amino-4-methyl-1,2-
dioxopentan-3-yl)-4-phenylpyrrolidine-2-carboxamide;
(25,4R)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(1-amino-4-methyl-1,2-
dioxopentan-3-yl)-4-(piperidin-1-yl)pyrrolidine-2-carboxamide;
(25,4R)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(1-amino-7-(3-cyclohexylureido)-
2-hydroxy-1-oxoheptan-3-yl)-4-(piperidin-1-yl)pyrrolidine-2-carboxamide;
(28,4R)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(4-amino-1-cyclobutyl-3,4-
dioxobutan-2-yl)-4-(piperidin-1-yl)pyrrolidine-2-carboxamide;
(25,4R)-1-((R)-2~(2-naphthamido)-3-cyclohexylpropanoyl)-N-(1-amino-4-methyl-1,2-
dioxohexan-3-yl)-4-(piperidin-1-yl)pyrrolidine-2-carboxamide;
(28,4R)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(4-amino-3,4-dioxo-1-
phenylbutan-2-y1)-4-(piperidin-1-yl)pyrrolidine-2-carboxamide;
(25,45)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(4-amino-1-cyclobutyl-3,4-
dioxobutan-2-yl)-4-(piperidin-1-yl)pyrrolidine-2-carboxamide;
(25,45)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(1-amino-7-(3-cyclopropylureido)-
1,2-dioxoheptan-3-yl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-

carboxamide;
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(25,45)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(1-amino-7-(3-isobutylureido)-1,2-
dioxoheptan-3-yl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
carboxamide;

(25.,45)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(1-amino-7-(3-cyclohexylureido)-
1,2-dioxoheptan-3-yl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
carboxamide;

(25,45)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(1-amino- 1,2-dioxo-7-(3-(pyridin-
4-yl)ureido)heptan-3-yl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
carboxamide;

(25,45)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(1-amino-7-(3-ethylureido)-1,2-
dioxoheptan-3-yl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
carboxamide;

(25,45)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(1-amino-7-(3-(1-methyl-1H-
pyrazol-3-yl)ureido)-1,2-dioxoheptan-3-y1)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-
yl)pyrrolidine-2-carboxamide;

(25,45)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(1-amino-7-(3-(isoxazol-3-
yl)ureido)-1,2-dioxoheptan-3-yl1)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-
2-carboxamide;

(25,45)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(1-amino- 1,2-dioxo-7-(3-
(tetrahydro-2H-pyran-4-yl)ureido)heptan-3-yl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-
yl)pyrrolidine-2-carboxamide;

(25,45)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(1-amino-1,2-dioxo-7-(3-
(pyrimidin-5-yl)ureido)heptan-3-yl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-
yl)pyrrolidine-2-carboxamide;

(25,45)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(1-amino-7-(3-(1-oxidotetrahydro-
2H-thiopyran-4-yl)ureido)-1,2-dioxoheptan-3-yl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-
1-yl)pyrrolidine-2-carboxamide;

(25,45)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(1-amino-1,2-dioxo-7-(3-
(tetrahydro-2H-thiopyran-4-yl)ureido)heptan-3-y1)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-

triazol-1-yl)pyrrolidine-2-carboxamide;
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(25,45)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(1-amino-1,2-dioxo-7-(3-(pyridin-
3-yl)ureido)heptan-3-yl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
carboxamide;
(28,45)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(1-amino-1,2-dioxo-7-(3-(pyridin-
2-yl)ureido)heptan-3-yl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
carboxamide;

(25,45)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(1-amino-1,2-dioxo-7-(3-(prop-2-
yn-1-yl)ureido)heptan-3-yl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2, 3-triazol-1-yl)pyrrolidine-2-
carboxamide;

(25,45)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(1-amino-7-(3-(5-(tert-
butyl)isoxazol-3-yl)ureido)-1,2-dioxoheptan-3-yl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-
1-yl)pyrrolidine-2-carboxamide;

(25,45)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(7-(3-allylureido)-1-amino-1,2-
dioxoheptan-3-yl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
carboxamide;

(25,45)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(1-amino-7-(3-
(cyanomethyl)ureido)-1,2-dioxoheptan-3-yl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-
yl)pyrrolidine-2-carboxamide;

(25,45)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(1-amino-7-(3-cyclobutylureido)-
1,2-dioxoheptan-3-yl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
carboxamide;
(25,48)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(1-amino-1,2-dioxo-7-
((trifluoromethyl)sulfonamido)heptan-3-yl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-
yl)pyrrolidine-2-carboxamide;
(28,45)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(1-amino-7-(3-
(cyclopropylsulfonyl)ureido)-1,2-dioxoheptan-3-yl1)-4-(5-(2-hydroxypropan-2-y1)-1H-1,2,3-
triazol-1-yl)pyrrolidine-2-carboxamide;
benzyl (5-((25,45)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-4-(5-(2-hydroxypropan-2-
yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-7-amino-6,7-dioxoheptyl)carbamate;
benzyl (5-((25,45)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-4-(4-(2-hydroxypropan-2-
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y1)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-7-amino-6,7-dioxoheptyl)carbamate;
benzyl (5-((25,4R)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-4-(5-(2-hydroxypropan-2-
yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-7-amino-6, 7-dioxoheptyl)carbamate;
benzyl (5-((25,4R)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-4-(4-(2-hydroxypropan-2-
y1)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-7-amino-6,7-dioxoheptyl)carbamate;
(25,45)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(1-amino-1,2-dioxohex-5-en-3-yl)-
4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamide;
N-((2R)-1-((25,45)-2-((7-(3-propargylureido)-1-amino-1,2-dioxoheptan-3-yl)carbamoyl)-4-(5-(2-
hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidin-1-yl1)-3-cyclohexyl-1-oxopropan-2-
yl)isonicotinamide;
(25,45)-N-(7-(3-propargylureido)-1-amino-1,2-dioxoheptan-3-yl)-1-((R)-3-cyclohexyl-2-(4-
(methylsulfonyl)benzamido)propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-
yl)pyrrolidine-2-carboxamide;
(25,45)-N-(1-amino-1,2-dioxo-7-(3-(prop-2-yn-1-yl)ureido)heptan-3-yl)-1-((R)-3-cyclohexyl-2-
(4-(2,2,2-trifluoro-1,1-dihydroxyethyl)benzamido)propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-
1,2,3-triazol-1-yl)pyrrolidine-2-carboxamide;
benzyl (5-((285,45)-1-((R)-2-(1H-benzo[d]imidazole-2-carboxamido)-3-cyclohexylpropanoyl)-4-
(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-7-amino-6,7-
dioxoheptyl)carbamate;
benzyl (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(4-(methylsulfonyl)benzamido)propanoyl)-4-
(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;
benzyl (5-((28,45)-1-((R)-2-(1H-benzo[d]imidazole-4-carboxamido)-3-cyclohexylpropanoyl)-4-
(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-7-amino-6,7-
dioxoheptyl)carbamate;
benzyl (5-((28,45)-1-((R)-2-(1H-benzo[d]imidazole-6-carboxamido)-3-cyclohexylpropanoyl)-4-
(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-7-amino-6,7-
dioxoheptyl)carbamate;
benzyl (7-amino-5-((28,45)-1-((R)-3-cyclohexyl-2-(1,6-naphthyridine-5-
carboxamido)propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
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carboxamido)-6,7-dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(1,6-naphthyridine-8-
carboxamido)propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
carboxamido)-6,7-dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,4S)-1-((R)-3-cyclohexyl-2-(1,8-naphthyridine-4-
carboxamido)propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
carboxamido)-6,7-dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(quinoxaline-5-carboxamido)propanoyl)-4-(5-
(2-hydroxypropan-2-y1)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,4S5)-1-((R)-3-cyclohexyl-2-(quinazoline-2-carboxamido)propanoyl)-4-(5-
(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((2S,4S5)-1-((R)-3-cyclohexyl-2-(quinoxaline-2-carboxamido)propanoyl)-4-(5-
(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(1,5-naphthyridine-2-
carboxamido)propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
carboxamido)-6,7-dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,4S)-1-((R)-3-cyclohexyl-2-(1,6-naphthyridine-2-
carboxamido)propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
carboxamido)-6,7-dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(1,8-naphthyridine-2-
carboxamido)propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
carboxamido)-6,7-dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(1,7-naphthyridine-3-
carboxamido)propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
carboxamido)-6,7-dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(1,5-naphthyridine-3-
carboxamido)propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
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carboxamido)-6,7-dioxoheptyl)carbamate;

benzyl (7-amino-5-((2S,4S5)-1-((R)-3-cyclohexyl-2-(quinoxaline-6-carboxamido)propanoyl)-4-(5-
(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(4-oxo0-3,4-dihydroquinazoline-7-
carboxamido)propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
carboxamido)-6,7-dioxoheptyl)carbamate;

benzyl (7-amino-5-((28,45)-1-((R)-3-cyclohexyl-2-(1,5-naphthyridine-4-
carboxamido)propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
carboxamido)-6,7-dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(1-methyl-1H-imidazole-5-
carboxamido)propanoyl)-4-(5-(2-hydroxypropan-2-y1)-1H-1,2 3-triazol-1-yl)pyrrolidine-2-
carboxamido)-6,7-dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(1-methyl-1H-imidazole-4-
carboxamido)propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
carboxamido)-6,7-dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,4S5)-1-((R)-3-cyclohexyl-2-(1-methyl-1H-imidazole-2-
carboxamido)propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
carboxamido)-6,7-dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,4S)-1-((R)-3-cyclohexyl-2-(1H-pyrrolo[ 3,2-c]pyridine-2-
carboxamido)propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
carboxamido)-6,7-dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(1H-indole-2-carboxamido)propanoyl)-4-(5-
(2-hydroxypropan-2-yl1)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((2S,45)-1-((R)-3-cyclohexyl-2-(1H-indole-5-carboxamido)propanoyl)-4-(5-
(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((2S,4S5)-1-((R)-3-cyclohexyl-2-(1H-indole-6-carboxamido)propanoyl)-4-(5-
(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
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dioxoheptyl)carbamate;

benzyl (7-amino-5-((2S,4S5)-1-((R)-3-cyclohexyl-2-(1H-indazole-4-carboxamido)propanoyl)-4-
(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((2S,4S5)-1-((R)-3-cyclohexyl-2-(1H-indazole-5-carboxamido)propanoyl)-4-
(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(1H-indazole-6-carboxamido)propanoyl)-4-
(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(1H-indazole-7-carboxamido)propanoyl)-4-
(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (5-((25,4S5)-1-((R)-2-(1-naphthamido)-3-cyclohexylpropanoyl)-4-(5-(2-hydroxypropan-2-
yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-7-amino-6, 7-dioxoheptyl)carbamate;
benzyl (7-amino-5-((25,4S5)-1-((R)-3-cyclohexyl-2-(isoxazole-4-carboxamido)propanoyl)-4-(5-
(2-hydroxypropan-2-yl1)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,4S)-1-((R)-3-cyclohexyl-2-(oxazole-4-carboxamido)propanoyl)-4-(5-(2-
hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,4S5)-1-((R)-3-cyclohexyl-2-(oxazole-2-carboxamido)propanoyl)-4-(5-(2-
hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((285,45)-1-((R)-2-(3-carbamoylbenzamido)-3-cyclohexylpropanoyl)-4-(5-(2-
hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;;

benzyl (7-amino-5-((285,45)-1-((R)-2-(4-carbamoylbenzamido)-3-cyclohexylpropanoyl)-4-(5-(2-
hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-

dioxoheptyl)carbamate;
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benzyl (7-amino-5-((25,45)-1-((R)-2-(2-cyanobenzamido)-3-cyclohexylpropanoyl)-4-(5-(2-
hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,45)-1-((R)-2-(3-cyanobenzamido)-3-cyclohexylpropanoyl)-4-(5-(2-
hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,45)-1-((R)-2-(4-cyanobenzamido)-3-cyclohexylpropanoyl)-4-(5-(2-
hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,4S)-1-((R)-3-cyclohexyl-2-(2-fluorobenzamido)propanoyl)-4-(5-(2-
hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(4-fluorobenzamido)propanoyl)-4-(5-(2-
hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl  (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(2-methoxybenzamido)propanoyl)-4-(5-(2-
hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl  (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(3-methoxybenzamido)propanoyl)-4-(5-(2-
hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl  (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(4-methoxybenzamido)propanoyl)-4-(5-(2-
hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(2-((methylperoxy)thio)benzamido)-
propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(3-((methylperoxy)thio)benzamido)-
propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-

dioxoheptyl)carbamate;
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benzyl (7-amino-5-((25,4S)-1-((R)-3-cyclohexyl-2-(4-((difluoromethyl)sulfonyl)benzamido)-
propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl  (7-amino-5-((285,45)-1-((R)-3-cyclohexyl-2-(4-((2-methoxyethyl)sulfonyl)benzamido)-
propanoyl)-4-(5-(2-hydroxypropan-2-y1)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,45)-1-((R)-2-(4-((2-amino-2-oxoethyl)sulfonyl)benzamido)-3-
cyclohexylpropanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
carboxamido)-6,7-dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(4-(1sopropylsulfonyl)benzamido)propanoyl)-
4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(nicotinamido)propanoyl)-4-(5-(2-
hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((2S5,45)-1-((R)-3-cyclohexyl-2-(picolinamido)propanoyl)-4-(5-(2-
hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(isonicotinamido)propanoyl)-4-(5-(2-
hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,4S)-1-((R)-3-cyclohexyl-2-(pyrimidine-2-carboxamido)propanoyl)-4-(5-
(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((2S,4S5)-1-((R)-3-cyclohexyl-2-(isoquinoline-1-carboxamido)propanoyl)-4-
(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((2S,4S5)-1-((R)-3-cyclohexyl-2-(quinoline-4-carboxamido)propanoyl)-4-(5-
(2-hydroxypropan-2-yl1)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-

dioxoheptyl)carbamate;
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benzyl (7-amino-5-((2S,4S5)-1-((R)-3-cyclohexyl-2-(quinoline-5-carboxamido)propanoyl)-4-(5-
(2-hydroxypropan-2-y1)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(isoquinoline-5-carboxamido)propanoyl)-4-
(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(isoquinoline-8-carboxamido)propanoyl)-4-
(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(quinoline-8-carboxamido)propanoyl)-4-(5-
(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((2S,4S5)-1-((R)-3-cyclohexyl-2-(quinoline-2-carboxamido)propanoyl)-4-(5-
(2-hydroxypropan-2-y1)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((2S,4S5)-1-((R)-3-cyclohexyl-2-(1-oxo0-1,2-dihydroisoquinoline-3-
carboxamido)propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
carboxamido)-6,7-dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(isoquinoline-3-carboxamido)propanoyl)-4-
(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(quinoline-3-carboxamido)propanoyl)-4-(5-
(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(2-oxo-1,2-dihydroquinoline-6-
carboxamido)propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
carboxamido)-6,7-dioxoheptyl)carbamate;

benzyl (7-amino-5-((2S,4S5)-1-((R)-3-cyclohexyl-2-(isoquinoline-6-carboxamido)propanoyl)-4-
(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-

dioxoheptyl)carbamate;
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benzyl (7-amino-5-((2S,4S5)-1-((R)-3-cyclohexyl-2-(isoquinoline-7-carboxamido)propanoyl)-4-
(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(imidazo[1,2-a]pyridine-6-
carboxamido)propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
carboxamido)-6,7-dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,495)-1-((R)-3-cyclohexyl-2-(quinoline-7-carboxamido)propanoyl)-4-(5-
(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-6,7-
dioxoheptyl)carbamate;

benzyl (7-amino-5-((28,45)-1-((R)-3-cyclohexyl-2-(pyrido[ 2,3-b]pyrazine-8-
carboxamido)propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
carboxamido)-6,7-dioxoheptyl)carbamate;

benzyl (7-amino-5-((285,45)-1-((R)-3-cyclohexyl-2-(pyrido[ 2,3-b]pyrazine-6-
carboxamido)propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
carboxamido)-6,7-dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,4S)-1-((R)-3-cyclohexyl-2-(pyrido[2,3-b]pyrazine-7-
carboxamido)propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
carboxamido)-6,7-dioxoheptyl)carbamate;

benzyl (7-amino-5-((25,45)-1-((R)-3-cyclohexyl-2-(1H-1,2,3-triazole-4-
carboxamido)propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
carboxamido)-6,7-dioxoheptyl)carbamate;

benzyl (7-amino-5-((285,45)-1-((R)-3-cyclohexyl-2-(1-methyl-1H-1,2,3-triazole-4-
carboxamido)propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
carboxamido)-6,7-dioxoheptyl)carbamate;
(25,45)-N-(1-amino-7-(3-cyclopropylureido)-1,2-dioxoheptan-3-yl)-1-((R)-3-cyclohexyl-2-(4-
(methylsulfonyl)benzamido)propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2 3-triazol-1-
yl)pyrrolidine-2-carboxamide;
(25,45)-N-(1-amino-7-(3-cyclopropylureido)-1,2-dioxoheptan-3-yl)-1-((R)-2-(4-
cyanobenzamido)-3-cyclohexylpropanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-

yl)pyrrolidine-2-carboxamide;
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N-((2R)-1-((2S,45)-2-((1 -amino-7-(3-cyclopropylureido)-1,2-dioxoheptan-3-yl)carbamoyl)-4-(5-
(2-hydroxypropan-2-y1)-1H-1,2,3-triazol-1-yl)pyrrolidin-1-yl)-3-cyclohexyl-1-oxopropan-2-
yl)imidazo[ 1,2-a]pyridine-6-carboxamide;
N-((2R)-1-((25,45)-2-((1-amino-7-(3-cyclopropylureido)-1,2-dioxoheptan-3-yl)carbamoyl)-4-(5-
(2-hydroxypropan-2-y1)-1H-1,2,3-triazol-1-yl)pyrrolidin-1-yl)-3-cyclohexyl-1-oxopropan-2-
yl)quinoline-3-carboxamide;

(25,45)-1-((R)-2-(4-((2-amino-2-oxoethyl)sulfonyl)benzamido)-3-cyclohexylpropanoyl)-N-(1-
amino-7-(3-cyclopropylureido)-1,2-dioxoheptan-3-yl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-
triazol-1-yl)pyrrolidine-2-carboxamide;

(25,4S5)-N-(1-amino-7-(3-cyclopropylureido)-1,2-dioxoheptan-3-yl)-1-((R)-3-cyclohexyl-2-(4-
((difluoromethyl)sulfonyl)benzamido)propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-
1-yl)pyrrolidine-2-carboxamide;
N-((2R)-1-((2S,45)-2-((1-amino-7-(3-cyclopropylureido)-1,2-dioxoheptan-3-yl)carbamoyl)-4-(5-
(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidin-1-y1)-3-cyclohexyl-1-oxopropan-2-yl)-
1H-indazole-7-carboxamide;

(25,45)-N-(1-amino-7-(3-cyclopropylureido)-1,2-dioxoheptan-3-yl)-1-((R)-3-cyclohexyl-2-(4-
((2-methoxyethyl)sulfonyl)benzamido)propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-
1-yl)pyrrolidine-2-carboxamide;

(25.,45)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(4-amino- 1-(4-nitrophenyl)-3,4-
dioxobutan-2-y1)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamide;

(25,45)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(1-(4-acetamidophenyl)-4-amino-
3,4-dioxobutan-2-y1)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-
carboxamide;

(25,45)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-N-(4-amino-1-(4-(3-
cyclohexylureido)phenyl)-3,4-dioxobutan-2-y1)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-
yl)pyrrolidine-2-carboxamide;
benzyl (2-((25,45)-1-((R)-2-(2-naphthamido)-3-cyclohexylpropanoyl)-4-(5-(2-hydroxypropan-2-
yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-4-amino-3,4-dioxobutyl)carbamate;
benzyl (7-amino-5-((35)-2-((R)-3-cyclohexyl-2-(4-(methylsulfonyl)benzamido)propanoyl)-2-
azabicyclo[2.2.1]heptane-3-carboxamido)-6,7-dioxoheptyl)carbamate;
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benzyl (5-((2S,45)-1-(2-(2-naphthamido)-4-((15,4R)-bicyclo[2.2.1]heptan-2-yl)butanoyl)-4-(5-(2-
hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-7-amino-6,7-
dioxoheptyl)carbamate;

benzyl  (5-((25,4S5)-1-((R)-2-(2-naphthamido)-3-(((benzyloxy)carbonyl)amino)propanoyl)-4-(5-
(2-hydroxypropan-2-y1)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-7-amino-6,7-
dioxoheptyl)carbamate;

benzyl (5-((28,45)-1-(2-(2-naphthamido)-3-(tetrahydro-2H-pyran-4-yl)propanoyl)-4-(5-(2-
hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-7-amino-6,7-
dioxoheptyl)carbamate;

benzyl (5-((25,48)-1-(2-(2-naphthamido)-3-((35,58,7S)-adamantan- 1 -yl)propanoyl)-4-(5-(2-
hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-7-amino-6,7-
dioxoheptyl)carbamate;

benzyl (5-((28,45)-1-(2-(2-naphthamido)-3-((1S,2R,55)-6,6-dimethylbicyclo[3.1.1]heptan-2-
yl)propanoyl)-4-(5-(2-hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-7-
amino-6,7-dioxoheptyl)carbamate; and

benzyl (5-((25,45)-1-(2-(2-naphthamido)-3-(3-methyloxetan-3-yl)propanoyl)-4-(5-(2-
hydroxypropan-2-yl)-1H-1,2,3-triazol-1-yl)pyrrolidine-2-carboxamido)-7-amino-6,7-
dioxoheptyl)carbamate;

or a pharmaceutically acceptalbe salt, solvate, salt of the solvate or prodrug thereof.

16. A pharmaceutical composition comprising a compound of any of Claim 1-15

and a pharmaceutically acceptable carrier.

17. A method of preventing, or treating a disease of the eye selected from dry-
AMD, wet-AMD, geographic atrophy, diabetic retinopathy, retinopathy of prematurity,
polypoidal choroidal vasculopathy, and degeneration of retinal or photoreceptor cells,
comprising: administering to a subject in need thereof a therapeutically effective amount of a
compound according to Claim 1-15 or a pharmaceutically acceptable salt, solvate, solvate of

the salt or prodrug thereof, or the pharmaceutical composition of Claim 16.
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18. The method of preventing a disease of the eye, according to Claim 17 wherein
the method of prevention is selected from delaying the onset of disease and reducing the risk
of developing a disease of the eye, wherein the disease of the eye is selected from dry-AMD,
wet-AMD, geographic atrophy, diabetic retinopathy, retinopathy of prematurity, polypoidal

choroidal vasculopathy, and degeneration of retinal or photoreceptor cells.

19. The method of treating a disease of the eye according to Claim 17 wherein the
method is selected from controlling, alleviating, and slowing the progression of, wherein the
disease is selected from dry-AMD, wet-AMD, geographic atrophy, diabetic retinopathy,
retinopathy of prematurity, polypoidal choroidal vasculopathy, and degeneration of retinal or

photoreceptor cells.

20. The method according to any of Claims 17 to 19 wherein the disease is

geographic atrophy.

21. A method of inhibiting HTRAI protease activity in an eye comprising
administering to a subject in need thereof a therapeutically effective amount of compound
according to Claims 1-15 or a pharmaceutically acceptable salt, solvate, solvate of the salt or

prodrug thereof, or a pharmaceutical composition of Claim 16.
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