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1
CD27LANTIGEN BINDING PROTEINS

RELATED APPLICATIONS

This application claims the benefit of 118, Provisional
Agpplication No. 61/538,024 filed on Sep. 22, 2011, the con-
fents of which are hereby incorporated by reference in their
entirety.

The present application is being filed along with a
Sequence Listing in electronic format. The Sequence [isting
is provided as a file entitled A-1437-US-NP(US Mon-
Prow)_ST25.ixt, created Sep. 17, 2002, which is 94.3 KB in
size. The information in the electronic formeat of the Sequence
Listing is incorporated herein by reference in its entirety.

FIELI} OF THE INVENTION

The field of this invention relates to compositions of anti-
gent binding proteins ineluding antibodies capable of binding
CD2TL, as well as related methods.

BACKGROUND

CD27L (CDT0, TNESFT) is a type 11 integral membrane
protein whose expression on normal tissues is highly
restricted 1o a subset of activated T and B cells, dendritic cells
and to a small subset of cells in the thymic epithelium. The
hinlogical functions of CIN27L, which include augmentation
ar regulation of the immune response, are mediated via bind-
ing to its receptor, CD27, which is expressed predominately

0

2
etry on circulating tumor cells (Ranheim et al.. Blood 83,
3556-3563 (1965): Trentin et al.. Cancer Res. 57, 4040-4047
(194779,

Of the 127.000 patients in the US currently with active
B-NHL. approximately 50% of these patients present with the
DLBCL {intermediate grade) sub-type (Morton et al., Blood
107, 265-276 (2002)). Despite Rituxan plus evelophospha-
mide, adriamycin, vincristine, prednisone (CHOP) standard
of care therapy for DLBCL patients, almost 508 relapse.
Therefore an unmet medical need remains in this disease as
well,

SUMMARY
—

The invention provides anti-CD2TL antigen hinding pro-
teins, .g., antibodies and functional fragments thereof. The
anti-CD271, antigen binding proteins are particularly useful
in methods of treating diseases and disorders associated with
aberrant cell proliferation, e.g., cancer, and'or with inflam-
mation.

In a first aspect, the CD2TL antigen binding protein com-
prises a) a light chain variable domain having at least 0%
identity, at least 95% identity, or is identical 1o the amino acid
sequence set forth in SEQ) 1D NO:63, SEQ 1D NO:64, SEQ 1D

5 NO:6S, SEQ [0 NO:6h, SEQ) [0 NO:6T, SEQ 1D NO:GS,

SEQ IR NOWES, or SEQ D NO:T0: by a heavy chain variable
domain having at least 90% identity, at least 95% identity, or
is identical to the amino scid sequence set forth in SEQ) 1D
NO:1T, SEQ) 1D NO:I8, SEQ 1D NO:19, SEQ 1D NO:20,
SEQ IDNO:2L, BEQ 1D NO:22, SEQ 1D NO:23, or SEQ ID

hody comprising a hght chain vanable domam ammeo acid 33
sequence as set forth in SEQ) 11 NO:66 and a heavy chain
variahle domain aming acid sequence as set forth in SEQ 1D
NO:20{e.g., Abd), an antibody comprising a light chain vari-
ahle domain amino acid sequence as set forth in SEQ [D
Nx67 and a heavy chain vanable domain amino acid 40
sequence as sel forth in SEQ 1D NO:21 (e AbS), an anti-
body comprising a light chain variable domain amino acid
sequence as set forth in SEQ 11 NC:68 and a heavy chain
variable domain amine acid sequence as set forth in SEQ [D
NC:22 (eg., Ab6), an antibody comprising a light chain van- 45
able domain amino acid sequence as set forth in SEQ D
NO:69 and @ heavy chain vanable domain amino acid
sequence as set forth in SEQ 1D NO:23 (eg. -\b’?} or an

DETAILED DESCRIPTION OF PREFERRED
EMBODIMENTS

The section headings used herein are for organizational
purpeses only and are not W be construed as limiting the
subject matter described. All reieremes cited wﬂllmﬂm body
of this specification are exp ¥ T i by
in their entirety.

Standard techniques may be used for recombinant DNA,
aligonucleotide s}nlhcsus_ Lissue culrun. and l:rnnsfcrmal1nn
protein purification, efe, Enzy d purifi
techniques may be performed m,nurd.mg o the manufactur-
er's specifi or a3 lisl 'mlhcanor

Jescribed herein. The i i 1

antibody alight chain variable d
sequence as set forth in SEQ 1D NO:70 and o heavy chain 50
variable domain amino acid sequence as set forth in SEQ [
N:24 (eg. AbS). In preferred embodiments, the CD27L
antigen bmdlng pmom mhlb]ls bu.ldlug of CD27 to CD27L.
In i the ar
mﬁammalory dlsorder is systemic lupus erythematosus 535
{SLE), insulin dependent diabetes mellis (TDDM), inflam-
matory bowel dlsease(]BDJ multiple selerosis (MS), psoria-
sw, 1 arthritis {RA}, or
Jonephrit Tnother embodi inhibits
ar prevents transplant rejection or graft versus host disease in
the patient,

may be g lly performed ding to jonal meth-
ads we]] known in the art and as desr:nhed in various general
and more spemﬁs references that are cited and discussed

See e etal, 2001,
Molecilar (J’onmg 4 Labomran Manel, 3¢ ed., Cold
Spring Harbor Laboratory Press, cold Spring Harbor, NY.,
which is incorporated herein by reference for any purpose.

EXAMPLES

The Tollowing examples, both actual and prophetic, are
provided for the purpose of illustrating specific embodiments
or features of the present invention and are infended to limit

g s scope.

BRIEF DESCRIPTION OF THE DEAWINGS

I and physicalcl

FIG. 1. Summary of functi |
af exemplary emhodiments nI‘CDz'.'L antigen binding pro-
teins.

Example |

Fully Human Monoclonal Antibodies Against
D27L

A F &K (Claims)

o EHEES
o J T iEEAUR

s BRREEEZRIE
o KR ZHI IR E AR SL AR

What is claimed is:

anugen bmdmg protein having a light chain
varizble domain comprising an LCDR1 as set forth in SEQID
NO:71; an LCDR2 sequence as set forth in SEQ [D NO:79;
and an LCDR3 sequence as set forth in SEQ) 1D NO:RT and s
A heavy chain varable domain comprising an HCDRI as set
forth in SEQ 11 NO:23; an HCDHR2 sequence as set forth in
SEQIDNC:33; and an HCDR3 sequence as set forth in SEQ
IDNOAL

2. A CD27L antigen binding protein having a light chain
variahle domain comprising an LCDR1 as set forth in SEQ D
NO:72: an LCDR2 sequence as set forth in SEQ ID NO:R;
and an LCDRA sequence as set forth in SEQ 1D NO-8S; and
a heavy chain variable domain comprising an HCDRI as set
firth in SEQ 1D NO:26; an HCDR2 sequence as set forth in 15
SEQ IDNO:34: and an HCDR3 sequence as set forth in SEQ
IDNO:A42.

3 A CD27L antigen binding protein having a light chain
variable domain comprising an LCDR1 as set forth in SEQ 1D
NO:73:an LCDR2 sequence as set forth in SEQ LD NOET: 20
and an LCDR3 sequence as set forth in SEQ 1D NOSB9; and
a heavy chain varable domain comprising an HCDRI as set
forth in SECQ 1D NO:27; an HCDR sequence as set forth in
SEQIDNO:35: and an HCDR3 sequence as set forth in SEQ
D N3,

4. A CD2TL antigen hinding protein having a light chain
variable domain comprising an LCDR1 as set forth in SEQ 1D
NO:74: an LCDR2 sequence as set forth in SEQ [D NO:E2:
and an LCDR3 sequence as set forth in SEQ) 1D NOCSH, and
a heavy chain variable domain comprising an HCDRI as set 30

=

5

SEQ [D:56 and the heavy chain comprises the amine acid
sequence set forth in SEQ 1D NO:10.

10. The CD27L antigen binding protein ofclaim 2, wherein
the light chain comprises the amine acid sequence set forth in
SEQ ID:57 and the heavy chain comprises the amine acid
sequence set forth in SEQ 1D NO:T1L

11 The CD27L antigen binding protein of claim 4, wherein
the light ehain eomprises the amine seid sequence set forth in
SEQ ID:58 and the heavy chain comprises the amine acid
sequence set forth in SEQ 1D NO:12,

12. The CD27L antigen binding protein of claim 5, wherein
the light elain comprises the amino acid sequence set forth in
SEQ ID:59 and the heavy chain comprises the amine acid
sequence set forth in SEQ 1T NO:13.

13, The CD27L antigen binding protein of ¢laim 6, wherein
the light chain comprises the amino acid sequence set fosth in
SEQ ID:60 and the heavy chain comprises the amine acid
sequence set forth in SECQ T NCx 14,

14. The CD27L antigen binding protein of claim 7, wherein
the light chain comprises the amino acid sequence set forth in
SEQ [D:61 and the heavy chain comprises the amine acid
sequence sef forth in SEQ 11 MO:15,

15, The CD27L antigen binding protein of claim 8, wherein

5 the light chain comprises the amino acid sequence set forth in

SEQ ID:62 and the heavy chain comprises the amine acid
sequence set forth in SEQ 1D NO:16.

16, A variant of the CD27L antigen binding protein of
claim 11, wherein the varant is selected from the group
consisting of:
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