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VH sequence:

GAAGTGCAGCTGGTGGAGTCTGGGGGAGGCTTAGTGAAGCCTGGAGGGTCCCTGAAACTCTCC
TGTGCAGCCTCTGGATTCAAGTTTAGTAGATATGCCATGTCTTGGGTTCGCCAGGCTCCGGGGA
AGAGGCTGGAGTGGGTCGCAACCATTAGTAGTGGTGGTAGTTACATCTACTATCCAGACAGTG
TGAAGGGTCGATTCACCATCTCCAGAGACAATGTCAAGAACACCCTGTATCTGCAAATGAGCA
GTCTGAGGTCTGAGGACACGGCCATGTATTACTGTGCAAGACGAGATTACGACCTGGACTACT
TTGACTCCTGGGGCCAAGGCACCCTTGTCACCGTCTCCTCA

Vk sequence:

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCGGTGGGAGACAGAGTCACTATC,

ACTTGCAAGGCGAGTCGGGACATTAGAAGCTATTITAACCTGGTACCAGCAGAAACCAGGGAA

AGCTCCTAAGACCCTGATCTATTATGCAACAAGCTTGGCAGATGGGGTCCCGTCGAGATTCAG

TGGCAGTGGATCTGGGCAAGATTATTCTCTCACCATCAGCAGCCTGGAGTCTGACGATACAGC

AACTTACTACTGTCTACAACATGGTGAGAGTCCATTCACGCTCGGCTCGGGGACCAAGCTGGA
AATCAAA

Figure 1a
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. VH sequence:

EVQLVESGGGLVKPGGSLKLSCAASGFKFSRYAMSWVRQAPGKRLEW
VATISSGGSYIYYPDSVKGRFTISRDNVKEKNTLYLQMSSLRSEDTAMYY
CARRDYDLDYFDSWGQGTLVTVSS

VK sequence:

DIQMTQSPSSLSASVGDRVTITCKASRDIRSYLTWYQQKPGKAPK.TLI
YYATSLADGVPSRFSGSGSGQDYSLTISSLESDDTATYYCLQHGESPFT
LGSGTKLEIK

Figure 1b
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T1h receptors on T & B lymphocytes
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Effect of T1h on PHA induced proliferation

10000 - 4 ’

9000 -
8000 -

= e

4000
3000 m § m .

Relative floursecence units

o <& &
& & & & & &
. e e
medialsTHh - sTIR/shRS
Ttest 0.0023 0.0225

Figure 17



WO 2009/113083 PCT/IN2008/000562

20/33

1 ] 2 ]".3 | 4 1 | 1 ] 12

CD3 CcD3 CD3
lug/mi+ [logiml+ {lugfmi+
Alcem - [Aleam Alcam

cpz  |cp3 lep3 [cD3
tuginl  (logml  |lughet  |lug/ml

_|cps cD3 cD3
0.50g/ml+ |GIuglml -+ 10 Sug/ml+
. |aleam sican alzam

CD3 cD3 CD3 CD3
DSug/mt  [035ug/ml 0 Sug/ed |0 Sug/ml

CD 3 CD3 CD 3
025ug/l [025ugh JE25uzfnl
tAlean  jFalcam |+ Aleam

CD3 CD3 CD3 CD3

025vg/md [0.25ug/wl [0.25up/ml |025ugfml
cD3 CD3 CD3 CD3
0.125ug/ml [0.125ug/ml |0.125uefml {0.125u g/l

- bz [ob3  |[cD3
i |0.125ug/ed |0:12 it [0.1250gfml|

» cp3 |cD3 ' |cD3
cpz  |cp3 [cD3 [eps 0.625ug/mt

D.625upfl [0.625ugfm] |0.625ug/m! [0.625uafm

No o . Mo ' ., |Tial
Anitbody |Anitbody |Anitbody [ug/iel:
Mo Ne * |No . ' [Tihl

Anithody |Anitbody |Anithody |ugfl;

Figure 18



WO 2009/113083

PCT/IN2008/000562

21/33

Relative Floursence Unit

50000 -
45000 -

40000
35000
30000
25000

20000 A

15000
10000
5000

Effectof sTThof cross linking of iort3/T1h/Alcam

o {ug/ml
o0.5
00.25
mQ.q25
00,0625

Figure 19




WO 2009/113683 PCT/IN2008/000562

22/33

anti-CD6
14 114 ’
10 . 101
T 094 = 099
£ Z 0.8
S or 5 o7
B o5 % 067
2 054 & 0.5
B 0.4] 2 044
ol EX & 03]
2=y o T T 1 0.2 e—rrrtror e T—rrrrm—rT T
300 275 250 <225 200 95 -300 276 -z50 <225 200 <175
anti-CD3 {Log concentration in ng/mi} anti-CD3 (Log concentration In ng/ml)

ALCAM:  Four parameters logistic fit
Tih Sigmoeidal dose-response

Gontrol: h]3 (anti-human EGFR mAb) Bliss additivism model

antl-CD6: T1h (anti-human CD8& mAb;
¢ ) -predicts the combined response G for iwe single

i 1 o
Concentration: 10pg/mL soluble and 1 pgimL tethered compounds with effec S Aand Bls

RFU: Relative Fluorescence Unlt {Alamar Blue)

Incubation: 5 days C=A+B-A.B

Number of cells: 30000 cells/ well TR
where each effect Is expressed as fractional inhibition

between 0 and 1. These effect-based synergy models
make no assumptions about the functienal form of the
dose-response curves, and do not require dose-
response information that lies outside the range sampled
by each screening matrix,

Figure 20



WO 2009/113083 PCT/IN2008/000562

23/33

Effect of T1h on IL2 mediated proliferation
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Expression of C'ytokines in Mixed Lymaphocyte Reaction (LPS @eated DC' & PBL)
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