CLAIMS

1. An antibody-drug conjugate comprising an . antibody covalently

attached to one or more drug moieties, the antibody-drug conjugate having Formula Ic:

Ab—EA,~W,—Y,—D),,

Ic
or a pharmaceutically acceptable salt or solvate thereof, wherein:

Ab is an antibody which binds to one or more tumor-associated antigens

selected from the group consisting of:
BMPRI1B i.e. bone morphogenetic protein receptor-type 1B;
El6i.e. LAT1, SLC7AS;
STEAPI i.e. six transmembrane epithelial antigen of prostate;
0772P i.e. CA125, MUCI6;
MPF i.e. MPF, MSLN, SMR, megakaryocyte potentiating factor, mesothelin;

Napi3b i.e. NAPI-3B, NPTIIb, SLC34A2, solute carrier family 34 sodium
phosphate), member 2, type II sodium-dependent phosphate transporter 3b;

Sema 5b i.e. FLJ10372, KIAA1445, Mm.42015, SEMASB, SEMAG,
Semaphorin 5b Hlog, sema domain,; seven thrombospondin repeats i.e. type 1 and type

1-like; transmembrane domain and short cytoplasmic domain, semaphorin 5B;

PSCA hlg i.e. 2700050C12Rik, C530008016Rik, RIKEN ¢cDNA 2700050C12,
RIKEN ¢DNA 2700050C12 gene;

ETBR i.e. Endothelin type B receptor;

MSG783 i.e. RNF124, hypothetical protein FLJ20315;
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STEAP2 i.e. HGNC_8639, IPCA-1, PCANAP1, STAMP1, STEAP2, STMP,
prostate cancer associated gene 1, prostate cancer associated protein 1, six

transmembrane epithelial antigen of prostate 2, six transmembrane prostate protein;

TrpM4 i.e. BR22450, FL.J20041, TRPM4, TRPMA4B, transient receptor potential

cation channel, subfamily M, member 4;

CRIPTO i.e. CR, CR1, CRGF, CRIPTO, TDGF1, teratocarcinoma-derived
growth factor;

CD21 i.e. Complement receptor 2 or C3d/Epstein Barr virus receptor or
Hs.73792 ;

CD79b i.e. immunoglobulin-associated beta, B29;

FcRH2 i.e. IFGP4, IRTA4; SPAP1A i.e. SH2 domain containing phosphatase
anchor protein 1a; SPAP1B, SPAP1C,;

HER2 ;
NCA ;
MDP ;
IL20Ro ;
Brevican ;
Ephb2R ;
ASLG659 ;
PSCA ;
GEDA ;
BAFF-R ;

CD22;
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CD79ai.e..CD79A, CD79a, immunoglobulin-associated alpha;
CXCRS i.e. Burkitt's lymphoma receptor 1;

HLA-DOB i.e. Beta subunit of MHC class II molecule Ia antigen that binds
peptides and presents them to CD4+ T lymphocytes;

P2X5 i.e. Purinergic receptor P2X ligand-gated ion channel 5;
CD72 i.e. B-cell differentiation antigen CD72, Lyb-2;

LY64 i.e. Lymphocyte antigen 64 i.e. RP105; type I membrane protein of the

leucine rich repeat family;

FCRHLI i.e. Fc receptor-like protein 1; and

IRTA2 i.e. Immunoglobulin superfamily receptor translocation associated 2,
A is a Stretcher unit,
aisOorl,
each W is independently an Amino Acid unit,
w is an integer ranging from 0 to 12,
Y is a Spacer unit, and
yis 0,1 or 2,
p ranges from 1 to 20, and

D is a drug moiety having Formulae Dg:
R® o R CHs Ilag
£ N N N
| AT
o) R® R® R& O RE O

R2
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wherein the wavy line of Dg indicates the covalent attachment site to A,

W, or Y, and independently at each location:
R? is C;-Cy alkyl;
R? is C;-Cg alkyl;
R* is C,-Cy alkyl;
R’ is H;
R® is C;-Cy alkyl;
R’ is C;-Cy alkyl;
each R® is independently O-C;-Cj alkyl;
R’isH ; and

R!® is—CH(CH;)-CH(OH)-phenyl.

2; The antibody-drug conjugate of claim 1, wherein the antibody is
attached to the drug moiety through a cysteine residue of the antibody.

3. The antibody-drug conjugate of claim 2, wherein p is 1 to 4.
4. The antibody-drug conjugate of claim 1, wherein p is 2 to 8.
5. The antibody-drug conjugate of claim 1, wherein p is 2 to 5.
6. The antibody-drug conjugate of claim 2, having the formula:
O
O
Ab S
O P
7. The antibody-drug conjugate of claim 6, having the formula:
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The antibody-drug conjugate of claim 7, wherein D has the
formula:

Y ;fLNI\q Q(*“*@

and pharmaceutically acceptable salts and solvates thereof.

9. The antibody-drug conjugate of claim 1, having the formula:

|]| O
Ab A,—N ;

10.  The antibody-drug conjugate of claim 9, having the formula:
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HN

O)\NHZ

O

11.
)-LD

The antibody-drug conjugate of claim 10, having the formula:

The antibody-drug conjugate of claim 11, wherein Formula Dg has

12.

the formula:
H H OH
f'; ~ N., N N N
N “ N i |
| O | 0. O O (@) F

or a pharmaceutically acceptable salt or solvate thereof.

13.  The antibody-drug conjugate of claim 1, wherein w is an integer
ranging from 2 to 12.
14. The antibody-drug conjugate of claim 1, wherein w is 2.
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15.  The antibody-drug conjugate of claim 1, wherein W,, is -valine-

citrulline-.

The antibody-drug conjugate of claim 1, wherein D is:

0 ¢ H M
r‘; N%N
N N
| o_ 0 O_ O :

or a pharmaceutically acceptable salt or solvate thereof.

17.  The antibody-drug conjugate of claim 1, wherein the antibody
specifically binds to a HER2 receptor.

18.  The antibody-drug conjugate of claim 17, which specifically binds
to the extracellular domain of the HER2 receptor and inhibits growth of tumor cells which

overexpress HER2 receptor.

19. The antibody-drug conjugate of claim 1, wherein the antibody is
selected from the group consisting of a monoclonal antibody, a bispecific antibody, a

chimeric antibody, a humanized antibody, and an antibody fragment.

20.  The antibody-drug conjugate of claim 19, wherein the antibody

fragment is a Fab fragment.

21.  The antibody-drug conjugate of claim 19, wherein the humanized
antibody is selected from the group consisting of huMAb4D5-1, huMAb4DS5-2,
huMAb4D5-3, huMAb4D5-4, huMAb4DS5-5, huMAb4DS-6, huMAb4DS5-7 and
huMAb4D5-8 i.e. trastuzumab.

20 The antibody-drug conjugate of claim 21, wherein the antibody is
huMADb4D5-8 i.e. trastuzumab.

23. A pharmaceutical composition comprising an effective amount of
the antibody-drug conjugate of any of claims 1-22, or a pharmaceutically acceptable salt

or solvate thereof, and a pharmaceutically acceptable diluent, carrier or excipient.
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24.  The pharmaceutical composition of claim 23, further comprising a
therapeutically effective amount of chemotherapeutic agent selected from a tubulin-

forming inhibitor, a topoisomerase inhibitor, and a DNA binder.

25. A use of the antibody-drug conjugate of any of claims 1-22, in the
manufacture of a medicament for treating cancer selected from the group consisting of a

lymphoma, breast cancer, non-small cell lung cancer and kidney cancer.
26. The use of claim 25, wherein the cancer is breast cancer.

27.  The use of claim 25, wherein the medicament further comprises an
effective amount of an additional anticancer agent, an immunosuppressant agent or an

anti-infectious agent.
28.  The use of claim 25, wherein the cancer is a lymphoma.

29.  The use of claim 28, wherein the lymphoma is a non-Hodgkin’s

Lymphoma.

30. A method of inhibiting cellular proliferation comprising:

exposing mammalian cells in a cell culture medium to the antibody-drug

conjugate of any of claims 1-22, and
measuring a cytotoxic activity of the antibody-drug conjugate,

whereby proliferation of the cells is inhibited.

31.  The use of claim 25, wherein the cancer is kidney cancer.

32.  The use of claim 25, wherein the antibody-drug conjugate
specifically binds to a receptor encoded by an ErbB2 gene.

33. The use of claim 25, wherein said antibody-drug conjugate is

formulated with a pharmaceutically acceptable parenteral vehicle.

34. The use of claim 25, wherein said antibody-drug conjugate is

formulated in a unit dosage injectable form.
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35.  The use of claim 25, further comprising the administration of a

second antibody which binds a tumor-associated antigen selected from:

BMPRI1B i.e. bone morphogenetic protein receptor-type IB;

El6i.e. LAT1, SLC7AS;
STEAPI i.e. six transmembrane epithelial antigen of prostate;

0772P i.e. CA125, MUC16, Genbank accession no. AF361486;
MPF i.e. MPF, MSLN, SMR, megakaryocyte potentiating factor, mesothelin;

Napi3b i.e. NAPI-3B, NPTIIb, SLC34A2, solute carrier family 34 sodium
phosphate), member 2, type II sodium-dependent phosphate transporter 3b

Sema 5b i.e. FLJ10372, KIAA 1445, Mm.42015, SEMASB, SEMAG,
Semaphorin 5b Hlog, sema domain,; seven thrombospondin repeats i.e. type 1 and type

1-like; transmembrane domain and short cytoplasmic domain, semaphorin 5B;

PSCA hlgi.e. 2700050C12Rik, C530008016Rik, RIKEN ¢cDNA 2700050C12,
RIKEN cDNA 2700050C12 gene;

ETBR i.e. Endothelin type B receptor;
MSG783 i.e. RNF124, hypothetical protein FL.J203153;

STEAP2 i.e. HGNC 8639, IPCA-1, PCANAP1, STAMPI, STEAP2, STMP,
prostate cancer associated gene 1, prostate cancer associated protein 1, six

transmembrane epithelial antigen of prostate 2, six transmembrane prostate protein;

TrpM4 i.e. BR22450, FLJ20041, TRPM4, TRPM4B, transient receptor potential

cation channel, subfamily M, member 4;

CRIPTO i.e. CR, CR1, CRGF, CRIPTO, TDGF1, teratocarcinoma-derived
growth factor;
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CD21 i.e. Complement receptor 2 or C3d/Epstein Barr virus receptor or
Hs.73792;

CD79b i.e. immunoglobulin-associated beta, B29;

FcRH2 i.e. IFGP4, IRTA4; SPAP1A i.e. SH2 domain containing phosphatase
anchor protein la; SPAP1B, SPAP1C;

HER2 ;

NCA;

MDP ;

IL20Ra

Brevican ;

Ephb2R ;

ASLG659;

PSCA;

GEDA;

BAFF-R;

CD22,;

CD79ai.e. CD79A, CD79a., immunoglobulin-associated alpha;
CXCRS5 i.e. Burkitt's lymphoma receptor 1;

HLA-DOB i.e. Beta subunit of MHC class II molecule Ia antigen that binds
peptides and presents them to CD4+ T lymphocytes;

P2XS5 i.e. Purinergic receptor P2X ligand-gated ion channel 5;

CD72 i.e. B-cell differentiation antigen CD72, Lyb-2;
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L Y64 i.e. Lymphocyte antigen 64 i.e. RP105; type I membrane protein of the

leucine rich repeat family;
FCRHI i.e. Fc receptor-like protein 1; and

IRTA2 i.e. Immunoglobulin superfamily receptor translocation associated 2.

36. The use of claim 35, wherein said second antibody is conjugated

with a cytotoxic agent.

37.  The use of claim 25, further comprising an additional

chemotherapeutic agent.

38.  An article of manufacture comprising:

an antibody-drug conjugate of any of claims 1-22,
a container; and

a package insert or label indicating that the antibody-drug conjugate can be

used for the detection of cancer cells.

39. The article of manufacture of claim 38, wherein the cells are breast

tumor cells.

40. The article of manufacture of claim 38, wherein the detection is
determined by measuring levels of tumor-associated antigen-encoding nucleic acid by

fluorescent in situ hybridization.

41. The article of manufacture of claim 38, wherein the detection is

determined by immunohistochemistry.

42.  An article of manufacture comprising:

an antibody-drug conjugate of any of claims 1-22;

a container; and
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a package insert or label indicating that the antibody-drug conjugate can be

used to treat cancer.

43.  The article of manufacture of claim 38, wherein said package insert
or label indicates that the antibody-drug conjugate can be used to treat cancer

characterized by the overexpression of an ErbB2 receptor.

44, The article of manufacture of claim 38, wherein the cancer is breast

cancer.

45.  The use of claim 25, wherein the cancer is further characterized by
the overexpression of an ErbB2 (HER2) receptor and does not respond, or responds

poorly, to treatment with an anti-ErbB2 antibody.

46.  The antibody-drug conjugate of claim 1, having the formula:

Ab-MC-vc-PAB-MMAE;

or a pharmaceutically acceptable salt thereof, wherein Val is valine, and

Cit is citrulline.

47.  The antibody-drug conjugate of claim 1, having the formula:

Y
p

Ab-MC-MMAE.
48.. The use of an antibody-drug conjugate of any one of claims 1-22,

or a pharmaceutically acceptable salt or solvate thereof, in the manufacture of a

medicament to treat a hematopoietic cancer.
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49. The use of claim 48, wherein the hematopoietic cancer is Non-

Hodgkins lymphoma.

65594339V.1
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CLAIMS

1. A compound having the formula:
L~(LU-Dg),
or a pharmaceutically acceptable salt or solvate thereof,
wherein
L~ is a Ligand unit selected from the group consisting of a protefn, polypeptide and a
peptide,
LU is a Linker unit,

Dk has the formula;

3 R7

™y “vﬂﬁ'}\/ﬁj

R2 0 R'R® ge RO

or a pharmaceutically acceptable sa}f of the compound of formula Dy,
wherein the wavy line of Dr indigates a covalent attachment site, and independently
at each location:
R? is selected from the groyp consisting of H and C;-Cg alkyl;
R} is selected from the oup consisting of H, C,-C; alkyl, C3-C;s carbocycle, aryl, C)-
Cg alkyl-aryl, C,-Cg alkyl-(C4-Cg carbocycle), C3-Cg heterocycle and C;-Cy alkyl-(C3-Cg
heterocycle);
R* is selected fyém the group consisting of H, C,-Cg alkyl, C3-Cg carbocycle, aryl, C;-
Cy alkyl-aryl, C;-Cg/lkyl-(C3-Cs carbocycle), C3-Cy heterocycle and Cy-C alkyl-(C3-Cy
heterocycle);
R?® is sefected from the group consisting of H and methyl,
and R® jointly form a carbocyclic ring and have the formula -(CR*R"),-
® and R® are independently selected from the group consisting of H, C-C; alkyl
-Cs carbocycle and nl is selected from the group consisting of 2, 3, 4, 5 and 6;

R® is selected from the group consisting of H and C-C; alkyl;
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heterocycle);
each R is independently selected from the group consisting of H, OH/C;-C; alkyl,
C;-Cg carbocycle and O-(C,-Cy alkyl);
Ris selected from the group consisting of H and C,-Cs alkyl;
R is selected from the group consisting of aryl and C3-Cs heferocycle;
Zis O, S, NH, or NR'3, wherein R'? is C;-Cy alkyl;
R'! is selected from the group consisting of H, C;-C3
«R"0)n-R"™, and -(R"*0)-CHR "*)y;
m is an integer ranging from |1 to 1000;
R" is Co-C; alkyl;
R'™is H or C,-Cq alkyl;
each occurrence of R" is independently’H, COOH, —(CH,) nz-N(Rlé)z,
~(CH2) n2-SO3H, or —(CHy)p2-803-C-Cg alkyl;
dently H, C;-Cg alkyl, or -(CH3);,,-COOH; and
to 6;

kyl, aryl, C3-Cq heterocycle,

each occurrence of R'® is inde
n2 is an integer ranging fron
p ranges from 1 to about

and the Linker unit carybe present or absent.

2x The conjugate of gfaim 1 having the formula:
L-(De),
or a pharmgdeutically acceptable salt or solvate thereof,
wherein
L-is
p ydnges from 1 to about 20.

Ligand unit, and

266



3. A compound having the formula:
LU-Dg

or a pharmaceutically acceptable salt or solvate thereof
wherein

-LU- is a Linker unit; and

Dr has the formula:

R3 O R? li{ 0]
.rr‘; N N R11
\N »J\N/H/Y 77
lz R4 R® 'e 8
R (@] R R 0 10
R Dp

or a pharmaceutically acceptable salt of the cgmpound of formula Dy,
wherein the wavy line of Dr indicates a cofalent attachment site, and
independently at each location:
R? is selected from the group consisying of H and C,~Cj alkyl;
R? is selected from the group congisting of H, C,-Cg alkyl, C;-Cj carbocycle, aryl, C;-
Cs alkyl-aryl, C-Cg alkyl-(C3-Cs carbgtycle), C3-Cyg heterocycle and C-Cg alkyl-(C3-Cg
heterocycle);
R* is selected from the gyoup consisting of H, C1-Cs alkyl, C;-C; carbocycle, aryl, C;-
Cs alkyl-aryl, C,-Cg alkyl-(C
heterocycle);

g carbocycle), C;-Cs heterocycle and C;-C; alkyl-(C;-Cs

R’ is selected fi
or R*and R® |
re independently selected from the group consisting of H, C;-Cg alky!

the group consisting of H and methyl;

intly form a carbocyclic ring and have the formula (CR*R%)q;-
wherein R® and R®
and C;-Cg carbptycle and nl is selected from the group consisting of 2, 3, 4, 5 and 6;
RS is gelected from the group consisting of H and C,-C; alkyl;

hetepocycle),
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each R® is independently selected from the group consisting of H, OH, C-C{ alkyl,
C;-Cg carbocycle and O-(C,-C; alkyl);

Ris selected from the group consisting of H and C,-Cy alkyl;

R'" s selected from the group consisting of aryl and C3-Cjg heterocygle;

Zis O, 8, NH, or NR*, wherein R'? is C;-Cg alky!;

R'" is selected from the group consisting of H, C;-Cy alkyl, arfl, C3-Cs heterocycle,
-(R"0)r=R", and -(R"0)-CHR')y;

m is an integer ranging from 11 to 1000;

R" is C;-Cy alkyl;

R"™is H or C,-Cq alkyl;

each occurrence of R'® is independently H, COOH, —(CH,) nz-N(R“S)z, ~(CHg)2-
SO;H, ot —(CH;)n2-S03-C;-Cs alkyl;

each occurrence of R'¢ is independently H, £-Cs alkyl, or (CH3),,-COOH; and

n2 is an integer ranging from 0 to 6.

4, The compound of claim 1, wherein tHe compound is an antibody-drug conjugate

having formula la’:

Ab— A, W, y—DQP

Ia’

or a pharmaceutically dcceptable salt or solvate thereof, wherein:
Ab is an antibody,
“Ag-Wu-Yy- co
A is a Stretchef unit,

rise a Linker unit,

aisOorl,
each W ig'independently an Amino Acid unit,
wisa iﬁteger ranging from 0 to 12,

Y ig/a Spacer unit,

yAs 0, | or 2, and

p ranges from 1 to about 20.
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5 The antibody-drug conjugate of claim 4 having the formula:
wherein a, w, and y are each 0.

6. The antibody-drug conjugate of claim 4 wherein the antibody is aftached to the
Linker unit or the drug through a cysteine residue of the antibody.

7. The antibody-drug conjugate of claim 6 wherein p is 2 to 5.

8. The antibody-drug conjugate of claim 4 or 6 having jfe formula:
0

=

N-R17-C(0)—W,;,—Y,Dr

0]
wherein L is an antibody and R'7 is C;-Cyo ylene-, -C3-Cs carbocyclo-, -0-(C-Cs alkyl)-,
-arylene-, -C,-C,q alkylene-arylene-, -arytene-Cy-Cyo alkylene-, -C;-Co alkylene-(C3-Cq
carbocyclo)-, -(C3-Cg carbocyclo)-Ci-Zy alkylene-, -C3-Cg heterocyclo-, -Cy-Cyo alkylene-
(C3-Cg heterocyclo)-, -(C;3-Cy hetergeyclo)-Ci-Cyy alkylene-, -(CH;CH;0),-, or -(CH,CH,0),-

CHz-; and r is an integer ranging/from 1 to 10.

9. The antibody-drug génjugate of claim 8 having the formula:
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10.  The antibody-drug conjugate of claim 8 having the formula:
Ab—S§

wherein w and y are each 0.
1. The antibody-drug conjugate of claim 4 wherein w j{ an integer ranging from 2 to 12.
12. The antibody-drug conjugate of claim 11 wheretn w is 2.

13, The antibody-drug conjugate of claim 12 wherein W, is -valine-citrulline-, -

phenylalanine-lysine-, or -N-methyl valine-citrline-.

14.  The antibody-drug conjugate of clgim |1 wherein Wy, is S-aminovaleric acid, homo
phenylalanine lysine, tetraisoquinolinegdrboxylate lysine, cyclohexylalanine lysine,
isonepecotic acid lysine, beta-alaning/lysine, glycine serine valine glutamine or isonepecotic
acid.

15.  The antibody-drug corjugate of claim 13 having the formula;
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The antibody-drug conjugate of claim 13 having the formula:

b__sfi,* SUS e e

17.  The antibody-drug conjugate of claim 13 hgving the formula:



~N
SSaImeras
/o o o W O
HOOC.__N._-COOH,
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grouy consisting of a monoclonal antibody, a bispecific antibody, a chimeric antibody, a

anized antibody, a diabody, and an antibody fragment.

273



20.  The antibody-drug conjugate of claim 4, having the formula:

Abs?%\/v\ivaww (o Nj:r fj\?\r \ON

C-vc-PAB-MMAF
or

Ab-S

Ab-MC-MMAF,

wherein Ab is an antibody, Val is valine, and'Cit is citrulline.

21.  The antibody-drug conjugate of £laim 20 wherein the antibody binds to CD30, CD20,
CD33, or the Lewis Y antigen.

22, A pharmaceutical compgfSition comprising an effective amount of the conjugate of
any of claims 1, 2 or 4-21, oy/a pharmaceutically acceptable salt or solvate thereof, and a

pharmaceutically acceptapfe diluent, carrier or excipient.

23.  The pharma

effective amount

tical composition of claim 22 further comprising a therapeutically
chemotherapeutic agent selected from the group consisting of a tubulin-

forming inhibitdr, a topoisomerase inhibitor, and a DNA binder.

24.  Theuse of the conjugate of any of claims 1-21, or a pharmaceutically acceptable salt

or solvgte thereof, in the manufacture of a medicament.

25

r solvate thereof, in the manufacture of a medicament to treat a cancer.

The use of the conjugate of any of claims 1-21, or a pharmaceutically acceptable salt
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26. The use of claim 25 for treatment of cancer with an additional anticancer agent, an

immunosuppressant agent or an anti-infectious agent.

27.  The use of the conjugate of any of claims 1-21, or a pharmaceuticalfy acceptable salt

or solvate thereof, in the manufacture of a medicament to treat an autoipdmune disease.

28.  The use of the conjugate of any of claims 1-21, or a pharmgdeutically acceptable salt

or solvate thereof, in the manufacture of a medicament to treat ag infectious disease.

29. A use of the antibody-drug conjugate of any of claims 4-21, or a pharmaceutically
acceptable salt or solvate thereof for the manufacture of ¥ medicament for the treatment of
cancer, wherein the antibody of the antibody-drug confugate binds to an antigen expressed by

a cell of the cancer.

30.  The use of claim 29, further comprising/an effective amount of an additional

anticancer agent, an immunosuppressant agent or an anti-infectious agent.

31. A use of the antibody-drug conjfigate of any of claims 4-21, or a pharmaceutically
acceptable salt or solvate thereof for/the manufacture of a medicament for the treatment of an
autoimmune disease, wherein the/antibody of the antibody-drug conjugate binds to an

antigen expressed by a cell of the autoimmune disease.

32. A use of the antibgdy-drug conjugate of any of claims 4-21, or a pharmaceutically
acceptable salt or solvafe thereof for the manufacture of a medicament for the treatment of an
infectious disease, ywherein the antibody of the antibody-drug conjugate binds to an antigen

expressed by a c#ll of the infectious disease.

33, The gonjugate of claim 1 or 3, wherein the Linker unit (LU) comprises:
M- WYy,

wherein

-A- is a Stretcher unit,

aisOorl,

each -W- is independently an Amino Acid unit,
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w is an integer ranging from 0 to 12,
-Y- is a Spacer unit, and

yis 0, 1 or2,

34.  The antibody-drug conjugate of claim 4 or 21 wherein the antibody is an antibody
which binds to an ErbB receptor or to one or more of receptors (1)-(3

(1) BMPRI1B (bone morphogenetic protein receptor-type I, Genbank accession no.
NM_001203);

(2) E16 (LATI, SLC7AS, Genbank accession no. NM 003486);

(3) STEAP! (six transmembrane epithelial antigep/of prostate, Genbank accession
no. NM_012449);

(4) 0772P (CA 125, MUC16, Genbank acceséion no. AF361486);

(5) MPF (MPF, MSLN, SMR, megakarygcyte potentiating factor, mesothelin,
Genbank accession no. NM_005823);

(6) Napi3b (NAPI-3B, NPTIIb, SLZ34A2, solute carrier family 34 (sodium
phosphate), member 2, type II sodium-gépendent phosphate transporter 3b, Genbank
accession no. NM_006424);

(7) Sema 5b (FLJ10372,

5b Hlog, sema domain, seven

AA1445, Mm 42015, SEMASB, SEMAG, Semaphorin
rombospondin repeats (type 1 and type 1-like),
transmembrane domain (TW) and short cytoplasmic domain, (semaphorin) 5B, Genbank
accession no. AB04087

(8) PSCA hlg A2700050CI2Rik, C530008016Rik, RIKEN ¢cDNA 2700050C12,
RIKEN cDNA 2700050C12 gene, Genbank accession no. AY358628);

(9) ETBK (Endothelin type B receptor, Genbank accession no, AY275463);

(10) MSG783 (RNF124, hypothetical protein FLJ20315, Genbank accession no.
NM_017763);
11) STEAP2 (HGNC_8639, IPCA-1, PCANAP1, STAMPI, STEAP2, STMP,
progfate cancer associated gene 1, prostate cancer associated protein 1, six transmembrane
ithelial antigen of prostate 2, six transmembrane prostate protein, Genbank accession no.
AF455138);
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(12) TrpM4 (BR22450, FLJ20041, TRPM4, TRPM4B, transient receptor potenti
cation channel, subfamily M, member 4, Genbank accession no. NM_017636);
(13) CRIPTO (CR, CRI1, CRGF, CRIPTO, TDGF], teratocarcinoma-derived growth
factor, Genbank accession no. NP_003203 or NM_003212);
(14) CD21 (CR2 (Complement receptor 2) or C3DR (C3d/Epstein Bérr virus
receptor) or Hs.73792 Genbank accession no. M26004);
(15) CD79b (1Gb (immunoglobulin-associated beta), B29, Gedbank accession no,
NM_000626);
(16) FcCRH2 (IFGP4, IRTA4, SPAP1A (SH2 domain cpfitaining phosphatase anchor
protein la), SPAPIB, SPAPIC, Genbank accession no. NV 030764);
(17) HER2 (Genbank accession no. M11730);
(18) NCA (Genbank accession no. M18728);

30) HLA-DOB (Beta subunit of MHC class II molecule (la antigen) that binds
peptides and presents them to CD4+ T lymphocytes, Genbank accession No. NP_002111.1);
(31) P2X5 (Purinergic receptor P2X ligand-gated ion channel 5, Genbank accession
No. NP_002552.2);
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NP_001773.1);

rich repeat (LRR) family, Genbank accession No. NP_005573.1);

2Genbank accession No. NP_112571.1).

(32) CD72 (B-cell differentiation antigen CD72, Lyb-2, Genbank accession

(33) LY64 (Lymphocyte antigen 64 (RP105), type T membrane protein of the leucine

{34) FCRHI (Fc receptor-like protein 1, Genbank accession No.

(35) IRTA2 (Immunoglobulin superfamily receptor translocatioh associated

A conjugate having the formula:

O(C(O))D
A, —W,,—NH Q Z A CH,(O(C(0))),:D

or a pharmaceutically acceptable sgit or solvate thereof,
wherein

L- is a Ligand unit;
-A- is a Stretcher unit;
aisOorl;

each -W- is independéntly an Amino Acid unit;
w is an integer ranging from 0 to 12;
each n3 is independently 0 or 1;

p ranges fropi 1 to about 20; and

P 443170.1); and

each occyfrence of D is independently a drug moiety selected from the group

consisting of Formulas Dg and Dg:
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R* RS ;Iqe

wherein

R} is selected from the group consisting of H, C,-C; alkyl, C3-Cg carbocycle, aryl, C;-
Cs alkyl-aryl, Ci-C; alkyl-(C3-Cy carbocycle), C;-Cs heterocycle and Cy-Cg alkyl-(C3-Cs
heterocycle);

R* is selected from the group consisting of H, (21-Cs alkyl, C3-Cg carbocycle, aryl, C;-‘
Cs alkyl-aryl, Cy-Cg alkyl-(C3-Csg carbocycle), Cs3-Cq heterocycle and C;-Cg alkyl-(C;-Cg
heterocycle);

R® is selected from the group consisting of H and methyl;

or R* and R’ jointly form a carbocydlic ring and have the formula -(CR*R™);- wherein
R® and R® are independently selected frofn the group consisting of H, C1-Cg alkyl and C3-Cs
carbocycle and n1 is selected from the group consisting of 2, 3, 4, 5 and 6;

R is selected from the grodp consisting of H and C;-Cy alkyl;

R is selected from the group consisting of H, C;-Cj alkyl, C3-Cs carbocycle, aryl, C;-
Cs alkyl-aryl, C,-Cg alkyl-((4-Cy carbocycle), C3-Cg heterocycle and Cy-Cg alkyl-(C3-Cs
heterocycle);

each R® is indegendently selected from the group consisting of H, OH, C,-Cs alkyl,
0-(C,-Cs alkyl);

ted from the group consisting of H and C,-Cs alkyl;

C3-Cg carbocycle a
R is sel
R0 is delected from the group consisting of aryl and C;-C; heterocycle;

Z i0, S, NH, or NR'2, wherein R'? is C;-Cg alkyl;

!is selected from the group consisting of H, C,-Cx alkyl, aryl, C3-Cg heterocycle, -
mR', and -(R"0)-CHR )y;

m is an integer ranging from 1 to 1000;

R" is C;-C; alkyl;
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R'is H or C;-Cq alkyl;
each occurrence of R'* is independently H, COOH, ~(CHy)na-N(R'®);, —CH;)-
SO;H, or —(CHz)nz-SOJ-CrCs alkyl;

n2 is an integer ranging from 0 to 6.

36.  The conjugate of claim 35 wherein w is an integer ranging from 2 to 12.

37. The conjugate of claim 35 having the formula DgAelected from the group consisting
of:







or a pharmaceutically acceptable salt or solvate thereof.

38.  The conjugate of claim 35, wherein thg’antibody is an antibody which binds to an
ErbB receptor or to one or more of receptops (1)-(35):
(1Y BMPRI1B (bone morphogenetic protein receptor-type 1B, Genbank accession no.
NM_001203);
(2) E16 (LAT1, SLC7AS,
(3) STEAPI (six trans
no. NM_012449);
(4) 0772P {(CA 125, MUC16, Genbank accession no. AF361486);
(5) MPF (MPE/MSLN, SMR, megakaryocyte potentiating factor, mesothelin,
Genbank accessionfio. NM_005823);
(NAPI-3B, NPTIIb, SLC34A2, solute carrier family 34 (sodium
mber 2, type Il sodium-dependent phosphate transporter 3b, Genbank
. NM_006424);
) Sema 5b (FLJ10372, KIAA 1445, Mm 42015, SEMAS5B, SEMAG, Semaphorin

5b Hiog, sema domain, seven thrombospondin repeats (type 1 and type 1-like),

enbank accession no. NM_003486);
mbrane epithelial antigen of prostate, Genbank accession

phosphate),

accession

smembrane domain (TM) and short cytoplasmic domain, (semaphorin) 5B, Genbank
accession no, AB040878);
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(8) PSCA hlg (2700050C12Rik, C530008016Rik, RIKEN cDNA 2700050C1
RIKEN cDNA 2700050C12 gene, Genbank accession no. AY358628);

(9) ETBR (Endothelin type B receptor, Genbank accession no. AY27546

(10) MSG783 (RNF124, hypothetical protein FLJ20315, Genbank accgssion no.
NM_017763);

(11) STEAP2 (HGNC_8639, IPCA-1, PCANAP1, STAMPI, STEAP2, STMP,
prostate cancer associated gene 1, prostate cancer associated protein ¥, six transmembrane
epithelial antigen of prostate 2, six transmembrane prostate proteig, Genbank accession no.
AF455138);

(12) TrpM4 (BR22450, FLJ20041, TRPM4, TRPM.
cation channel, subfamily M, member 4, Genbank accessjon no. NM_017636);

(13) CRIPTO (CR, CR1, CRGF, CRIPTO, TD
factor, Genbank accession no, NP_003203 or NM

(14) CD21 (CR2 (Complement receptor ) or C3DR (C3d/Epstein Barr virus
receptor) or Hs.73792 Genbank accession no,/M26004);

(15) CD79b (IGb (immunoglobulinfassociated beta), B29, Genbank accession no.
NM_000626);

(16) FcRH2 (IFGP4, IRTA4,SPAP1A (SH2 domain containing phosphatase anchor
protein 1a), SPAPIB, SPAPIC, Génbank accession no. NM_030764);

(17) HER2 (Genbank a#cession no. M11730);

(18) NCA (Genban accession no. M18728);

(19) MDP (Genbgnk accession no. BC017023);

(20) IL20Ra. (Zienbank accession no. AF184971);

(21) Brevicdn (Genbank accession no. AF229053);

(22) Ephb2R (Genbank agcession no. NM_004442);

(23) XSLG659 (Genbank accession no. AX092328);

(24) PSCA (Genbank accession no. AJ297436);
25) GEDA (Genbank accession no. AY260763);
(26) BAFF-R (Genbank accession no. NP_443177.1);
(27) CD22 (Genbank accession no, NP-001762.1);

, transient receptor potential

F1, teratocarcinoma-derived growth
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(28) CD79a (CD79A, CD79¢., immunoglobulin-associated alpha, Genbank ag¢ession
No. NP_001774.1),

(29) CXCRS5 (Burkitt's lymphoma receptor 1, Genbank accession No.
NP_001707.1);

(30) HLA-DOB (Beta subunit of MHC class I molecule (la antigén) that binds
peptides and presents them to CD4+ T lymphocytes, Genbank accessigh No. NP_002111.1);

(31) P2X5 (Purinergic receptor P2X ligand-gated ion chan
No. NP_002552.2);

(32) CD72 (B-cell differentiation antigen CD72, Lyb
NP_001773.1);

(33) LY64 (Lymphocyte antigen 64 (RP105), t
rich repeat (LRR) family, Genbank accession No. N¥_005573.1);

(34) FCRH1 (Fc receptor-like protein 1, (#enbank accession No. NP_443170.1); and

(35) IRTA2 (Immunoglobulin superfapiily receptor translocation associated
Genbank accession No. NP_112571.1).

1 5, Genbank accession
, Genbank accession No.

¢ I membrane protein of the leucine

39.  The conjugate or compound op/a pharmaceutically acceptable salt or solvate of the

conjugate or compound thereof of gy of claims 1-21 and 33-38 that is in isolated and

purified form,

40.  An antibody-drug cgnjugate comprising an antibody covalently attached to one or

more drug moieties, the dntibody-drug conjugate having Formula I¢:
Ab—Ag~Wy—Yy—D)p

or a phgfmaceutically acceptable salt or solvate thereof, wherein:

Ic

Ab ig’an antibody which binds to one or more tumor-agsociated antigens (1)-(35):

(J) BMPRIB (bone morphogenetic protein receptor-type IB, Genbank accession no.
1203),

(2) E16 (LAT1, SLC7AS, Genbank accession no. NM_003486);

(3) STEAPI (six transmembrane epithelial antigen of prostate, Genbank accession no.
NM_012449),
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(4) 0772P (CA 125, MUCI16, Genbank accession no. AF361486);

(5) MPF (MPF, MSLN, SMR, megakaryocyte potentiating factor, mesotheljf,
Genbank accession no. NM_005823);

(6) Napi3b (NAPI-3B, NPTIIb, SLC34A2, solute carrier family 34 (spflium
phosphate), member 2, type Il sodium-dependent phosphate transporter 3b/Genbank
accession no. NM_006424),

(7) Sema 5b (FLJ10372, KIAA 1445, Mm.42015, SEMASB, 8EMAG, Semaphorin 5b
Hlog, sema domain, seven thrombospondin repeats (type 1 and typge 1-like), transmembrane
domain (TM) and short cytoplasmic domain, (semaphorin) 5B /Genbank accession no.
AB040878);

(8) PSCA hlg (2700050C12Rik, C530008016RiK, RIKEN cDNA 2700050C12,
RIKEN cDNA 2700050C12 gene, Genbank accessionfio. AY358628);

(9) ETBR (Endothelin type B receptor, GenPank accession no. AY275463);

(10) MSG783 (RNF124, hypothetical profein FLJ20315, Genbank accession no.
NM_017763);

(11) STEAP2 (HGNC_8639, IPCA/l, PCANAP1, STAMPI1, STEAP2, STMP,
prostate cancer associated gene 1, prostate cancer associated protein I, six transmembrane
epithelial antigen of prostate 2, six traismembrane prostate protein, Genbank accession no.
AF455138);

(12) TrpM4 (BR22450,4LJ20041, TRPM4, TRPM4B, transient receptor potential
cation channel, subfamily M¢ member 4, Genbank accession no. NM_017636);

(13) CRIPTO (CB/ CR1, CRGF, CRIPTO, TDGF]1, teratocarcinoma-derived growth
factor, Genbank accesgion no. NP_003203 or NM_003212);

(14) CD21 (LR2 (Complement receptor 2) or C3DR (C3d/Epstein Barr virus
receptor) or Hs.73792 Genbank accession no. M26004);

(15) CP79b (IGb (immunoglobulin-associated beta), B29, Genbank accession no.

6) FcRH2 (IFGP4, IRTA4, SPAP1A (SH2 domain containing phosphatase anchor
1a), SPAPI1B, SPAPIC, Genbank accession no. NM_030764);
(17) HER2 (Genbank accession no. M11730);
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(18) NCA (Genbank accession no. M18728);

(19) MDP (Genbank accession no, BC017023);

(20) IL20R o (Genbank accession no. AF184971);

(21) Brevican (Genbank accession no. AF229053);

(22) Ephb2R (Genbank accession no. NM_004442),

(23) ASLG659 (Genbank accession no. AX092328);

(24) PSCA (Genbank accession no. AJ297436);

(25) GEDA (Genbank accession no. AY260763);

(26) BAFF-R (Genbank accession no, NP_443177.1);

(27) CD22 (Genbank accession no. NP-001762.1);

(28) CD79a (CD79A, CD7%a, immunoglobulin-
No. NP_001774.1);

(29) CXCRS (Burkitt's lymphoma receptor }J{ Genbank accession No. NP_001707.1);

(30) HLA-DOB (Beta subunit of MHC class II molecule ({a antigen) that binds
peptides and presents them to CD4+ T lymphgCytes, Genbank accession No. NP_002111.1);

(31) P2XS5 (Purinergic receptor P2
No. NP_002552.2);

(32) CD72 (B-cell differenti
NP_001773.1);

(33) LY64 (Lymphoc
rich repeat (LRR) family,

(34) FCRH1 (Fc

(35) IRTA2 (Ipimunoglobulin superfamily receptor translocation associated

ociated alpha, Genbank accession

ligand-gated ion channel 5, Genbank accession

on antigen CD72, Lyb-2, Genbank accession No.

antigen 64 (RP105), type I membrane protein of the leucine
nbank accession No. NP_005573.1);
ceptor-like protein 1, Genbank accession No. NP_443170.1); and

W is independently an Amino Acid unit,
is an integer ranging from 0 to 12,
Y is a Spacer unit,

yis0, | or2,
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p ranges from | to 20, and

D is a drug moiety of Formulae Dg:

f R? 0 R7 CHa FI<°
\ N N
~ N %1\ N J\/‘\"/ ~ R
| NG
0 R® RE RE O RE ©

RZ

wherein the wavy line of Dg indicates the covalent attachmént site to A, W, or Y, and
independently at each location:

R? is selected from the group consisting of H and Cy,Cs alkyl;

R? is selected from the group consisting of H, C;-&Zs alkyl, C3-Cy carbocycle, aryl, C;-
Cy alkyl-aryl, C;-Cs alkyl-(C3-Cg carbocycle), C3-Cg hegterocycle and C-Cyg alkyl-(C3-Cs
heterocycle);

R* is selected from the group consisting ¢f H, C;-Cs alkyl, C3-Cs carbocycle, aryl, Ci-
C;s alkyl-aryl, C,-Cs alkyl-(C3-Cs carbocycle)/C3-Cy heterocycle and C;-Cs alkyl-(C3-Cs
heterocycle);

R’ is selected from the group copfsisting of H and methyl;

or R* and R® jointly form a cafbocyclic ring and have the formula -(CR*R®),- wherein
R* and R are independently sclegted from the group consisting of H, C;-Cs alkyl and C3-Cy
carbocycle and nl is selected fpbm the group consisting of 2, 3, 4, 5 and 6;

RS is selected from {He group consisting of H and C,-Cg alkyl;

R is selected fropf the group consisting of H, Ci-C; alkyl, C3-Cs carbocycle, aryl, Ci-
C; alkyl-aryl, C;-Cg [-(C3-Cs carbocycle), C3-Cg heterocycle and C,-Cy alkyl-(C;3-Cq
heterocycle);

each R? i§ independently selected from the group consisting of H, OH, C,-Cz alkyl,
C;-Cg carboggcle and O-(Cy-Cg alkyl);

n2 is an integer ranging from 0 to 6.
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41.

moiety through a cysteine residue of the antibody.
42,
43.
44,

45,

46.

The antibody-drug conjugate of claim 40, wherein the antibody is attached tg/the drug

The antibody-drug conjugate of claim 41, wherein p is 1 to 4.
The antibody-drug conjugate of claim 40 wherein p is 2 to 8.
The antibody-drug conjugate of claim 40 wherein p is 2 to 7.

The antibody-drug conjugate of claim 41 having the fofmula:

dy-drug conjugate of claim 45 wherein Formula Dg has the formula:
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48.  The antibody-drug conjugate of claim 40 having the formula:

49,

50.
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51.  The antibody-drug conjugate of claim 49 wherein Formula Dy has the formula:

52.  The antibody-drug conjugate of claim 40 having the formula:

53.  The antibody-drug conjugate of claim 40 w,
12,

rein w is an integer ranging from 2 to

54,  The antibody-drug conjugate of claizh 40 wherein w is 2.
55.  The antibody-drug conjugate of’claim 40 wherein Wy, is -valine-citrulline- .

56.  The antibody-drug conjugate of claim 40 wherein D is of Formulae:

domair/of the HER2 receptor and inhibits growth of tumor cells which overexpress HER2

tor.,
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59.  The antibody-drug conjugate of claim 40 wherein the antibody is selected fromythe
group consisting of a monoclonal antibody, a bispecific antibody, a chimeric antibody, a

humanized antibody, and an antibody fragment.

60.  The antibody-drug conjugate of claim 59 wherein the antibody fragpfent is a Fab

fragment.

61.  The antibody-drug conjugate of claim 59 wherein the humanized antibody is selected
from the group consisting of huMAb4DS5-1, huMAb4DS5-2, huMAb4DS-3, huMAb4DS-4,
huMAb4D3-5, huMAb4DS5-6, huMAb4DS5-7 and huMAb4DS5,4 (trastuzumab).

62.  The antibody-drug conjugate of claim 61 whereinthe antibody is huMAb4D5-8

(trastuzumab).

63.  The antibody-drug conjugate of claim 40 sélected from the group consisting of

formulae:

N S?%( \/v\/?\vm cn—Hg Okﬁnf ';EBFN O OH% )

njugate of claim 40, or a pharmaceutically acceptable salt or solvate thereof, and a

pharmaceutically acceptable diluent, carrier or excipient.
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66.  The pharmaceutical composition of claim 65 further comprising a therapeuticgHy
effective amount of chemotherapeutic agent selected from the group consisting of g'tubulin-

forming inhibitor, a topoisomerase inhibitor, and a DNA binder.

67. A use of the antibody-drug conjugate of claim 40 for the manufactyfe of a

medicament for killing or inhibiting the proliferation of tumor cells or

68. A use of the antibody-drug conjugate of any of claims 40-64 for the manufacture of a

medicament for the treatment of a cancer patient with a hyperprdliferative disorder.

69.  The use of claim 68 wherein the hyperproliferativedisorder is cancer selected from
the group consisting of breast, ovarian, stomach, endométrial, salivary gland, lung, kidney,

colon, colorectal, thyroid, pancreatic, prostate and bjadder cancer.

70.  The use of claim 68 further comprising #n effective amount of an additional agent
selected from the group consisting of an antjéancer agent, an immunosuppressant agent, and

an anti-infectious agent.

71. A use of the antibody-drug ¢énjugate of claim 40 for the manufacture of a

medicament for the treatment of gn autoimmune disease.

72. A use of the antibody-drug conjugate of claim 40 for the manufacture of a

medicament for the treatrient of an infectious disease.

73, The use of gfaim 67 comprising:

hereby proliferation of the cells is inhibited.

A use of the antibody-drug conjugate of claim 40 and a pharmaceutically acceptable

diluent, carrier or excipient for the manufacture of a medicament for the treatment of cancer.
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75.  The use of claim 74 wherein the antibody-drug conjugate specifically binds to a

receptor encoded by an ErbB2 gene.

76.  The use of claim 74 wherein the amount of antibody-drug conjugate admyihistered to

the patient is in the range of about 0.1 to about 10 mg/kg of patient weight.

77.  The use of claim 74 wherein the antibody-drug conjugate is admigfistered at about

three week intervals,

78.  The use of claim 74 wherein said antibody-drug conjugatg’is formulated with a

pharmaceutically acceptable parenteral vehicle and administergd parenterally.

79.  The use of claim 74 wherein said antibody-drug cofijugate is formulated in a unit

dosage injectable form.

80.  The use of claim 74 wherein said antibody/drug conjugate is administered

intravenously.

81.  The use of claim 74 further compriging the administration of a second antibody which

binds a tumor-associated antigen selectgdl from the group consisting of (1)-(35).

82.  The use of claim 81 whereir said second antibody is conjugated with a cytotoxic

agent.

83. A use of an antibody-drug conjugate of claim 40 which binds specifically to a tumor-
associated antigent and 'chemotherapeutic agent in the manufacture of a medicament to

inhibit the growth of timor cells that overexpress said tumor-associated antigen.

hurpan patient susceptible to or diagnosed with a disorder characterized by overexpression of

tbB2 receptor.
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86.  An assay for detecting cancer cells comprising:
exposing cells to an antibody-drug conjugate of claim 40, and

determining the extent of binding of the antibody-drug conjugate to the ¢
87.  The assay of claim 86 wherein the cells are breast tumor cells.

88.  The assay of claim 86 wherein the extent of binding is determin by‘measuring
levels of tumor-associated antigen-encoding nucleic acid by fluorescofit in situ hybridization

(FISH).

89.  The assay of claim 86 wherein the extent of binding is/etermined by

immunohistochemistry (THC).

90.  An article of manufacture comprising:
an antibody-drug conjugate of claim 40;
a container; and
a package insert or label indicating thaf the antibody-drug conjugate can be used to

treat cancer.

91.  The article of manufacture of gfaim 90 wherein said package insert or label indicates
that the antibody-drug conjugate cg be used to treat cancer characterized by the

overexpression of an ErbB2 recgtor,
92.  The article of manufacture of claim 90 wherein the cancer is breast cancer.

93, A use of a ther

a medicament for the treatment of cancer in a mammal, wherein the

eutically effective amount of an antibody-drug conjugate of claim 40
in the manufacture
cancer is charactgfized by the overexpression of an ErbB2 (HER2) receptor and does not

respond, or regponds pootly, to treatment with an anti-ErbB2 antibody.

94, use of claim 93 wherein the mammal is human.

95. / The use of an antibody-drug conjugate of claim 40, or a pharmaceutically acceptable

or solvate thereof, in the manufacture of a medicament,
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96.  The use of an antibody-drug conjugate of claim 40, or a pharmaceutically acdeptable
salt or solvate thereof, in the manufacture of a medicament to kill or inhibit the proliferation

of tumor cells or cancer cells.

97.  The use of an antibody-drug conjugate of claim 40, or a pharmacgutically acceptable
salt or solvate thereof, in the manufacture of a medicament to treat a perproliferative

disorder,

98.  The use of claim 97 wherein the hyperproliferative digorder is cancer selected from
the group consisting of breast, ovarian, stomach, endometpfal, salivary gland, lung, kidney,

colon, colorectal, thyroid, pancreatic, prostate and blagder cancer.

99.  The use of claim 97 wherein the medicamght further comprises an additional agent

selected from an anticancer agent, an immunog@ppressant agent, and an anti-infectious agent.

100.  The use of an antibody-drug conjygate of claim 40, or a pharmaceutically acceptable

salt or solvate thereof, in the manufacidre of a medicament to treat an autoimmune disease.

101.  The use of an antibody-dpdg conjugate of claim 40, or a pharmaceutically acceptable

salt or solvate thereof, in the pfanufacture of a medicament to treat an infectious disease.
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