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Supplemental tables

Table S1. List of analyzed E+1 mutations of the test set and the borderline set.
Exon skipping analyses were described in this work for mutations O13, HK08, all the PID and all the BOR sequences, the rest was adopted from Fu et al. [S1]. The sequences that presented aberrant splicing following mutation are highlighted in light orange. The exons highlighted in yellow were selected as presumably splicing-affecting (the length of their PPS being 10 nt at maximum, containing the uninterrupted T-stretch not longer than 3 nt) and those highlighted in green as presumably splicing non-affecting (the minimal length of their PPS being 11 nt, with T-stretches of 4 nt at minimum; see results section). The depicted protein change is a predicted change based solely on DNA-level knowledge. The number of pyrimidines upstream from the 3'ss was counted in 25- (50-) nt sequences. The values that do not fall (according to the mutation influence on splicing) into the range of herein proposed cut-off limits are marked in blue. BOR = sequences from the “borderline set” of mutations. Py = number of pyrimidines, PPS = the longest uninterrupted polypyrimidine stretch, RefSeq = reference sequence in the NCBI database, skip. = ratio of exon skipping in the minigene analyses of wild type (wt) or mutant (mut) sequences.
* there are several discrepancies in the numbering of exons in the reference sequences compared to the numbering shown in Fu et al. (2011): EYA1 exon 10 is depicted as number 12 in the reference sequence; CAPN3 exons 10 and 17 are depicted as numbers 5 and 12 in the reference sequence, respectively.

** mutation c.1350G>T has not been reported yet.

*** the mutation was derived from RAPID database where mutations of G to A, C and T were depicted in the same position. However, the change selected for this article, G>A, was later found to be mistakenly obtained from [S2], where a mutation at adjacent position was described.
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Eval1 BRCA2 7 c.517g>t yes 17 0.09 0.20 0.03 no yes yes [S5]

Eval2 RHAG 9 c.1139g>t yes 18 0.17 0.45 0.03 no no yes [S6]

Eval3 APC 4 c.423g>t yes 10 2.34 0.00 0.04 yes yes yes [S7]

Eval4 CFTR 4 c.274g>t yes 21 0.28 0.51 0.03 yes yes yes [S8]

Eval5 IDS 4 c.419g>t yes 18 0.26 0.61 0.03 yes yes yes [S9]

Eval6 NT5C3 8 c.339g>c yes 17 0.38 0.72 0.03 yes yes yes [S5]

Eval7 RHAG 6 c.808g>a no  16 0.08 0.28 0.01 no no no [S6]

Eval8 APC 15 c.1959g>a no  17 0.00 0.00 0.00 no no no [S10]

Eval9 UROS 9 c.562g>t no  18 0.13 0.15 0.03 no no no [S11]

Single tools predicted values

Combined tools prediction - 

splicing affection

a



Table S2. Predicted values for the E+1 mutations using instruments evaluating the overall strength of the 3'splice site. 

The values that do not fall (according to their sequences influence on splicing) into the range of the herein proposed cut-off limits are marked in blue. The sequences that were shown to adopt aberrant splicing upon mutation are highlighted in light orange.

Diff. = difference, perc. = percentile, seq. = sequence

[image: image2.emf]Sequence Gain Loss Gain Loss

O13 - - - 1 ESE

HK08 - - 2 ESE 5 ESS

PID1 - - - -

PID2 - - 1 ESS, 2 ESE1 ESS, 2 ESE

PID3 - - 3 ESE 1 ESE

PID4 - 1 ESE - 3 ESE, 1 ESS

PID5 - - 3 ESE -

PID6 - - 1 ESS 1 ESE

PID7 - - 1 ESS -

PID8 1 ESE - 3 ESE 2 ESS

PID9 - - - -

Fu01 - 2 ESE - 6 ESE

Fu02 - - 3 ESS 1 ESE

Fu03 - - 2 ESS -

Fu04 - - 1 ESE 2 ESE

Fu05 - - 2 ESE -

Fu06 - - 1 ESS -

Fu07 1 ESE - 1 ESE 2 ESS, 3 ESE

Fu08 - - 3 ESE -

Fu09 1 ESS - 1 ESS, 2 ESE 1 ESE

Fu10 1 ESS 1 ESE 1 ESE, 1 ESS 3 ESE

Fu11 - 1 ESE - 1 ESE

Fu12 - - 2 ESE 1 ESE

Fu13 1 ESE - 1 ESE 1 ESE

Fu14 - - 1 ESE -

BOR1 - - - 1 ESE, 1 ESS

BOR2 - 1 ESE 2 ESS, 1 ESE 5 ESE

BOR3 - - 1 ESE 3 ESS

BOR4 - - - 1 ESE, 1 ESS

BOR5 1 ESE - 3 ESE 1 ESS, 1 ESE

Exon-intron border Whole exonic sequence

test set sequences (corresponding to Figure 2A)

borderline set sequences (corresponding to Figure 2B)



Table S3. Predicted values for the PPT of the E+1 mutated sequences. 

The sequences that were shown to adopt aberrant splicing upon mutation are highlighted in light orange.

“-“ indicates the cases where the computer tool gave no values. Perc. = percentile, dist. = distance
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Table S4. Predicted values for the BS of the E+1 mutated sequences. 

The sequences that were shown to adopt aberrant splicing upon mutation are highlighted in light orange.

[image: image4.wmf]Sequence

Length

Dist. to 

3'ss

Score

Perc.

Length

Dist. to 

3'ss

Score

Perc.

O13

19

3

0.83

0.66

15

4

11.27

0.61

HK08

27

1

0.73

0.24

15

2

11.27

0.62

PID1

25

3

0.71

0.17

10

4

10.00

0.53

PID2

-

-

-

-

6

4

6.00

0.11

PID3

37

3

0.75

0.33

21

7

10.71

0.57

PID4

33

1

0.88

0.82

39

2

21.56

0.98

PID5

22

3

0.90

0.88

15

4

15.00

0.84

PID6

17

1

0.88

0.82

11

2

11.00

0.61

PID7

22

1

0.95

0.98

18

2

18.00

0.94

PID8

35

3

0.85

0.71

25

4

14.44

0.83

PID9

29

1

0.82

0.61

15

2

15.00

0.84

Fu01

23

1

0.68

0.10

10

2

10.00

0.53

Fu02

17

5

0.81

0.59

14

6

7.14

0.22

Fu03

19

1

0.78

0.41

10

18

6.40

0.16

Fu04

27

2

0.88

0.83

20

3

16.20

0.90

Fu05

24

1

0.78

0.45

14

2

13.00

0.75

Fu06

-

-

-

-

-

-

-

-

Fu07

19

4

0.72

0.22

9

5

5.44

0.07

Fu08

-

-

-

-

6

45

6.00

0.11

Fu09

40

1

0.69

0.13

16

2

12.25

0.70

Fu10

27

2

0.77

0.39

16

3

12.25

0.70

Fu11

31

2

0.80

0.56

21

3

17.19

0.92

Fu12

29

6

0.86

0.74

14

7

14.00

0.81

Fu13

27

1

0.85

0.69

21

2

17.19

0.92

Fu14

36

5

0.91

0.90

35

6

24.03

0.99

BOR1

29

1

0.93

0.91

31

2

17.06

0.92

BOR2

23

1

0.64

0.03

9

2

9.00

0.43

BOR3

18

3

0.88

0.82

17

4

9.94

0.48

BOR4

35

3

0.82

0.61

29

4

15.21

0.85

BOR5

22

3

0.76

0.35

7

4

7.00

0.20

PPT (Kol et al.)

PPT (Schwartz et al.)

test set sequences 

(corresponding to sequences shown in Figure 2A)

borderline set sequences 

(corresponding to sequences shown in Figure 2B)

“-“ indicates the cases where the computer tool gave no values. Perc. = percentile, dist. = distance


Table S5. Prediction of SRE changes (using Sroogle engine)
The sequences that were shown to adopt aberrant splicing upon mutation are highlighted in light orange. Positive predictions are marked in green. For an explanation, see material and methods. The statistical comparison of the SRE changes in splicing-affecting and non-affecting samples was counted only from the test-set of sequences (i.e. without the borderline set sequences).
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Table S7. Combined predictions of splicing affection on nine evaluation sequences.
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a Each combined prediction was considered as positive if two (or more) of the three predicted values exceeded the herein proposed cut-off values of the individual tools. The individual values that do not fall into the range of herein proposed cut-off limits are marked in blue. Predictions being in accordance with detected splicing affection are marked in green, the discrepancies are in orange. Py25 = number of pyrimidines in the 25 nucleotides upstream from splice site; ME s.d. = difference between wild type and mutant sequence scores predicted by MaxEnt program; ME p.d. = difference between wild type and mutant sequence percentiles predicted by MaxEnt program; PSSM s.d.: accordingly.
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[image: image6.emf]Sequence Gene Exon Mutation Reference Protein change RefSeq PPS Py in 25 nt Py in 50 nt skip. wt skip. mut

O13 BTK 15 c.1350G>T none** p.(Met450Ile) NM_000061 8 16 25 0 0.57

HK08 BTK 18 c.1751G>A CM040692 p. (Gly584Glu) NM_000061 8 18 28 0 0

PID1 BTK 10 c.840G>T CS057514 p.(Glu280Gly) NM_000061 10 16 29 0 0.41

PID2 BTK 17 c.1632G>A RAPID*** p.(=) NM_000061 6 13 26 0 0

PID3 SERPING1 4 c.1285G>A CM004902 p.(Gly184Glu) NM_000062.2 6 19 34 0 0

PID4 FAS 8 c.652G>T [S3] p.(Glu218Ter) NM_000043.3 6 20 36 0 1

PID5 NBN 13 c.1125G>A CM091425 p.(Trp375Ter) NM_002485.4 15 20 34 0 0

PID6 ATM 32 c.4777G>T CS031768 p.(Glu1593Ter) NM_000051.3 11 15 27 0 1

PID7 ATM 10 c.1236G>T rs79220522 p.(Trp412Cys) NM_000051.3 18 20 31 0 0.27

PID8 CD55 9 c.1061G>C rs186602607 p.(Gly354Ala) NM_000574.3 17 21 35 0 0

PID9 IL17RA 12 c.1046G>C rs143897670 p.(Gly349Ala) NM_014339.6 15 19 36 0 0

Fu01 GH1 3 c.172G>T CS021001 p.(Glu58Ter) NM_000515 10 16 29 0.053 0.99

Fu02 FECH 9 c.930G>T CS951414 p.(Val305Phe) NM_001012515 6 16 28 0.09 0.83

Fu03 EYA1 10* c.1051G>T CS066282 p.(Asp351Tyr) NM_000503 5 18 31 0 0.34

Fu04 LPL 5 c.542G>T CM014208 p.(Gly181Val) NM_000237 14 20 30 0 0

Fu05 HEXA 13 c.1422G>A [S1] p.(Trp474Ter) NM_000520 13 18 29 0 0

Fu06 PKHD1 25 c.2593G>T CM051136  p.(Val865Phe) NM_138694 4 13 25 0.03 1

Fu07 COL1A2 37 c.2188G>T CM942088 p.(Gly730Cys) NM_000089 5 14 21 0 0.59

Fu08 CLCN2 19 c.2144G>A CM030647 p.(Gly715Glu) NM_004366 4 11 26 0.02 0.19

Fu09 LAMA2 24 c.3412G>A CM087682 p.(Val1138Met) NM_000426 9 17 34 0 0

Fu10 CAPN3 10* c.633G>T CM053147 p.(Lys211Asn) NM_000070 10 17 33 0 0.09

Fu11 CAPN3 17* c.1525G>T CM077513 p.(Val509Phe) NM_000070 11 20 37 0 1

Fu12 NEU1 2 c.160G>A CM004861 p.(Val54Met) NM_000434 14 18 32 0 0

Fu13 COL6A2 8 c.901G>T CM074121 p.(Gly301Cys) NM_001849 15 21 36 0 0

Fu14 COL1A2 23 c.1252G>A CM070812 p.(Gly418Ser) NM_000089 16 19 38 0 0

BOR1 COL1A1 11 c.751G>T CM070715 p.(Gly251Cys) NM_000088.3 9 21 35 0 0

BOR2 BRCA2 12 c.6842G>T rs80358908 p.(Gly2281Val) NM_000059.3 9 14 26 0 1

BOR3 BRCA2 24 c.9118G>A rs80359168 p.(Val3040Ile) NM_000059.3 6 17 31 0 0

BOR4 NF1 24 c.3114G>T CM062899 p.(Arg1038Ser) NM_000267.3 14 20 34 0 0

BOR5 ATP7A 16 c.3112G>A rs181435872 p.(Val1038Ile) NM_000052.5 7
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test set sequences (corresponding to sequences shown in Figure 2A)

borderline set sequences (corresponding to sequences shown in Figure 2B)

[image: image7.emf]Sequence Gain Loss Gain Loss

O13 - - - 1 ESE

HK08 - - 2 ESE 5 ESS

PID1 - - - -

PID2 - - 1 ESS, 2 ESE1 ESS, 2 ESE

PID3 - - 3 ESE 1 ESE

PID4 - 1 ESE - 3 ESE, 1 ESS

PID5 - - 3 ESE -

PID6 - - 1 ESS 1 ESE

PID7 - - 1 ESS -

PID8 1 ESE - 3 ESE 2 ESS

PID9 - - - -

Fu01 - 2 ESE - 6 ESE

Fu02 - - 3 ESS 1 ESE

Fu03 - - 2 ESS -

Fu04 - - 1 ESE 2 ESE

Fu05 - - 2 ESE -

Fu06 - - 1 ESS -

Fu07 1 ESE - 1 ESE 2 ESS, 3 ESE

Fu08 - - 3 ESE -

Fu09 1 ESS - 1 ESS, 2 ESE 1 ESE

Fu10 1 ESS 1 ESE 1 ESE, 1 ESS 3 ESE

Fu11 - 1 ESE - 1 ESE

Fu12 - - 2 ESE 1 ESE

Fu13 1 ESE - 1 ESE 1 ESE

Fu14 - - 1 ESE -

BOR1 - - - 1 ESE, 1 ESS

BOR2 - 1 ESE 2 ESS, 1 ESE 5 ESE

BOR3 - - 1 ESE 3 ESS

BOR4 - - - 1 ESE, 1 ESS

BOR5 1 ESE - 3 ESE 1 ESS, 1 ESE

Exon-intron border Whole exonic sequence

test set sequences (corresponding to Figure 2A)

borderline set sequences (corresponding to Figure 2B)
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O13 BTK 15 c.1350G>T none** p.(Met450Ile) NM_000061 8 16 25 0 0.57

HK08 BTK 18 c.1751G>A CM040692 p. (Gly584Glu) NM_000061 8 18 28 0 0

PID1 BTK 10 c.840G>T CS057514 p.(Glu280Gly) NM_000061 10 16 29 0 0.41

PID2 BTK 17 c.1632G>A RAPID*** p.(=) NM_000061 6 13 26 0 0

PID3 SERPING1 4 c.1285G>A CM004902 p.(Gly184Glu) NM_000062.2 6 19 34 0 0

PID4 FAS 8 c.652G>T [S3] p.(Glu218Ter) NM_000043.3 6 20 36 0 1

PID5 NBN 13 c.1125G>A CM091425 p.(Trp375Ter) NM_002485.4 15 20 34 0 0

PID6 ATM 32 c.4777G>T CS031768 p.(Glu1593Ter) NM_000051.3 11 15 27 0 1

PID7 ATM 10 c.1236G>T rs79220522 p.(Trp412Cys) NM_000051.3 18 20 31 0 0.27

PID8 CD55 9 c.1061G>C rs186602607 p.(Gly354Ala) NM_000574.3 17 21 35 0 0

PID9 IL17RA 12 c.1046G>C rs143897670 p.(Gly349Ala) NM_014339.6 15 19 36 0 0

Fu01 GH1 3 c.172G>T CS021001 p.(Glu58Ter) NM_000515 10 16 29 0.053 0.99

Fu02 FECH 9 c.930G>T CS951414 p.(Val305Phe) NM_001012515 6 16 28 0.09 0.83

Fu03 EYA1 10* c.1051G>T CS066282 p.(Asp351Tyr) NM_000503 5 18 31 0 0.34

Fu04 LPL 5 c.542G>T CM014208 p.(Gly181Val) NM_000237 14 20 30 0 0

Fu05 HEXA 13 c.1422G>A [S1] p.(Trp474Ter) NM_000520 13 18 29 0 0

Fu06 PKHD1 25 c.2593G>T CM051136  p.(Val865Phe) NM_138694 4 13 25 0.03 1

Fu07 COL1A2 37 c.2188G>T CM942088 p.(Gly730Cys) NM_000089 5 14 21 0 0.59

Fu08 CLCN2 19 c.2144G>A CM030647 p.(Gly715Glu) NM_004366 4 11 26 0.02 0.19

Fu09 LAMA2 24 c.3412G>A CM087682 p.(Val1138Met) NM_000426 9 17 34 0 0

Fu10 CAPN3 10* c.633G>T CM053147 p.(Lys211Asn) NM_000070 10 17 33 0 0.09

Fu11 CAPN3 17* c.1525G>T CM077513 p.(Val509Phe) NM_000070 11 20 37 0 1

Fu12 NEU1 2 c.160G>A CM004861 p.(Val54Met) NM_000434 14 18 32 0 0

Fu13 COL6A2 8 c.901G>T CM074121 p.(Gly301Cys) NM_001849 15 21 36 0 0

Fu14 COL1A2 23 c.1252G>A CM070812 p.(Gly418Ser) NM_000089 16 19 38 0 0

BOR1 COL1A1 11 c.751G>T CM070715 p.(Gly251Cys) NM_000088.3 9 21 35 0 0

BOR2 BRCA2 12 c.6842G>T rs80358908 p.(Gly2281Val) NM_000059.3 9 14 26 0 1

BOR3 BRCA2 24 c.9118G>A rs80359168 p.(Val3040Ile) NM_000059.3 6 17 31 0 0

BOR4 NF1 24 c.3114G>T CM062899 p.(Arg1038Ser) NM_000267.3 14 20 34 0 0

BOR5 ATP7A 16 c.3112G>A rs181435872 p.(Val1038Ile) NM_000052.5 7

17 24

0 0

test set sequences (corresponding to sequences shown in Figure 2A)

borderline set sequences (corresponding to sequences shown in Figure 2B)
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				NNSplice						MaxEnt												PSSM

		Sequence		wt score		mut score		Diff.		wt score		wt perc.		mut score		mut
perc.		Diff.		Diff. perc.		wt score		wt perc.		mut score		mut perc.		Diff.		Diff. perc.

		test set sequences (corresponding to sequences shown in Figure 2A)

		O13		0.98		0.91		7.14%		10.65		0.81		6.95		0.22		34.74%		72.84%		88.34		0.74		85.86		0.50		2.81%		32.43%

		HK08		0.98		0.95		3.06%		9.11		0.57		7.39		0.28		18.88%		50.88%		89.71		0.85		88.62		0.77		1.22%		9.41%

		PID1		0.94		0.77		18.09%		8.89		0.52		6.94		0.22		21.93%		57.69%		85.45		0.46		82.96		0.23		2.91%		50.00%

		PID2		0.92		0.86		6.52%		6.39		0.17		6.14		0.14		3.91%		17.65%		83.13		0.24		82.04		0.17		1.31%		29.17%

		PID3		0.96		0.93		3.13%		10.71		0.82		10.14		0.73		5.32%		10.98%		87.48		0.65		86.39		0.56		1.25%		13.85%

		PID4		1.00		0.99		1.00%		10.93		0.83		7.67		0.32		29.83%		61.45%		91.28		0.94		88.79		0.80		2.73%		14.89%

		PID5		1.00		0.99		1.00%		10.83		0.82		9.66		0.65		10.80%		20.73%		95.07		1.00		93.97		0.99		1.16%		1.00%

		PID6		0.96		0.82		14.58%		11.06		0.85		7.73		0.33		30.11%		61.18%		88.48		0.76		86.00		0.52		2.80%		31.58%

		PID7		1.00		1.00		0.00%		12.07		0.95		10.32		0.76		14.50%		20.00%		96.07		1.00		93.59		0.99		2.58%		1.00%

		PID8		0.99		0.93		6.06%		12.12		0.95		9.85		0.69		18.73%		27.37%		90.44		0.90		88.38		0.75		2.28%		16.67%

		PID9		0.99		0.99		0.10%		11.67		0.92		10.75		0.82		7.88%		10.87%		93.33		0.99		91.27		0.94		2.21%		5.05%

		Fu01		0.89		0.54		39.33%		8.25		0.41		5.15		0.09		37.58%		78.05%		81.28		0.12		78.79		0.05		3.06%		58.33%

		Fu02		0.98		0.90		8.16%		8.00		0.37		5.84		0.12		27.00%		67.57%		85.99		0.52		83.50		0.28		2.90%		46.15%

		Fu03		0.97		0.87		10.31%		10.89		0.83		7.95		0.36		27.00%		56.63%		86.35		0.56		83.86		0.31		2.88%		44.64%

		Fu04		0.98		0.89		9.18%		10.69		0.82		8.81		0.51		17.59%		37.80%		89.13		0.82		86.64		0.58		2.79%		29.27%

		Fu05		0.99		0.97		2.02%		10.49		0.79		9.87		0.69		5.91%		12.66%		88.53		0.77		87.44		0.65		1.23%		15.58%

		Fu06		0.24		0.01		95.83%		3.91		0.04		2.04		0.02		47.83%		50.00%		76.61		0.02		74.12		0.01		3.25%		50.00%

		Fu07		0.89		0.56		37.08%		9.11		0.57		7.69		0.32		15.59%		43.86%		85.40		0.46		82.91		0.23		2.92%		50.00%

		Fu08		0.08		0.02		75.00%		1.63		0.02		0.56		0.01		65.64%		50.00%		79.07		0.05		77.98		0.03		1.38%		40.00%

		Fu09		0.98		0.96		2.04%		10.55		0.80		9.96		0.70		5.59%		12.50%		89.93		0.86		88.74		0.79		1.21%		8.14%

		Fu10		0.90		0.65		27.78%		6.85		0.21		5.33		0.10		22.19%		52.38%		84.61		0.39		82.12		0.18		2.94%		53.85%

		Fu11		0.97		0.83		14.43%		10.92		0.83		8.23		0.41		24.63%		50.60%		89.80		0.86		87.32		0.64		2.76%		25.58%

		Fu12		0.97		0.92		5.15%		11.36		0.88		10.62		0.81		6.51%		7.95%		86.29		0.54		85.20		0.44		1.26%		18.52%

		Fu13		0.95		0.83		12.63%		12.78		0.98		11.32		0.88		11.42%		10.20%		87.86		0.70		85.37		0.46		2.83%		34.29%

		Fu14		0.99		0.99		0.00%		10.01		0.71		8.19		0.40		18.18%		43.66%		90.79		0.92		89.70		0.85		1.20%		7.61%

		borderline set sequences  (corresponding to sequences shown in Figure 2B)

		BOR1		0.99		0.96		3.03%		10.85		0.83		9.42		0.62		13.18%		25.30%		91.25		0.94		88.77		0.80		2.72%		14.89%

		BOR2		0.92		0.00		100.00%		8.23		0.41		4.99		0.08		39.37%		80.49%		84.43		0.37		81.95		0.17		2.94%		54.05%

		BOR3		1.00		0.99		1.00%		12.19		0.96		11.38		0.88		6.64%		8.33%		92.67		0.97		91.58		0.95		1.18%		2.06%

		BOR4		0.98		0.91		7.14%		9.05		0.56		5.39		0.10		40.44%		82.14%		86.48		0.57		83.99		0.32		2.88%		43.86%

		BOR5		0.99		0.98		1.01%		9.33		0.60		8.61		0.48		7.72%		20.00%		90.10		0.88		89.01		0.82		1.21%		6.82%
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				Branch site (Kol et al.)								Branch site (Schwartz et al.)

		Sequence		Score		Perc.		Dist.
to 3'ss		Dist.
to PPT		Score		Perc.		Dist.
to 3'ss		Dist.
to PPT

		test set sequences (corresponding to sequences shown in Figure 2A)

		O13		2.50		0.04		22		0		4.00		0.00		94		75

		HK08		3.05		0.36		28		0		4.00		0.00		19		2

		PID1		3.35		0.70		34		6		3.00		0.05		52		38

		PID2		-		-		-		-		2.00		0.32		25		15

		PID3		3.55		0.84		40		0		-		-		-		-

		PID4		2.75		0.12		34		0		2.00		0.32		47		6

		PID5		3.15		0.45		25		0		5.00		0.00		32		13

		PID6		2.85		0.18		24		6		3.00		0.05		38		25

		PID7		2.85		0.18		24		1		3.00		0.05		43		23

		PID8		3.55		0.84		41		3		3.00		0.05		24		-5

		PID9		2.75		0.12		34		4		-		-		-		-

		Fu01		2.95		0.25		24		0		2.00		0.32		50		39

		Fu02		3.55		0.84		23		1		2.00		0.32		23		3

		Fu03		3.45		0.80		20		0		3.00		0.05		42		14

		Fu04		3.00		0.29		32		3		3.00		0.05		95		72

		Fu05		2.80		0.14		25		0		-		-		-		-

		Fu06		-		-		-		-		3.00		0.05		8		8

		Fu07		2.60		0.07		23		0		3.00		0.05		16		2

		Fu08		-		-		-		-		2.00		0.32		63		12

		Fu09		3.85		0.98		41		0		2.00		0.32		41		23

		Fu10		3.35		0.70		29		0		4.00		0.00		107		88

		Fu11		3.55		0.84		34		1		-		-		-		-

		Fu12		3.05		0.36		40		5		-		-		-		-

		Fu13		3.75		0.93		28		0		2.00		0.32		24		1

		Fu14		2.60		0.07		41		0		2.00		0.32		93		52

		borderline set sequences (corresponding to sequences shown in Figure 2B)

		BOR1		3.35		0.70		32		2		2.00		0.32		32		-1

		BOR2		2.95		0.25		26		2		3.00		0.05		41		30

		BOR3		2.95		0.25		21		0		-		-		-		-

		BOR4		2.70		0.10		41		3		-		-		-		-

		BOR5		2.75		0.12		25		0		3.00		0.50		10		-1






List1

				Exon-intron border				Whole exonic sequence

		Sequence		Gain		Loss		Gain		Loss

		test set sequences (corresponding to Figure 2A)

		O13		-		-		-		1 ESE

		HK08		-		-		2 ESE		5 ESS

		PID1		-		-		-		-

		PID2		-		-		1 ESS, 2 ESE		1 ESS, 2 ESE

		PID3		-		-		3 ESE		1 ESE

		PID4		-		1 ESE		-		3 ESE, 1 ESS

		PID5		-		-		3 ESE		-

		PID6		-		-		1 ESS		1 ESE

		PID7		-		-		1 ESS		-

		PID8		1 ESE		-		3 ESE		2 ESS

		PID9		-		-		-		-

		Fu01		-		2 ESE		-		6 ESE

		Fu02		-		-		3 ESS		1 ESE

		Fu03		-		-		2 ESS		-

		Fu04		-		-		1 ESE		2 ESE

		Fu05		-		-		2 ESE		-

		Fu06		-		-		1 ESS		-

		Fu07		1 ESE		-		1 ESE		2 ESS, 3 ESE

		Fu08		-		-		3 ESE		-

		Fu09		1 ESS		-		1 ESS, 2 ESE		1 ESE

		Fu10		1 ESS		1 ESE		1 ESE, 1 ESS		3 ESE

		Fu11		-		1 ESE		-		1 ESE

		Fu12		-		-		2 ESE		1 ESE

		Fu13		1 ESE		-		1 ESE		1 ESE

		Fu14		-		-		1 ESE		-

		borderline set sequences (corresponding to Figure 2B)

		BOR1		-		-		-		1 ESE, 1 ESS

		BOR2		-		1 ESE		2 ESS, 1 ESE		5 ESE

		BOR3		-		-		1 ESE		3 ESS

		BOR4		-		-		-		1 ESE, 1 ESS

		BOR5		1 ESE		-		3 ESE		1 ESS, 1 ESE
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				PPT (Kol et al.)								PPT (Schwartz et al.)

		Sequence		Length		Dist. to 3'ss		Score		Perc.		Length		Dist. to 3'ss		Score		Perc.

		test set sequences (corresponding to sequences shown in Figure 2A)

		O13		19		3		0.83		0.66		15		4		11.27		0.61

		HK08		27		1		0.73		0.24		15		2		11.27		0.62

		PID1		25		3		0.71		0.17		10		4		10.00		0.53

		PID2		-		-		-		-		6		4		6.00		0.11

		PID3		37		3		0.75		0.33		21		7		10.71		0.57

		PID4		33		1		0.88		0.82		39		2		21.56		0.98

		PID5		22		3		0.90		0.88		15		4		15.00		0.84

		PID6		17		1		0.88		0.82		11		2		11.00		0.61

		PID7		22		1		0.95		0.98		18		2		18.00		0.94

		PID8		35		3		0.85		0.71		25		4		14.44		0.83

		PID9		29		1		0.82		0.61		15		2		15.00		0.84

		Fu01		23		1		0.68		0.10		10		2		10.00		0.53

		Fu02		17		5		0.81		0.59		14		6		7.14		0.22

		Fu03		19		1		0.78		0.41		10		18		6.40		0.16

		Fu04		27		2		0.88		0.83		20		3		16.20		0.90

		Fu05		24		1		0.78		0.45		14		2		13.00		0.75

		Fu06		-		-		-		-		-		-		-		-

		Fu07		19		4		0.72		0.22		9		5		5.44		0.07

		Fu08		-		-		-		-		6		45		6.00		0.11

		Fu09		40		1		0.69		0.13		16		2		12.25		0.70

		Fu10		27		2		0.77		0.39		16		3		12.25		0.70

		Fu11		31		2		0.80		0.56		21		3		17.19		0.92

		Fu12		29		6		0.86		0.74		14		7		14.00		0.81

		Fu13		27		1		0.85		0.69		21		2		17.19		0.92

		Fu14		36		5		0.91		0.90		35		6		24.03		0.99

		borderline set sequences (corresponding to sequences shown in Figure 2B)

		BOR1		29		1		0.93		0.91		31		2		17.06		0.92

		BOR2		23		1		0.64		0.03		9		2		9.00		0.43

		BOR3		18		3		0.88		0.82		17		4		9.94		0.48

		BOR4		35		3		0.82		0.61		29		4		15.21		0.85

		BOR5		22		3		0.76		0.35		7		4		7.00		0.20






List1

		Sequence		Gene		Exon		Mutation		Splicing
affection		Py in 
 25 bp		Single tools predicted values						Combined tools prediction - splicing affectiona						Ref.

														ME s.d.		ME p.d.		PSSM s.d.		A) Py25,
ME s.d.,
ME p.d.		B) Py25,
ME s.d.,
PSSM s.d.		C) Py25,
ME p.d.,
PSSM s.d.

		Eval1		BRCA2		7		c.517g>t		yes		17		0.09		0.20		0.03		no		yes		yes		[S5]

		Eval2		RHAG		9		c.1139g>t		yes		18		0.17		0.45		0.03		no		no		yes		[S6]

		Eval3		APC		4		c.423g>t		yes		10		2.34		0.00		0.04		yes		yes		yes		[S7]

		Eval4		CFTR		4		c.274g>t		yes		21		0.28		0.51		0.03		yes		yes		yes		[S8]

		Eval5		IDS		4		c.419g>t		yes		18		0.26		0.61		0.03		yes		yes		yes		[S9]

		Eval6		NT5C3		8		c.339g>c		yes		17		0.38		0.72		0.03		yes		yes		yes		[S5]

		Eval7		RHAG		6		c.808g>a		no 		16		0.08		0.28		0.01		no		no		no		[S6]

		Eval8		APC		15		c.1959g>a		no 		17		0.00		0.00		0.00		no		no		no		[S10]

		Eval9		UROS		9		c.562g>t		no 		18		0.13		0.15		0.03		no		no		no		[S11]
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		Sequence		Gene		Exon		Mutation		Reference		Protein change		RefSeq		PPS		Py in 25 nt		Py in 50 nt		skip. wt		skip. mut

		test set sequences (corresponding to sequences shown in Figure 2A)

		O13		BTK		15		c.1350G>T		none**		p.(Met450Ile)		NM_000061		8		16		25		0		0.57

		HK08		BTK		18		c.1751G>A		CM040692		p. (Gly584Glu)		NM_000061		8		18		28		0		0

		PID1		BTK		10		c.840G>T		CS057514		p.(Glu280Gly)		NM_000061		10		16		29		0		0.41

		PID2		BTK		17		c.1632G>A		RAPID***		p.(=)		NM_000061		6		13		26		0		0

		PID3		SERPING1		4		c.1285G>A		CM004902		p.(Gly184Glu)		NM_000062.2		6		19		34		0		0

		PID4		FAS		8		c.652G>T		[S3]		p.(Glu218Ter)		NM_000043.3		6		20		36		0		1

		PID5		NBN		13		c.1125G>A		CM091425		p.(Trp375Ter)		NM_002485.4		15		20		34		0		0

		PID6		ATM		32		c.4777G>T		CS031768		p.(Glu1593Ter)		NM_000051.3		11		15		27		0		1

		PID7		ATM		10		c.1236G>T		rs79220522		p.(Trp412Cys)		NM_000051.3		18		20		31		0		0.27

		PID8		CD55		9		c.1061G>C		rs186602607		p.(Gly354Ala)		NM_000574.3		17		21		35		0		0

		PID9		IL17RA		12		c.1046G>C		rs143897670		p.(Gly349Ala)		NM_014339.6		15		19		36		0		0

		Fu01		GH1		3		c.172G>T		CS021001		p.(Glu58Ter)		NM_000515		10		16		29		0.053		0.99

		Fu02		FECH		9		c.930G>T		CS951414		p.(Val305Phe)		NM_001012515		6		16		28		0.09		0.83

		Fu03		EYA1		10*		c.1051G>T		CS066282		p.(Asp351Tyr)		NM_000503		5		18		31		0		0.34

		Fu04		LPL		5		c.542G>T		CM014208		p.(Gly181Val)		NM_000237		14		20		30		0		0

		Fu05		HEXA		13		c.1422G>A		[S1]		p.(Trp474Ter)		NM_000520		13		18		29		0		0

		Fu06		PKHD1		25		c.2593G>T		CM051136 		p.(Val865Phe)		NM_138694		4		13		25		0.03		1

		Fu07		COL1A2		37		c.2188G>T		CM942088		p.(Gly730Cys)		NM_000089		5		14		21		0		0.59

		Fu08		CLCN2		19		c.2144G>A		CM030647		p.(Gly715Glu)		NM_004366		4		11		26		0.02		0.19

		Fu09		LAMA2		24		c.3412G>A		CM087682		p.(Val1138Met)		NM_000426		9		17		34		0		0

		Fu10		CAPN3		10*		c.633G>T		CM053147		p.(Lys211Asn)		NM_000070		10		17		33		0		0.09

		Fu11		CAPN3		17*		c.1525G>T		CM077513		p.(Val509Phe)		NM_000070		11		20		37		0		1

		Fu12		NEU1		2		c.160G>A		CM004861		p.(Val54Met)		NM_000434		14		18		32		0		0

		Fu13		COL6A2		8		c.901G>T		CM074121		p.(Gly301Cys)		NM_001849		15		21		36		0		0

		Fu14		COL1A2		23		c.1252G>A		CM070812		p.(Gly418Ser)		NM_000089		16		19		38		0		0

		borderline set sequences (corresponding to sequences shown in Figure 2B)

		BOR1		COL1A1		11		c.751G>T		CM070715		p.(Gly251Cys)		NM_000088.3		9		21		35		0		0

		BOR2		BRCA2		12		c.6842G>T		rs80358908		p.(Gly2281Val)		NM_000059.3		9		14		26		0		1

		BOR3		BRCA2		24		c.9118G>A		rs80359168		p.(Val3040Ile)		NM_000059.3		6		17		31		0		0

		BOR4		NF1		24		c.3114G>T		CM062899		p.(Arg1038Ser)		NM_000267.3		14		20		34		0		0

		BOR5		ATP7A		16		c.3112G>A		rs181435872		p.(Val1038Ile)		NM_000052.5		7		17		24		0		0
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