CLAIMS

1. A compound of Formula |

o) 0
0
M e
NH R, NH R A D
L T \l/
)n O R3
R1
Formula |

or pharmaceutically acceptable salt, stereoisomer or isotope thereof,
wherein: nis 0, 1, 2, 3 or 4;
L is a ligand;
R1 is selected from a 6 to 14 membered aryl or a 5 to 13 membered heteroaryl containing one,
two or three heteroatoms independently selected from nitrogen, oxygen or sulfur;
R1 is unsubstituted or substituted with one or more Rs;
Rs, at each occurrence, is independently selected from halogen, —C(O)NH2, —C(O)ORs, —
Cizalkyl, —ORy7, and a 6 to 10 membered aryl; wherein,
Rs is hydrogen or C1.3 alkyl,
R7 is hydrogen or Cizalkyl;
R2 is absent or is selected from a 6 to 10 membered cycloalkyl or a 6 to 10 membered aryl;
Rs is hydrogen or —C1-CsCOOH;
R4 is selected from a group consisting of —Ci.10 alkyl-, —Cz.6 alkenyl-, —C1.3 alkyl-O-C1-3
alkyl—, —C».6 alkyl-N(Rg)—, —C2.6 alkyl(N(Rg)(Rs’))—, —N(Rs)-C2.6 alkyl—, a 3 to 6
membered cycloalkyl and —C;-2 alkyl-(-OC2H4)1-8-OC1-2 alkyl—; wherein,
Rs and Rg' are independently selected from hydrogen, Ci¢ alkyl, -C(O)-C1.salkyl-aryl
or -C(O)-(-C2H40)1.8-C1-2 alkyl-N(R)(R’), wherein said aryl is selected from 6 to 14
membered aryl and is optionally substituted by -Ci-salkyl or -OCi.-3alkyl; wherein
R and R’ are independently selected from hydrogen, -C1-6 alkyl or -C(O)-Ci.-
salkyl-aryl, wherein said aryl is selected from 6 to 14 membered aryl and is
optionally substituted by -C1-3alkyl or -OCy-zalkyl;
A is an amino acid or a peptide comprising 2-5 amino acids;
A is attached to Q through its C terminal,
Q is a self-immolative group; and

D is a cytotoxic agent or a therapeutic agent.
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2. The compound as claimed in claim 1, wherein the ligand L is a ligand of Formula L;:

HOOC
ﬁ)\tz o) COOH 72
HOOC NHLNH)\MT\Z/
1
Formula L1

wherein,

t1is0, 1, 2, 3, or 4;

t2is 1, 2,3 or4;

Z is selected from the group consisting of N(Rg), Formula Z1 and Formula Z>:

+—S /O
C(Nﬂ\at/ Y—§ O _NH
T ey

Formula Z1 Formula Z>

wherein:

t3 is selected from 1, 2, 3, 4, 5 or 6;

ts is selected from 1, 2, 3, 4, 5 or 6;

Y is -CHa- or —-NH- and

“ wwww ” indicates attachment of Formula L1 to the rest of the compound of Formula I;

Ro is selected from the group consisting of hydrogen, Cis alkyl, a 6 to 10 membered aryl, a 5
to 10 membered heterocyclyl ring wherein the heterocyclyl ring contains one, two or three
heteroatoms independently selected from nitrogen, oxygen or sulfur; and wherein Rg is

unsubstituted or substituted with halogen.

3. The compound as claimed in claim 1, wherein the amino acid in A at each occurrence
is independently selected from the group consisting of alanine (ala), arginine (arg), aspartic
acid (asp), cysteine (cys), glutamic acid (glu), glycine (gly), lysine (lys), phenylalanine (phe),
serine (ser), threonine (thr), tryptophan (trp), valine (val), ornithine (orn), citrulline (cit),
homocitrulline (hct), lanthionine (lan), homocysteine (hcy) or an amino acid having Formula
Al or Formula A2
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Rio Rio. o

“NH \f

HN
o~ )m

my ©
fﬁé\ §
NH - §§ NH :§
or v

Formula A1 Formula Az

wherein
mzand my” are 0, 1, 2 or 3;
mzand mz’ are is 0, 1, 2, 3 or 4;
Ruo is selected from (-C2H40)1-24CHa, (-C2H40)1-24C1-2 alkyl(N(R10)(R107))—, C1-3 alkyl-aryl
or —Ci-3 alkyl-Heti-(-C2H40)1-24CHs, wherein Hety is a 5 to 10 membered heterocyclic ring
containing one, two or three heteroatoms independently selected from nitrogen, oxygen or
sulfur and wherein said aryl is selected from 6 to 14 membered aryl and is optionally substituted
by -Ci-salkyl or -OCy-salkyl; wherein
Rio' and R1o~ are independently selected from hydrogen, C1.6 alkyl or -C(O)-Ci.salkyl-aryl
wherein said aryl is selected from 6 to 14 membered aryl and is optionally substituted by
-Ci-zalkyl or -OCi.zalkyl.

4. The compound as claimed in claim 1, wherein A is a peptide selected from the group
consisting of ala-ala, ala-ala-ala, ala-phe, val-ala, val-cit, ala-val-cit, ala(beta)-val-cit, glu-val-
cit, glu-cit, glu-val, gly-gly, gly-gly-phe, gly-gly-phe-gly, asp-cit, asp-val-cit and asp-val; or

the peptide is selected from a group of compounds having following formula:

O« _NH,
AN
\<O/\>/NH /O
8

] “3014 M/NH _o a
" ff Jjﬁ

Formula P1 Formula P2

H3C.
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Hsc14 A/HH o ) N H3C iNH o ji’(%

Formula P3 Formula P4

%
%{NH /NH
Formula Pg Formula P7
O %
o NH NH\/NHZ
Il
(0]

HsC N/N:N NH N
(0“2 @\/ [

Formula Pg
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Z/NH
%
NH
(e}
NHp
Formula Pg
H,C H-C. N:N (@]
S TN Y
NH /O
- Ji s E; %
Formula P10 Formula P11
e /N:N
3 \60/\%8/’\‘\)\' OYNHZ
NH 40 NH
§ (@]
§\NH NH NH %%
(@]
Formula P12

o\ NH,

) @W% s
: ﬁ J{(’%

Formula P13
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Formula P14

Yy

Fu ¢W e

, and
Formula P1s
O\

HN o NH2

Formula P16
5. The compound as claimed in claim 1, wherein the self-immolative group Q is of the
Formula Q1:

N\
Ru1

‘ — R
rﬂJJJA{NH /\)R
22

Formula Q1
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wherein,
Ri1 is selected from a group consisting of —Ci-3 alkyl-OC(O)—**,
—Ci-3alkyl-O-C(O)-N(R19)-C1-5 alkyl-N(R19)-C(O)—**,
—C;i-3alkyl-O-C(0)-N[C15 alkyl-N(R20R21)]-C1-3 alkyl—**, and
—C1-3alkyl-O-C(0)-Het>-C13 alkyl-N(R19)-C(O)—**,
wherein
Rug is selected from hydrogen, —Ci.z alkyl or —C1.3 alkyl-O-C;.3 alkyl-OH;
R0 is hydrogen or —Ci-z alkyl;
R21 is hydrogen or —C1-3 alkyl; and
Het, is a 5 to 10 membered heterocyclic ring containing one, two or three heteroatoms
independently selected from nitrogen, oxygen or sulfur;
R12 is selected from hydrogen, —C(O)N(R13)(R14) or —(-OC2H4)1-10-CH3
Ri3 is hydrogen;
Ru4 is selected from —C1.5 alkyl, —Caz-5 alkenyl, —Caz-5 alkynyl, —C1.s alkyl-N(R15)(R1s),
——Cz15 alkyl-O-C13 alkyl, —(-C2H40)1-10C2Hs, —(-C2H40)1-10-C2H4-R17, —C1.3 alkyl-
Hetz-(-C2H40)1-10-C2H4-R1g Or

o]

jw%
By

OH - wherein:
Ris is hydrogen or C1 to C3 alkyl;
Rie is hydrogen or C1 to C3 alkyl; or
Ris and Rie along with the nitrogen atom to which they are attached form a 5 to 6
membered heterocyclic ring, wherein 1 or 2 carbon atoms in the heterocyclic ring are
optionally replaced with additional heteroatoms independently selected from nitrogen,
oxygen and sulfur and wherein the 5 to 6 membered heterocyclic ring is unsubstituted
or substituted with C1.3 alkyl, halogen or —OH,;
R17 is selected from hydrogen or —C(O)NH-Ca-s alkyl-N(CHs)2;
Risg is selected from hydrogen or —C(O)NH-C2-5 alkyl-N(CHz)2;
Hets is a 5 to 10 membered heterocyclic ring containing one, two or three heteroatoms
independently selected from nitrogen, oxygen and sulfur;
OR

226



R1z and Ris along with the nitrogen atom to which they are attached form a 4 to 6
membered heterocyclic ring, wherein 1 or 2 carbons in the heterocyclic ring are
optionally replaced with additional heteroatoms independently selected from nitrogen,
oxygen and sulfur, and wherein the 4 to 6 membered heterocyclic ring is unsubstituted
or substituted with C1.3 alkyl, —N(CHz)2 or —CH2N(CHs)2;
R2. is selected from hydrogen, —C(O)N(R23)(R24) or —(-OC2H4)1-10-CH3

Rz is hydrogen;

R24 is selected from —C1.5 alkyl, —Ca.5 alkenyl, —C>.s alkynyl, —C1.5 alkyl-N(R2s5)(R2s),

—Ci5 alkyl-O-Ci.3 alkyl, —(-C2H40)1-10C2Hs, —(-C2H10)1-10-C2Hs-R27, —C1-3 alkyl-

Hetz-(-C2H40)1-10-C2H4-R2g or

o]

jvr%
By

o ; wherein:

R2s is hydrogen or C1 to C3 alkyl,

Ros is hydrogen or C1 to C3 alkyl; or

R2s and Rae along with the nitrogen atom to which they are attached form a 5 to 6

membered heterocyclic ring, wherein 1 or 2 carbon atoms in the heterocyclic ring are

optionally replaced with additional heteroatoms independently selected from nitrogen,

oxygen and sulfur and wherein the 5 to 6 membered heterocyclic ring is unsubstituted

or substituted with C1.3 alkyl, halogen or —OH,;

R27 is selected from hydrogen or —C(O)NH-Cz5 alkyl-N(CHz)2;

R2s is selected from hydrogen or —C(O)NH-Ca-s alkyl-N(CHs3)2;

Hets is a 5 to 10 membered heterocyclic ring containing one, two or three heteroatoms

independently selected from nitrogen, oxygen and sulfur;

OR
R23 and R24 along with the nitrogen atom to which they are attached form a 4 to 6
membered heterocyclic ring, wherein 1 or 2 carbons in the heterocyclic ring are optionally
replaced with additional heteroatoms independently selected from nitrogen, oxygen and
sulfur, and wherein the 4 to 6 membered heterocyclic ring is unsubstituted or substituted
with C1.3 alkyl, —N(CHs)> or —CH>N(CHa); and
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“wwww ” indicates the point of attachment of Q to C terminal of A and ** indicates point
of attachment of Q to D.

6. The compound as claimed in claim 1, wherein
R1is selected from 6 to 10 membered aryl or 5 to 10 membered heteroaryl containing one, two
or three heteroatoms independently selected from nitrogen, oxygen or sulfur; or Ri is
unsubstituted or substituted with one or more Rs;
Rs at each occurrence is independently selected from halogen, —OH, —OCH3, —
OC:Hs or 6 to 10 membered aryl;
R2 is selected from a group consisting of 5 to 6 membered cycloalkyl and 6 to 10 membered
aryl;
Rs is hydrogen;
R4 is selected from a group consisting of —Ci.10 alkyl-, —C2.6 alkenyl-, —C1.3 alkyl-O-C13
alkyl—, —C».6 alkyl-N(Rg)—, —C2.6 alkyl(N(Rg)(Rs’))—, —N(Rs)-C2.6 alkyl—, a 3 to 6
membered cycloalkyl and —C;1-2 alkyl-(-OC2H4)1-8-OC1-2 alkyl—; wherein,
Rs and Rg' are independently selected from hydrogen, Ci¢ alkyl, -C(O)-Cz.salkyl-aryl
or -C(0O)-(- C2H40)1.8-C1-2 alkyl-N(R)(R’), wherein said aryl is selected from 6 to 14
membered aryl and is optionally substituted by -Ci-salkyl or -OCi.3alkyl; wherein
R and R’ are independently selected from hydrogen, -Ci.6 alkyl or -C(O)-Ci.-
salkyl-aryl, wherein said aryl is selected from 6 to 14 membered aryl and is
optionally substituted by -Ci.salkyl or -OCi.salkyl;
A is selected from the group consisting of cit, ala-ala, ala-ala-ala, ala-phe, val-ala, val-cit, ala-
val-cit, ala(beta)-val-cit, glu-val-cit, glu-cit, glu-val, gly-gly, gly-gly-phe, gly-gly-phe-gly,
Formula Ps, Formula Ps, Formula Pg, Formula P12, Formula P13, Formula P14, Formula P1s and

Formula Pss.

7. The compound as claimed in claim 1, wherein

nis1;

Ris naphthyl;

R? is cyclohexyl or phenyl;

R% is hydrogen;

R4 is selected from a group consisting of —Ci.10 alkyl-, —C>.s alkenyl-, —C1.3 alkyl-O-C1.3
alkyl—, —C>-6 alkyl-N(Rg)—, —C26 alkyl(N(Rs)(Rs’))—, —N(Rs)-C2-6 alkyl—, a 3 to 6
membered cycloalkyl and —Ci.» alkyl-(-OC2Ha)1.s-OC1-2 alkyl—; wherein,
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Rs and Rg' are independently selected from hydrogen, Ci alkyl, -C(O)-Ci-salkyl-aryl
or -C(0)-(-C2H40)1-8-C1-2 alkyl-N(R)(R’), wherein said aryl is selected from 6 to 14
membered aryl and is optionally substituted by -Ci-salkyl or -OCi-salkyl; wherein
R and R’ are independently selected from hydrogen, -Ci¢ alkyl or -C(O)-C;.-
salkyl-aryl, wherein said aryl is selected from 6 to 14 membered aryl and is
optionally substituted by -Ci.zalkyl or -OCi.salkyl;
A is selected from the group consisting of cit, ala-ala, ala-ala-ala, ala-phe, val-ala, val-cit, ala-
val-cit, ala(beta)-val-cit, glu-val-cit, glu-cit, glu-val, gly-gly, gly-gly-phe, gly-phe-gly, gly-gly-
phe-gly, Formula P3, Formula Ps, Formula Ps, Formula P12, Formula P13, Formula P14, Formula
P15 and Formula Pys.

8. The compound as claimed in claim 1, wherein
nis0,1or2;
R! is selected from the group consisting of phenyl, indolyl, thiophenyl, quinolinyl, and
isoquinolinyl; or R* is unsubstituted or substituted with one or more R®;
RS is selected from halogen, —OH, or 6 to 10 membered aryl ring;
R? is cyclohexyl or phenyl;
R% is hydrogen;
R* is —Ci-10 alkyl;
A is val-cit; and

Q is aradical of Formula Q1,

Formula Q1
wherein
R is —CH,OC(O)—; and
R*? is hydrogen.

9. The compound as claimed in claim 1, wherein
R%is selected from 6 to 10 membered aryl;
R? is absent;
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R is —CH,COOH, —CH,CH>COOH:;
R* is 3 to 6 membered cycloalkyl;
Ais Cit;

Q is aradical of Formula Q1,

Formula Qs
wherein
R js —CH,-0-C(0)-N(CHs)-C2Ha-N(CH3)-C(0)—; and
R*2 is hydrogen.

10. The compound as claimed in claim 1, wherein
nis0,1or2;
Ruis selected from a 6 to 10 membered aryl;
R2 is cyclohexyl or phenyl;
Rs is hydrogen;
R4 is selected from a group consisting of —Ci.10 alkyl- and —C:. alkyl(N(Rs)(Rs’))—;
wherein,
Rs and Re- are independently selected from hydrogen, Ci.6 alkyl, -C(O)-Ci.salkyl-aryl
or -C(0)-(-C2H40)1-8-C1-2 alkyl-N(R)(R’), wherein said aryl is selected from 6 to 14
membered aryl and is optionally substituted by -Ci-salkyl or -OCj.salkyl; wherein
R and R’ are independently selected from hydrogen, -C1¢ alkyl or -C(O)-Cs.-
salkyl-aryl, wherein said aryl is selected from 6 to 14 membered aryl and is
optionally substituted by -C1-salkyl or -OCy-zalkyl;
A is selected from the group consisting of val-cit, gly-gly-phe-gly, Formula P2, Formula P13,
Formula P14, Formula P1s and Formula Pag;
Q is of Formula Q1,
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N\
Ri1

v
< I
\NH \RZZ

Formula Qs
wherein:
R11 is —CH,-0O-C(0)—; and
Ri2 is selected from hydrogen or —C(O)N(R13)(Ru14), wherein Ri3 is hydrogen and Rus is
selected from —C1.5 alkyl-N(R1s)(Rus) or

o]

H o
H
HO N N \/l(
Y : OH
o >\
© OH .

R22 is selected from hydrogen or —C(O)N(Rz23)(R24), wherein Rz3 is hydrogen and R24 is
selected from —Ci.s alkyl-N(Rz2s)(Ra26) or

o]

H ]
H
" " N\/Z(
Y N OH
(0] >\
© OH .

;and

wherein at least one of R12 and R2. is hydrogen.
11. The compound as claimed in claim 1, wherein:
L is a ligand of formula:
COOH H

s 0
/\N)kN
H H

COOH COOH

Riis
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nis1;

Rz is \}\\\

Rs is hydrogen;
R4 is -C3Hs-;
A is val-cit;

N

HN \/Rﬂ** ° NH o
4, 5@%
is "

D is Monomethyl auristatin E (MMAE).

;and

12. A compound of Formula II:

11_-D
0 0 R
0 J\ JL NH /
2 4 ~ 3
NH _RZ_ _NH DR TA N
e =
| 3 =
) O R
r' n
Formula Il

or pharmaceutically acceptable salt, solvate, stereoisomer or isotope thereof; wherein,
niso0,1,2,3or4
L isaLigand,;
Ri1is selected from a 6 to 14 membered aryl or a 5 to 13 membered heteroaryl containing one,
two or three heteroatoms independently selected from nitrogen, oxygen or sulfur;
Rz is unsubstituted or substituted with one or more Rs;
Rs, at each occurrence, is independently selected from halogen, —C(O)NH2, —C(O)ORe, —
Cizalkyl, —ORy7, and a 6 to 10 membered aryl; wherein:

Rs is hydrogen or C1.3 alkyl,;

R7 is hydrogen or Cizalkyl;

R2 is absent or is selected from a 6 to 10 membered cycloalkyl or a 6 to 10 membered aryl;
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Rs is hydrogen, or —C;1-CsCOOH;
R4 is selected from a group consisting of —Ci.10 alkyl-, —C..s alkenyl-, —C1.3 alkyl-O-C1.3
alkyl—, —C»-6 alkyl-N(Rg)—, —C26 alkyl(N(Rs)(Rs’))—, —N(Rs)-C2-6 alkyl—, a 3 to 6
membered cycloalkyl and —Ci.; alkyl-(-OC2H4)1-s-OC1-2 alkyl—; wherein,
Rs and Re- are independently selected from hydrogen, Ci.6 alkyl, -C(O)-Ci.salkyl-aryl
or -C(0)-(-C2H40)1-8-C1-2 alkyl-N(R)(R’), wherein said aryl is selected from 6 to 14
membered aryl and is optionally substituted by -Ci.salkyl or -OC;.salkyl; wherein
R and R’ are independently selected from hydrogen, -C1.¢ alkyl or -C(O)-Cj.4alkyl-
aryl, wherein said aryl is selected from 6 to 14 membered aryl and is optionally
substituted by -Ci.salkyl or -OC;-salkyl;
A is an amino acid or a peptide comprising 2-5 amino acids;
A is attached to Q through its C terminal,
Rz is selected from —Ci-3 alkyl-OC(O)—**,
—Ci-3alkyl-O-C(0)-N(R19)-C1-5 alkyl-N(R19)-C(O)—**,
—C1-3alkyl-O-C(0O)-N[C15 alkyl-N(R20R21)]-C1-3 alkyl—**, or
—Ci.3alkyl-O-C(O)-Het>-C1.3 alkyl-N(R19)-C(O)—**,
wherein ** indicates point of attachment to D;
Rug is selected from H, —Ci.3alkyl or —C1.3 alkyl-O-C1-3 alkyl-OH;
Roo is H or —Cy.3 alkyl;
R21 is H or —C3-Cz alkyl; and
Het, is a 5 to 10 membered heterocyclic ring containing one, two or three heteroatoms
independently selected from nitrogen, oxygen or sulfur;
R12 is selected from hydrogen, —C(O)N(R13)(R14) or —(-OC2H4)1-10-CH3;
Ri13 is hydrogen;
Rua is selected from —C1.5 alkyl, —Caz.5 alkenyl, —C.s alkynyl, —Ci.5 alkyl-N(R15)(R1s),
——Ca1.5 alkyl-O-C1.3 alkyl, —(-C2H40)1-10C2Hs, —(-C2H40)1-10-C2H4-R17 or —Ca.3 alkyl-
Hetz-(-C2H40)1-10-C2H4-R1g Or

o]

A

oH - wherein:

R1s is hydrogen or C1.3 alkyl;
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Rie is hydrogen or C1-3 alkyl; or
Ris and Ris along with the nitrogen atom to which they are attached form a 5 to 6
membered heterocyclic ring, wherein 1 or 2 carbon atoms in the heterocyclic ring are
optionally replaced with additional heteroatoms independently selected from nitrogen,
oxygen and sulfur and wherein the 5 to 6 membered heterocyclic ring is unsubstituted
or substituted with C13 alkyl, halogen or -OH,;
Ri7 is selected from hydrogen or —C(O)NH-Czs alkyl-N(CHz)2;
R1s is selected from hydrogen or —C(O)NH-Ca-s alkyl-N(CHs)2;
Hets is a 5 to 10 membered heterocyclic ring containing one, two or three heteroatoms
independently selected from nitrogen, oxygen and sulfur;
OR
Ri1z and Ris along with the nitrogen atom to which they are attached form a 4 to 6
membered heterocyclic ring, wherein 1 or 2 carbons in the heterocyclic ring are optionally
replaced with additional heteroatoms independently selected from nitrogen, oxygen and
sulfur, and wherein the 4 to 6 membered heterocyclic ring is unsubstituted or substituted
with C1.3 alkyl, —N(CHz3)2 or —CH2N(CH3)2;
R22 is selected from hydrogen, —C(O)N(R23)(R24) or —(-OC2H4)1-10-CHzs , wherein:
Ro3 is hydrogen;
Ro4 is selected from —C1.5 alkyl, —Cozs alkenyl, —Caz.5 alkynyl, —Ci.s alkyl-N(R25)(Ra2s),
—C15 alkyl-O-Cs-3 alkyl, —(-C2H40)1-10C2Hs, —(-C2H40)1-10-C2Hs-R27 or —Ci.3 alkyl-
Hets-(-C2H40)1-10-C2H4-R2s or

o]

Pare
.

o+ - wherein:
Ros is hydrogen or C1 to C3 alkyl;
Roe is hydrogen or C1 to C3 alkyl; or
R2s and Rae along with the nitrogen atom to which they are attached form a 5 to 6
membered heterocyclic ring, wherein 1 or 2 carbon atoms in the heterocyclic ring are
optionally replaced with additional heteroatoms independently selected from nitrogen,
oxygen and sulfur and wherein the 5 to 6 membered heterocyclic ring is unsubstituted

or substituted with Cy.3 alkyl, halogen or —OH;
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R27 is selected from hydrogen or —C(O)NH-Cz-5 alkyl-N(CHz)2;

Rog is selected from hydrogen or —C(O)NH-Cz5 alkyl-N(CHz)2;

Hets is a 5 to 10 membered heterocyclic ring containing one, two or three heteroatoms

independently selected from nitrogen, oxygen and sulfur;

OR
R23 and R24 along with the nitrogen atom to which they are attached form a 4 to 6
membered heterocyclic ring, wherein 1 or 2 carbons in the heterocyclic ring are optionally
replaced with additional heteroatoms independently selected from nitrogen, oxygen and
sulfur, and wherein the 4 to 6 membered heterocyclic ring is unsubstituted or substituted
with Cy.3 alkyl, —N(CHz3)2 or —CH>N(CHz)2; and

D is a cytotoxic agent or therapeutic agent.

13.  The compound as claimed in claim 12, wherein the ligand L is a ligand of Formula L1:

HOOC
ﬁ)\t o) COOH
e %,
NH NHJ\M/\Z/
ty

Formula L1

HOOC

wherein,
t1is0, 1, 2, 3, or 4;
t2is 1, 2,3 or4;

Z is selected from the group consisting of N(Ry), Formula Z; and Formula Z>:

~—S o
V—
é\l% % OYNHMNH\%

Formula Z1 Formula Z»

wherein:

tz is selected from 1, 2, 3, 4, 5 or 6;

ts is selected from 1, 2, 3, 4, 5 or 6;

Y is -CHz- or -NH- and

“wwww ” indicates attachment of Formula L1 to the rest of the compound of Formula I;
Ro is selected from the group consisting of hydrogen, Cis alkyl, a 6 to 10 membered aryl, a 5

to 10 membered heterocyclyl ring wherein the heterocyclyl ring contains one, two or three
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heteroatoms independently selected from nitrogen, oxygen or sulfur; and wherein Rg is

unsubstituted or substituted with halogen.

14. The compound as claimed in claim 12, wherein the amino acid in A at each occurrence
is independently selected from the group consisting of alanine (ala), arginine (arg), aspartic
acid (asp), cysteine (cys), glutamic acid (glu), glycine (gly), lysine (lys), phenylalanine (phe),
serine (ser), threonine (thr), tryptophan (trp), valine (val), ornithine (orn), citrulline (cit),
homocitrulline (hct), lanthionine (lan), homocysteine (hcy) or an amino acid having Formula
A or Formula A2

Rio Rio o

“NH \f

_ HN
07 ) o) )

m my: @)
gs\ §
NH my §§ SNH §
, or r

Formula Az Formula Az

wherein
miand my’ are 0, 1, 2 or 3;
mzand my” areis 0, 1, 2, 3 or 4;
Rio is selected from (-C2H40)1-24CHs, (-C2H10)1-24C1-2 alkyl(N(R10°)(R107))—, C1-3 alkyl-
aryl or —Ci3 alkyl-Het;-(-C2H40)1-24CH3s, wherein Het; is a 5 to 10 membered
heterocyclic ring containing one, two or three heteroatoms independently selected from
nitrogen, oxygen or sulfur and wherein said aryl is selected from 6 to 14 membered aryl
and is optionally substituted by -Ci-zalkyl or -OCi.zalkyl; wherein
Ri0' and Ryo are independently selected from hydrogen, C1.¢ alkyl or -C(O)-Ci-salkyl-
aryl wherein said aryl is selected from 6 to 14 membered aryl and is optionally
substituted by -Ci.zalkyl or -OCi.zalky!.

15. The compound as claimed in claim 12, wherein
R1 is naphthyl;
Rz is a 6 to 10 membered cycloalkyl;
Rs is hydrogen;
R4 is selected from —Ci.10 alkyl- or —Cz.¢ alkyl(N(Rs)(Rs’))—; wherein
Rs and R are independently selected from hydrogen, -C(O)-Ci.salkyl-aryl or -C(O)-(-

C2H10)1.8-C1-2 alkyl-N(R)(R’), wherein said aryl is selected from 6 to 14 membered
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aryl and is optionally substituted by -Ci-zalkyl or -OCi-zalkyl, wherein both Rg and Rg’
are not hydrogen; wherein
R and R’ are independently selected from hydrogen or -C(O)-Ciaalkyl-aryl,
wherein said aryl is selected from 6 to 14 membered aryl and is optionally
substituted by -Ci.salkyl or -OCi.salkyl, wherein both R and R’ are not hydrogen;
Ru1 is selected from —Ci.3 alkyl-OC(O)—™**, wherein ** indicates point of attachment to
D;
R12 is —C(O)N(R13)(R14), wherein:
R13 is hydrogen; and
R14 is —C1.5 alkyl-N(R15)(Rus),
wherein:
Ris is C1 to C3 alkyl;
Ri6 is C1 to C3 alkyl; and
R22 is hydrogen.

16. The compound as claimed in claim 12, wherein A is a peptide selected from the group
consisting of ala-ala, ala-ala-ala, ala-phe, val-ala, val-cit, ala-val-cit, ala(beta)-val-cit, glu-
val-cit, glu-cit, glu-val, gly-gly, gly-gly-phe, gly-phe-gly, gly-gly-phe-gly, asp-cit, asp-val-
cit and asp-val; or the peptide is selected from a group of compounds having following

formula;

H3C\< /\>/NH
o

.
ity

o

O NH2

Formula P, Formula P2

e k™,

Formula P3 Formula P4
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Formula Ps

Formula Ps Formula Pz

\/NHZ

H4C /N:N N
(o/\a/NQ\/
8

Formula Pg

Formula Pg
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N:N N=n

§
5\ /d‘/il\g §\NH NH I

(@]
Formula P1o Formula P11
N=
H,C
3 \60/\%/’\‘ __ O\ NH,
6 Y
NH 40 NH
§ (o]
NH
§\NH NH %2
(o] (o]
Formula P12
o\ NH,

) @W% e
: ﬁ J{(‘%

Formula P13

Neas st

NEU
@&

Formula P14
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H
N NH (o]
JO R Bl
le} 3
\\O (0]
H\\//u\
N N
gi\NH N//\\Tr/H
H
(e} (0]

, and
Formula P1s
O\\
o NH,
HN o Y
NH
(o]
NH
§§\NH NH %%
(o] (o]
Formula P16

17. The compound as claimed in claim 12, wherein:
L is a ligand of formula:

COOH NH

L

il

coOH//A\\”

Iz

COOH

Riis

nisi;

Ry is H§0\

Rs is hydrogen;
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R4 is -CsHe-;
A is val-cit;

v

N

r
oS

D is Monomethyl auristatin E (MMAE).

18. A compound of Formula IlI:

Formula 11

or pharmaceutically acceptable salt, solvate, sterecisomer or isotope thereof; wherein,

L is a Ligand,

R4 is selected from a group consisting of —Ci.10 alkyl, —Co.¢ alkenyl, —Cj.3 alkyl-O-C;-
zalkyl—, —Ca.¢ alkyl-N(Rs)—, —C2.6 alkyl(N(Rs)(Rs'))—, —N(Rg)-C2- alkyl—, a 3 to

6 membered cycloalkyl and —Ci.2 alkyl (-OC2H4)1-8-OC1.2 alkyl—; wherein:

Rs and Re- are independently selected from hydrogen, Ci6 alkyl, -C(O)-C1.salkyl-aryl
or -C(0)-(-C2H40)1-8-C1-2 alkyl-N(R)(R’), wherein said aryl is selected from 6 to 14
membered aryl and is optionally substituted by -Ci.salkyl or -OC;.salkyl; wherein

R and R’ are independently selected from hydrogen, -C16 alkyl or -C(O)-Cs.-

salkyl-aryl, wherein said aryl is selected from 6 to 14 membered aryl and is

optionally substituted by -Ci.salkyl or -OCi.salkyl;
A is an amino acid or a peptide comprising 2-5 amino acids;
Ru1 is selected from —C1.3 alkyl-OC(O)—**,
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—Cji-3alkyl-O-C(0O)-N(R19)-C1.5 alkyl-N(R19)-C(O)—**,
—Ci-3alkyl-O-C(0O)-N[C1s alkyl-N(R20R21)]-C1-3 alkyl—**, or
—Ci3alkyl-O-C(0O)-Het>-C1.3 alkyl-N(R19)-C(O)—**,
wherein ** indicates point of attachment to D;
Rig is selected from H, CH3 or —C,H4-O-C2H4-OH;
R2o0 is CHs; R21 is CH3; and
Het; is pyrrolidinyl.
R12 is selected from hydrogen, —C(O)N(R13)(R14) or —(-OC2H4)1-10-CH3;
Ru3 is hydrogen;
Ri4 is —CHs, —CH2-C=CH, —Ci3 alkyl-N(R1s)(R1s), —C2HsOCHs, —(-C2H40)3.5-
CoHs, —(-C2H40)5-10-C2Ha-R17, —CHo-triazole-(-C2H40)4-CoHs-R1s or

o]

H o
H
" " N\/ZA
T
0] >\
07 Non .

R1s is —CHs or —CzHs; Ris is —CHs or —C2Hs;
or
Ris and Ry along with the nitrogen atom to which they are attached form a 5 to 6
membered heterocyclic ring, wherein 1 or 2 carbon atoms in the heterocyclic ring are
optionally replaced with additional heteroatoms independently selected from nitrogen,
oxygen and sulfur and wherein the 5 to 6 membered heterocyclic ring is unsubstituted
or substituted with —CHs:
R17 is —C(O)NHC2H4N(CHz)2;
Rig is —C(O)NHC2H4N(CHa)z;
or
Ri13 and Ri4 along with the nitrogen atom to which they are attached form a 4 to 6 membered
heterocyclic ring, wherein 1 or 2 carbons in the heterocyclic ring are optionally replaced
with additional heteroatoms independently selected from nitrogen, oxygen and sulfur, and
wherein the 4 to 6 membered heterocyclic ring is unsubstituted or substituted with C1.3 alkyl,
—N(CHj3)2 or —CH2N(CHa)2;
R22 is selected from hydrogen, —C(O)N(R23)(R24) or —(-OC2H4)1-10-CH3;
Rz is hydrogen;
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19.

R4 is selected from —CH3s, —CH2-C=CH, —C1.3 alkyl-N(R25)(R26), —C2H4OCH3s, —(-
C2H40)3_8-C2H5, —(-C2H4O)5-10-C2H4-R27, —CH2-t|’ia20|e-(-C2H40)4-C2H4-Rzg or

o]

jﬁw%
By

oH - wherein:

R2s5 is —CH3z or —CzHs;

R26 is —CHs or —C:Hs; or

R2s and Rzs along with the nitrogen atom to which they are attached form a 5 to 6

membered heterocyclic ring, wherein 1 or 2 carbon atoms in the heterocyclic ring are

optionally replaced with additional heteroatoms independently selected from nitrogen,

oxygen and sulfur and wherein the 5 to 6 membered heterocyclic ring is unsubstituted

or substituted with —CHg;

R27 is —C(O)NH-C2.5 alkyl-N(CHz)z2;

R2g is —C(O)NH-Ca.5 alkyl-N(CHs3)2;

OR
R23 and R24 along with the nitrogen to which they are attached form a 4 to 6 membered
heterocyclic ring, wherein 1 or 2 carbons in the heterocyclic ring are optionally replaced
with additional heteroatoms independently selected from nitrogen, oxygen and sulfur, and
wherein the 4 to 6 membered heterocyclic ring is unsubstituted or substituted with C1.3
alkyl, —N(CHz)2 or —CH2N(CHza)2; and D is a cytotoxic agent or therapeutic agent as

defined above.

The compound as claimed in claim 18, wherein

the ligand L is of the Formula La:

HOOC
E)\t o) COOH
’ Jk )\W ‘72%’1
HOOC NH NH f z/
1
Formula L1

wherein,
t1is 0,1, 2, 3, or 4;
t2is 1, 2,3 or4;

Z is selected from the group consisting of N(Rg), Formula Z; and Formula Z»:
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20.

V4

EN%Y—% O _NH NH_ 3
T
Formula Z; Formula Z»

wherein:

t3 is selected from 1, 2, 3, 4, 5 or 6;

ts is selected from 1, 2, 3, 4, 5 or 6;

Y is -CHa- or -NH- and

“ wwww ” indicates attachment of Formula L; to the rest of the compound of Formula I;

Ro is selected from the group consisting of hydrogen, C1.s5 alkyl, a 6 to 10 membered aryl,

a 5 to 10 membered heterocyclyl ring wherein the heterocyclyl ring contains one, two or

three heteroatoms independently selected from nitrogen, oxygen or sulfur; and wherein Rg

is unsubstituted or substituted with halogen.

The compound as claimed in claim 18, wherein the amino acid in A at each occurrence is
independently selected from the group consisting of alanine (ala), arginine (arg), aspartic
acid (asp), cysteine (cys), glutamic acid (glu), glycine (gly), lysine (lys), phenylalanine
(phe), serine (ser), threonine (thr), tryptophan (trp), valine (val), ornithine (orn), citrulline
(cit), homocitrulline (hct), lanthionine (lan), homocysteine (hcy) or an amino acid having
Formula Az or Formula Az

Rio Rio o

Y

O/ ) HN
m, O )

:§ | ?
~ §§
NH m, §§ SNH §
, or v

Formula Az Formula Az

wherein

mzand my” are 0, 1, 2 or 3;

mzand my” areis 0, 1, 2, 3 or 4;

Rio is selected from (-C2H40)1-24CHs, (-C2H40)1-24C1-2 alkyl(N(R10’)(R1077))—, C1-3 alkyl-
aryl or —Ci3 alkyl-Het;-(-C2H40)1-24CHs, wherein Het; is a 5 to 10 membered
heterocyclic ring containing one, two or three heteroatoms independently selected from
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nitrogen, oxygen or sulfur and wherein said aryl is selected from 6 to 14 membered aryl
and is optionally substituted by -Ci-zalkyl or -OCi.zalkyl; wherein
Rio' and Ryo are independently selected from hydrogen, C1.¢ alkyl or -C(O)-C1-salkyl-
aryl wherein said aryl is selected from 6 to 14 membered aryl and is optionally
substituted by -Ci.zalkyl or -OCi.zalky!.

21. The compound as claimed in claim 18, wherein
R4 is selected from a group consisting of —Ci1.10 alkyl, —C2-¢ alkenyl, —Ci.3 alkyl-O-C1.3
alkyl—, —C2. alkyl-N(Rs)—, —C2-6 alkyl(N(Rs)(Rs’))—, —N(Rs)-C2 alkyl—, a 3 to 6
membered cycloalkyl and —C1-2 alkyl (-OC2H4)1-8-OC1-2 alkyl—; wherein:
Rg and Re' are independently selected from hydrogen, Ci alkyl, -C(O)-C1.salkyl-aryl
or -C(0)-(-C2H40)1.8-C1-2 alkyl-N(R)(R’), wherein said aryl is selected from 6 to 14
membered aryl and is optionally substituted by -Ci-salkyl or -OC;.salkyl; wherein
R and R’ are independently selected from hydrogen, -Ci6 alkyl or -C(O)-C;.-
salkyl-aryl, wherein said aryl is selected from 6 to 14 membered aryl and is

optionally substituted by -Ci.salkyl or -OCi.salkyl;

22. The compound as claimed in claim 18, wherein:
wherein:
R4 is -C3Hs-;

A is val-cit;

R22

D is Monomethyl auristatin E (MMAE).

23. A compound of Formula 1V,
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11
HNJ\RH\A/NH\Qf\NH/R“
R

Formula IV
or pharmaceutically acceptable salt, solvate, sterecisomer or isotope thereof; wherein,
L is a Ligand; D is a cytotoxic or therapeutic agent as defined above;
R4 is selected from a group consisting of —Ci-10 alkyl, —C2-s alkenyl, —Ci3 alkyl-O-C;-
zalkyl—, —Co.¢ alkyl-N(Rg)—, —C>.6 alkyl(N(Rs)(Rs'))—, —N(Rs)-C2-6 alkyl—, 3 to 6
membered cycloalkyl and —C1-2 alkyl (-OC2H4)1-8-OC1-2 alkyl—; wherein:
Rs and Re- are independently selected from hydrogen, Ci.6 alkyl, -C(O)-Ci.salkyl-aryl
or -C(0)-(-C2H40)1-8-C1-2 alkyl-N(R)(R’), wherein said aryl is selected from 6 to 14
membered aryl and is optionally substituted by -Ci-salkyl or -OCj-salkyl; wherein
R and R’ are independently selected from hydrogen, -Ci¢ alkyl or -C(O)-C;-
salkyl-aryl, wherein said aryl is selected from 6 to 14 membered aryl and is
optionally substituted by -Ci.zalkyl or -OCi.salkyl;
A is an amino acid or a peptide comprising 2-5 amino acids;
Ru1 is selected from —C;-3 alkyl-OC(O)—**,
—Ci-3alkyl-O-C(O)-N(R19)-C1-s alkyl-N(R19)-C(O)—**,
—C1-3alkyl-O-C(0O)-N[C15 alkyl-N(R20R21)]-C1-3 alkyl—**, or
—C13alkyl-O-C(O)-Het2-C1.3 alkyl-N(R19)-C(O)—**,
wherein ** indicates point of attachment to D and
R19 is selected from H, -CHs or —C2H4-O-C2H4-OH;
R20 is -CHs3; Ra1 is -CHs;
Het. is pyrrolidine;
Ru4 is selected from —C;1-Cs alkyl, —C1 to Cs alkyl-N(R15)(R1s), —C1-Cs alkyl-OCHg,
(-C2H40)1-10 CH2-CHs, or
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H e}
H
HO NW]/N\/Z(

H OH
¢} =

(o) .
oH - wherein:

Risis Ci3 aIkyI; and
Rie is Ci-zalkyl.

24. The compound as claimed in claim 23, wherein

the ligand L is of the Formula L:
HOOC

ﬁ)\tz o COOH 7%2
HOOC NHJLNHJ\MZ\Z/
Formula L
wherein,
t1is 0,1, 2, 3, or 4,
t2is1, 2,3 or 4;
Z is selected from the group consisting of N(Rg), Formula Z; and Formula Z»:
~—S //O
CNM Y_§ O _NH NH
R (s
o ’ H
Formula Z; Formula Z;
wherein:

ta is selected from 1, 2, 3, 4, 5 or 6;

ts is selected from 1, 2, 3, 4, 5 or 6;

Y is -CHa- or -NH- and

“ wwww * indicates attachment of Formula L1 to the rest of the compound of Formula I;
Ro is selected from the group consisting of hydrogen, Ci.s alkyl, a 6 to 10 membered aryl,
a 5 to 10 membered heterocyclyl ring wherein the heterocyclyl ring contains one, two or
three heteroatoms independently selected from nitrogen, oxygen or sulfur; and wherein R

is unsubstituted or substituted with halogen.
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25. The compound as claimed in claim 23, wherein the amino acid in A at each occurrence is
independently selected from the group consisting of alanine (ala), arginine (arg), aspartic
acid (asp), cysteine (cys), glutamic acid (glu), glycine (gly), lysine (lys), phenylalanine
(phe), serine (ser), threonine (thr), tryptophan (trp), valine (val), ornithine (orn), citrulline
(cit), homocitrulline (hct), lanthionine (lan), homocysteine (hcy) or an amino acid having
Formula A or Formula Az

Rio. Rio o

= HN
o Jm, O )

£ | "
~ 5
NH m, § SNH §
,or r

Formula A; Formula Az

wherein
mzand my’ are 0, 1, 2 or 3;
mzand my’ are is 0, 1, 2, 3 or 4;
Ruo is selected from (-C2H40)1-24CHs, (-C2H40)1-24C1-2 alkyl(N(R10')(R107))—, C1-3 alkyl-
aryl or —Ci.3 alkyl-Heti-(-C2H40)124CHs, wherein Het: is a 5 to 10 membered
heterocyclic ring containing one, two or three heteroatoms independently selected from
nitrogen, oxygen or sulfur and wherein said aryl is selected from 6 to 14 membered aryl
and is optionally substituted by -Ci.zalkyl or -OCi.salkyl; wherein
Rio’ and Rio are independently selected from hydrogen, Ci.6 alkyl or -C(O)-C1-salkyl-
aryl wherein said aryl is selected from 6 to 14 membered aryl and is optionally
substituted by -Ci.zalkyl or -OCi-zalky!.

26. The compound as claimed in claim 23, wherein
R11 is —Ci-3 alkyl-OC(O)—**
wherein ** indicates the point of attachment to D;
Ri12 is —C(O)N(R13)(R14),
wherein:
Ru3 is hydrogen;
Rua is selected from —C1.5 alkyl-N(R15)(R16) and
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H 0]
H
"o " N\/l(
2 OH
¢}

oH - wherein:

Risis Ci3 aIkyI; and
Ris is Ci-3 alkyl.

27. The compound as claimed in claim 23, wherein:
R4 is -C3Hs-;

A is val-cit;

~yv

N

o H
T o NH
HN 1.R14 h
N7 3
H ?J o
Ry4 ) N
is " ;

D is Monomethyl auristatin E (MMAE).

28. A compound of Formula V,

o o o)
)k )k NH R
HN Ry, A7 NHT
D
/
NH >
L 07 NH

Formula V
wherein

or pharmaceutically acceptable salt, solvate, sterecisomer or isotope thereof; wherein,
L isaLigand,;

A is an amino acid or a peptide comprising 2-5 amino acids;
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29.

R4 is selected from a group consisting of —Ci-10 alkyl, —C>.s alkenyl, —Cj.3 alkyl-O-C;.
zalkyl—, —Cz.6 alkyl-N(Rs)—, —N(Rsg)-C2-6 alkyl—, a 3 to 6 membered cycloalkyl and
—Ci-2alkyl (-OC2H4)1-8-OC1-2 alkyl—; wherein:
Rs is hydrogen or C1.6 alkyl,;

Ru1 is selected from —C1.3 alkyl-OC(O)—**,
—Ci-3alkyl-O-C(O)-N(R19)-C1-5 alkyl-N(R19)-C(O)—**,
—Ci-3alkyl-O-C(0O)-N[C15 alkyl-N(R20R21)]-C1-3 alkyl—**, or
—Ci-3alkyl-O-C(O)-Het>-C1-3 alkyl-N(R19)-C(O)—**,
wherein ** indicates point of attachment to D;

Rig is selected from H, -CH3 or —C2H4-O-C2H4-OH;

Ra2o is -CH3s; R21 is -CHs; and

Het. is pyrrolidinyl;
Rua is selected from —C1-Cs alkyl, —C; to Cs alkyl-N(R1s)(R1s), —C1-Cs alkyl-OCHs3, (-
C2H40)1.10 CH2-CH3 wherein:

Ris is Cizalkyl;

R is Ci-zalkyl;
R24 is selected from —Cy.5 alkyl, —C15 alkyl-N(R25)(R26), —C1-5 alkyl-OCH3, (-C2H10)1-
10CH2-CHs wherein:

R2s is hydrogen or Cy3 alkyl; and
R26 is hydrogen or Ci.3 alkyl

D is a cytotoxic agent or therapeutic agent.

The compound as claimed in claim 28, wherein

the ligand L is of the Formula L:

HOOC
ﬁ)\tz o) COOH 72
HOOC NHJLNHJ\MT\Z/
1
Formula L1

wherein,
t1is0, 1, 2, 3, or 4;
tris 1, 2,3 or4;

Z is selected from the group consisting of N(Rg), Formula Z; and Formula Z>:
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30.

Formula Z; Formula Z;
wherein:
ta is selected from 1, 2, 3, 4, 5 or 6;
ts is selected from 1, 2, 3, 4, 5 or 6;
Y is -CHa- or -NH- and
“ wwww ” indicates attachment of Formula L; to the rest of the compound of Formula I;
Ro is selected from the group consisting of hydrogen, C1.s5 alkyl, a 6 to 10 membered aryl,
a 5 to 10 membered heterocyclyl ring wherein the heterocyclyl ring contains one, two or
three heteroatoms independently selected from nitrogen, oxygen or sulfur; and wherein Rg

is unsubstituted or substituted with halogen.

The compound as claimed in claim 28, wherein the amino acid in A at each occurrence is
independently selected from the group consisting of alanine (ala), arginine (arg), aspartic
acid (asp), cysteine (cys), glutamic acid (glu), glycine (gly), lysine (lys), phenylalanine
(phe), serine (ser), threonine (thr), tryptophan (trp), valine (val), ornithine (orn), citrulline
(cit), homocitrulline (hct), lanthionine (lan), homocysteine (hcy) or an amino acid having
Formula Az or Formula Az

Rio Rio o

Y

O/ ) HN
m, O )

:§ | ?
~ §§
NH m, §§ SNH §
, or v

Formula Az Formula Az

wherein

mzand my” are 0, 1, 2 or 3;

mzand my” areis 0, 1, 2, 3 or 4;

Rio is selected from (-C2H40)1-24CHs, (-C2H40)1-24C1-2 alkyl(N(R10’)(R1077))—, C1-3 alkyl-
aryl or —Ci3 alkyl-Het;-(-C2H40)1-24CHs, wherein Het; is a 5 to 10 membered
heterocyclic ring containing one, two or three heteroatoms independently selected from
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nitrogen, oxygen or sulfur and wherein said aryl is selected from 6 to 14 membered aryl
and is optionally substituted by -Ci-zalkyl or -OCi.zalkyl; wherein
R10’ and Rio' are independently selected from hydrogen, Ci.6 alkyl or -C(O)-Cy.4alkyl-
aryl wherein said aryl is selected from 6 to 14 membered aryl and is optionally

substituted by -Ci.zalkyl or -OCy.zalky!.

31. A compound of Formula VI,
)

I
R D
MA/NH \/\ﬁ

HN
o)
NH R22
L
! O
Formula VI

or pharmaceutically acceptable salt, stereoisomer or isotope thereof; wherein:
L is a Ligand,;
A is an amino acid or a peptide comprising 2-5 amino acids;
Ru11 is selected from —C1.3 alkyl-OC(O)—**,
—Ci-3alkyl-O-C(O)-N(R19)-C1-5 alkyl-N(R19)-C(O)—**,
—Ci-3alkyl-O-C(O)-N[C15 alkyl-N(R20R21)]-C1-3 alkyl—**, or
—Ci-3alkyl-O-C(O)-Het>-C13 alkyl-N(R19)-C(O)—**,
wherein ** indicates point of attachment to D;
R1o is selected from H, CHs or —CzHs-O-C2Hs-OH,;
R20 is CH3s; R21 is CHs; and
Het is pyrrolidinyl;
R12 is selected from hydrogen, —C(O)N(R13)(R14) or —(-OC2H4)1-10-CH3;
R13 is hydrogen;
R14 is —CHs, —CH,-C=CH, —C1.3 alkyl-N(R15)(R1s), —C2H4OCH3s, —(-C2H40)3-¢-
C2Hs, —(-C2H40)s5.10-C2Hs-R17, —CH2-triazole-(-C2H40)4-C2Hs-Rag or
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H (o]
H
Ho NW/N\/IK

: OH
) =

o) .
OH - wherein:

R1s5 is —CHs or —CzHs;
Ri6 is —CHsz or —CzHs; or
Ris and Rie along with the nitrogen atom to which they are attached form a 5 to 6
membered heterocyclic ring, wherein 1 or 2 carbon atoms in the heterocyclic ring
are optionally replaced with additional heteroatoms independently selected from
nitrogen, oxygen and sulfur and wherein the 5 to 6 membered heterocyclic ring is
unsubstituted or substituted with —CHs;
R17 is —C(O)NHC2H4sN(CHz)2;
R1g is —C(O)NHC2H4sN(CHz)2;
OR
R13 and R4 along with the nitrogen atom to which they are attached form a 4 to 6
membered heterocyclic ring, wherein 1 or 2 carbons in the heterocyclic ring are
optionally replaced with additional heteroatoms independently selected from nitrogen,
oxygen and sulfur, and wherein the 4 to 6 membered heterocyclic ring is unsubstituted
or substituted with C1.3 alkyl, —N(CHz3)2 or —CH2N(CHj3)z;
R22 is selected from hydrogen, —C(O)N(R23)(R24) or —(-OC2H4)1-10-CH3;
R23 is hydrogen;
R4 is —CH3s, —CH,-C=CH, —C1.3 alkyl-N(R2s)(R2s), —C2H4OCHs, —(-C2H40)3.6-
C2Hs, —(-C2H40)s5.10-CoHa-R27, —CHo-triazolyl-(-C2H40)4-C2H4-Ros or

(0]

jw%
By

OH - wherein:
R2s is —CHs or —CazHs;
R26 is —CHz or —CzHs; or
R2s and Rz along with the nitrogen atom to which they are attached form a 5 to 6

membered heterocyclic ring, wherein 1 or 2 carbon atoms in the heterocyclic ring
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32.

are optionally replaced with additional heteroatoms independently selected from
nitrogen, oxygen and sulfur and wherein the 5 to 6 membered heterocyclic ring is
unsubstituted or substituted with —CHs;
R27 is —C(O)NHC2H4N(CHa)z;
Rag is —C(O)NHC,H4N(CHa)z;
OR
R23 and Rz4 along with the nitrogen atom to which they are attached form a 4 to 6
membered heterocyclic ring, wherein 1 or 2 carbons in the heterocyclic ring are
optionally replaced with additional heteroatoms independently selected from nitrogen,

oxygen and sulfur, and wherein the 4 to 6 membered heterocyclic ring is unsubstituted

or substituted with C1-3 alkyl, —N(CHzs)2 or —CH2N(CHs)2; and
D is a cytotoxic agent or therapeutic agent.

The compound as claimed in claim 31, wherein

the ligand L is of the Formula L:
HOOC

ﬁ)\tz 0 COOH 772
HOOC NHJLNHJ\MZ\Z/
Formula L
wherein,
t1is 0,1, 2, 3, or 4,
t2is1, 2,3 or4;
Z is selected from the group consisting of N(Ry), Formula Z; and Formula Z>:
~—S //O
CNM Y—§ o] NH NH
o Y
o) ’ H
Formula Z; Formula Z;
wherein:

ts is selected from 1, 2, 3, 4, 5 or 6;
t4 is selected from 1, 2, 3, 4, 5 or 6;
Y is -CHa- or -NH- and

“www ” indicates attachment of Formula L1 to the rest of the compound of Formula I;
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33.

Ro is selected from the group consisting of hydrogen, Ci.s alkyl, a 6 to 10 membered aryl,
a 5 to 10 membered heterocyclyl ring wherein the heterocyclyl ring contains one, two or
three heteroatoms independently selected from nitrogen, oxygen or sulfur; and wherein Rg

is unsubstituted or substituted with halogen.

The compound as claimed in claim 31, wherein the amino acid in A at each occurrence is
independently selected from the group consisting of alanine (ala), arginine (arg), aspartic
acid (asp), cysteine (cys), glutamic acid (glu), glycine (gly), lysine (lys), phenylalanine
(phe), serine (ser), threonine (thr), tryptophan (trp), valine (val), ornithine (orn), citrulline
(cit), homocitrulline (hct), lanthionine (lan), homocysteine (hcy) or an amino acid having
Formula A; or Formula A2

Rio Rio o

Y

_ HN
07 ) o) )
“

m mo: @)
rf:é\ §
NH m, §§ SNH §
, or r

Formula Az Formula Az

wherein
mzand my’ are 0, 1, 2 or 3;
mzand my” areis 0, 1, 2, 3 or 4;
Ruo is selected from (-C2H40)1-24CHs, (-C2H40)1-24C1-2 alkyl(N(R10")(R107))—, C1-3 alkyl-
aryl or —Ci3 alkyl-Heti-(-C2H40)1-24CHs, wherein Het; is a 5 to 10 membered
heterocyclic ring containing one, two or three heteroatoms independently selected from
nitrogen, oxygen or sulfur and wherein said aryl is selected from 6 to 14 membered aryl
and is optionally substituted by -Ci-zalkyl or -OC1.zalkyl; wherein
R10’ and Rio' are independently selected from hydrogen, Ci.6 alkyl or -C(O)-C1-4alkyl-
aryl wherein said aryl is selected from 6 to 14 membered aryl and is optionally
substituted by -Ci-salkyl or -OCy-salkyl.

34. A compound of Formula VI
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35.

36.

37.

38.

39.

Formula VII
or pharmaceutically acceptable salt, stereoisomer or isotope thereof;
wherein:
L isaLigand,;
niso,1,or2;
R1 is selected from the group consisting of phenyl, indolyl, thiophenyl, quinolinyl and
isoquinolinyl;
R1 is unsubstituted or substituted with one or more Rs;
Rs is selected from halogen, —OH, or a 6 to 10 membered aryl ring;
R2 is cyclohexyl or phenyl;
A is a peptide val-cit; and

D is a cytotoxic agent or therapeutic agent.
The compound as claimed in any one of claims 1 to 34 for use in the treatment of cancer.

The compound as claimed in any one of claims 1 to 34 for use in the treatment of cancer

that is positive for expression of PSMA.

Use of the compound as claimed in any one of claims 1 to 34 for the preparation of a
medicament for the treatment of cancer.

A pharmaceutical composition comprising the compound as claimed in any one of claims

1 to 34, and a pharmaceutically acceptable carrier.

A ligand-drug conjugate, wherein the ligand L and the drug D is conjugated via linker of

Formula VIII:
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Formula VIII
wherein
niso0,1,2,3or4,
Ruis selected from a 6 to 14 membered aryl or a 5 to 10 membered heteroaryl containing
one, two or three heteroatoms independently selected from nitrogen, oxygen or sulfur;
R1 is unsubstituted or substituted with one or more Rs;
Rs, at each occurrence, is independently selected from halogen, —C(O)NHz, —
C(O)ORs, —C1-3alkyl, —ORy7, and a 6 to 10 membered aryl; wherein:
Re is hydrogen or C1.3 alkyl,;
R7 is hydrogen or Ciz alkyl;
R2 is absent or is selected from a 6 to 10 membered cycloalkyl or a 6 to 10 membered aryl;
Rs is hydrogen or —C1-CsCOOH;
R4 is selected from a group consisting of —Ci.10 alkyl-, —Cz¢ alkenyl-, —C1.3 alkyl-O-
Ci-3alkyl—, —Cs.6 alkyl-N(Rg)—, —C2.6 alkyl(N(Rs)(Rs*))—, —N(Rs)-C2.6 alkyl—, a 3
to 6 membered cycloalkyl and —Ci-2 alkyl-(-OC2Ha)1-8-OC1-2 alkyl—; wherein:
Rs and Rg' are independently selected from hydrogen, Ci.6 alkyl, -C(O)-Ci.salkyl-
aryl or -C(0)-(-C2H40)1-8-C1-2 alkyl-N(R)(R”), wherein said aryl is selected from 6
to 14 membered aryl and is optionally substituted by -Ci.salkyl or -OC1-zalkyl;
wherein
R and R’ are independently selected from hydrogen, -Ci.¢ alkyl or -C(O)-
Ciaalkyl-aryl, wherein said aryl is selected from 6 to 14 membered aryl and
is optionally substituted by -Ci-salkyl or -OCy-zalkyl;
A is an amino acid or a peptide comprising 2-5 amino acids;
A is attached to NH through its C terminal;
Ri1 is selected from a group consisting of —Ci-3 alkyl-OC(O)—**,
—Ci.3alkyl-O-C(0)-N(R19)-C1-5 alkyl-N(R19)-C(O)—**,
——Ci-3alkyl-O-C(O)-N[C15 alkyl-N(R20R21)]-C1-3 alkyl—**, and

—Ci3alkyl-O-C(O)-Het>-C13 alkyl-N(R19)-C(O)—**,
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wherein:
Rig is selected from hydrogen, —Ci-3 alkyl or —Ci-3 alkyl-O-C1.3 alkyl-OH;
R2o is hydrogen or —Cy-z alkyl;
R21 is hydrogen or —Ci-3 alkyl; and
Het, is a 5 to 10 membered heterocyclic ring containing one, two or three heteroatoms
independently selected from nitrogen, oxygen or sulfur;

Ru2 is selected from hydrogen, —C(O)N(R13)(R14) or —(-OC2H4)1-10-CHg;
R13 is hydrogen;
Ris is selected from —Cis alkyl, —Czs alkenyl, —Czs alkynyl, —Cis alkyl-
N(R15)(R1s), —Cu.5 alkyl-O-Ci.3 alkyl, —(-C2H40)1-10C2Hs, —(-C2H40)1.10-C2Hs-R17
or —C1.3 alkyl-Hetz-(-C2H40)1-10-C2Ha-Rag or

o]

A

oH - wherein:

Ri1s is hydrogen or C1 to C3 alkyl;
Rue is hydrogen or C1 to C3 alkyl; or
R1s and Ry along with the nitrogen atom to which they are attached form a5 to 6
membered heterocyclic ring, wherein 1 or 2 carbon atoms in the heterocyclic ring
are optionally replaced with additional heteroatoms independently selected from
nitrogen, oxygen and sulfur and wherein the 5 to 6 membered heterocyclic ring is
unsubstituted or substituted with C1-3 alkyl, halogen or —OH;
Ri7 is selected from hydrogen or —C(O)NH-Czs alkyl-N(CH3)2;
Rug is selected from hydrogen or —C(O)NH-Cz-s alkyl-N(CHz3)2;
Hets is a 5 to 10 membered heterocyclic ring containing one, two or three
heteroatoms independently selected from nitrogen, oxygen and sulfur;
OR
R13 and R4 along with the nitrogen atom to which they are attached form a 4 to 6
membered heterocyclic ring, wherein 1 or 2 carbons in the heterocyclic ring are
optionally replaced with additional heteroatoms independently selected from nitrogen,
oxygen and sulfur, and wherein the 4 to 6 membered heterocyclic ring is unsubstituted
or substituted with C1-3 alkyl, —N(CHz)2 or —CH2N(CHa)z;
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R22 is selected from hydrogen, —C(O)N(R23)(R24) or —(-OC2Ha)1-10-CHs3;
Ro3 is hydrogen;

Ros is selected from —Cis alkyl, —C»5 alkenyl, —Czs alkynyl, —C15 alkyl-
N(st)(Rza), —C15 aIkyI-O-C1.3 aIkyI, —(-C2H40)1-10C2H5, —(‘C2H4O)1—10‘C2H4'R27
or —Cy.3 alkyl-Hets-(-C2H40)1-10-C2Ha-R2g or

o]

Yare
.

OR

oH - wherein:
Ra2s is hydrogen or C1 to C3 alkyl;
Ros is hydrogen or C1 to C3 alkyl; or
R2s and Rz6 along with the nitrogen atom to which they are attached form a 5 to 6
membered heterocyclic ring, wherein 1 or 2 carbon atoms in the heterocyclic ring
are optionally replaced with additional heteroatoms independently selected from
nitrogen, oxygen and sulfur and wherein the 5 to 6 membered heterocyclic ring is
unsubstituted or substituted with C1-3 alkyl, halogen or —OH;
R27 is selected from hydrogen or —C(O)NH-C2.5 alkyl-N(CH3)2;
Rog is selected from hydrogen or —C(O)NH-C2.5 alkyl-N(CH3)2;
Hetz is a 5 to 10 membered heterocyclic ring containing one, two or three

heteroatoms independently selected from nitrogen, oxygen and sulfur;

R23 and R24 along with the nitrogen atom to which they are attached form a 4 to 6

membered heterocyclic ring, wherein 1 or 2 carbons in the heterocyclic ring are

optionally replaced with additional heteroatoms independently selected from nitrogen,

oxygen and sulfur, and wherein the 4 to 6 membered heterocyclic ring is unsubstituted
or substituted with C1.3 alkyl, —N(CHz3)2 or —CH2>N(CHj3)a.

40. The compound as claimed in claim 39, wherein:

Riis

nisi;
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Rz is \}\\\\

Rs is hydrogen;
R4 is -CsHs-;
A is val-cit;
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