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Supplementary table 1) Literature overview

Human material NOD and SS

Serum Saliva Other Serum Saliva Other
IP-10 (CXCL-10) [1]
LTN (XCL-1) [1]
MCP-1 (CCL-2) [2, 3]
MIP-1a (CCL-3) [2, 3] [4]
MIP-18 (CCL-4) [2, 3] [4]
RANTES (CCL-5) [2, 3] [4] [1, 5]
Eotaxin (CCL-11) [2, 3]
IFN-y [2, 3] [6, 7] [7-10] [11] [11] [5, 12, 13]
IL-12p70 [2, 3] [8, 10] [11] [11] [5, 13]
IL-4 [2, 3] [7] [7,8,10] [11,13] [11] [5, 14]
IL-5 [2, 3] [7] [7] [11] [11]
IL-17 [2, 3]
GM-CSF (CSF-2) [2, 3] [9] [11] [11]
IL-2 [2, 3] [7] [7-10]  [11,13] [11] [5]
IL-10 [2, 3] [7] [7,8] [11,13] [11] [5, 15]
TNF-o [2, 3] [7] [7, 8] [11] [11] [5]
CD40L [16] [16] [17]
CD40 [17]
IL-1a [2] [7] [7] [13]
IL-1B [8, 9] [11] [11]
IL-18 [18,19] [10, 19]
IL-6 [2, 3] [6, 7] [7-9] [11,13] [11] [5]
EGF [3] [20] [21] [12]
FGF-b (FGF-2) [22] [22]
Growth Hormone [23] [23]
VEGF-A [3]
CRP [24, 25]
Haptoglobin [26]
SGOT [27]
Fibrinogen [25] [28]
VvWF [29]
VCAM-1 [30] [30] [31] [32]
MMP-9 [33, 34] [35] [33, 36] [37] [37, 38]
TIMP-1 [34] [35] [36]
Cystatin-C [39]
MPO [40]
NGAL [40] [41]
Apo-A1 [42, 43]
B,m [44] [39] [45]
Clusterin [30] [30]
GST-Mu [46]
IgA [47] [48] [49] [50]
anti-M3R [51, 52] [53] [13]
SSA (anti-Ro) [54] [55] [56] [57]
SSB (anti-La) [54] [55] [56] [57]
anti-RNP [54, 58]
anti-pCNA [59]
anti-Proteinase 3 [60]
anti-Sm [54, 58]
anti-beta 2GPI [61]
anti-MPO [60, 62] [62]
anti-Jo1 [58]
anti-Mitochondrial [63]
anti-SCL70 [54, 58]
anti-Ribosomal P [64]

Molecules included in this study analyzed previously in either, specimens obtained from patients with SS or
reported in relation with SS-like pathology in NOD mice. The column “other” includes THC on tissue sections,
in-situ hybridization, RNA extracts etc. The search was limited to publications written in English and indexed in
PubMed. The most common synonyms and MeSH terms were included in the search, which was finalized in
June 2007. Abbreviations not introduced in the main manuscript: B2m (beta-2 microglobulin), GST (glutathione
S-transferase), Jo-1 (histidyl-RNA synthetase), NGAL (lipocalin-2), pCNA (proliferating cell nuclear antigen),
Sm (Smith), RNP (ribonuclear protein), TNF (tumor necrosis factor).
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Supplementary table 2) Comparison of disease parameters and analyte concentrations in serum and saliva

Strain t-test Strain t-test
Balb/c NOD (sig. 2- Balb/c NOD (sig. 2-
Pathology Mean SEM Mean SEM Change tailed) Mean SEM Mean _SEM Change tailed)
Salivary flow 064 (002) 037 (0.03) -42%
Focus score not present 1.01 (0.09) - -
Ratio index not present 0.05 (0.01) - -
Insulitis score not present 0.45 (0.05) - -
Serum Saliva
Chemokines
GRO (CXCL-1) [ng/ml] n/d n/d - -l 003 (0o1) 008 (003 +147%
GCP-2 (CXCL-5) [ng/ml] 188  (0.79) 180  (0.82) -4% 027 (0.03) 049 (0.03)  +81%
MIP-2 (CXCL-2) [pg/ml] 258  (230) 19.1  (0.96) -26% 644 (1.07) 11.8 (1.92)  +83%
IP-10 (CXCL-10) [pg/mi] 418 (405 713  (10.3)  +70% 881 (1.93) 403 (598) +358%
LTN (XCL-1) [pg/ml] 80.4 (677) 113  (7.22)  +40% 11.3  (285) 250  (4.66) +121%
MCP-1 (CCL-2) [pg/ml] 723 (349) 125  (13.0)  +73% 1.07  (0.58) 422 (1.23)  +295%
MCP-3 (CCL-7) [pg/ml] 145  (11.9) 289  (34.0)  +99% 408 (112) 121  (206) +197%
MCP-5 (CCL-12) [pg/ml] 429 (497) 452  (8.77) +5%  0.8255 | 470  (4.40) 338  (1.01) -28%
MIP-10 (CCL-3) [pg/ml] 125  (13.8) 171 (5.96)  +37% 29.0 (7.28) 371 (7.95)  +28%
MIP-1B (CCL-4) [pg/ml] 66.2 (17.4) 118  (53.2)  +79%  0.3622 | 17.8  (6.21) 55.8  (13.1)  +214%
MIP-1y (CCL-9) [ng/ml] 973  (050) 13.9 (0.50)  +43% 054 (0.11) 045  (0.05) 17%
RANTES (CCL-5) [pg/mi] n/d n/d - 328 (0.85) 14.1  (1.52)  +332%
Eotaxin (CCL-11) [pg/ml] 878  (67.2) 947  (58.5) +8% 161 (0.41) 450 (1.05) +180%
MDC (CCL-22) [pg/ml] 398  (16.6) 508  (17.7)  +28% 762  (244) 202 (3.74) +165%
MIP-38 (CCL-19) [pg/ml] 409  (36.6) 643  (42.3)  +57% 860 (5.02) 248 (7.13) +188%  0.0771
Cytokines (type-1)
IFN-y [pg/ml] n/d 063  (0.63) - 03282790 (236) 152 (322)  +92%  0.0812
IL-12p70 [pg/mi] n/d n/d - - 393 (151) 903 (236) +130%  0.0825
OPN (SPP-1) [ng/mi] 915 (7.29) 212 (195)  +132% [EI0IG00MM n/m n/m - -
Cytokines (type-2)
IL-4 [pg/ml] n/d n/d - - 303 (622 447 (694)  +47%  0.1383
IL-5 [pg/ml] 33.0 (25.1) 375 (19.1)  +14%  0.1674 | 21.3  (6.25) 43.8 (13.7) +106%  0.1485
Cytokines (type-3)
IL-17 [pg/ml] n/d n/d - -l 830 (261) 188 (@71) +127%
Pleiotropic cytokines
GM-CSF (CSF-2) [pg/ml] n/d n/d - -lo090 (025 185 (035 +106%
IL-2 [pg/ml] n/d n/d - -[102 (181) 146 (285  +43%  0.2056
IL-3 [pg/ml] n/d n/d - -| 0.18  (0.18) - 0.3282
IL-7 [pg/ml] 170  (11.6) 7.10  (6.31) -58%  0.4606 | 18.8  (6.30) 47.3  (9.94) +152% -
IL-10 [pg/ml] 379 (20.5) 442  (142)  +17% OGS 153 (19.6) 209  (15.1)  +36%
TNF superfamily
TNF-c: [pg/mi] 296 (827) 123  (357) -58%  0.0677 | nid 170 (1.21) - 0.1666
CD40L [pg/mi] 902  (102) 551  (82.6) -39% 243 (19.0) 114  (45.7) +369%  0.0759
CDA40 [pg/mi] 158  (8.76) 251  (21.9)  +59% 129 (0.71) 815 (293 +531% |02
IL-6 like cytokines
IL-6 [pg/ml] n/d n/d - - 110 (049 243 (068) +120%  0.1258
IL-11 [pg/ml] 130 (473) 170 (559)  +31% 05903 [ 092  (0.92) 11.2  (2.74) +1118%
LIF [pg/mi] 941  (16.9) 72.4  (5.90) 23% 02397 [ 553 (220) 165  (3.34) +199%
OSM [pg/ml] 176 (12.4) 490 (2.72) 72% 03279 [ 830 (3.39) 33.1 (8.12)  +299%
IL-1 family
IL-1cx [pg/ml] 959  (45.2) 646  (56.6) -33% 298  (47.7) 248  (24.8) 17%  0.3642
IL-1B [ng/ml] 126  (0.06) 139  (0.05)  +10% 005 (0.03) 010 (0.04)  +90%  0.3678
IL-18 [pg/ml] 143 (0.04) 227 (0.20)  +58% 007 (003 018 (0.04) +162% [ICGTSEH
Growth factors
EGF [pg/mi] 182  (233) 263 (1.75)  +44% 853 (251) 762 (2.16) 1%  0.7841
FGF-9 [ng/mi] 023 (0.23) n/d - 060 (0.15) 170 (0.28) +182% [NOIO0ZIM
FGF-b (FGF-2) [ng/ml] 143 (0.05) 1.49  (0.03) +4% 077 (005 094 (0.06)  +22%  0.0525
Growth Hormone [ng/ml] 186  (2.76) 63.6  (9.31)  +241% 013  (0.13) 033 (0.18) +150%  0.3790
M-CSF (CSF-1) [ng/ml] 325 (0.10) 298  (0.13) -8% 005 (0.01) 0.09 (0.01)  +68%
SCF (Kitl) [pg/ml] 758 (5.66) 98.2 (5.40)  +29% 107  (328) 243  (5.05) +127%
TPO [ng/ml] 161 (0.36) 149  (0.58) 7% 040 (0.18) 215 (0.36)  +440%
VEGF-A [ng/ml] 0.28 (0.03) 0.8  (0.01) -36% 150  (0.22) 111 (0.12) -28%  0.1136




Supplementary table 2) Comparison of disease parameters and analyte concentrations in serum and saliva (continuation)

Peptide hormones
Leptin [pg/ml]
Endothelin-1 [pg/ml]
Insulin [mIU/ml]

Acute-phase reactants
CRP [ug/ml]
Haptoglobin [ug/ml]
SAP [ug/ml]

SGOT [ug/ml]

Coagulation factors
Factor Il [ng/ml]
Factor VII [ng/ml]
Fibrinogen [ug/ml]
VWF [ng/ml]

Adhesion molecules
VCAM-1 [ng/ml]

Proteases and inhibitors
MMP-9 [ng/ml]

TIMP-1 [ng/ml]
Cystatin-C [ng/ml]

Innate immunity
MPO [ng/ml]

NGAL [ng/ml]

Miscellaneous
Apo A1 [ug/ml]

B,m [ng/ml]
Calbindin [pg/ml]
Clusterin [ug/ml]
GST-a [pg/ml]
GST-Mu [ng/ml]
Myoglobin [ng/ml]
I9A [ug/ml]

Autoantibodies
anti-Insulin [U]
anti-M3R IgG [% pos.]
anti-M3R IgG1 [% pos.]
anti-M3R 1gG2b [% pos.]
anti-M3R IgG2c [% pos.]
anti-M3R 1gG3 [% pos.]
SSA (anti-Ro) [U]

SSB (anti-La) [U]
anti-RNP [U]
anti-pCNA [U]
anti-Proteinase 3 [U]
anti-Sm [U]
anti-beta 2GPI [U]
anti-MPO [U]
anti-Jo1 [U]
anti-Mitochondrial [U]
anti-SCL70 [U]
anti-Ribosomal P [U]
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Serum Saliva
Strain ttest Strain
Balb/c NOD (sig. 2- Balb/c NOD

Mean SEM Mean SEM Change tailed) Mean SEM Mean SEM
643  (141) 607  (113) 6% _ 0.8441 [ n/id 540  (2.44)
40.0 (7.38) 658  (6.92) +64% 572 (1.14) 693  (1.47)
263 (0.13) 3.88  (0.12) +48% 061 (0.12) 051  (0.10)
150 (0.11) 277  (0.16) +85% 0.03  (0.01) 0.03 (0.01)
18.9 (0.87) 21.6 (0.82) +14% 1.50 (0.32) 229 (0.64)
175 (1.01) 250  (0.94) +43% 013  (0.03) 0.13  (0.03)
15.4 (1.00) 20.4 (1.33) +33% 38.5 (8.45) 40.7 (7.46)
193 (0.20) 278  (0.26) +45% 0.20 (0.05) 0.28  (0.06)
1.83 (027) 283  (0.22) +54% 0.38  (0.04) 043  (0.04)
34.0 (20.0) 404 (67.3) +1088% 318 (87.5) 216 (61.7)
348 (2.00) 333 (2.73) -4% 026  (0.06) 039  (0.08)
966 (32.6) 1,342 (54.7) +39% 0.15 (0.03) 0.22  (0.02)
73.5 (9.91) 44.4 (5.35) -40% 40.5 (7.02) 69.7 (9.15)
122  (0.30) 1.49  (0.10) +23% 0.10  (0.01) 0.16  (0.02)
506 (22.6) 790 (29.0) +56% n/m n/m

60.8 (3.06) 102 (8.11) +67% 39.9 (8.43) 78.5 (10.8)
n/d n/d - - | n/m n/m

526 (155 633 (270)  +20% [OGG24M 0.48 (0.06) 0.385 (0.08)
333 (96.2) 409 (116) +23%  0.6194 | n/m n/m

317 (176) 670 (877) +111% 0.4046 | n/m n/m

202 (5.07) 199 (9.32) 1% 0.7919 | n/m n/m

137 (44.4) 252 (214) +83% 0.6068 | 125  (12.5) 59.1  (40.6)
n/d n/d - - | n/m n/m

824  (229) 1,318 (362) +60% 014  (0.04) 0.5  (0.03)
137  (5.85) 649  (2.96) -53% 9.13 (272) 968 (1.52)
2.48 (0.34) 5.28 (1.95) +112% 0.1731 | 0.71 (0.02) 0.93 (0.12)
16.0 (0.75) 235 (5.71) +47% n/m n/m

053 (0.13) 977 (2.76) +1756% n/m n/m

1.58 (0.09) 17.7 (4.57) +1023% n/m n/m

0.91 (0.07) 70.5 (7.10) +7628% n/m n/m

0.25 (0.07) 0.54 (0.09) +114% n/m n/m

1.03 (0.41) 045 (0.26) -56% 0.2464 | -1.2 (0.19) -0.2 (0.53)
212  (0.26) 195  (0.24) 8% 06466 | 0.71  (0.02) 0.85  (0.06)
568  (0.69) 557 (42.1) +882%  0.2474 | 056  (0.03) 0.83  (0.12)
170  (0.17) 1.76  (0.24) +4% 0.8314 | 0.74  (0.02) 0.81  (0.05)
165 (0.17) 169  (0.12) +2%  0.8603 [ 0.64 (0.04) 0.80  (0.09)
2.58 (0.59) 401 (200) 15432% 0.0586 | 0.73 (0.02) 2.56 (1.52)
898 (2.02) 921 (2.76) +3% 09463 [ 055 (0.03) 0.86  (0.13)
3.87 (0.55) 3.32 (1.08) -14% 0.6556 | 0.36 (0.03) 0.42 (0.06)
057 (0.12) 064  (0.10) +13% 06374 | 0.34 (0.05) 058  (0.11)
380 (0.71) 347  (0.60) 9% 07217 | 035 (0.04) 061 (0.13)
11.6 (2.41) 8.93 (1.41) -23% 0.3581 | 0.87 (0.01) 1.22 (0.12)
215 (0.21) 175 (0.17) -19% 0.1572 | 055 (0.04) 0.66  (0.11)

t-test
(sig. 2-
Change tailed)
+21% 0.5224
-17% 0.5025
-6% 0.8487
+53% 0.2584
+0% 0.9965
+6% 0.8487
+40% 0.3069
+13% 0.3914
-32% 0.4255
+50% 0.1965
+49%
+72%
+58%
+o7% (INGIGHG0N
-20% 0.3281
+373% 0.2678
+14% 0.7143
+6% 0.8701
+320 [INGIGATSH
-79% 0.0696
+20%
+46%
+10% 0.1278
+25% 0.0777
+252% 0.1505
+56%
+18% 0.3188
+69% 0.0548
+72%
+40%
+19% 0.3113

Salivary flow is expressed as ul saliva secreted per minute normalized per gram bodyweight, focus score is the number of foci with
50 or more mononuclear cells per mm” glandular tissue and the ratio index represents the area of inflamed tissue per area of
glandular tissue. Standard error of the mean (SEM) is displayed parentheses. Significant differences between the means are filled
with red. Abbreviations not introduced in the main manuscript: B2m (beta-2 microglobulin), GST (glutathione S-transferase), Jo-1
(histidyl-RNA synthetase), NGAL (lipocalin-2), pCNA (proliferating cell nuclear antigen), Sm (Smith), RNP (ribonuclear protein),

TNF (tumor necrosis factor).



Supplementary table 3) Principal component analyses - component structure and loadings

Serum
Chemokines 1 2 3
MCP-1 (CCL-2) 0.94 0.24 0.11
MCP-3 (CCL-7) 0.90 0.38 0.06
MIP-2 (CXCL-2) 0.84 -0.27 -0.03
IP-10 (CXCL-10) 0.79 0.24 0.30
MIP-1a (CCL-3) 0.14 0.87 0.35
MIP-1y (CCL-9) -0.08 0.85 0.09
MCP-5 (CCL-12) 0.39 0.82 -0.14
MIP-3p (CCL-19) -0.19 0.22 0.89
LTN (XCL-1) 0.47 0.12 0.74
MDC (CCL-22) 0.58 -0.15 0.66
Variance explained: 38% 26%  20%
Growth factors 1 2 3
VEGF-A 0.97 0.04 -0.09
SCF (Kitl) 0.93 0.17 0.20
M-CSF (CSF-1) -0.06 0.93 0.18
Growth Hormone 0.34 0.86 0.13
EGF 0.05 0.21 0.97
Variance explained: 39% 33% 21%
Saliva
CCL & XCL chemokines 1 2
LTN (XCL-1) 0.98 0.12
MCP-3 (CCL-7) 0.96 0.17
MIP-1p8 (CCL-4) 0.96 0.19
MCP-1 (CCL-2) 0.94 0.25
RANTES (CCL-5) 0.67 0.30
Eotaxin (CCL-11) 0.20 0.91
MDC (CCL-22) 0.18 0.91
Variance explained: 60% 27%  87%
Cytokines 1 2 3
IFN-y 098 -0.13 0.05
IL-7 0.96 0.20 0.14
OSM 0.94 0.14 0.23
GM-CSF (CSF-2) 0.89 -0.14 0.40
IL-17 0.86 -0.03 0.48
IL-11 0.82 0.39 0.36
IL-5 0.64 0.28 0.17
IL-18 0.62 -0.11 0.60
LIF 0.13 098 -0.04
IL-10 0.12 0.97 0.06
IL-1B -0.08 0.88 0.32
CD40 0.23 0.16 0.96
CD40L 0.47 0.38 0.77
Variance explained: 47% 24% 20%
Autoantibodies 1 2
anti-RNP 0.99 0.01
anti-Insulin 0.97 0.14
anti-Mitochondrial 0.96 0.12
SSB (anti-La) 0.95 0.26
anti-SCL70 0.86 0.47
anti-beta 2GPI 0.12 0.99
Variance explained: 75% 22% 97%

84%

93%

91%
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Cytokines 1 2 3 4 5
OPN (SPP-1) 0.94 -0.07 -0.29 0.01 0.03
LIF 0.74 0.33 0.33 -0.34 -0.23
IL-1a 0.06 0.25 -0.08 -0.02
CD40L 0.45 0.68 0.03 0.34 0.31
CD40 -0.11  -0.22 095 -0.06 -0.12
IL-10 -0.09 0.16  -0.06 0.96 -0.04
IL-18 -0.05 010 -0.11  -0.03 0.97

Variance explained: 24% 22% 17% 17% 16%

Coagulation factors 1 2
Factor VII 096 -0.10
Factor Il 0.89 0.33
Fibrinogen 0.07 0.99

Variance explained: 57% 37% 94%

CXCL chemokines 1 2
GRO (CXCL-1) 0.92 -0.08
MIP-2 (CXCL-2) 0.90 0.05
IP-10 (CXCL-10) 0.78 -0.55
GCP-2 (CXCL-5) 0.73 0.64
Variance explained: 48% 39% 88%

Growth factors 1 2
SCF (Kitl) 093 -0.34
FGF-9 0.90 -0.40
TPO 0.61 0.55
M-CSF (CSF-1) 0.46 0.74

Variance explained: 49% 35% 84%

Acute-phase reactants 1
CRP 0.99
SAP 0.97
SGOT 0.97

Variance explained: 95% 95%

Coagulation factors 1 2
Factor Il 0.99 -0.06
VWF
Fibrinogen -0.01 0.99

Variance explained: 51% 47% 98%

95%

Yellow fill indicates significant positive factor loading, green fill significant negative factor loading. The percentage of variances
explained (extraction sums of squared loadings) by the component is indicted at the bottom of the column together with cumulative
variance explained by all components (bold). In saliva, CCL and XCL and CXCL chemokines were separately investigated in saliva
to improve the comprehensibility of the model.
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Supplementary table 4) Strain membership prediction by defining variables from principal components
Speci- Sensi- Hit

Components serum R* ficity  tivity rate
Growth factor Se-C-1 0.883 100% 92% 96%
Cytokine Se-C-1 0.832 92% 100% 96%
Chemokine Se-C-2 0.821 83% 92% 88%
Growth factor Se-C-2 0.794 75% 92% 83%
Chemokine Se-C-1 0.782 75% 100% 88%
Cytokine Se-C-2 0.774 92% 75% 83%
Chemokine Se-C-3 0.772 92% 83% 88%
Coagulation factor Se-C-2 0.747 83% 100% 92%
Cytokine Se-C-5 0.653 75% 100% 88%
Cytokine Se-C-3 0.645 67% 92% 79%
Coagulation factor Se-C-1 0.532 83% 67% 75%
Growth factor Se-C-3 0.509 75% 67% 71%
Cytokine Se-C-4 0.471 75% 83% 79%

Components saliva
CCL; XCL Sa-C-1 0.880 67% 100% 83%
CXCL Sa-C-1 0.877 92% 100% 96%
Growth factor Sa-C-1 0.799 58% 100% 79%
CXCL Sa-C-2 0.745 75% 92% 83%
Autoantibody Sa-C-1 0.721 63% 100% 85%
Cytokine Sa-C-1 0.678 58% 67% 63%
Cytokine Sa-C-2 0.556 67% 58% 63%
Autoantibody Sa-C-2 0.551 50% 83% 70%
CCL; XCL Sa-C-2 0.539 58% 75% 67%
Cytokine Sa-C-3 0.467 45% 75% 61%
Growth factor Sa-C-2 0.446 58% 67% 63%

Coagulation factor Sa-C-1 0.393 58% 50% 54%

Coagulation factor Sa-C-2 0.281 57% 58% 58%

Acute-phase reac. Sa-C-1 0.205 14% 33% 26%
Results from DA sorted corresponding to their canonical correlation and ranked the principal components according to their
capacity to predict strain-membership. Defining variables of the corresponding component were entered simultaneously for DA.
Specificity (percentage of correct predictions in the NOD group), sensitivity (percentage of correct predictions in the Balb/c group)
and hit ratio (% of correctly classified cases) represent results obtained from cross-validated (leave-one-out) group prediction
analyses.
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Supplementary figure 1) Extraglandular disease manifestations in the kidneys and the lungs present in a subset of NOD mice
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Histopathology of the kidneys (A-C) and the lungs (D-F). A) Mononuclear cell infiltration in the kidney (H&E); B) presence of a
hyaline cast in a renal tubulus, (PAS); C) * increased numbers of mesangial cells within the glomerulus, ** hyaline material within
glomerular capillaries (PAS); D) * intraalveolar macrophages ** peribronchial lymphocytic infiltrate (H&E); E) foamy
macrophages in absence of mononuclear cell infiltration (H&E); F) peripheral lymphocytic infiltrate (H&E). The scale bar
represents 100um; H&E = haematoxylin and eosin; PAS = periodic acid-Schiff staining.
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