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Supplementary Material — Data and Graphics for the non-medicated subgroup
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Fig. 4 Pre-post ADOS severity scores for both (un-medicated) groups
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Fig. 5 Pre-post developmental quotient scores for both (un-medicated) groups
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Fig. 6 Pre-post t-scores of the child behavior checklist for both (un-medicated) groups
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Table C. Additional data of the non-medicated subsample

A-FFIP (N=20) TAU (N=20) Group X Time
T1 T2 AT2-T1 T1 T2 AT2-T1
N Mean (SD) N Mean (SD) N Mean (SD) N Mean (SD) N Mean (SD) N Mean (SD) F p n?
Cognition Developmental quotient 16 75.07 (27.1) 16 87.19 (29.5) 16 12.13 (11.3) 20 81.64 (23.7) 19 8244 (25.8) 19 150 (10.6) 825 .007 .200
ADOS Severity score 16 725 (1.5) 16 563 (1.4) 16 -1.63 (1.5 20 650 (1.8) 18 6.06 (1.0) 18 -0.22 (2.0 529 .028 .142
Social affect 769 (1.3 6.13 (1.9) -1.56  (1.7) 6.75 (1.9) 578 (1.5) -0.78 (2.1) 143 241 .043
Restricted and repetitive behaviors 581 (2.7) 556 (1.9 -0.25 (3.1) 6.75 (1.9) 6.89 (2.4) 028 (3.2 0.24 .628 .007
SRS Total 16 76.00 (10.1) 15 76.07 (12.8) 15 -1.47 (11.7) 20 7840 (13.1) 19 77.26 (12.6) 19 -1.74 (11.2) 0.00 .946 .000
Social awareness 70.81 (12.1) 74.00 (12.0) 153 (10.5) 76.20 (10.1) 7558 (12.2) -1.32  (10.2) 0.64 430 .019
Social cognition 7175 (8.4) 73.87 (10.9) 0.80 (10.4) 76.10 (12.3) 73.95 (10.4) -2.63 (1190 0.77 .386 .024
Social communication 80.38 (13.8) 80.73 (15.2) -1.47  (13.6) 83.40 (14.8) 80.37 (15.7) -3.68 (16.5) 0.18 .678 .006
Social motivation 7431 (11.5) 67.93 (11.5) -7.87 (11.6) 72.30 (13.0) 70.79 (12.1) -1.95 (126) 199 .168 .059
Autistic manniersms 69.56 (3.8) 71.73 (10.3) 1.87 (10.7) 7470 (15.8) 75.05 (14.1) -0.53 (12.6) 034 563 .011
SCQ Total 15 1740 (6.6) 14 1564 (6.5) 13 -1.31 (6.5) 20 1635 (5.2) 19 16.26 (8.0) 19 -0.05 (4.8) 0.39 537 .013
Social interaction 720 (3.8) 564 (4.1) -1.46  (3.9) 6.00 (2.8) 6.37 (4.2) 037 (2.7) 247 126 .076
Communication 580 (3.6) 521 (2.7) -0.31 (3.3 580 (2.2 568 (3.0) -0.11  (2.5) 0.04 .845 .001
Stereotyped behavior 427 (1.6) 464 (2.1) 046 (1.9 440 (2.2) 421 (2.5) -0.16 (1.6) 1.04 317 .033
VABS Composite score 16 7150 (14.2) 16 7294 (15.2) 16 1.44 (6.6) 19 7658 (14.7) 19 7442 (17.0) 19 -2.16 (12.7) 1.04 316 .031
Communication 72.13 (19.9) 73.00 (16.3) 0.88 (9.8) 77.84 (15.3) 74.68 (17.1) -3.16 (8.4) 1.74 197 .050
Daily living skills 7750 (16.2) 80.69 (18.4) 3.19 (10.8) 85.63 (14.5) 81.58 (19.3) -4.05 (16.2) 233 .137 .066
Socialization 68.81 (13.9) 70.00 (16.0) 119 (7.1) 71.74 (16.1) 73.21 (22.2) 147 (13.0) 0.01 .938 .000
ABC Total 16 47.25 (19.3) 16 4575 (27.9) 16 -1.50 (24.5) 17 48,65 (24.3) 19 5242 (26.6) 16 1.13 (30.1) 0.07 .789 .002
Irritability 11.50 (7.5) 11.50 (8.5) 0.00 (6.5 11.35 (9.0) 13.26 (8.7) 050 (10.3) 0.03 .871 .001
Lethargy 11.50 (8.8) 931 (7.6) -2.19  (8.4) 10.47 (8.0) 9.84 (8.1) -0.81 (5.5) 0.30 .586 .010
Stereotyped behavior 250 (2.8) 356 (3.2 1.06 (3.1) 6.12 (4.8) 6.42 (5.2) -0.44 (3.9) 145 238 .046
Hyperactivity 18.19 (9.6) 18.06 (12.9) -0.13 (8.5) 17.18 (9.6) 19.26 (10.0) 200 (106) 039 537 .013
Inappropriate Speech 356 (1.6) 331 (2.2 -0.25 (3.0 353 (3.2 3.63 (2.7) -0.13 (3.3) 0.01 .911 .000
CBCL Total 16 61.88 (5.8) 15 58.73 (7.7) 15 -3.00 (6.8) 20 64.65 (11.0) 18 67.94 (10.7) 18 356 (9.2 521 .029 144
Internalizing 63.56 (5.6) 60.67 (5.7) -3.20 (5.6) 63.70 (9.5) 63.00 (9.0 -0.61 (5.4) 1.81 .189 .055
Externalizing 59.69 (7.9) 56.80 (10.6) -2.67 (9.5) 62.10 (10.0) 62.22 (10.4) 056 (7.6) 1.17 286 .036

A-FFIP: Frankfurt early intervention program; TAU: treatment as usual; T1: baseline assessment; T2: 1-year follow-up assessment; ADOS: autism diagnostic observation schedule; SRS: social
responsiveness scale; SCQ: social communication questionnaire; VABS-II: vineland adaptive behavior scales 2nd edition; ABC: aberrant behavior checklist; CBCL: child behavior checklist;
Developmental quotient was assessed with the Bayley-11 or the SON-R 2 % - 7.
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Supplementary Material — full model information of all ANOVAs from the un-medicated
sample (N = 16/20)

Table D1. ANOVA model information for the autism diagnostic observation schedule (ADOS severity

scores)
Variable Source DF Type 111 SS Mean Square F-value p-value
Group 1 0.04003268 0.04003268 0.03 0.8744
Individuum
Severity score | (random) 34| 90.26388889 2.65482026 1.68 0.0707
(total) Time 1| 1445179739 |  14.45179739 9.17 0.0048
Group*Time 1 8.33415033 8.33415033 5.29 0.0281
Group 1 5.0345180 5.0345180 2.75 0.1069
Social affect | (andom) 34| 1275243056 37507149 | 2.05 00220
tdomain Time 1 23.1962827 23.1962827 12.68 0.0012
Group*Time 1 2.6080474 2.6080474 1.43 0.2412
Group 1 24.4517974 24.4517974 4.97 0.0329
Restrictive and | |ndividuum
Repetitive (random) 34| 172.5972222 5.0763889 1.03 0.4649
BEha‘{'orS Time 1 0.0032680 0.0032680 0.00 0.9796
omain
Group*Time 1 1.1797386 1.1797386 0.24 0.6276
Table D2. ANOVA model information for the Cognitive values
Variable Source DF Type 111 SS Mean Square F-value p-value
Group 1 27.72411 27.72411 0.47 0.4994
Individuum
Developmental (random) 34|  44840.64555 1318.84252 22.19 <.0001
quotient Time 1 806.04797 806.04797 13.56 0.0008
Group*Time 1 490.46826 490.46826 8.25 0.0071




Table D3. ANOVA model information for the social responsiveness scale (SRS t-values)
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Variable Source DF Type 111 SS Mean Square F-value p-value
Group 1 86.000052 86.000052 132 0.2599
Individuum 34|  7867.708772 231.403199 3.54 0.0003
SRS total (random)
Time 1 43.011816 43.011816 0.66 0.4233
Group*Time 1 0.305934 0.305934 0.00 0.9459
Group 1 263.287733 263.287733 4.94 0.0334
S ndivduum 34| 7140349781 |  210.010288 3.94 <.0001
Social cognition (random)
Time 1 0.198349 0.198349 0.00 0.9517
Group*Time 1 34.021878 34.021878 0.64 0.4300
Group 1 116.331385 116.331385 1.82 0.1870
Individuum
social (random) 34| 5518.070175 162.296182 254 0.0048
communication Time 1 14.060062 14.060062 0.22 0.6424
Group*Time 1 49.354180 49.354180 0.77 0.3863
Group 1 61.55883 61.55883 0.52 0.4740
'”d"o’l'd””m 34| 10964.98509 322.49956 2.75 0.0025
Social cognition (random)
Time 1 111.19835 111.19835 0.95 0.3375
Group*Time 1 20.61011 20.61011 0.18 0.6779
Group 1 15.039474 15.039474 0.20 0.6550
'”d"o’l'd””m 34| 7338.388377 215.834952 2.92 0.0015
Social motivation | (random)
Time 1 403.674355 403.674355 5.46 0.0259
Group*Time 1 146.850826 146.850826 1.99 0.1683
Group 1 260.381870 260.381870 371 0.0631
Individuum
Autistic (randorm) 34| 7785783114 228.993621 3.26 0.0006
mannerisms Time 1 7.529618 7.529618 0.11 0.7455
Group*Time 1 24.000206 24.000206 0.34 0.5630
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Table D4. ANOVA model information for the social communication questionnaire (SCQ)

Variable Source DF Type 111 SS Mean Square F-value p-value
Group 1 1.747352 1.747352 0.11 0.7399
Individuum 34| 2386.190197 70.182065 451 <0001
SCQ total (random)
Time 1 7.141700 7.141700 0.46 0.5033
Group*Time 1 6.079200 6.079200 0.39 0.5367
Group 1 0.0019498 0.0019498 0.00 0.9847
Individuum
34| 733.2004274 215649832 413 <.0001
Social interaction | (random)
Time 1 4.6115891 4.6115891 0.88 0.3551
Group*Time 1 12.9240891 12.9240891 247 0.1264
Group 1 2.2950955 2.2950955 0.57 0.4570
'”d"O’l'd““m 34|  412.7830538 12.1406781 3.00 0.0015
Communication (random)
Time 1 0.6581478 0.6581478 0.16 0.6895
Group*Time 1 0.1581478 0.1581478 0.04 0.8445
Group 1 0.0005421 0.0005421 0.00 0.9846
Stereotyped ooy 34| 2492269713 73302050 | 513  <.0001
behavior Time 1 0.3558325 0.3558325 0.25 0.6214
Group*Time 1 1.4808325 1.4808325 1.04 0.3169
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Table D5. ANOVA model information for the Vineland adaptive behavior scale (VABS)

Variable Source DF Type 111 SS Mean Square F-value p-value
Group 1 187.03125 187.03125 3.46 0.0718
Individuum
VABS composite | (random) 33| 13806.96875 418.39299 7.74 <.0001
score Time 1 2.25381 2.25381 0.04 0.8394
Group*Time 1 56.13952 56.13952 1.04 0.3155
Group 1 237.89944 237.89944 5.85 0.0213
Individuum
33|  18073.24342 547.67404 13.46 <.0001
Communication (random)
Time 1 22.63327 22.63327 0.56 0.4611
Group*Time 1 70.63327 70.63327 1.74 0.1968
Group 1 35357373 35357373 3.61 0.0661
'”d"O’l'd““m 33|  16275.79770 493.20599 5.04 <.0001
Daily living skills | _(random)
Time 1 3.25042 3.25042 0.03 0.8565
Group*Time 1 227.65042 227.65042 2.33 0.1367
Group 1 163.45042 163.45042 2.84 0.1011
'”d"é'd““m 33|  18334.69243 555.59674 9.67 <.0001
Socialization (random)
Time 1 30.75569 30.75569 0.54 0.4696
Group*Time 1 0.35569 0.35569 0.01 0.9378




Table D6. ANOVA model information for the aberrant behavior checklist (ABC)
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Variable Source DF Type 111 SS Mean Square F-value p-value
Group 1 613.12754 613.12754 1.63 0.2115
Individuum 34| 28194.63893 829.25409 2.20 0.0153
Total (random)
Time 1 0.56250 0.56250 0.00 0.9694
Group*Time 1 27.56250 27.56250 0.07 0.7885
Group 1 20.558376 20.558376 0.55 0.4628
Individuum 34
3472.566563 102.134311 275 0.0031
Irritability (random)
Time 1 1.000000 1.000000 0.03 0.8708
Group*Time 1 1.000000 1.000000 0.03 0.8708
Group 1 0.057265 0.057265 0.00 0.9621
'”d"o’l'd””m 34|  3483.761610 102.463577 411 <.0001
Lethargy (random)
Time 1 36.000000 36.000000 1.44 0.2391
Group*Time 1 7.562500 7.562500 0.30 0.5860
Group 1| 230.3339150 230.3339150 37.06 <.0001
Individuum 34
Stereotyped (random) 953.8962848 28.0557731 451 <.0001
behavior Time 1 1.5625000 1.5625000 0.25 0.6197
Group*Time 1 9.0000000 9.0000000 1.45 0.2382
Group 1 17.065990 17.065990 0.37 0.5479
'”d"o’l'd””m 34| 5777.654799 169.931023 3.68 0.0002
Hyperactivity (random)
Time 1 14.062500 14.062500 0.30 0.5852
Group*Time 1 18.062500 18.062500 0.39 0.5365
Group 1 0.4625635 0.4625635 0.09 0.7611
) Individuum 34
Inappropriate (randorm) 250.6563467 7.3722455 1.50 0.1311
speech Time 1 0.5625000 0.5625000 0.11 0.7374
Group*Time 1 0.0625000 0.0625000 0.01 0.9109




Table D7. ANOVA model information for the child behavior checklist (CBCL t-values)
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Variable Source DF Type 111 SS Mean Square F-value p-value
Group 1 599.500126 599.500126 17.78 0.0002
oL tota zfsg‘égd;];m 34 |  4560.955556 134.145752 3.98 <.0001
Time 1 1.262626 1.262626 0.04 0.8478
Group*Time 1 175.808081 175.808081 5.21 0.0294
Group 1 33.553062 33.553062 221 0.1471
Internalizing szg‘égd#];m 34|  3557.131944 104.621528 6.90 <.0001
behavior Time 1 59.418687 50.418687 3.92 0.0568
Group*Time 1 27.418687 27.418687 1.81 0.1886
Group 1 264.918213 264.918213 7.33 0.0109
Externalizing zfsr:‘é:)d#];‘m 34| 5165859722 151937051 4.20 <.0001
behavior Time 1 18.232323 18.232323 0.50 0.4829
Group*Time 1 42.474747 42.474747 1.17 0.2868




