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Two clones per individual are considered.
RESULTS
Patient-derived iPSCs, NSCs and FCNs were generated and biologically characterized (Fig. 2) [4,5,6]. Proteomic expression of Wnt-related proteins tends to vary throughout neural differentiation
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Reduced growth rates of NSCs from ADHD patients (Fig. 3) [7]. LRPG G5B 0 b
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Figure 3. Growth rate analysis by xCELLigence and Wst-1 assays in iPSCs (A,B) and NSCs (C,D). In iPSCs, no differences in growth rates ~180 kD foral O . - —— L7 [P | ppo—— g_cgavtznm
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in NSCs, Mann-Whitney (*p=0.0147) and Welch'’s t tests were applied (*p=0.0124), respectively. “U0KD s www G W GAPDH SERE) “a0K0 | qu e QIR G| GAPOH
é_i_i"(jﬁ'twi"ﬁ_(_ff_é_é"émewi_ﬁ"é_fB_Wf_ﬁ___f_éf_é_é—__bbserved after MPH treatment of ADHD NSCs in a Wnt-dependent manner (Fig. 4).
. . 1.5- 1.5 15—
A XCELLigence B Wst-1 ,:\ssay C O?l XCELLIgence FCNS - _
0.04- | * 0.04+ . - * | * | é 1.0- é 1.0 'S 1.0-
NSCs = ‘ NSCs = ! | NSCs | x X Control | = o G
S 0.031 : S 0.034 @ - s [ = i . @
Y . . 7 % 55 157 |_|°| | | it S o5 R + Z o5 —k T
Dcf 0.02- | - ............. ; Dcf 0.024 § . E;%E 10___..MIIIIII - - _1_ <
E =) L ) =7 | 2 - AWA -;- -E ., s OE . ; 0.0 T : 0.0 I I 0.0 : :
©  0.017 )\ ©  0.0141 s T S 2 054 i Control  ADHD Control ADHD Control  ADHD
O . O LL 6 | Control ADHD Control ADHD Control ADHD
0.00 ! I 1 ! ! I J ! 0.00 T T T T T T 0.0 ' J ! ! ~180 kD Total e i gc;tgﬁ i Active
O 1 10 10 O 1 10 10 0O 10 10 0 10 10 DKKL [60 ngimL] o - . . .. LRP6 o 22;2‘;‘(‘;) ~92 kD — - 8-Catenin
MPH [nM] MPH [nM] MPH [10nM] - - + o+ - - + o+ a0k e D QD - Cao0l )
Control: N =10/5 ADHD:N=10/5 Control: N =10/5 ADHD:N=10/5 Control:N=8/4  ADHD:N=8/4 00 - NS W * GcAPDH “40kD gww GNP QEER @ /pDH
Figure 4. Growth rate analysis by xCELLigence (A) and Wst-1 assays (B) in NSCs, before and after chronic MPH treatment. Ordinary Two-
Way ANOVA, * 0.01 < p < 0.05, ** 0.001 < p < 0.01. C) Wnt signaling blockade by DKK1 60 ng/mL prevents restoration effects of MPH in Figure 6. Protein expression of Wnt signaling components in iPSCs, NSCs and neurons. Significantly higher expression of active [3-
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Whnt activity is increased in ADHD NSCs, while MPH modulates it at 10 nM and 100 M (Fig. 5).  end NSCs, N=10 75 for both conrol and ADHD groups, while N = 3 and 4 for controls and ADHD FCRs, respectvely.
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