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Cit), that can be hydrolyzed by lysosomal enzymes (such as Cathepsin B) have been used to
connect the drug with the antibody (US6214345). They have been particularly useful, due in part
to their relative stability in systemic circulation and the ability to efficiently release the drug in
tumor. ADCs containing the Val-Cit linker have been shown to be relatively stable in vivo (t1/2
for drug release ~7 days (Doronina et al (2008), Bioconjugate Chem., 19, 1960-1963), However,
the chemical space represented by natural peptides is limited; therefore, it is desirable to have a
variety of non-peptide linkers which act like peptides and can be effectively cleaved by lysosomal
proteases. The greater diversity of non-peptide structures may yield novel, beneficial properties
that are not afforded by the peptide linkers. Provided herein are different types of non-peptide
linkers for ADC that can be cleaved by lysosomal enzymes.

SUMMARY OF-TRE DN OENTIGH

Fhisinventienrelatestoln one aspect, there is provided an antibody-drug conjugates represented
by Formula (I) |
Ab— (L—Dj,

Ab is an antibody;

L is a peptidomimetic linker represented by the following formula
Sty PM )}—Sp—

wherein
Str is a stretcher unit covalently attached to Ab;
Sp is a bond or spacer unit covalently attached to a drug moiety;

PM is a non-peptide chemical moiety selected from the group consisting of:
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W is ~NH-heterocycloalkyl- or heterocycloalkyl;

Y is heteroaryl, aryl, -C(O)C,-Cealkylene, C,-Cgalkylene-NH,, C;-Cgalkylene-NH-CH;, C;-
Cgalkylene-N-(CH,),, C,-Cgalkenyl or C;-Cgalkylenyl;

each R is independently C,-Cpalkyl, C,-Cygalkenyl, (C,~C,alky )NHC(NH)NH, or (C;-
Cipalky)NHC(O)NH,;

R’ and R? are each independently H, C,-Cjpalkyl, C,-Cpalkenyl, arylalkyl or heteroarylalkyl, or R?
and R’ together may form a C3-C,cycloalkyl;

R*and R’ are each independentiy Cl—Cwalkyl C;-Coalkenyl, aryialkyi heteroaryiaikyi, (Cy-

m (e

m g1

p is an integer from Ito 8,
D is a drug moiety.
In one aspect, there is provided a non-peplide compound of Formula (DBYLD1Y

-Sp
\n><r( . ~p

DBWLDTY

wherein

Stris a streteher gnit which can be covalently attached to an antibody:
Sp is a bond or a spacer unit covalently attached to a drug moiety;
R. i { '“(; 1{< o] {{:‘ "{. gnqlkvl\?\iii{”}\fi}'\zﬁ oy ({ (. ]gdlk\’f }\E§€ ((}}Nﬁ;fv

R* and §\ are gach independently € -C oalkyl, Aﬁ,lalkvl heteroarylalkyl, (C,-Cealky YOCH,-, or
R* and R may form a Ci-Creveloalkyl ring;
D is a drug moiely.
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In one aspect, there is provided a compound of Formula:

HANLDL
wherein

Sir is a stretcher unit which can be covalently attached to an aniibodv;

Sp.is an optional spacer unit covalently attached 10 a drug moiety:
Y _is heteroarvl, aryl, -C{GYC\-Cealkenyl, C,-Cealkenyl or - €, -Calkenyl-NH-;
R is C,-Calkyvl. {C,-CoalkyINHCINIDNH, or (C-ChoalkvDINHCOIN,;

1* and R are each independently H, C-Coalkyl, arvialicyl or heteroarylalkyl, or R and R?

together may form a Ca-Creveloalkyl:

D) is a drug moiety,

In one aspect, there is provided an antibody conjugate compound of which Is prepared by

covalently attaching an antibody with oue (o eight compounds as described herein,

This iswention-disclosure also relates to pharmaceutical compositions of antibody-drug conjugates
of Formula (I).

In one aspect, there is provided a pharmaceutical composition comprising a compound as

described herein and g pharmaceuticallv acceptable carvier thereof.

In one aspect, there is nrovided use of an Antibodv-drue conjugaic as described herein in the

manufacture of a medicament for freating a disease in a human in need ithereof,

This inveatien-disclosure also relates to a method of treating cancer, use of antibody-drug

conjugates of Formula (I) in therapy, and use of compounds of Formula (I} in manufacturing a

medicament for treatixag cancer.

Q.

BRIEF DESCRIPTION OF THE FIGURES
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wherein,

Ab is an antibody that binds to a target seleted from Her2, CLLI, CD33, CD22 and NaPi2b;
Pis1-4; |

R' is C,-Cealkyl-NH,, (C;-CealkyhNHC(NH)NH, or (C,-Calky)NHC(O)NH,;

X' and X? are each independently absent or O;

Each R" is independently C(O)N-piperazine(CHs) or P(O):H,.
23. A non-peptide compound of Formula (I}(B)(LD1):

0
H R4 R5 E:JIQL
N Sp
str” M NT D
H
o) o

=
(DHEB)YLD1)

wherein

Str is a stretcher unit which can be covalently attached to an antibody;

Sp is a bond or a spacer unit covalently attached to a drug moiety;

R' is C;-Cyoalkyl, (Ci-Cioalky )NHCINH)NH, or (C;-Cgalkyl)NHC(O)NH,;

R* and R’ are each independently C,-Cjgalkyl, arylalkyl, heteroarylalkyl, (C,-Cpalkyl YOCH,~, or R*
and R’ may form a Cs-Cycycloalkyl ring;

D is a drug moiety.

24, The compound of claim 23 represented by the following formula
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where the wavy line indicates the site of attachment to T;

X" and X are independently selected from O and NR*, where R* is selected from H, C(O), and

C;~Cgalkyl optionally substituted with one or more F, or X' and X* are each independently absent;
* is H, CO,R, C(0), or a bond to L, where R is C;—Cgalkyl or benzyl; and

R*isHor C—Cealkyl.

39. An antibody conjugate compound of which is prepared by covalently attaching an antibody
with one to eight compounds of claims 23-33.

mcdic,mna/nt fm‘ freating a dlbbdﬁ:c i a hurman in need thereof.

41. A pharmaceutical composition comprising a compound of claim 1 and a pharmaceutically

acceptable carrier thereof.

42. A compound of claim 30, wherein the antibody binds to one or more of polypeptides selected
from the group consisting of:

CLL1;

STEAPI;
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