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	parameter
	estimate
	Std error
	statistic
	p-value

	GDNF in LF
	0.987
	0.004
	-3.29
	0.001

	BDNF in BS
	0.762
	0.12
	-2.31
	0.02
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	Figure 1S. Predictors of focal epilepsy development. Model involving all predictors (a); model involving only significant predictors (b); Pseudo R squared for model with only significant predictors (c); Odds ratio of predictors for model with only significant predictors (d); Dependence of changes in GDNF in LF (e) and BDNF (f) levels on the likelihood of developing epilepsy. Vertical lines along the x-axis indicate observations; A grey bar along the blue line indicates a 95% confidence interval; Determination of the accuracy of the selected model with a cut-off point of 0.5 for the binary classification (85%). Determination the optimal value of the cut-off point, depending on the accuracy for the model that predicts focal epilepsy development (0.68) (g).
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		parameter
	estimate
	Std error
	statistic
	p-value

	GDNF in LF
	0.983
	0.0064
	-2.64
	0.0083

	cortisol in BS
	1.01
	0.0060
	 2.44
	0.015

	TNF- in BS
	1.8
	0.23
	 2.50
	0.013
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	Figure 2S. Predictors of depression development. Model involving all predictors (a); model involving only significant predictors (b); Pseudo R squared for model with only significant predictors (c); Odds ratio of predictors for model with only significant predictors (d); Dependence of changes in GDNF in LF (e), cortisol (f) and TNF- (g) levels on the likelihood of developing depression. Vertical lines along the x-axis indicate observations; A grey bar along the blue line indicates a 95% confidence interval; Determination of the accuracy of the selected model with a cut-off point of 0.5 for the binary classification (93%).  Determination the optimal value of the cut-off point, depending on the accuracy for the model that predicts depression development (0.35). (h).
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		parameter
	estimate
	Std error
	statistic
	p-value

	GDNF in LF
	0.99
	0.0055
	-2.46
	0.014

	BDNF in BS
	0.59
	0.181
	-2.96
	0.0031

	TNF- in BS
	1.77
	0.199
	 2.87
	0.0041
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	(g)
	(h)

	[bookmark: _GoBack]Figure 3S. Predictors of development of comorbid depression and epilepsy. Model involving all predictors (a); model involving only significant predictors (b); Pseudo R squared for model with only significant predictors (c); Odds ratio of predictors for model with only significant predictors (d); Dependence of changes in GDNF in LF (e), TNF- (f) and BDNF (g) levels on the likelihood of developing comorbid depression and epilepsy. Vertical lines along the x-axis indicate observations; A grey bar along the blue line indicates a 95% confidence interval; Determination of the accuracy of the selected model with a cut-off point of 0.5 for the binary classification (92%).  Determination the optimal value of the cut-off point, depending on the accuracy for the model that predicts focal depression and epilepsy (0.75). (h).
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call:
gIn(formula = depression ~ Age + Sex + GONF_t + GONF_S + BONF +
cortisol + TNFa, family = "binomial”, data = train)

Deviance Residuals:
in 10 Median 3Q Max
-1.3827 -0.2476 -0.0190 0.1915  2.8083

Coefficients:
Estimate Std. Error z value Pr(>|z|)
(Intercept) 2.617854 6.578168 0.398  0.6307

Age -0.118829  0.074959 -1.585 0.1129
Sex -0.098572  1.384665 -0.071 0.9432
GONF_t -0.022921  0.009967 -2.300 0.0215 *
GONF_s 0.025761 0.020431 1.261 0.2074
BDNF -0.231446  0.160098 -1.446 0.1483
cortisol 0.015533  0.007476 2.078  0.0377 *
™Fa 0.843631  0.360561 2.340 0.0193 *

signif. codes: 0 ‘**%' 0.001 ‘**' 0.01 ‘*' 0.05 ‘.’ 0.1 ‘' 1
(oispersion parameter for binomial family taken to be 1)
Null deviance: 79.298 on 57 degrees of freedom
Residual deviance: 22.510 on 50 degrees of freedom
AIC: 38.51

Nurber of Fisher Scoring iterations: 7
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call:

gIm(formula = depression ~ GONF_t + cortisol + TNFa, family = "binomial",
data = train)

Deviance Residuals:
Min 1o Median 3Q Max
-2.57664 -0.27346 -0.03726 0.36309 2.16018

coefficients:
Estimate std. Error z value Pr(>|z|)
(Intercept) -3.834734 2.901860 -1.321 0.18634

GDNF_t -0.016937  0.006411 -2.642 0.00825 **
cortisol 0.014575  0.005970  2.441 0.01464 *
TNFa 0.585010 0.234153  2.498 0.01248 *

Signif. codes: 0 ‘¥#*' 0,001 ‘#*' 0,01 ‘*' 0.05 ‘.’ 0.1 * ' 1
(pispersion parameter for binomial family taken to be 1)
Null deviance: 79.298 on 57 degrees of freedom
Residual deviance: 26.025 on 54 degrees of freedom
AIC: 36,025

Number of Fisher Scoring iterations: 7
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Model:
Null:

"gIm, depression ~ GDNF_t + cortisol + TNFa, binomial, train"
"gIm, depression ~ 1, binomial, train"

$Pseudo.R.squared.for.model.vs.null
Pseudo.R.squared

McFadden 0.646588
Cox and Snell (ML) 0.586882
Nagelkerke (Cragg and Uhler) 0.787567

SLikelihood.ratio.test
Df.diff LogLik.diff chisq p.value
-3 -25.637 51.273 4.2784e-11
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call:
gim(formula = Comorbid ~ Age + Sex + GDNF_t + GDNF_s + BDNF +
cortisol + TNFa, family = "binomial", data = train)

Deviance Residuals:
Min 1Q Median 3Q Max
-1.45963 -0.00001 0.00000 0.00000 1.83091

Coefficients:
Estimate Std. Error z value Pr(>|z|)

(Intercept) 65.74477  41.47225 1.585 0.113
Age -0.43524 0.26556 -1.639 0.101
Sex -6.21438 4.98357 -1.247 0.212
GDNF_t -0.11025 0.06945 -1.588 0.112
GDNF_s 0.13093 0.08333  1.571 0.116
BDNF -3.49387 2.16328 -1.615 0.106
cortisol 0.09975 0.06167 1.618 0.106
TNFa 4.59069 2.85247  1.609 0.108

(Dispersion parameter for binomial family taken to be 1)

Null deviance: 72.546 on 52 degrees of freedom
Residual deviance: 12.871 on 45 degrees of freedom
AIC: 28.871

Number of Fisher Scoring iterations: 11
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call:
gim(formula = Comorbid ~ GDNF_t + BDNF + TNFa, family = "binomial",
data = train)

Deviance Residuals:
Min 1Q Median 3Q Max
-2.15678 -0.44930 -0.06602  0.38355 2.09377

Coefficients:
Estimate Std. Error z value Pr(>|z|)
(Intercept) 14.093594  5.046645 2.793 0.00523

%
3

GDNF_t -0.013431  0.005469 .456 0.01406 *
BDNF -0.533870  0.180514 .958 0.00310 *=
TNFa 0.572341  0.199361 2.871 0.00409 *=*
Signif. codes: 0 ‘***’ 0.001 ‘**’ 0.01 ‘*’ 0.05 ‘.’ 0.1 ¢ ’ 1

(Dispersion parameter for binomial family taken to be 1)

Null deviance: 72.546 on 52 degrees of freedom
Residual deviance: 30.979 on 49 degrees of freedom
AIC: 38.979

Number of Fisher Scoring iterations: 6
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Model
Null:

"glm, Comorbid ~ GDNF_t + BDNF + TNFa, binomial, train"
'glm, Comorbid ~ 1, binomial, train"

$Pseudo.R.squared.for.model.vs.null
Pseudo.R.squared

McFadden 0.572978
Cox and Snell (ML) 0.543557
Nagelkerke (Cragg and Uhler) 0.729032

SLikelihood.ratio.test
Df.diff LogLik.diff chisq p.value
-3 -20.784 41.567 4.9562e-09
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image1.png
call:
gIm(formula = Epi
TNFa, family =

Deviance Residuals:

Min 1Q Median
-2.02692 -0.37953 -0.08105

Coefficients:

Estimate Std.

(Intercept) 11.892321 5
Age 0.017191 0
Sex -0.943820 O
GDNF_t -0.018677 O
GDNF_s 0.002265 0
BDNF -0.402610 O
cortisol 0.006751 0O
TNFa 0.325632 0

Signif. codes: 0 ‘*%%’ 0
(Dispersion parameter for

Null deviance: 76.486
Residual deviance: 38.821

AIC: 54.821

.598482 2.
.035562 0

.918967 -1.
.006406 -2

.010182 0.
.156892 -2.
.004922 1.
.227054 1.
.001 f#%7 0.

3Q
0.49263

\ge + Sex + GDNF_t + GDNF_s +
inomial", data = train)

Max

1.47029

Error z value Pr(>|z|)

124 0.03365
.483 0.62881
027 0.30440
.915 0.00355
222 0.82396
566 0.01028
372 0.17020
434 0.15153
01 ‘%’ 0.05 ‘.

BDNF + cortisol +

%

%
3

%

0.1 1

binomial family taken to be 1)

on 55 degrees of freedom
on 48 degrees of freedom
(1 nponyweHHoe HabnioaeHWe yaaneHo)

Number of Fisher Scoring iterations: 6
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call:
gim(formula = Epi ~ GDNF_t + BDNF, family = "binomial", data = train)

Deviance Residuals:
Min 1Q Median 3Q Max
-1.7308 -0.6257 -0.2188 0.8473 2.0718

Coefficients:
Estimate Std. Error z value Pr(>|z|)
(Intercept) 10.231477 3.418471  2.993 0.002763 **

GDNF_t -0.013588  0.004127 -3.293 0.000993 =*#*
BDNF -0.271746  0.117658 -2.310 0.020910 *
signif. codes: 0 “***’ 0.001 ‘**’ 0.01 ‘*’ 0.05 ‘.’ 0.1 ' 1

(Dispersion parameter for binomial family taken to be 1)

Null deviance: 78.580 on 56 degrees of freedom
Residual deviance: 53.889 on 54 degrees of freedom
AIC: 59.889

Number of Fisher Scoring iterations: 5
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Model:
Null:

'gIm, Epi ~ GDNF_t + BDNF, binomial, train"
'gim, Epi ~ 1, binomial, train"

$Pseudo.R.squared.for.model.vs.null
Pseudo.R.squared

McFadden 0.314212
cox and Snell (ML) 0.351549
Nagelkerke (Cragg and Uhler) 0.469944

SLikelihood.ratio.test
Df.diff LogLik.diff chisq p.value
-2 -12.345 24.691 4.3501e-06
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