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WHAT IS CLAIMED IS

S$-—S0-—S0,-—0-—CR3*=N-NR* -CR3*=N-0--CR3*=N-NR*-CO--N=N-CO--alkyl C3-
C8-carboeyelyl—O-(CR'R*)araryh~(CR'R)-aryl-heteroaryl~(CR'R*):-heteroaryl—
(CR*R?),-G3-C8carbocyclyl-heterocyclyl~(CR*R?)-heteroeyehyrl ~(CH,CH20)a~—
(GH@GHQQ)a-%GHz)b—(GHz)aG{Q)-—amW%Ld,—aHd—pepﬂd&,

NER%2—N(R?)5* %Mmm%mﬂm%mm&gw
S(=OR’ SR -SO:MN(R"): -C{=OIR " -CO:R" -C{=OMN(R o, —CN. —N3 —NO;, C1-C8

MM@%@%@SMMQR%F@RgJJRg%@N{R%}?q_Q}RLg@R%
-C=OIN{R?);—CN—N3;—NO»-C1-C8-alkoxy-C1-C8-trifluoroatkyl-C1-C8-akla -C3-
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- A compound of Formula |

[~ ©n—o

Formula |

wherein

A is selected from the group consisting of dibenzocyclooctynyl, cyclooct-4-ynoxyl, (1R,8S,9S)-

-2

(-

9,

bicyclo[6.1.0]non-4-yn-9-ylmethyloxy, and

D is a maytansinoid;

Eis
R* R* R*
EJLM”WGW wmﬁ
8]
E4 ‘
wherein:

J is an amino acid or a peptide;

d, e, 0, j, and k are each independently an integer from 1 to 30;

h is an integer from 0 to 30;

Each R* is independently selected from the group consisting of H, alkyl, -N(R®),, -SR®,
C1-C8 alkoxy, and aryl;
Each R® is selected from the group consisting of H, and C1-C8 alkyl: and

mis1;

provided that the compound of Formula | is not
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Q o H H "Me 'CfH
\Q’%ﬁ”m/\/ovﬂowowomﬂwﬂ\/&o
9,

the-group-consisting-of ~(CH2CH20)a-—(CH2):C{OINR*~—(CH2)NR*C{O)-—
{CH2)C{OINR* (CH2)o~—(CH2).C{OINRYCH2CH:0)p-—
{CH2).C{OINR(CH2CH20)5(CH2)e-—(CH2CH20).C{OINRY(CH2CH0)-—
{CH2CH20).C{OINRYCH2CH0)5~(CH2CH20):C{OINRYUCH)-—(CH2CH20)e~{CH2)or—
{CH2).C{O)-—CR3*=N-NR?- -CR*=N-0--CR*=-N-NR*-CO--N=N-CO- -5~ -SO- SO~
inppiide_tineptide:

R3 R3

‘{S\S/Mn\ﬂ/%

wherein-Hi—Ho-and-Hs are-each-independently-selected-from-N-or-GR%: A compound of Formula |

according to claim 1, wherein E is selected from the group consisting of
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compound of Formula | according to claim 1 selected from the group consisting of
OMe Me

H =

OYN oh:

Me™" \ OMe

O (0] Me Me dH Me CI
R A S A SR

[ S N G

(o) (o) Me

13
and
Q o Me Me Me dH
/[k(\a/ﬁ O~ O~ /\/ﬁ lll\/g
H N g W fo) fo) M : o
(o] o (o] Me
14

4,
GG'H-Z)B\'L\A/{GH-Z)Q
RSHN" “COR?
Formula\/

-A conjugate
of Formula III or Formula III’ or Formula III”’
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P (E)n —D

7/ N

N, | A)—E®n—D HN
N or

Formula lll Formula IlI'

cB}—M
N=
or r'q;j\@_ (E)ri—D

Formula III"

wherein:

CB is a cell-binding agent;

M is a non-natural amino acid;

A’ is defined as A in any one of claims 1 to 3;

D is a maytansinoid;

E is defined as in any one of claims 1 to 3; and

m s 1.

\Vi Vi
_ +
ROHNT Te—+ TN
° H5
VT VAN
-
H
N§ Nt
7z
EH" COR ROHNT T¢
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7X 7X

A conjugate according to claim 4, wherein M exhibits the structure

(CH2),VW(CHy)q

R6HN”~ “COR’

Formula IV

wherein p and g are each an integer from 0-10;

R is H, amino acid, polypeptide, or a bond:

R’ is OH, amino acid, polypeptide, or a bond:

V is an alkyl, aryl, carbocycle, heterocycle, or absent; and,
Wis O, N, S, or absent.




-99-

C8-carboeyehl -O-(CR*RY:anyh ~(CR'R?).-aryh-heteroanyt (CR*RY).-heteroary—
(CR*R?), —GS—G&eaneeyeM—heiemeyeM——éGR*RQ) -heterec—yels,d——(GH;_zGHgQ}a :

N(Rg)g—-N(Rg)g %Mmm%mﬂm%m%mwﬁ
S(=0)R?*-SR*-SO:N(R%)2, -C(=0)R* -CO2R* -C(=OIN(R)2;,—CN,—N3;—NO,, C1-C8

akkyhydroxyl-C1-C8-alkylthiol—SO» R%EQ}RQ’%RQ’%Q,@N{-R )2,—999}143_@92123
-CEOIMNR®)—CN—Nar—NO,-C1-C8-alkexy-C1-C8 trifluoroaliyl-C1-C8alkylC3-

conjugate according to claim 5, wherein M is selected from the group consisting of
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N(R®),—SR3-and

R%-is-selected-from-the-group-consisting-of- H—N{R%)2;—SR?; : : 2: A compound

or conjugate according to any one of claims 1 to 6, wherein the maytansinoid is of the structure

OMe
Me O 'y Me CI
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A process for preparing a conjugate of Formula Il or Formula III” or Formula III”’, the process

comprising the step of reacting a compound of Formula | with a compound of Formula Il

. M .@ Y

| A —@®n—D> @ M-T —— N NT o

Do *‘ N A ©n—0 ,hj@*(am P
N

H

Formula | Formula ll or

Formula lll Formula I
N= ;
or Nj@fﬁm_”

Formula
wherein

Formula | is defined as in any one of claims 1 to 3,

with reference to Formula 1,

CB is a cell-binding agent; M is a non-natural amino acid; T is an azide group or a tetrazine group;

and,

with reference to Formula III and Formula III’, and Formula 11",

A’ is defined as A in anv one of claims 1 to 3.
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id- A process according

to claim 8 wherein each compound of Formula | is independently selected from the group

consisting of

()9 "
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A pharmaceutical composition comprising an effective amount of a conjugate according to any one

of claims 4 to 7 and at least one pharmaceutically acceptable excipient.

11. 3 , 5
to-clammtand-atteastonepharmacedtcalbaccoplableoxeipient A conjugale according o

any one of claims 4 to 7, or the composition of claim 10, for use in the treatment of a

disorder in a mammal.

12. . 0
to-claim-9-and-at-least one-pharmaceutically-acceptable-excipient: The conjugate according

to claim 11, wherein the disorder is selected from the group consisting of malignant tumors,

autoimmune diseases, graft rejections, graft versus host disease, viral infections,

microorganism infections, and parasite infections.

ameount-of-a-conjugate-acecording-te-elaim-1- Use of the conjugate according to any one of

claims 4-7, or the composition of claim 10, for the manufacture of a medicament for the

therapeutic and/or prophylactic treatment of a disorder in a mammal, wherein the disorder is

responsive to suppression of cell growth or induction of cell death.

amount-of-a-conjugate-according-to-claim-9: The use according to claim 13, wherein the

disorder is selected from the group consisting of malignant tumors, autoimmune diseases,

graft rejections, graft versus host disease, viral infections, microorganism infections, and

parasite infections.




