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Supplementary Figure 1a. Binding profiles of different SH2 domains on a CD22-pY peptide
array. The pY-containing peptide array representing the cytoplasmic Tyr phosphorylation sites
in CD22 was probed for binding, respectively, to different human SH2 domains (in GST fusion).
SH2 domains are identified on the right by the names of the corresponding proteins.
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Supplementary Figure 1b. Binding profiles of different SH2 domains on a CD22-pY
peptide array (cont’d).
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Supplementary Figure 2a. SH2 domain arrays probed by different CD22-pY peptides.

This is a blown up version of data shown in Fig. 1 with the printing map shown on the left.
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Supplementary Figure 2b. SH2 domain arrays probed by different CD22-pY peptides (cont’d).
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Supplementary Figure 3a. Binding profiles of different SH2 domains on an ITRM peptide array.
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Supplementary Figure 3b. Binding profiles of different SH2 domains on an ITRM peptide array
(cont’d).
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Supplementary Figure 3b. Binding profiles of different SH2 domains on an ITRM peptide array
(cont’d).
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Supplementary Figure 3b. Binding profiles of different SH2 domains on an ITRM peptide array
(cont’d).
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Supplementary Figure 4a. Binding profiles of different ITRM phosphopeptides on an SH2 domain
array.
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Supplementary Figure 3b. Binding profiles of different SH2 domains on an ITRM peptide array
(cont’d).
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Supplementary Figure 3b. Binding profiles of different SH2 domains on an ITRM peptide array
(cont’d).



A 1 P
’.\_ .{ -. I:. [ ]
2 e, o L
y ese y, .
Qo Fucko” oo o
@ vy o
O L ]
% -‘:- ;.
= ~* S1(4%
05 .
2 o of
3 waid
o . %
> R 4
o of
S3(12%) choe? S4(4%)
1o d
[ ]
0
0 0.5 1
Bidirectional Array Score (B;4)
)
>, V-,
q IQ‘S/y H
B P
A2
Y '_f:
= .7 Q a
- L )
4 T 08299 %%
® 2 ;'.'\»,.-"%E\—p‘;"&.»bx_%
% F 2 _0082%8%55%% oW
N N N o R T, v T D *
% @ @ 19%2%%3u38% o,
@ %5002 IR
Ro 40w @ S K5, By Sk,
B 502 » P T R @ vavash2
4LV AP P S, G 9%,
VAV3-sH2 i} Qoo-orygp 3% % W, %, 5%
B0 Ry © M35H-pY267 %, { % @ PIK3R3_N-SH2
O ob Bon | SRS, eV LS
Q,f-,"' ,V.-?‘ NG ‘ L|Rg7isz$;;z "'CLC‘M-IJ,)::GS @ sH202A-sH2
2 ’d -
& g s & - TRGrls pvaso .SIGJ%Ys @ Gre7sh2
° N ' R MCpy, 1397
A DY 4 s PY3g
L I Xpy, ® pisracsH2
,\. . _;.Q\"\, o) 37
& e o0 GRB2-SH2
%lQ b‘Q Qy; 52\ .
& o o FER-SH2
< .-,,,Q N
S o® ® 00000000 FES-SH2
$ QE232L23
& AISEL00G
& PR
] 02z ~ 2 SIS
S N
I I
N N

Supplementary Figure 5. Analysis of data from bidirectional peptide-protein array screens.

(A) Distribution of SH2-ITRM interactions in the bidirectional array plot. Interactions within each
square are shown as percentage of the total interactions surveyed by the bidirectional array. (B) A
high-confidence immunoreceptor-SH2 domain interactome derived from S1 in (A). ITIM motifs are
shown in red, ITSM yellow, and ITAM green. SH2 domains were identified by the corresponding
protein names and shown in blue. Proteins in the interactome are clustered using NAViGaTOR.
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Supplementary Figure 6. Prediction of an immunoreceptor-SH2 domain signaling network
based on data from bidirectional peptide-protein array screen. ITRM-SH2 pairs in S1 were
used as gold standards to rescue true-positive interactions buried in S2-4 (see also
Supplementary Figure SA). The resultant interactome contains interactions located within S1 as
well as those “rescued” by the scheme described in the paper. Interactions annotated in the
STRING database are marked blue. ITIMs are shown in red, ITAMs in green, and ITSMs in
yellow. Three peptides on the top were shown as examples.



Fluorescein Bright field Overlay

Supplementary Figure 7. Microscopic images of cells transduced with fluorescein-
labeled BSA- gold nanoparticles (AuNP) adducts. YT cells were incubated with

10 nM AuNP-FITC-BSA for 4h at 37° C. Shown are fluorescent (left) and bright-field
(middle) images of the cells with the overlaid image shown on the right.



