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WE CLAIM

1. A compound or sterecisomer thereof having the structure of Formula (i)

Formula (1)
wherein:
R'is -N=CR*R® -N=R®, -N=CR°R%, -N=CR’*NR'?(CH,)N(R'?*)C(0)OR", -
N=CR°NR'?(CH,)nN(R"),, -NHC(=NR®R* -NHC(=0)R*, -NHC(=0)R%, —
NHR®, -NHLR", -NHR?', -N=CR°R"?, -N=R?*, -N=CR®*R® or -
NHC(=O)R?%;
R?is -c1-cﬁa|ky|;

2 A
O

R*is -N(RG)Z or -NR°R’;

R® is N(R®%);

each R® is independently selected from H and -C;-Cgalkyl;

R is {(CHy)mN(R™),, -(CH2)mN(R™)C(=0)OR™ or an unsubstituted Cs-
Cgcycloalkyl;

or R” is a Cs-Cgeycloalkyl substituted with 1-3 substituents independently
selected from C,-Cgalkyl, oxo, -C(=0)R"®, -(CH2)mOH, -C(=0)(CH2)mOH, -
C(=0)((CH2)mO)R™, ~((CH2)m0)R™ or a C,-Csalkyl which is optionally
substituted with 1 to 5 hydroxyl;

R® is an unsubstituted C-linked 5-6 membered heteroaryl having 1-2 N
heteroatoms;

or R®is a C-linked 5-6 membered heteroaryl having 1-2 N heteroatoms which
is substituted with 1-3 substituents independently selected from C4-Csalkyl,
C1-Cshaloalkyl, halogen, Cs-Cgalkoxy, -OH, -CN, -NO,, -C(=0)ORS, -
C(=0)N(R®),, -C(=0O)NRS(CH,)N(R®)C(O)OR® and -
C(=0)NR*(CHz)mN(R®)z;
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R® is -OH, C;-Cgalkoxy, -NHS(O)x(CHz)mNs, -NHS(O)2(CHz)mNH,, -N(R"?),, -
R™, -NR'2(CH,)mN(R'?);, -NR'}(CH,)mR™®, -LR", -NHS(O),R"®, -
(CHp)n—N-R™

~ R12 . /©/ R12
J}S\I\I‘I Jss\ N

NHS(=0),LR'', R , R .
LR™ /©/(CH2)mR”
25 4,
];12 R12 or

/@/ (CHz)m_)(3(0H2)mR11
véi’.“
R12

5 :
-%-N N—LR'
R%is LR"or ¢ ;
0O 0]
R13
_E—Ni> —§—N %\/Rn
R"'is 0 . O ~§NH . -NR12C(=0)CH=CHy, -Na,
$O=CH G _SSRY, -S(=0)(CH=CHy), ~(CHa):S(=0)(CH=CHy), -
NR2S(=0),(CH=CH,), -NR"?C(=0)CH,R®, -NR'2C(=0)CH,Br, -
10 NR'C(=0)CH,!, -NHC(=0)CH,Br, -NHC(=0)CHol, -ONHa, ~-C(O)NHNH,,
R']Z
|
AN+
A
o} , -COzH, -NH,, -NCO, -NCS,
; H H o oH e 9
NP N\‘])X\ PP o /=N
s 7(1)/\/ T 4 OHO/IrNWNHZ 0 °
" Ton N -N
HOb ~ X0

HO
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JOQL g e 35,
oL
9

each R" is independently selected from H and C;-Cealky;
5 R%is —S(CHz)nCHR“‘NHC(:O)R” or

e e Ciaese 7)\(

HOPOOH

R"is R" or —C(=0)OR"%

0 q
3 _p-OH -2—P-0OR’8
15 . 12 "E_B_OH % I|: OH % Fi-’ OR
R7is tetrazolyl, -CN, -C(=O)OR™, ¢ H =, OH , OH ,

H ; o} | OH |
10 R18 , R18 , R12 ,
o)
1] 11
R N g @ Q 9
OH | —’?{Ff\/ka $=P—LR!" ~=P—O(CH,),R"
R® " OH , OH . OH , -LR" or
—X(LR™;

R'*is an N-linked 4-8 membered heterocycloalkyl containing 1-2 heteroatoms
independently selected from N, O, S, S(=0) and S(=0),, which is
15 unsubstitituted or substituted with -LR";
RY is 2-pyridyl or 4-pyridyl;
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each R is independently selected from a C;-Cgalkyl, a C4-Cgalkyl which is
substituted with azido and a C1-C6alkyl which is substituted with 1t0 5
hydroxyl;

R' is an unsubstituted C-linked 5-6 membered heterocycloalkyl having 1-2
heteroatoms independently selected from N and O;

or R is a C-linked 5-8 membered heterocycloalkyl having 1-2 heteroatoms
independently selected from N and O which is substituted with 1-3
substituents independently selected from C;-Csalkyl, Ci-Cghaloalkyl,
halogen and C;-Cgalkoxy;

R? is an unsubstituted N-linked 5-6 membered heterocycloalkyl having 1-2
heteroatoms independently selected from N, O and S;

or R¥ is an N-linked 5-6 membered heterocycloalkyl having 1-2 heteroatoms
independently selected from N, O and S, which is substituted with 1-2
substituents independently selected from C;-Cgalkyl, -C(=0)OR"?, -
C(=0)(CH3)nN3, Ci-Cshaloalkyl, halogen, oxo, -OH and C4-Cgalkoxy;

R*'is a C-linked 5-6 membered heteroaryl having 1-2 N heteroatoms which is
substituted with LR"" and 0-2 substituents independently selected from C-
Csalkyl, Ci-Cghaloalkyl, halogen, -CN, NO,, -C(=0)OR®, -C(=0)N(R®), and
Cq-Cealkoxy;

R* s a C-linked 5-6 membered heterocycloalkyl having 1-2 heteroatoms
independently selected from N, O and S which is substituted with LR and
0-2 substituents independently selected from C,-Cgalkyl, C-Cghaloalkyl,
halogen and C,-Cgalkoxy;

R?® is an N-linked 5-6 membered heterocycloalkyl having 1-2 heteroatoms
independently selected from N and O which is substituted with LR and 0-
2 substituents independently selected from C;-Cgalkyl, Ci-Cghaloalkyl,
halogen and C;-Cgalkoxy;

each L is independently selected from -L LoLaL4bsle-, ~Lgbslsblaloly-, -
Libolalals, -Lslslabobg-,-LaLlolsls-, -Lalsloly-, ~Lqbobla~, ~Laklolq~,~LsLs-, -
LoLq- and -L,,

wherein L, is selected from:
~(CHz)~, -C(=0)(CHa)nr, -NR'*C(=0)(CHz)rm-, -C(=0)X1XzC(=0)(CHz)p-, -
C(=0)X1XzC(=0)(CH2)nNR"*C(=0)(CHz ), -
C(=0)X1X2C(=0)(CH2)mXa(CHz)m-, -C(=O)X1XC(=O)((CH2)mO)s(CH2)m-, -
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C(=0)X1X2C(=0)((CH2)mO)n( CH2)mNR'*C(=0)(CHa)r, -
C(=0)X1X2C(=0)((CH2)mO)o(CH2)mNR*C(=0)(CHz2)mXa( CHg ), -
C(=0XXC(=O)(CH2)mO)n( CH2)mXa(CH2 ), -
C(=0)X1XzC(=0)(CH2)mNR*C(=0)((CH2)mO)n{ CHz ) -
C(=0)X1XzC(=0)(CH2)mNR*C(=0)(( CH2)mO)a( CHz)mXs( CH2)-, -
C(=O)X1 Xz CH2)mX3(CHz)mm, -C(=0)X1X2((CH2)mO)n(CH2)m-, -
C(=0MX1Xz{{CH2)mO)n( CH2)mNR?C(=0)(CHp)ur-, -
C(=0)X1X2((CH2)mO)n(CH2)mNR 2C(=0)( CH2)mX3(CHz ), -
C(=0)X1X2((CH2)mO)n{ CH2)mX3(CHz ), -
C(=0)X1Xz(CH2)mNR'*((CH2)mO)n(CHz)mr, -
C(=0)X1X2C(=0)(CHz)mNR'*((CH2)mO )o( CH2)mX3(CHz)ry-, -
(CH2)mNR*C(=0)(CHz)er, ~C(=0)((CH2)mO)n(CHz ), -
(CH2)mS(=0)2((CH2)mO ) CHz)m-, ~C(=O)(CH2)mNR'*(CHz ), -
C(=OINR™(CHy)a, ~C(=0)NR(CH,)mXa(CH2)m-, -
C(=OINR(CH2)mNR2C(=0)X:X,C(=0)CHy)m-, -
C(=0)X{C(=0)NR'*(CH,)mNR"2C(=0)(CHa ), -
C(=0)X;C(=0)NR(CHg)mXa(CH2)m-, ~C(E0INR*(CH,)nNR2C(=0)(CHy)m-

0 /
§ < > T
, -C(=0)NR'™(CH,)mNR"2C(=0)(CH2)mX3(CH2)m=, M, -

(CH2)mC(=0)NR'Y(CH;)uNR"2C(=0)(CH.)m-, -(CH2)mC(=O)-, -
C(=0)(CHz)mNR"?(CHZ)nC(=0)X2X1C(=0)-, -
(CH2)mXa(CH2)mC(=0)XoX1C(=0)-, -(CH2)mC(=OINR'*(CHz)-, -
(CH2)mC(=0)NR'*(CHz)nX3(CHz)m-, -(CH2)mXa(CH2)mNR"*C(=O)(CH2)q-, -
(CH2)mC(=0)NR'¥(CHz)mX-, -X3(CH2)mNR'*C(=0)(CHz)m-, -
(CH2)mX3(CH2)mC(=0)NR™?(CHz)rm-, «(CH2)mNR"™C(=0)(CHz)mXa(CHz)rm -
(CH2)mO)n(CH2)mNR™2C(=0)(CHz)rm-, ~(CH2)mC(=0)NR™3(CHz)m( O(CHz2)m)
~((C(R™)2)nOC(=0)NR'*(CHz)O(CHz)m-, -
(CH2)m(O(CH2)m)aNR™*C(=0)O(C(R ")), ~(CH2)m( O(CH2)m)aC(=0)-, -
(CH2)m(O(CH2)m)nS(=0)2( CH2)m, <(CH2)mNR'(CH,)mC(=0)-, -
(CH2)mO(CH2)mNR?C(=0)O((C(R")2)m-, -(CH2)mNR"™C(=0)-, -
(CH2)mC(=0)X2X;C(=0)NR'}(CH2)mNR'?C(=0)-, -
(CH2)mC(=0)NR")(CH,)NR"2C(=0)X-, -

\ @]
N < > (
(CH2)nC(=OINR}(CH2)NR"*C(=0)-, ey -
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((CH2)mO)a( CH2)m=, ~(CH2)m(O(CHz)m )=, ~(CH2)m( O(CH2)m)nX3(CHz)en~, -
(CH2)mX3((CH2)mO)u(CH2)m=, -(CH2)mX3(CHz) C(=0)-, -
C(=0)(CH3)mXs(CHz)r, ~(CH2)mC(=O)NR'H(CH2)nO)a( CHz )Xz, -
X3(CHz)m(O(CH2)m}:NR™2C(=0)(CHz ), -

(CH2)mC(=0)NR'A(CH2)mO)n( CHz)mX3(CHz)nr, -
(CH2)mX3(CH2)m(O(CHz)m)aNR™C(=O)(CHz)r-, -
(CH2)mX3(CH2)m(O(CH2)m}nC(=0)-, -C(=0)((CH2)mO)n( CH2)mX3(CH2)m-, -
(CH2)mC(=0)NR™®(CHz)mC(=0}-, ~C(=0)(CH2)mNR"*C(=0)(CHz)qr-, -
(CH2)mC(=0)NR'*(CHz){ O(CHz)m)aC(=0)-, -
C(=0)((CH2mO)n(CH2)mNR™?C(=0)(CHz)ur-, -
(CH2)mC(=0)NR"™(CH,)mC(=0INR'*(CHZ) -, -
(CHy)mNR"2C(=0)(CH,)mNR?C(=0)(CHy)m-, ~-C(FOINR'Y(CH,)uNR2C(=0)-
+ «(CH2)nS(CHz2)m-, -NR™*C(=0)(CHz)m-, -NR™*C(=0)(CH2)mX3(CHz)rm-, -
(CH2)mX3(CH2)wC(=0)NR'2-, ~(CH,)mC(=OINR %, -(CH,)mNR™(CH,) -, -
(CH2)mX3(CH2)mm, ~(CH2)mX3-, -X3(CH2)m=, ~((CH2)mO)o( CH2)mXa(CH2)m-, -
(CH2)mX3(CH2)m(O(CHz)m)a=s “NR™(CHz)m=, -NR™C(R"?)5(CHz)r-, -
(CH2)mC(R™)NR™ -, «(CH,)C(=0)NR'}(CH,)NR 2, -
(CH2)mC(=0)NR"}(CH,)mNR'?C(=0)NR'%, -
(CH2)mC(=0)NR}(CH,)NR"2C(=0)-, -(CHy)mC(=0)XX1C(=0)-, -
NR'2(CHg)mNR"2C(=0)(CHz)m-, -NR™C(R'?)2(CH2)mNR"2C(=0)(CHy)m-, -
(CH2)mC(=0INRY(CH2)C(R™),NR %, -NR'*(CH_)mX3(CHa)m, -
NR'™C(R"),(CH2)mX3(CHz)m-, (CH2)mX3(CH2)mC(R").NR%-, -
NR"2C(R"?)(CH,)wOC(=0)NR"*(CHy)m-, -
(CH2)mNR™C(=0)O(CH,)mC(R'?),NR, -
NR'2C(R"*)2(CH2)mOC(=OINR"*(CHy)mXa(CHz ), -
(CH2)mX3(CH2)mNR"?C(=0)O(CH,)mC(R™),NR 2, -
NR™C(R"™)2(CH,)mOC(=0)NR((CH2)nO)n( CHz)r-, -
(CH2)m(O(CHz)m)aNR'*C(=0)O(CHz)mC(R'?),NR-, -
NR™C(R"*)2(CH2)mOC(=0)NR*((CH2)mO)a( CHz)mXs( CH2)m, -
(CH2)mX3(CHz)m(O(CH2)m)aNR'*C(=0)O(CHz)mC(R'),NR "2, -
(CH2)mX3(CH2)mNR'%-, -NR'*((CH2)mO)n(CHz)mX3(CHz ), -
(CH2)mX3(CHz)m( O(CHZ)m)aNR -, ~(CHZ)mNR'%-, -NR'X((CH2)mO)n( CHo ), -
NR"*((CH2)mO)n(CH2)mNR*C(=0)(CHz)nr, -
(CH2)mC(=OINR'(CHz)m(O(CH2)m)NR'2 -, (CH2)m( O(CH2)m)aNR'>-, -
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(C(Raz)2)m=, «(CH2CH20)y~, (OCH,CH2)q, -(CH2)mO(CHz)m-, ~S(=0)2(CH2 )~
, -(CH2)wS(=0)z-, -S(=0)z(CH2)mNR?C(=0)(CHy)m-,
(CH2)mC(=0)NR'*(CH;)nS(=0)z-, -S(=0)2(CHz)m X3(CHo)m-, -
(CH2)mX3(CH2)nS(=0)2-, ~(CH2)mX2X1C(=0)-, ~-C(=0)X1Xo(CH2)m-, -
(CH2)m(O(CH2)m)nC(=0)X2X1C(=0)-, -C(=0)X1XoC(=0) (CH2)mO)n(CHz ),
~(CHz)m(O(CH2)m)aX2X1C(=0)-, -(CH2)mX3(CH2)nX2X;C(=0)-, -
C(=O)X1 X2 CH2)mX3(CHz)m=, ~(CH2)mX3(CH2)m( O(CH2)m)nX2X1C(=0)-, -
(CH2)mX3(CH2)nC(=0)NR')(CH,),NR"2C(=0)-, -
(CH2)mX3(CH2)nC(=0)NR'4(CH,)nC(=0)-, -
C(=O)(CHy)mNR"?C(=0(CHy)mXa(CH2)m- -
(CH2)mX5(CH2)mC(=0)NR'4(CHz)m(O(CH2)m)aC(=0)-, -
C(=0)((CH2)mO)n( CH2)mNR™*C(=O) CHz)mX3(CHz)m-, -
(CH2)mNR™C(=0)X1X2C(=0)(CHz)m~, ~(CH2)mC(=0)XoX1C(=O)NR"*(CHz) -,
X X1 XC(=0)CHo)mmr (CH2)mC(=O0)X X Xsm, -
X1C(=0)CH)mNR™C(=0) CH2)m-, ~(CH2)nC(=0INR'Y(CH,)mC(=0)Xs-, -
C(=0)CHR®NR'"-, -NR"™CHR*C(=0)-, -C(=0)NR"%, -C(=0)O-, -S-, -
SCH3(C=0)NR'"-, -NR™C(=0)CH,S-, -S(=0),CH,CH,S-, -
SCH,CH,S(=0),-, -(CH2)2S(=0),CH,CH,S-, -SCH,CH,S(=0),CH,CH,-, -
NR'C(=S)-, (CHz)mXs(O(CHz)m}aC(=0)-, -C(=O)((CH2)mO)nX3(CHz)rm- -
(CH2)nNR™C(=0)((CH2)mO)n(CHz)ar ~(CH2)m{ O(CHz2)m)nC(=O)NR*(CH)rr,
~(CH2)mNR™ZC(=0INR'*(CH2)m, ~(CH2)mXa(CH,)mNR'2C(=0)-, -
C(=OINR™(CH2)mXa(CHz)m-, -NR12S(=0)2(CHz)mXa(CHz)m, -

o ;}z
(O Xe(CHa) S(=O)NR g,
O

_§~(CHz)m\;\¢/'% . IéN (CHz)m ‘<:>' §_<:>_;%
SO *@Jﬂ” MLQ_(
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H T
R12 R18 R18
: NH HN" ! y SNH
YT A Y et
7 O ?
R12 R12
HN” ’ ’ SNH 0
N N S % Ny
PR Y e B g
, 0 , Z(((3l“'|2)1-:s ; X |
0]
0 m{m Raa N
N~(CHy)o. N &
CHay e" J:(f . F’LJWF ¢ ?
0 .0 o7 8~
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3 g1, R30
HoN O‘}(f
24 N N
© 30 N 7
. R ,O e R% ,
H HoN
N - R24 i | Xy
R24 | N /
N P> 0
0 ® R30
i R and ™ ;
R*is H or Me;
5 each R% is independently selected from H or Ci4alkyl;

GG PU PSSO S P PN
}'{\O’I\OW \/\n/N\/\S}‘LL ﬁo,l?\om \/\rr \/\S}IL’\
R%is o 0 0 or M 0 0 :

R®* is H or a side chain of an amino acid selected from alanine, tryptophan,
tyrosine, phenylalanine, leucine, isoleucine, valine, asparagine, glutamic acid,
glutamine, aspatic acid, histidine, arginine, lysine, cysteine, methionine, serine,

10 threonine, citrulline, ornithine, phenylglycine and t-butylglycine;
R* is H, -CHjs or pheny!;
R*? is independently selected from H, C,., alkyl, phenyl, pyrimidine and pyridine;

:s‘ ¥
©;fi Q(CHZ)MNH—%—

R* is independently selected from , ,

?{N% NS B
o Py O\;{ M(CHz)o-zNH*g‘
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R* is independently selected from H, Cy4alkyl, and Cy haloalkyl;

(O

Xy is self immolative spacer selected from H

?N oﬁlﬁ EKN oﬂ’i

ﬁ féi

;Iﬁﬁs ;

z:c
o,

X3 is dipeptide selected from NH, NHz or
o
H
\;!\I(N\Hi;
H § .
N Ny
\ N \ \
N | 7 ,N OH i 2%
Xgis Y N or N and
_N NN

NZN | N
X4 is }"J:\\ N %_ or uﬁY’J :
Ly, Ls, Ls, Ls, and Lg are each independently selected from a bond and L;;
each m is independently selected from 1, 2, 3, 4, 5, 6, 7, 8, 9 and 10;
each n is independently selected from 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14,
15, 16,17 and 18,
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or a tautomer, a hydrate, or a pharmaceutically acceptable salt thereof.

2. The compound of claim 1, wherein the compound is a compound having the structure

R e %

Formula (la).

of Formula (la):

3. The compound of claim 1 or claim 2, wherein the compound is a compound having

the structure of Formula (Ib):

%U%%W

Formula (ib).

10

4. The compound of claim 1, wherein the compound is a compound having the structure

0 OH
H
b o_0 o o | [)

15 R? ~

of Formula (Ic):

Formula (lc).

5. The compound of claim 1 or claim 4, wherein the compound is a compound having

the structure of Formula (Id):

0 OH
H
R%&MN%Q
R | 0o_ 0 o_o0

Formuia (1d).

20

6. The compound of claim 1, wherein the compound is a compound having the structure
of Formula (le):
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0
R‘\HLN\/C\WMH RS
e | 0_0 0_0 (Q

Formula (le).

7. The compound of claim 1 or claim 6, wherein the compound is a compound having
the structure of Formula (if):

Q H
R1\H‘\N N NVR']S
g | 0.0 0_0 =\©

Formula (If).

8. The compound of any one of claims 1 to 7, wherein each L is independently selected
from LiLo- and -LoLy-, or Lis ~L4-.

9. The compound of any one of claims 1 to 8, wherein;
R'is =N=CR*R®, -N=R"®, -N=CR°R?® _N=CR°R"?, -N=R% or -N=CR°R?%.

10. The compound of any one of claims 1 to 8, wherein:
R' is -N=CR°R'", -N=R%, -NHLR"", -NHR?', -N=CR°R? or -NHC(=0)R% .

11. The compound of any one of claims 1 to 8, wherein:
R' is -NHC(=NR®)R*, -NHC(=0)R*, -NHC(=0)R? or -NHC(=0)R%.

12. The compound of any one of claims 1 to 8, wherein:
R"is -NHR®, -NHLR"" or -NHR?".

13. The compound of any one of claims 1 to 8, wherein:
R"is -N=CR°R'%, -N=R*, -NHLR"", -NHR?', -N=CR°R® or -NHC(=0)R%

14. The compound of any one of claims 1 to 10, wherein:
R'is -N=CR"R®,
R*is is -N(R%);
R®is N(R®%);

and
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each R® is independently selected from -C4-Cgalkyl.

15. The compound of any one of claims 1 to 10 or 14, wherein:

5  16. The compound any one of claims 1 to 15, wherein R® is -OH, C;-Cgalkoxy, -

LR11

NHS(0)2(CH2)mNa, -NHS(O)o(CH,)mNH,, -NHS(=0),LR or R

-§—$—os—1
17. The compound any one of claims 1 to 16, wherein -R"?is  OH or

%(P\/u\ LR

10 R12

18. The compound of any one of claims 1to 17, whereinR"'is O

~ =
5 ),:fi(S/\/N \HX\ fo OH /j:\)’N/\N
o

S(=0),(CH=CH,), -NHC(=0)CH,Br, -NHC(=0)CHal, -ONH,, N,

H,N o}g
~

or
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O O
R13
13107
19. The compound any one of claims 1 to 18, wherein -R" is o 0 or -
ONH,.

20. The compound of any one of claims 1 to 19, wherein L is —L4- and —L;- is selected
from:
«(CH2)mC(=0)-, -C(=0)(CHz)m~, (CHz)m~, -(CH2)mC(=0)XoX:C(=0)-, -
C(=O)X1X2C(=0)(CHz)m~, -(CH2)m(O(CH2)m)nC(=0)-, -C(=O)(CH2)mO)o( CH2)en-, -
0

-3—(CH2)m~N)/5‘%

(CH2)nX3(O(CHz)m)aC(=0)-, -C(=0)((CH2)mO)nX3(CHz2)m-, o

|
o] \

-0
e O G P

X 0 , T , N ws Sy -
(CH2)m(O(CH2)m)nS(=0)2( CHz)m=, (CH2)mS(=O)2((CH2ImOW(CHz)r-, -
(CH2)mNH(CHz)nC(=0)-, -C(=0)(CHz)mNH(CHz)g, ~(CH2)mNR'*(CH,)nC(=0)-, -
C(=O)(CH2)nNR'*(CHz)m-, (CH2)nC(=0)NR™(CHz)r-, ~(CH2)nC(=0)NH(CHz)ny-, -
(CH2)mNR"™C(=0)(CHz)n, -(CHz)mNHC(=0)(CHz)nr, -
C(=O)NR™(CHz)mNR'*C(=0)(CHz)m~, (CH2)mNHC(=0)((CH2)mO)n( CHz ) -
(CH2)a(O(CH2)m)aC(=OINH(CHz)m-, -(CH2)mNHC(=O)NH(CHz)m~, -(CH2)nS(=0)z-, -
S(FO)A(CHz)mm, ~(CH2)mXs(CH2)ImS(=0)z-, -S(=0)z(CH2)mX3(CHz)m -, -
(CH2)mNHC(=0)(CH2)mX3(CHa)m~, ~(CH2)mX3(CH2)nC(=OINH(CH2)ur-, -
(CH2)mX2X4C(=0)-, -C(=0)X1 X CHz)m~, <(CHz)m(O(CH2)m)nC(=0)XoX1C(=0)-, -
C(FOX:X2C(=0)(CH2)mO)a( CH2)m=, ~(CHz2)m( O(CH2)n)eX2X1C(=0)-, -
C(=O)XiX2{{CH2)mOW(CH2)m=, ~(CH2)m(O(CH2)m)aS(=0)2 CH2)m, -
(CH2)mS(=0)2((CH2)nO)a( CH2)m=, ~((CH2)mO)n(CHz )=, -(CH2)m( O(CHz)m)n - -
(CH2)mX3(CH2)mm, -(CH2)mX3(CH2)nC(=0)-, -C(=O)} CH2)mX3(CHz)m-, -
(CH2)mX3(CH2)mC(=0)X2X1C(=0)-, -C(=0)X1X2C(=0)} CH2)mX3(CH2)em=, -
(CH2)mX3(CH2)mXoX1C(=0)-, -C(=0)X1Xo(CH)mX3(CH2)m-, -
(CH2)mX3(CH2)m( O(CH2)m)nX2X1 C(=0)-, ~C(=0)X1Xo((CH2)mO)a( CH2)mX3(CH2)m, -
(CH2)mNHC(=0)-, -C(=O)NH(CHz)m~, <(CH2)mX3(CH2)m(O(CH2)m)sC(=0)-, -
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C(=O)(CH2)mO)(CH2)mX3(CH2)m=, -(CH2)mX3((CH2)mO)(CHz)m, -
(CH2)m(O(CH2)m)nX3(CHz)mm, -(CH2)mX3(CH2)mC(=O)NH(CHz)py, -
(CH2)mNHC(=0)(CHy)mXa(CH2)m-, -(CH2)mC(=0INR'A(CH,)mNR"2C(=0)-, -
(CH2)mC(=O)NH(CH,)nNHC(=0)-, -((CH2)nO)n( CH2)mXs(CHa)u-, -
(CHz)Xo( CHa)m( O(CHa)m)n-, -NR'C(R™)o( CHp)mOC(=0INR*((CH2)mO ) CHo)rr, -
(CH2)m{O(CH2)m)a NR™2C(=0)O(CH2)mC(R"?),NR -, -

NR"™((CH2)mO)o( CH2)mNR™?C(=0)(CHa)m-, -(CH2)mC(=0)NR3(CH)m(O(CH2)m)aNR 12 -,
-C(=0)NH(CHy)mNHC(=0)CHa)m-, -(CH2)mX3s(CHz)mNHC(=0)-, -
C(=O)NH(CH2)mX3(CH2)m -, (CH2)mC(=O)NH(CH;)C(=0)-, -
C(=O)NCH2)mNHC(=O) CHz)m-, ~(CH2)mX3(CH2)mC{=0)NH(CHz)yNHC(=0)-, -
C(=O)NH(CH2)mNHC(=O) CH2)mX3(CHz)m=, ~(CH2)mX3(CH2)mC(=0)NH(CH2)mC(=0)-,
~C(=0)(CH2)mNHC(=0(CHz)nX3(CHz)m~, ~(CH2)mC(=O)NH(CHz)m( O(CH2))sC(=0)-, -
C(=0)((CH2)mO)n(CH2)mNHC(=O)(CHa)m-, -
(CH2)mX3(CH2)mC(=O)NH(CHz)m(O(CH2)m)nC(=0)-, -

C{=0)(CH2)mO)n{ CH2)mNHC(=O X CH2)mXs(CH2)m-, -
(CH2)mC(=O)INH(CH,)mNHC(=0)(CHa)m-, (CH2)mC(=0)NH(CH2)mC(=OINH(CHy)m-, -
(CH2)mNHC(=0)(CH2)uNHC(=O)(CHz)r-, -NR128(=0)2(CHz)nX3(CHz ), -
(CH2)mX3(CH2)mS(=0)2NR 2=, «(CH2)mX3(CHz)nC(=0)NH(CH)n- and -
(CH2)mNHC(=0)(CHa)mXa(CHa)m-.

21. The compound of any one of claims 1 to 20, wherein L is —L;- and —L- is selected
from:
«(CH)JmC(=0)-, -C(=0)(CH2)m~, -(CH2)m-, ~(CH2)mC(=0)X2X1C(=0)-, -
C(=0MX1XC(=0)(CHz)m~, (CH2)m(O(CH2)m)C(=0)-, -C{(=0)}((CH2)nO)n( CHz)m-, -

(@]
‘§—(CH2)m~|¢/%i
(CH2)mX3(O(CHz)m)aC(=0)-, ~-C(=0)((CH2)n0)aX3(CHz)m-, 0 ,
P I

-

> < > T o < > { |

CHz)m

3"2120 e %S(I\'Sf

(CHZ)m(O (CHZ)m)nS("O)2(CH2)m': -(CHz)mS(~O)z((CHz)m0)n(CHz)m-, -
(CH2)uNH(CH;)nC(=0)-, ~C(=0)(CH2)mNH(CHz ), -(CHz)mNR"™*(CHz)nC(=0)-, -
C(=0)(CH)nNR™(CHz)r, ~(CH2)nC(=0INR™(CHa)-, -(CH3)mC(=O)NH(CHa)r, -
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(CH2)mNR™C(=0)(CHz)m, -(CH2)mNHC(=0)(CHz)nr-, -
(CHL)mC(=OINR'Y(CH,)mNR'2C(=0)-, <(CHz)mC(=O)NH(CH,)mNHC(=0)-, -
(CH2)mXa(CH2)mC(=0)-, -C(=0)(CH2)mXa(CHz)m=, -(CH2)mX3(CHz)m-, -

((CH2)mO)n( CH2)mX3(CH2)mm, «(CH2)mXa(CH2)m{ O(CH2)m)n-, -

NR™C(R2)y( CHo)nOC(=0)NR'*((CH2)mO)n( CH)r, -
(CH2)m(O(CH2)m)aNR2C(=0)O(CH,)mC(R'),NR ™%, -
NR'%((CH2)mO)n(CH2)mNR™C(=0)(CHz)m-, -(CH2)mC(=O)NR'%(CHz)m(O(CHz)m)sNR 2 -,
-C(=0)NR'¥(CH2)mNR™C(=0)(CHz)n-, ~(CH2)mNHC(=0)(CH2)mO)n(CHz)m, -
(CH2)m(O(CH2)mnC(=O)NH(CHa)m, (CH2)nNHC(=O)NH(CHz)e-, -(CH2)nS(=0)2-, -
S(=0)x(CHa) ~(CHa)mXa(CH2)mS(=0)z- and -S(=0)a(CH2)mX3(CHz)m -

22. The compound of any one of claims 1 to 21, wherein L is —Ls- and —L,- is selected
from:

~(CH)mC(=0)-, -C(=0)(CHz)m-, , {CH2)nC(=O)INR™(CHz)m-, -(CHz)nC(=0)NH(CHa)r-,
«(CH2)mNR™C(=0)(CHa)m-, -(CH2)mNHC(=O)(CHy)m-, -
(CH2)mC(FOINR™(CH,)mNRC(=0)-, -(CH2)mC(=0)NH(CHy)nNHC(=0)-, -
(CH2)mX3(CH2)mC(=0)-, -C(=O)(CH2)nXa(CHz2)m=, -(CH2)mXa(CHz)m-, -
((CH2mO)(CH2)mX3(CH2)m=, (CH2)mX3(CH2)m(O(CHz2)m)a, -
NR'C(R"?);(CH2)mOC(=0)NR4((CH2)O)n(CHz ), -
(CH2)m(O(CH2)m)aNR™2C(=0)O(CH2)mC(R'?)2NR ™, -
NR'((CH,)nO)n{ CHz)mNR™2C(=0)(CHy)mr-, and -
(CH2)mC(=0)NR™*(CH2)m( O(CHz)m)nNR2 -

23. The compound of any one of claims 1 to 22, wherein R'? is H, -CH; or —-CH,CH.

24. The compound of any one of claims 1 to 23, wherein R? is methyl, ethyl, isopropyl or
sec-butyl.

25. The compound of claim 1 selected from,
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26. An immunoconjugate of Formula (11):

L-~R‘°‘ Q/H/H
RS
o_0©0 o_©

Formula (11}

y

wherein:
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Ab represents an antigen binding moiety;
R5

N=C R110*§ g N_R12Li§
R s : LS , -NHC(=0)NR®™-, -NHR'#"™,

$5 ”‘E
e N _,_R123_ .
g N=C or -NHC(=0)R'®*-, where the * denotes the point of

attachment to L;
R?is -C1~c6alkyl;

;( » \ R15
b .
R3

R®is N(R%:;
each R® is independently selected from H and -C-Cqalkyl;
R® is -OH, Ci-Csalkoxy, -N(R™),, -R', -NR'(CH,)mN(R"?),, -NR'}CH,)nR", -

(CHz)n—N-R™
$ T
N

NHS(O),R"®or R™

each R" is independently selected from H and C4-Cealkyl;

.
T

o 0 0 ¢ Q e 9
frfron o Afort s N R s B A
R"is tetrazolyl, * H =, OH | OH OH , OH :

9 2 12 |O| 9 8
R R1 R12

R R R‘S or = OH :
R is an N-linked 4-8 membered heterocycloalkyl containing 1-2 heteroatoms
independently selected from N, O, S, S(=0) and S(=0),, which is unsubstitituted
or substituted with -LR"’
each R is independently selected from a C;-Cgalkyl, a C;-Cgalkyl which is substituted
with azido and a C4-Cesalkyl which is substituted with 1 to 5 hydroxy!;
_E_N N‘%‘
R"isabondor ¢ ~—/ 3
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R'#is a C-linked 5-6 membered heteroarylene having 1-2 N heteroatoms which is
substituted with 0-2 substituents independently selected from C4-Cqalkyl, C4-
Cghaloalkyl, halogen, -CN, NO,, -C(=0)OR®, -C(=0)N(R®), and C;-Csalkoxy:;

R s a C-linked 5-6 membered heterocycloalkylene having 1-2 heteroatoms
independently selected from N, O and S which is substituted with 0-2 substituents
independently selected from C;-Cgalkyl, C4-Cghaloalkyl, halogen and C;-Cgalkoxy;

R'? is an N-linked 5-6 membered heterocycloalkylene having 1-2 heteroatoms
independently selected from N and O which is substituted with 0-2 substituents
independently selected from C;-Cgalkyl, C1-Cghaloalkyl, halogen and C;-Cgalkoxy;,

L is selected from -LLL3l4Lske-, -Lelslalalolq-, -LqLalalals-, ~LsLalslolq=,-LqLolal 4=, -
Lalalolym,-Labol g, -Lsboly-,-LyLo, -Loly- and -L4,

wherein

L4 is selected from:

~(CHz)n, ~C(=O)(CHz)m~, -NR™C(=0)(CHz)rr-, -C(=0)X1XC(=0)(CHy)nr-, -
C(=0)X1X2C(=0)(CH2)mNR'2C(=0O)CHa)ro-, -
C(=0)X1X2C(=0)(CHz)mX3(CHz)m-, ~C(=0)X1XoC(=O)(CH2)mO)(CH2)m-, -
C(=O0)X1XC(=0)((CHz)nO(CH)mNR 2 C(=O)(CHz)ar-, -
C(=0)X1XzC(=0)((CH2)mO)n(CH2)mNR ?C(=0 )Y CHz)mX3(CHz)en, -
C(=0)X1X2C(=0)(CH2)mO)n(CH2)mX3(CHz)rm-, -
C(=0)X1XC(=0)(CHz)mNR ?C(=0)((CH2)mO)o( CH2)er-, -
C(=0)X1X2C(=0)(CH2)mNR"C(=0)((CH2)mO)n( CHz)mXa( CHz ), -
C(=0)X1Xo{ CH2)mX3(CH2)m=, ~-C(FO)X1X2({CH2)mO)n(CH2)m=, =
C(=0)X1Xa((CH2)mO)(CH2)mNR*C(=0)(CHz)pr, -
C(=0)X1Xz((CH2)mO)n(CH2)mNR“C(=O) CHz)mXa( CHz)ar-, -
C(=O0)X1Xo((CH2)mO(CH2)mX3(CHz)en-, -
C(=0)X1Xz(CH2)mNR"((CHz)nO)(CHz ) -
C(=0)X1X2C(=0)(CH2)mNR*((CH2)mO ) CHz)mXa(CHa)r, -
(CH2)mNR™C(=0)(CHz)n-, -C(=O)(CHz)mO)n(CHz)m-, -
(CH2)nS(=0)2((CH2)mO)n( CHz)m, ~C(=O)(CHa)mNR™*(CHz)rm-, -
C(=O)NR™(CHy)m=, -C(=OINR'}(CH2)mX3(CHy) -

C(=0)NR'¥CH,)nNR"*C(=0)X1X,C(=0) CHa) - -

C(=0)X:C(=0)NR"™*(CH2)mNR?C(=0)(CHz)m- -

C(=0)X1C(=O)NR*(CH_)uX3(CHz)m, ~C(=0)NR'¥(CHz)rmNR?C(=0)(CHy)-
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(0] ’
-'LH'L
, “C(=0)NR™(CH,)uNR™2C(=0)(CHy)nXs(CHo)er, 7™ C

(CH2)mC(=0INR'(CH,)nNR™2C(=0)(CHz)m=, «(CH)mC(=0)-, -
C(=0)(CH2)mNR™*(CH2)nC(=0)XoX:C(=0)-, -
(CH2)mX3(CH2)mC(=0)XoX1C(=0)-, (CHz)mC(=0)NR'*(CHz)ny-, -
(CH2)nC(=0)NR™(CHz)nXa( CHa)rr, ~(CH2)mXs(CH2)nNR™2C(=0)(CHz)r-, -
(CH2)mC(=0)NR™*(CHz)mXs-, -Xa(CH2)nNR'?C(=O)(CHz)m-, -
(CHg)mXa(CH2)mC(=O)NR'¥(CHz)rr-, -(CH2)mNR'?C(=0)(CHz)mX3(CH2)m-, -
(CH2)mO)n( CHa)mNR™C(=0)(CHz)qr, -(CH2)mC(=0)NR'*(CH2)m(O(CHz)m o,
-((C(R™)2)mOC(=0INR"™*(CH2)mO(CHz)m, -
(CH2)m(O(CH2)m)aNR™C(=0)O(C(R ™)), «(CH2)m(O(CHz)m}aC(=0)-, -
(CH2)m(O(CH2)m)eS(=0)o CHz)m=, (CH2)mNR'*(CH,)nC(=0)-, -
(CHZ)mO(CH)mNR2C(=0)O((C(R ™)), -(CH2)mNR*C(=0)-, -
(CH2)mC(=0)XoX1C(=0)NR'*(CH,),NR?C(=0)-, -
(CH2)mC(=0)NR™(CH,)NR'?C(=0)X -, -

\ O
% < > /
(CH2)mC(=0)NR'%(CH,)-NR2C(=0}-, %

((CH2)mO)(CH2)m=, ~(CH2)m(O(CHz)m s ~(CH2)m( O(CH2)m)aXa(CHa)r, -
(CH2)mX3((CH2)mO)n(CH2)m, ~(CHz2)mX3(CH2)mC(=0)-, -
C(=0)(CHz2)mXa(CHa)m-, (CH2)mnC(=0)NR™*(CHz)mO)n( CH2)mXa-, -
X3(CHz)m(O(CHz)m)aNR™*C(=0O)(CHz)m, -
(CH)mC(=0INR™*(CH2)mO)n(CH2)mXs( CHz)m- -

(CHz)aX3(CH2)n{ O(CH2)m)sNR2C(=0)(CHa) -, -
(CH2)mX3(CH2)m(O(CH2)m)nC(=0)-, -C(=O)((CH2)mO)n( CHz)mX3(CHz)m, -
(CH2)mC(=0)NR'*(CH2)nC(=0)-, -C(=0O)(CHz)mNR™C(=0)CHp)pr-, -
(CH2)nC(=0)NR"™(CHa)m(O(CHz)m)aC(=O)-, -
C(=0)((CH2)mO)n{(CH2)mwNR™?C(=0)(CHz ), -
(CH2)mC(=OINR(CHy)mC(=OINR"Y(CHy)ee, -
(CH2)mNR™C(=0)(CH2)mNR'2C(=0)(CHa)m-, -C(=0)NR'](CH,).-NR'*C(=0)-
. (CH)nS(CHz)n-, -NR™C(=0)(CHz)m-, -NR™C(=0)(CHz)mX3(CHz ), -
CH2)rX3(CH2)mC(=O)NR'-, -(CH2)mC(=0)NR2-, -(CH2)mNR"3(CHy)m-, -
CH2)mX3(CH2)m=, -(CH2)mXa-, -X3(CHa)m=, ~((CH2)mO)n( CH2)mX3(CH2)m-, -
CH2)aXa( CH2)m( O(CH)m)n=, -NR'Z(CHg)m-, -NR"2C(R")5(CHg)mym, -
CH2)mC(R™)NR"2 -, -(CH,)mC(=OINR'}(CHy)mNR %, -

P . Sy
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(CH2)mC(=O)NR')(CH,)NR"?C(=0)NR'%, -
(CHa)mC(FOINR™¥(CH2)mNR'2C(=0)-, -(CHy)mC(=0)X2XC(=0)-, -
NR™(CH,)nNR™C(=0)(CHg)m, -NR'2C(R'?),(CH,)nNR"2C(=0)(CHz)m -
(CH2)mC(=OINR™¥(CH2)mC(R%),NR -, -NR"(CH,)nXa(CH2)m= -
NR2C(R"™}5(CHy)mXa( CHa ), -(CH2)mXa(CH2)mC(R™Z)NR - -
NR"2C(R)y(CH,)mOC(=OINR"%(CHy), -
(CH)mNR™C(=0)O(CH,)mC(R'?),NR -, -
NR'™C(R")5(CH)mOC(=OINR'Y(CHy)mX3(CH2)rm- -
(CH2)mXa(CH2)wNR™C(=0)O(CH2)mC(R™2),NR -, -

NR™C(R™)o CH2)mOC(=OINR(( CH)mO)n{ CH2 ), -
(CH2)m(O(CHz)m}WNR'?C(=0)O(CH,)nC(R"™)NR ', -
NR'2C(R"),(CH,)nOC(=0INR4((CH,)mO)n( CH2)mXa(CHa ), -
(CH)mX3(CH2)m(O(CH2)m)aNR2C(=0)O(CH2)mC(R'?),NR 2, -
(CHZ)mX3(CH2)mNR ™=, -NRZ((CH,)mO)a( CH2)mXa(CH2 ), -

(CH2)mXa{ CH)m(O(CH2)m)aNR 2=, ~(CHz)mNR'2-, -NR'((CH2)mO)n( CH2 ), -
NR™((CH2)mO)n(CH2)mNR™C(=0)CHa)-, -

(CH2)nC(=0INR™(CHy)n( O(CHo)m)aNR™ -, «(CH2)m(O(CHz)m)aNR -, -
(C(Riz)2)mm, ~(CH2CH20)n-, (OCH,CHz)n-, «(CH2)mO(CHz)m=, -S(=0)2( CHz)m
, «(CH2)nS(=0)z-, -S(=0)2(CH2)mNR™C(=0)(CHz ), -
(CH2)mC(=0)NR'*(CHo)nS(=0)z-, ~S(=0)( CH2)m Xa(CH2)r-, -
(CH2)mX3(CH2)nS(=0)g-, (CH2)X2X1C(=0)-, -C(=0)X1X2(CHz ), -
(CH2)m(O(CH2)m)nC(=0)XzX1C(=0)-, -C(=0)X1X,C(=0)( (CH2)mO)n( CHz)m,
“(CH2)m( O(CH2)m)aX2X1C(=0)-, ~(CHz)nX3(CH2)mXoXC(=0)-, -
C(=O)X1 X2 CH2)mX3(CHz)m=, -(CH2)mXa(CH2)m( O(CH2)m)nX2X1C(=0)-, -
(CH2)aX3(CH2)mC(=0)NR'}(CH,)NR'2C(=0)-, -
(CH2)mX3(CH2)mC(=0)NR'*(CHZ) C(=0)-, -
C(=0)(CHz)mNR™C(=0(CHz)mXa(CHz)um- -
(CH2)mX3(CH2)mC(=0)NR™*(CH2)m(O(CH2)m)sC(=0)-, -
C(=0)((CH2)mO)n(CH2)mNR > C(=0)(CH;)mX3(CHz), -
(CH)mNR™C(=0)X1X2C(=0)(CHz)ar, ~(CH2)mC(=0)X2X: C(=0)NR'*(CHz)ny,
XX X2C(=0) CH2)m-, (CH2)mC(=0)XX1X,-, -
X4C(=0)(CH2)mNR™C(=0)(CHz)m-, ~(CH2)mC(=O)NR'*(CH2)mC(=0)Xs-, -
C(=0)CHR*NR"-, -NR"*CHR*C(=0)-, -C(=0)NR"*, -C(=0)O-, -S-, -
SCHy(C=0)NR"-, -NR"™C(=0)CH,S-, -S(=0),CH,CH,S-, -
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SCH,CH,S(=0)z-, «(CH,),S(=0),CH,CH,S-, ~SCH,CH,S(=0),CH;CHy-, -
NR'™C(=8)-, «(CHz)aX3(O(CHz)m)C(=0)-, -C(=0)((CH2)mO)Xs(CHz)ur, -
(CH2)mNR™2C(=0)((CH2)nO)n(CHz)m-, ~(CH)m( O(CH2)m)nC(=OINR'H(CH_)r

~(CH32)mNR"C(=0)NR™(CHy)m-, ~(CH2)mXa(CH2)mNR'2C(=0)-, -
C(=O)NR™(CH2)mX3(CHz)m=, -NR42S( O)z(CHz JmXa(CH2)m-, =

. ;b‘s

(CHZ)mX3(CH2)mS( O)zNR1 27 H’IJ]\/‘H"'

8~ (CHolm~ N 2 EKJ:I;N (CHz)m - %(; C d,
S C vh% \ O
""ﬁ;@—( /—NH C HN—

e,\‘is/l/\l;:“? _g_N?s}": \E%:I_g_ st ;:L;rﬁ

H m?’e"‘o
et j [,, ST Y\ &

R18 RTZ
YH‘* I R G
*sz W A% W O ITF
12 R18 R18
! R\NH HN™ ! q NH
S VIR E s G
HN/R12 R12\NH Q

H H NP
“?&S/_Hc)]/N\\ /’Njc)])-—-\s—g_ c"‘é(% )‘1-3 -5-&'@)1\\5:.‘

(CHgz

1
-
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Raa
ol J:f e 2

s HN-3—
O
R12
N\m I‘f:f R12/L\
32
i Ph ?{ R
) QAP HN—{ §7O SN
Q.. f\o . A
——N P O 33
H Ph” ) R
55 S ~ 7 ph , ;;‘
~
f‘:{ R R32 R®2
N7 N HN
N | _i_o NH _E sy
R32 O};\ R %— O—g—”
R32 R32
=N N=
_g‘o \ N N/
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30
e . e R ,
H,N oy
24 ) N
R N R24 - | > -
0 N =
30
““Wl“‘“' R © AW R30
H HoN
N R4 z | PO
R24 | _./E’ N _
N - o
0 @ R30
: R and
R?is H or Me:
each R® is independently selected from H or Cy.4alkyl;
Q OoH H »,1 ? oH g H 5
27N /P\ N N\/\ // “Pe rP\ WN N\/\ //
w OB Y Y oy YT
R%is 0 0 or 0 0

R®* is H or a side chain of an amino acid selected from alanine, tryptophan,

tyrosine, phenylalanine, leucine, isoleucine, valine, asparagine, glutamic acid,
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glutamine, aspatic acid, histidine, arginine, lysine, cysteine, methionine, serine,
threonine, citrulline, ornithine, phenylglycine and t-butylglycine;
R* is H, -CHjs or phenyl;

R* is independently selected from H, Cy.4 alkyl, phenyl, pyrimidine and pyridine;

P R
@;ﬁ O\(CHg)O_ZNH—g—

1

+ H\ZQ NS Hels
N S ]T\;Lgi M(CHZ)OQNH%*

5 R¥® is independently selected from

NS o O
\fH 0-2 Ir\;:;r(' K)\”M;’{

43 H
, , and

o "o U
';‘Iir .

R* is independently selected from H, C4alkyl, and Cy haloalky!:

O O

10 Xy is self immolative spacer selected from H
H H
N N
3 D/\OH{L 5 D/\O%
) 0O
o OH o OH
HO OH HO OH

OH or O OH
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4 : Oéf Py o
HoT ¥ N S
o
j\H
X, is dipeptide selected from 0" NHp, NH; or
o)
H
\;EN\(H;
Ho & .
N he N
NG j{ N, N 1 HOL_-N,
\ \
o L e L
Xgis Y | N . or N and
N’[\{\

N
X4 is }‘LLN or %7
5 y is an integer from 1 to 16;

Lo Ls, L4, Ls, and Lg are each independently selected from a bond and Lq;

each m is independently selected from 1, 2, 3, 4,5, 6, 7, 8, 9@ and 10,

and

each n is independently selected from 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14,
10 15, 16,17 and 18.

27. The immunoconjugate of claim 26, wherein the immunoconjugate of Formula (1) is an
immunoconjugate of Formula (lla):

0]
H
Ab LG'L5_L‘*'L3'L2_L‘_R1$;)Lf\ﬁ\w%”‘r@
e | o 0 o_o0
y

15 Formula (lla)
28. The immunoconjugate of claim 26 or 27, wherein L is -L;L,- or —LyL;-.

29. The immunoconjugate of any one of claims 26 to 28, wherein the immunoconjugate of

20 Formula (1) is an immunoconjugate of Formula (lib):
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Q H
Ab L2-L1—-R101 N N,
N R3
Rz | 0 0 0_0

y
Formula (lIb).

30. The immunoconjugate of any one of claims 26 to 29, wherein the immunoconjugate of
5 Formula (il), Formula (lla) or Formula (lib) is an immunoconjugate having the

structure of Formula (llc):

Q H
Ab L.2‘L.1_ R1$|)L N N N
N R3
Rz Lo 0 o_0

y
Formula (llc).

10  31. The immunoconjugate of any one of claims 26 to 30, wherein:
RS

é—N=(13—R"° g_

RO and R" is a bond.

32. The immunoconjugate of any one of claims 26 to 31, wherein:

Fé-N=E5—R1 1051:%__ /_\N«?

-N
R s and R"is § ~—/

33. The immunoconjugate of any one of claims 26 to 32, wherein
15 R® is -OH, Cy-Cgalkoxy, -N(R'*), -R"®, -NR"}(CH,)N(R"?),, -NHS(O),R", or -
NR™(CHZ)mR"™;

and

20
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34. The immunoconjugate of any one of claims 26 to 33, wherein R® is -OH, C;-Cgalkoxy,
-N(R™)z, -R™, -NR™*(CH2)mN(R"*)z, or -NR'%(CHz)mR™.
N:N

\ {
35. The immunoconjugate of any one of claims 26 to 34, wherein R" is N-NH

0 9 Q@ 9
I 4-p-oH _pP _M___R®
—%«P«OH i | 0
H , OH , or OH .

36. The immunoconjugate of any one of claims 26 to 35, wherein
R? is —OH or ~OCH,.

37. The immunoconjugate of any one of claims 26 to 36, wherein R is H, -CH; or —
CH,CHs.

38. The immunoconjugate of any one of claims 26 to 37, wherein R? is methyl, ethyl,

isopropyl or sec-butyl.

39. The immunoconjugate of any one of claims 26 to 38, wherein:

L1 is «(CH2)mNHC(=O }(CH2)mX3(CH2)m*-, <(CH2)mC(=0)*-, (CH2)m-, -
(CH2)mC(=0)X2X1C(=0)*-, -(CH2)mX2X1C(=0)*, «(CH2)m( O(CHz2)m)aC(=0)*,
~«(CH2)m(O(CH2)m)nC(=0)X2X1C(=0)*-, (CH2)m(O(CH2)m)nX2X4C(=0)*-, -
(CH2)m(O(CHa)msS(=0)o( CHz)n*-, (CH2)nNR™*(CHy)mnC(=0)*-, -X3(CHa)m*-,
«(CH)mC(=O)NH-, -(CHz)mNH(CH)nC(=0)*, -((CH2)mO)n(CH2)m*, -
(CH2)mX3(CH2)nC(=0)*~, ~(CHz)mC(=0)NR'*(CH)mNR "2, -
(CH2)nC(=0)NR™*(CHz)mNR™C(=0)NH*-, -(CH2)nXa(CHz)rr, -
(CH2)mX3(CH2)mC(=0)X2X1C(=0)*~, «(CH2)mX3(CH2)mX2X1 C(=0)*-, -
(CH2)mX3(CH2)m(O(CH2)m)aX2X1C(=0)*, -(CHz)NHC(=O)*-, -
(CH2)mX3(CH2Im(O(CH2)m)aC(=0Y)"-, (CH2)mX3((CH2)mO)(CH2)m™, -
(CH2)mC(=O)NH(CHz)m"™, -(CH2)mX3(CH2)mC(=O)NH(CHz)m"-, -
(CH2)mC(=O)NH(CH2)mNHC(=0)*-, -(CH3)mX3(CHy)NHC(=O)*-, -
(CH2)mC(=O)NH(CH2)rC(=0)*-, -

(CH2)mX3(CH2)mC(=O)NH(CH,) NHC(=0)*-, -
(CH2)mX3(CH2)mC(=0)NH(CH2)mC(=0)*-, -
(CH2)mC(=OINH(CH2)m(O(CH2)m)aC(=0)*, -
(CH2)mX3(CH2)ImC(=0)NH(CH2)m( O(CH2)m W C(=0)*, -
(CH2)mC(=0)NH(CH2)mNHC(=O){(CHy)pn*-, -
(CH2)mX3(CH2)mNHC(=0)(CH2)m*-, -X3(CH2)mNHC(=O)(CHz)r*-, -
(CH2)m(O(CHz)m)n"-, (CH2)mC(=O)NH(CH2)n( O(CH2)m)n™-, -
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X3(CH2)(O(CH2)m)alNHC(=O)( CHz ) *-, -
(CH2)mX3(CH2)m( O(CH2)m)aNHC(=O)(CH2) -, -
(CH2)mC(=O)NH(CH2)n C(=0)NH(CHz)n*-, -
(CHz)mX3(CH2)mC(=0)NH(CH2)m*-, -(CH2)mO(CH2)nNHC(=0)O((C(R")2)m*-
, ~(CH2)mS(F0)2*- and -(CH2)mX3(CH2)nS(=0),*-, wherein the * of L,
indicates the point of attachment to R'*";

R12_<0
H NH
O * 0 %{: }{N\ﬂ/‘“s 0] * &) )
Lok O T8 e, e
Wy s
L, is o o , o | o
@]

R25 ) R25 ) , ,
R18 R18 ‘W‘%"W‘
HN, H . HN ¥ '
LS e e
47 0 , O A

HoN Q.
N 0. 2 3
P LT
N N
0 O
R30 b R30
I , | , ~S-, -SCHy(C=0)NH-,

-NHC(=0)CH,S-, -NH(=0)CH,CH,S-, -SCH,CH,C(=O)NH-, -
S(=0),CH,CH,S-, -SCHyCH,S(=0),-, ~(CH,),S(=0),CH,CH,S- or -
SCH,CH,S(=0),CH,CH,~, wherein the * of L, indicates the point of
attachment to L4,

and Ls, L4, Ls and L are a bond.

40. The immunoconjugate of any one of claims 26 to 39, wherein:
Ly is selected from -(CH2)nC(=0)*-, -(CH2)mX3(CH2)mC(=0)*-, -
(CH2)nC(=0)NR')(CHz)nNR?*-, (CH,)nC(=0)NR'2(CH,)NR"?C(=0)NH*,
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«(CH2)mC(=O)NH(CH2)mNHC(=0)*-, -(CHz)m~, ~(CH2)mC(=0)X2X1C(=0)*-, -
(CH2)m(O(CH2)m)nC(=0)"*-, «(CH2)m(O(CH2)m)nS(=0)2( CH2)m™-, -
(CH2)mNR™(CH2)mC(=0)*-, -X3(CHz)m*-, (CH)mC(=O)NH*-, -
(CH2)mC(=OINH(CH2)mNHC(=O)}(CHz)m™, -
(CH2)mX3(CH2)mNHC(=0)(CH2)m™, -X3(CH2)mNHC(=0)(CHz)m*-, -
(CH2)m(O(CHa)m)n*™=, «(CH2)mC(=0)NH(CH2)m( O(CH2)m)a™-, -
(CH2)mO(CH2)mNHC(=0)O((C(R™)2)m™, -
X3(CH2)m(O(CH2)m)aNHC(=O)(CHz)n*- and -

(CH2)mX3(CH2)m{ O(CH2)m)sNHC(=O)(CHy ) *-, wherein in the * of L;
indicates the point of attachment to R***;

O
R12

aﬁi aji %Nmﬁ« * ;SQ ‘

L2 ’

R“N-g: f, ‘j [ o Ao

0 R25 R25

v ’

A \11 ' ",
{ »\; K ;\m reyhe

0.
I ;§p@r : R;QD
“HS S‘f Y ,-S-, -
SCHa(C=0)NH-, -NHC(=0)CH,S-, -NH(=O)CH20H28-, -
SCH,CH,C(=0)NH-, -S(=0),CH,CH,S-, -SCH,CH,S(=0),-, -
(CH,),S(=0),CH,CH,S- or -SCH,CH,S(=0),CH,CH,-, wherein the * of L,

indicates the point of attachment to L,

and Ls, L4, Ls and L are a bond.

41. The immunoconjugate of any one of claims 26 to 40, wherein:
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L, is selected from -(CH)nC(=0)*-, -(CHz)nX3(C
(CH2)mC(=0)NR"Y(CH,)NR™*-, -(CH,)mC(=

H2)mC(=0)*-, -
O)NR™(CHy)mNR"2C(=0)NH*,

«(CH2)mC(=O)NH(CH,)NHC(=0)*-, «(CHa)m=, ~(CH2)mC(=0)XoX C(=0)*-, -
(CHZ)m(O(CHZ)m)nC(=O)*": ”(CHZ)m(O(CHZ)m)nS( =0 )2(CH2)m*": -
(CH2)nNR™(CH2)nC(=0)*-, -X3(CH2)m*-, -(CH2)mC(=OINH*-, -

(CHz)mC(=0)NH(CH,)nNHC(=0)(CH2)m™, -
(CH2)mX3(CH2)mNHC(=O)(CHz)n"-, -X5(CH,)

mNHC(=0)(CHy)m™-, -

(CH2)m(O(CHz)m)n™, -(CH2)mC(=0)NH(CHz2)m{ O(CHz)m)a™, -

(CH2)mO(CH2)mNHC(=0)O((C(R")2)m*-, -
Xa(CH2)m(O(CHz)m)sNHC(=0)(CHap)*- and -

(CHa)mXa(CH2)m(O(CH2)m)aNHC(=0)(CHa)m*-, wherein in the * of L,

indicates the point of attachment to R'"";

| *

Lis O 0 2SS o

T

indicates the point of attachment to L4,

and
Ls, L4, Ls and Lg are a bond.

R ,wherein the * of L,

42. The immunoconjugate of any one of claims 26 to 41, wherein:

Ly is selected from -(CHz)nC(=0)*-, (CHa)nXa(C
(CH2)mC(=O)NR'™(CH2)mNR™*-, (CH2)nC(=

H2)mC(=0)*-, -
OINR(CH,)xNR"C(=0)NH*,

and -(CH)mC(=0)NH(CH,),NHC(=0)*-, wherein in the * of L, indicates the

point of attachment to R'*";

and
o) 0 .
. L. .
N-$- N—" NGy
i{é v,{EE f\(/ OE%
0 , 0 or H

Lz is
the point of attachment to L,

and

L3, L4, Ls and Lg are a bond.

43. An immunoconjugate of Formula (ll1):

,wherein the * of L, indicates
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0 H
R1 N N\ 113
iii R1M3—| —~Ab
R2 o._ 0 0_ 0

Yy

Formula (ll)

wherein:

Ab represents an antigen binding moiety;

R'is -N=CR’R®, -N=R", -N=CR’R¥, -NHC(=NR®)R*, -NHC(=0)R*, -NHC(=0)R*
or -NHR?;

R?is -C,-Cgalkyl;

R%is -N(R®), or -NR°R’;

R% is N(R®),;

each R® is independently selected from H and -C4-Cgalkyl;

R’ is an unsubstituted Cs-Cgcycloalkyi;

or R”is a C3-Cgeycloalky! substituted with 1-3 substituents independently selected
from C4-Csgalkyl, 0xo, -C(=0)R", <(CH3)OH, -C(=0)(CH,),OH, -
C(=0)(CH2)mO)nR™, -({CH2)mO)nR" or a C4-Cgalkyl which is optionally
substituted with 1 to 5 hydroxyl;

R® is an unsubstituted C-linked 5-6 membered heteroaryl having 1-2 N
heteroatoms;

or R®is a C-linked 5-6 membered heteroaryl having 1-2 N heteroatoms which is
substituted with 1-3 substituents independently selected from C4-Cgalkyl, C;s-
Cshaloalkyl, halogen, -OH, -N(R®),, -CN, -NO,, -C(=0)OR® and C;-Cgalkoxy;

each R is independently selected from H and C,-Cgalkyl;

R™ is an unsubstituted C-linked 5-6 membered heterocycloalkyl having 1-2
heteroatoms independently selected from N and O;

or R is a C-linked 5-6 membered heterocycloalkyl having 1-2 heteroatoms
independently selected from N and O which is substituted with 1-3 substituents
independently selected from C;-Cgalkyl, C{-Cghaloalkyl, halogen and C;-
Csalkoxy;

R? is an unsubstituted N-linked 5-6 membered heterocycloalkyl having 1-2
heteroatoms independently selected from N, O and S;

or R? is an N-linked 5-6 membered heterocycloalkyl having 1-2 heteroatoms
independently selected from N, O and S, which is substituted with 1-2
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substituents independently selected from C;-Cgalkyl, C-Cghaloalkyl, halogen,
C(=O)OR12 oxo, -OH and C-Cgalkoxy;

f R”7 ‘ RT8—

R113 |S

/@/(CHZ)HB,*E-
. R12
iy

|
R is a bond, -NH-, -NHS(=0),-, R™ ,

i
(CHz)“i}l“C—%— (CH)m—3—
LT et T
\flq \$
R12 or R12 .
(I? 0O
I g %”T\)J\N}‘{
.
R"®is abond, tetrazolyl, OH , OH  or R12,

L is selected from -L;Lslalslsle-, -Lelslslalobq-, -Lqbalalabs-, -LsLalslol .-
Lilolsla-, ~Lalsloby-,LqLols-, ~Laloby-,-LsLo, -Loly- and -L,
wherein
L, is selected from:
~(CHz), ~C(=O0)(CHz)m-, -NR™C(=0)(CHz)m-, -C(=0)X1XoC(=0)(CHz)mr-, -
C(=O)XsXzC(=0)(CH2)mNR™*C(=0)(CHz)m, -
C(=O)XsXC(=0)(CH)mX5(CHz)m-, -C(=O)X1X2C(=O)((CH2)mO)n( CHz)m, -
C(=0)X1X2C(=0)((CH2)mO)n(CHz)mNR?C(=0O)( CHz)rr-, -
C(=0)X1XzC(=0)((CH2)mO)o( CH2)mNR2C(=0)( CHz)mXs( CHz ), -
C(=0)X1XC(=0)((CH2)mO)n( CH2)mXs( CH)m-, -
C(=0)X1X2C(=0)(CH2)mNR"*C(=0)((CH2)mO)n(CHz)m, -
C(=0)X1XzC(=0)(CH2)mNR™?C(=0)((CH2)mO)n(CHz)mXa(CHz -, -
C(=0MX1Xo CHImX3( CH)r, -C(=0)X1Xo((CH2)mO)n(CHz ), -
C(=0)X1Xa((CH2)mO)n( CH2)mNR™*C(=0)(CHz)r-, -
C(=0)X1Xo((CH2)mO)n( CH2)mNR™C(=0)(CHz)mXa(CHz)rm-,
C(=0)X1Xo((CH2)mO)a( CH2)mXa(CHz)en, -
C(=0)X1Xo( CH2)aNR™((CH)mO)n( CHz)rr-, -
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C(=0)X1X2C(=0)(CH2)mNR "4((CH2)mO ) CHz)mXa(CHz)pm-, -
(CH2)mNR™C(=0)(CHz)nr, ~C(=O)(CH2)mO)n( CHz)m, -
(CH2)nS(=0)2((CH2)mO)n(CHz)m=, -C(=0)(CHZ)mNR'4(CHz)er, -
C(=O0NR'(CHa)m-, -C(=OINR™(CHZ)mX3(CH2)m-, -
C(=0)NR)(CH,)NR"2C(=0)X 1 X,C(=O)CHa)m-, -
C(=0)X;C(=0)NR"YCHy)mNR™C(=0)(CHy)- -
C(=0)X1C(=0)NR}(CHy)nXs(CH2)m, -C(=0)NR'™(CH2)x NR™2C(=0)(CHy)m-

O /
T,
, ~C(=0)NR"%(CH,)uNR™2C(=0)(CHy)nXs(CH)me, T C ,-

(CH2)mC(=0)NR"™*(CH2)mNR'2C(=0)(CH, )=, (CH2)mC(=0)-, -
C(=0)(CHz)mNR ') CHz)mC(=0)XoX:C(=0)-, -
(CH2)mX3(CH)mC(=0)X2X1C(=0)-, -(CH2)mC(=0)NR'*(CHz )y, -
(CH2)mC(=0)NR(CH2)nXa(CHa)m, -(CH2)mXa(CH2)mNR™2C(=0)(CHz)nr, -
(CH2)nC(=O)NR™(CHz)X 5=, -X3(CH2)mNR'*C(=0)(CHz)r, -
(CH2)mXa(CH2)mC(=0INR'4(CHz)m=, (CH2)mNR™2C(=0)(CHz)mXs(CHz)mr, -
(CH2)mO)(CH2)mNR™C(=0)(CHz)m=, ~(CH2)nC(=OINR™(CHz2)m( O(CHo)m )n,
-((C(R")2)mOC(=0)NR}(CH2)mO(CHg)m-, -
(CH2)m(O(CH2)m)NR2C(=0)O(C(R )2}, ~(CHz)m(O(CH2)m)nC(=0)-, -
(CH2)m( O(CH2)mS(=0)2( CHz), ~(CH2)mNR'*(CH2)mC(=0)-, -
(CH2)mO(CH2)mNR™C(=0)O((C(R™)2)m-, -(CH2)mNR™C(=0)-, -
(CH2)mC(=0)X2X1C(=0)NR'*(CH,) NR'2C(=0)-, -
(CH2)mC(=0)NR'Y(CH,)NR2C(=0)X-, -

\ 0
(CH,)mC(=0)NR'ACH)NR"™2C(=0)-, L

((CH2)mO)(CH2)mm, -(CH2)m(O(CH2)m)n=, ~(CH2)m( O(CH2)m)nX3(CH2)m-, -
(CH2)mX3((CH2)mO)n(CHz2)m=, -(CH2)mX3(CH2)nC(=0)-, -
C(=0)(CHz)mX3(CHz)m> «(CH2)mC(=O)NR™(CH2)mO)n( CH2)mXa- -
X3(CH2)m(O(CH2)m)nNR?C(=0)(CHy)mm, -
(CH2)mC(=0INR™(CH2)nO)n(CH2)mXs(CHz)mr, -
(CH2)mX3(CHz)m(O(CH2)m)eNR™C(=0)(CHz)-, -
(CH2)mX3(CH2)m(O(CH2)m)nC(=0)-, -C(=O)(CH2)mO)n( CH2)mX3(CHz)m-, -
(CH2)mC(=0)NR™*(CH2)nC(=0)-, -C(=0)(CHy)nNR™C(=0)(CHz)-, -
(CHR)nC(=0)NR'*(CH2)m(O(CHz)m)nC(=O)-, -

C(=0)((CH2)mO)o( CH2)mNR™C(=0)(CHz)m-, -
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(CH2mC(=OINR™(CHy)mC(=O)NR'*(CHy)r-, -

(CH2)mNR'2C(=0)(CHz)aNR*C(=0)(CHz)r-, -C(=0)NR*(CHZ)mNR'?C(=0)-

. ~(CH2)mS(CHz)m, -NR™C(=0)(CHz)q-, -NR™2C(=0)(CH2)mXs(CHz)m, -
(CH)mX3(CH2)mC(=OINR%, ~(CH,)nC(=0)NR™-, ~(CHp)mNR'(CHa)m-, -
(CH2)mX3(CHz2)mm, ~(CH2)mX3, -X3(CH2)m=, -((CH2)mO)n(CH2)mXa(CHz)en, -
(CH2)mX3(CH2)n(O(CHz)m)er, -NR'*(CHp)-, -NR™ZC(R"?)(CHz ), -
(CH2)mC(R'?)NR™ -, «(CH,)nC(=OINR'Y(CH,)mNR %, -
(CH2)mC(=0)NR'3(CH,)mNR"2C(=0)NR%, -
(CH)ImC(EOINR'Y(CH2)NR™2C(=0)-, -(CH,)mC(=0)X X, C(=0)-, -
NR'(CH3)nNR™C(=0)(CHz)m-, -NR™C(R"?)5(CH2)mNR'2C(=0)(CHy)u-, -
(CH)mC(EOINRA(CH2)fC(R"),NR ™%, -NR"3(CH;)nX3(CHz)mm -
NR"™C(R"),(CH2)mX3(CHz)m~, ~(CH2)mX3(CHz)mC(R'),NR -, -
NR'C(R"),(CH2)mOC(=0)NR'*(CHy) -, -
(CH2)mNR"C(=0)0O(CH,)nC(R'),NR-, -
NR2C(R"?),(CH2)mOC(=0)NR"*(CHy)mX3(CHo ), -
(CH2)mXa(CH2)mNR™2C(=0)O(CH,)mC(R'2),NR -, -
NR'™C(R"?)2(CH2)nOC(=0)NR'*((CH2)mO)n( CHz ), -

(CH2)m{ O(CH2)m)aNR*C(=0)O(CH2)mC(R™)NR -, -
NR™2C(R"?)(CH2)mOC(=0)NR"((CH2)mO)o{ CHa2)mXa(CH2)mm -
(CH2)mX3(CH2)m(O(CHZ)m)aNR™2C(=0)O(CHz)mC(R"),NR -, -
(CH2)mXa(CH2)mNR2-, -NR*((CH2)mO)n( CH2)mX3(CH2)m-, -
(CHz2)mX3(CH2)m(O(CHZ)m}aNR %=, ~(CHz)mNR™-, -NR"™((CHz)mO)n(CHz2)m-, -
NR"2((CH2)mO)n(CH2)mNR"2C(=0)(CHy)m-, -
(CH)nC(=0)NR™(CHz)m( O(CHz)maNR'™ -, «(CHo)m(O(CHz)m)aNR'-, -

(C(R2)2)m=, -(CH2CH20)0-, -(OCH;CHa)n-, -(CH2)mO(CHz)m-, -S(=0)2(CH2)m-

, ~(CH2)mS(=0)2-, -S(=0)z(CHz)mNR?C(=0)(CHz)rn-, -
(CH2)mC(=0)NR™(CH,)S(=0)z-, -S(=0)o( CHz)m Xa(CHz)m, -
(CH2)mX3(CH2)mS(=0)2-, «(CH2)nX2X1C(=0)-, -C(=0)X1Xa(CHz), -
(CH2)m(O(CH2)m ) C(=0)X2X1C(=0)-, -C(=0)X1XoC(=0)( (CH2)mO)n(CHz)mr-,
+(CH2)m(O(CH2)m)nX2X1C(=0)-, (CH2)mX3(CH2)mX2X1C(=0)-, -
C(=0)X1X5(CH2)mX3(CHz)mm, ~(CH2)mX3(CHz)m( O(CH2)m)nX2X4C(=0)-, -
(CHz)mX3(CH2)mC(=O)NR1Z(CHg)mNRuC(:O)", -
(CH2)nXa(CH)mC(=O)NR*(CH;)n C(=O)-, -
C(=0)(CHz)mNR™C(=0(CHz)mXs(CHz)nr, -
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(CHz)mXa(CH2)mC(=0)NR 4 CHz)m( O(CHz)m)nC(=0)-, -
C(=0)((CH2)mO)n( CH2)mNR?C(=0)(CHz)rmX3(CHz)m- -
(CH2)mNR™C(=0)XX2C(=O0)(CHz)n, -(CHo)mC(=0)XoX1C(=OINR™*(CHa)rr-,
XX XoC(FO) CHz)m, ~(CH)mC(=0)XoX1Xy-, -
XiC(=0)(CHg)nNR™C(=0)(CHz)m-, ~(CH2)nC(=OINR'™*(CH2)nC(=0)Xs-, -
C(=0)CHR*NR'-, -NR"CHR**C(=0)-, -C(=0)NR'"%, -C(=0)0-, -S-, -
SCH,(C=0)NR"-, -NR"™2C(=0)CH,S-, -S(=0),CH,CH,S-, -
SCH,CH,S(=0)-, -(CH,);S(=0),CH,CH,S-, -SCHLCH,S(=0),CH,CHg-, -
NR'*C(=S)-, (CH2)mX3(O(CH2)m)aC(=0)-, -C(=0)(CH2)mO)nX3(CHz)m, -
(CH2)mNR™C(=0)((CH2)mO)n( CHz)ar, ~(CH2)m( O(CH2)m)aC(=OINR'*(CHy)re-,
-(CH2)mNR™C(=0NR"(CHy)m-, ~(CH2)mXs(CH2)mNR™C(=0)-, -
C(=0)NR')(CH2)mX3(CHz)m~, -NR12S(= 2(CH2)mX3(CH2)m' -

gegitds
(CHXS(CHnS(=0)NR -, ‘LJ\/‘L“ ;

0]

-§—(CHz)m~N)52' Q g
0 5 N—(CH,) : C ol
M_O_/( /_N\E,_OJ% \;O_SN_F

0]
o N T NN a\ff ; 0
Z’{E;ZN N,] l:// )E;‘/N_é_ ){\N W/\ r‘{{

18 18 12

H H‘L{ /R R\ /R
B O il v
Eﬁ/N, %5 5 \,/ R S S \,



R12 _R'® R18
NH HN SNH
L ”‘ﬁr“ NT(L\
X I %
S\
IS5y i
12 12
/R R NH O
peopod e ey
CH213 X ,

0O

Raa
(CHz)m/U\; 7{¢N ~(CH2)os 1%)}‘/ e; % 2\

N=N
{ﬁw Q A 3°
(R12)Q F;

Fo™ Aot OM\/"J\/;\

R25 R25

o\/\/\”/to /,_(O ~§-N;_/S—§-
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% R30
b ; ) o
HoN Oy
24 N N
R Nﬂ red T S
0 30 N &
T R © . R30

R* is H or Me;

each R® is independently selected from H or C;.s alkyl;
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? oy H B 2 My H .
o Po N No~g®  Hgbe N Ne~g
K
R% is o 0 0 or ° 0 o :

R* is H or a side chain of an amino acid selected from alanine, tryptophan,
tyrosine, phenylalanine, leucine, isoleucine, valine, asparagine, glutamic acid,
glutamine, aspatic acid, histidine, arginine, lysine, cysteine, methionine, serine,

threonine, citrulline, ornithine, phenylglycine and t-butylglycine;
R¥ is H, -CH; or phenyl;

R* is independently selected from H, C;.4 alkyl, phenyl, pyrimidine and pyridine;

% %
@fi Q(CHZ)O_ZNH—§~

T o o
R N uﬁ u(CHg)o-zNH~§~

NS
O CE XN
Ho %2 NMN'
N cr"rf H 1.3 H

) , and

H H
g
I AT \%
N

R* is independently selected from

R* is independently selected from H, Cy.4alkyl, and Ci.s haloalky!;

(S O

, . . N
X1 is self immolative spacer selected from H

k“@ﬁo‘i B(HDAS’%

OH
o o OH
HO OH HO OH

OH or (@] OH
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. H &) Ph 0
5 P{g“n{f 5375” ¢
NH
o

X, is dipeptide selected from NHa NHz or

N P N A
PP B PR e
N }J[//N N""“oH lo"‘
Xgis P | N or N and
N
N7\
N N\
N= N
}JL\ N -
. >~ 7/
X4 is N or .
5 y is an integer from 1 to 16;

Ly, Ls, L4, Ls, and Lg are each independently selected from a bond and L;;
each m is independently selected from 1, 2, 3, 4, 5, 6, 7, 8, 9 and 10,
and

each n is independently selected from 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14,
10 15, 16,17 and 18.
44. The immunoconjugate of any one of claims 43 to 45, wherein the immunoconjugate of

Formula (Ill) is an immunoconjugate of Formula (Illa):

RIS L
R’ N N,
\HL[I‘ RS"_'L.1"L2’L3'L4"L5‘L6 Ab
R2 o_0 o_0

y

Formula (ll1a).
15

45. The immunoconjugate of any one of claims 43 to 44, wherein L is -L4L2- or —L,L4-.

46. The immunoconjugate according to any one of claims 43 to 45, wherein the

immunoconjugate of Formula (Ill) is an immunoconjugate of Formula (liib):

Q H
l?’ Rs—L«g‘L2 Ab

20 y
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Formula (llb).

47. The immunoconjugate according to any one of claims 43 to 46, wherein the
immunoconjugate of Formula (II1}, Formula (llla) or Formula (lllb) is an
immunoconjugate of Formula (llic):

Q H
R N N,
I? RS“_L-'_LZ Ab
R2 0. O 0. ©

y

Formula (lll¢).

48. The immunoconjugate of any one of claims 43 to 47, wherein R' is -N=CR*R®, —
N=R' or -N=CR°R%.

49. The immunoconjugate of any one of claims 43 to 47, wherein R' is -NHC(=NR®)R?,
NHC(=0)R* or -NHC(=0)R®.

50. The immunoconjugate of any one of claims 43 to 47, wherein R" is ~-NHR®,
51. The immunoconjugate of any one of claims 43 to 48, wherein:

R'is -N=CR*R’;

R*is is -N(R®)y;

R®is N(R%),;

and

each R® is independently selected from -C;-Cgalkyl.

/NY \e‘i
52. The immunoconjugate of any one of claims 43 to 48 or 51, wherein R is N .

53. The immunoconjugate of any one of claims 43 to 52, wherein R'?is H, -CH; or —
CH,CHa.

54. The immunoconjugate of any one of claims 43 to 53, wherein R? is methyl, ethyl,
isopropyl or sec-butyl.

55. The immunoconjugate of any one of claims 43 to 54, wherein:
L, is selected from -*(CHy)mX3(CH2)m=, ~*(CH2)mXa=, ~*C(=0)(CH2)m-, -
"NHC(=O)}CHz)m-, -(CHz)m=, -*(CH2)mC(=0)NH(CH2)uNHC(=O)(CHy ), -
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(CHz)mC(=0)NH(CH2)nX3(CHz)m=, ~*(CH2)mC(=O)NH(CH2)mXs-, -
(CH2)mO)n(CH2)m=, -*(CH2)mO)n( CH2)mNHC(=O)CHz)ar-, -
(C(R™)2)nOC(=0INH(CH2)mO(CHz)-, -
*(CHz)mC(=0)NH(CH;)mO)(CHz)mXs-, -
H(CH2)mC(=OINH(CH2)mO)n( CH2)mXa(CH2)rm, -
(CH2)mNHC(=0)X:X2C(=O) CHa)m-, - XaX1X2C(=O)}CHz)nr, -
“K1C(=O)CHz)mNHC(=O)(CHz ), -*S(=0)z(CH2)MX35(CHz ),

0 /

» -*C(=O)(CH2)MOIW(CHz)m)-, ~*C(=0)NH(CHz)r)-, -
*C(=0)X1X2C(=O)(CHa)m~, ~*C(=O)((CH2)mO)s(CHa)m-, -
*(CH2)mS(=0)2((CH2)mO)n( CH2)m=, ~*C(=O)(CH2)mNR™*(CHz ), -
*C(=O)CH)mNH(CHz)mm, ~*(CH2)m( O(CH2) ), -*C(=O) CH2)mX3(CHz ), -
*C(=O)NH(CHz)m-, ~*C(=O)((CH2)mO)n(CH2)mX3(CH2)m-, -
*(CH2)mNHC(=0)(CH2)m~, -*C(=0)NH(CH_),NHC(=O){(CHy)n-, -
*C(=0)(CH2)mNHC(=0)(CHz)m~, -*C(=0)}((CH2)mO)n( CHz)mNHC(=O)(CH2z)r
» “(CH2)mC(=0)NH(CH2)mNHC(=O0)(CHz)m-, -*“NHzS(=0)2(CHz)mX3(CH2)m-, -
*{CH2)mNHC(=0)(CH2)nNHC(=0)(CHy)m- and -C{(=0O)NH(CH,),NHC(=0)-,
wherein the * of L4 indicates the point of attachment to R®;

0>_R12

HN w4

?;L ;ﬁ ; ;b/sr\w;\
¢ o
f S o | 0 \;2’5,
% N e
Rze\/é) * \'““Nﬁf‘ N:/ ] J:N\N
HN—;— 0 \ "‘E s | N

s A A T *;YRZS ) \L;i’

N 25
NHC(=0)CH,S-, 51% R

, -S-, -SCHy(C=0)NH-, -

R18 R18 nnnpnn
’ HN™

HN\W“;* /_HTH * l)NH
Eh SR A N
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H
HaN 0.f
R24 :D/O}é\ R24 \gcr ‘;\f
N N
0 <) © 30
o R | , -8(=0),CH,CH;,S-, -

SCH,CH;S(=0),-, <(CH,),S(=0),CH,CH,S- or -SCH,CH,S(=0),CH,CH-,
wherein the * of L, indicates the point of attachment to L4,
and Ls, L4, Ls and Lg are a bond.

56. The immunoconjugate according to any one of claims 43 to 55, wherein:

L, is selected from -*(CHa)nXa{CH2)m, -*(CH2)mXs-, -*C(=0 )} CHz)m-, -
*NHC(=O)(CHz)m~, -(CHz)m-, -*(CH2)mC(=O)NH(CHz)mNHC(=O)(CH2)rm, -
H(CH2)mC(=O)NH(CH2)mX3(CHz)mr, ~*(CH2)mC(=O)NH(CH2)mXs-, -

10 *(CH2)mO)(CHz)m-, ~*(CH2)mO)n( CHz)mNHC(=0)(CHz)m-, -
*((C(R™)2)nOC(=0)NH(CH2)nO(CHz)m- =
*(CH2)mC(=0O)NH(CH2)O)n(CH2)Xs-, -
*(CH2)nC(=O)NH(CH2)mO)n(CHz)rX3(CH2)m-, -
*(CH)mNHC(=0)X 1 X2C(=O ) CH2)m, =*Xa X1X2C(=O)CHz)m-, -

15 “KiC(=ONCH2)mNHC(=O ) CHa)m-, *S(=0)2 CH2)mXs( CHo ),

» “NH2S(=0)o( CHa)mXa(CH2)rm~, -
*C(=0)(CH2)mO)n(CHa)m)- and -*C(=0)NH(CHy))- wherein the * of L,
indicates the point of attachment to R;

O¥R12

i“s’\rﬁ Q
* S ;\ *\
;‘ SE ;“
Lois )
";’w
\f\o X “‘i j J:
20 R25 , “"?‘" N , -S-, -SCHy(C=0)NH-, -NHC(=0)CH,S-,

?%H H\j}"ﬁ/ o HN/RTI:
N )j\;r"e E N Q\H,N?J\* ~§—S/_\\H/N:j€\*
CxT o s
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| *

ZT

O}g\

,

| R24 \
i *? )f}
Eﬁ “‘ns S\f{ OW ®R3°
HoN O\
Joerg
o}

| , -S(=0),CH,CH,S-, -SCH,CH,S(=0)y-, -
(CH2),S(=0),CH,CH,8- or -SCH,CH,S(=0),CH,CH,-, wherein the * of L,
indicates the point of attachment to L,
5 and Lj, Ls, Ls and Lg are a bond.

57. The immunoconjugate according to any one of claims 43 to 56, wherein:
L4 is selected from -*(CHz)nX5(CH2)m, ~*(CH2)nX3-, ~*C(=O)(CH2)m-, -

"NHC(=O)CHz)m, ~(CHz)m=, -*(CH2)mC(=0)NH(CH2)mNHC(=0)(CHz)m-, -

10 *(CH2)mC(=O)INH(CH_)mX3(CHa)mm, -*(CH2)mC(=O)NH(CH3)mX3-, -
H(CH2)mO)a(CH2)m ~*(CH2)mO)n( CH2)mNHC(=0)(CHa)r-, -
*((C(R)2)nOC(=O)NH(CH2)mO(CH2)m-, -
*(CH2)mC(=0)NH(CH2)mO)o(CH2)mXs-, -
HCH)mC(=OINH(CH2)mO)n( CH2)mXa(CHz ), -

15 *(CH2)mNHC(=0)X 1 X,C(=0) CH2z)m=, -*X4 X4X;C(=O)CH2)m-, -
“X1C(=O)(CHz)nNHC(=0)(CHz)m-, -*S(=0)2(CH2)MX3(CHz)m-,

» ~*NHS(=0)2( CHz)mX3(CHz)mm, -
*C(=0)((CHz2)mO)n(CHa)m)- and ~*C(=0)NH(CHp)m)-, wherein the * of L
indicates the point of attachment to R%;
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HN 4

.3 ;jsf%“‘s\

O , wherein the * of L, indicates the point of attachment
to L1,

and Ls, L, Ls and Lg are a bond.

5 58. The immunoconjugate according to any one of claims 43 to 57, wherein:

L, is selected from -*(CHy)mX3(CHz)m=, ~*(CH2)mXa-, -*C(=0)CHz)m-, -
*NHC(=O)(CH2)m=, {CH2)m~, -*(CH2)mC(=O)NH(CH,) NHC(=0O) CH2)m-, -
H(CH2)mC(=OINH(CH2)mX3(CHz)m=, -*(CH2)mC(=O)NH(CHz)mXs-, -
HCH2)mOW(CHz)m, ~*(CH2)mO)n(CH2)mNHC(=0)(CHz)r-, -

10 *(C(R™)2)nOC(=0)NH(CH2)mO(CHz)rr, -
H(CH2)mC{=ONH(CH2)mO)n(CH2)mXa-, -
*(CH2)mC(=O)NH(CH2)mO)n( CH2)mX3(CH2)m-, -
H(CH2)mNHC(=0)X1X2C(=0)(CHz)mm, - X4 X1X2C(=0)(CHz)mr, -
*X1C(=0)(CH2)mNHC(=O)(CHz)m-, -*S(=0)2( CHa)mX3(CHz2)m-,

Yk
. P
15 » ~*NH28(=0),(CHz)mX3(CHz)m-, -

*C(=0)((CH2)mO)n(CH2)m)- and -*C(=0O)NH(CH,).)-, wherein the * of L,
indicates the point of attachment to R

0
R12
m',.,?‘.’m HN
), ey, e
\_N { -N
4 £ g\s 3
Lo is 'L‘ﬁ f{ ] , or

\f‘o’N\ﬁ/‘Z
R*  wherein the * of L, indicates the point of attachment to L,
20 and L, L4, Ls and Lg are a bond.
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59. The immunoconjugate according to any one of claims 43 to 58, wherein:

L, is selected from -*(CH2)mX3(CHz2)m=, ~*(CH2)mXa-, -*C(=O)(CH2)m-, -
*NHC(=0)(CHz)m=, (CHz)ur, ~*(CH)mC(=0)NH(CHz)nNHC(=0)(CH)r, -
H(CH2)mC(=O)NH(CH2)mX3(CHz)m-, -*(CH2)mC(=OINH(CH2)mXs-, -

5 H(CH)MOIW(CH2)mm, -*(CH2)mO)n( CH2)mNHC(=O)(CHz)m-, -
*((C(R™)2)mOC(=0)NH(CH2)mO(CHz)r, -
*(CH2)mC(=O)NH(CH2),mO)n(CH2)mXs-, and -
*(CH2)mC(=OINH(CH2)nO)n(CH2)mXa(CH2)m-, wherein the * of L, indicates
the point of attachment to R®;

0

>__R12
0 0 o) HN H
. o ) s N
N N 4N © N
¥ ¥ 0" %r‘a
10 Iz is 0 , 0 , 0 , or H , wherein

the * of L, indicates the point of attachment to L,,
and Lj, Ls, Ls and Lg are a bond.
80. A pharmaceutical composition comprising an immunoconjugate of any one of claims

26 to 59, and one or more pharmaceutically acceptable carriers.

15  61. A combination comprising a therapeutically effective amount of an immunoconjugate

of any one of claims 26 to 59, and one or more therapeutically active co-agents.

62. An immunoconjugate of any one of claims 26 to 59 for use as a medicament.
63. The use of an immunoconjugate of any one of claims 26 to 59 in the manufacture of a
medicament for the treatment of cancer.
20



