Patient ID

Start
trametinib

Jan-23
May-23
Jul-23
Aug-23
Sep-23

August 2022 September 2022 December 2022 End of December 2022 Jununry 2023 June 2024
: Biopsy of cercbellar tumor ’ Progress on TMZ and Treatment pause because Reinstitution of treatment Progress to trametinib and
Patient 1 and istologc is of Sart of ireutmant whth treatment swatch o of retmal detachment duc with trametinib in dose 1 treatment switch
4 Trametinib to trametinib mg Lomustine
April 2023 May 2023 Nevember 2023 June 2024 S er 2034 December 2024 Pebraari 2036
Pati Biopsy of cercbellar Start troutaent with Progress on trametinib Completion of 6 Rechalionse TMZ dus Treatmet switch to Deuth tom
atient 2 tumor and hestological Start oy and treatment switch cyclos TMZ ooee TMZ Lomustine duc to ol
diagnosis of PA motial ™Z treatment pause progress progress
June 2024
1992 November 2020
October 2020
P 3 Surgical aucleien N o - May 2020 Continuation only June 2021 N July 2023 y Swop of trmetiaib
: { thalami coperation due to " with irmotecan . cw progress as
atient — Progression and treatment switch to Completion of dermatological
mour, diagnosis r ea ; duc to lung cmbols start treatment
of PA. adjuvant progression swrtof TMZ """"“‘m‘.‘:““’“ under irinotecan with trametinib ‘:’Me )
radsation therapy bevacizumab cderna g
January 2023
March 2021 July 2021 . ::;7;’: ot Hospitalization
Patient 4 October 2020 :u-nm md: Chemoradision June 2021 Maltifocal e e Nevember 2022 o intensive care . July 2023
coperation with protoas. progress dose. t© tart treatment
PO o tumour 59.4 Gy and Start of adjuvant treatment switch Lomsting and bevacizmab necrotizing with tramctinib
mous progression concomittant o CCNU and Sevesk due to progress fasciitis/margma (ongoing)
™Z bevacizumab prer I progress under
scirumab
it "": 2020 o and June 2022 August 2023 June 2024
: resection < glioma " Trametinib pause duc 1o paticats’ own
Pat|ent 5 histologic venfication of PA Second partial resection of the tumour Progress and start of trametinib. “m_v'ﬂ. s childbirth

Figure S1: Horizontal timeline chart of the disease trajectory and the administered treatments of the patients in our cohort.

Stop
trametinib

Jul-24
Dec-23
May-24
Ongoing
Jun-24

Baseline scan Last scan on MEK
before trametinib inhibition until 2025-
initiation 04-11
2022-11-20 2024-05-06
2023-03-30 2023-11-10
2023-06-14 2024-04-02
2023-07-04 2025-01-20
2023-09-15 2024-08-12

Baseline scan measure
(AP, trans, CC)

34x36x32=39168
22x15x20=6600
20x18x15=5400

37x36x34=45288
20x13x15=3900

o ﬂ o

25x28x28=19600
21x19x19=7581
17x13x19=4199
29x27x30=23490
13x19x15=3705

29x27x28=21924
NA
16x12x19=3648
26x25x25=16250
13x19x15=3705

20x23x25=11500
NA
16x13x14=2912
25x23x26=14950
13x19x14=3458

Follow up 4
24x17x21=8568 NA
NA NA
NA NA

23x20x25=11500 23x20x25=11500
20x15x17=5100 NA

Best radiological response

PR (minus 78% T2FLAIR3D)
SD (plus 15% T2FLAIR3D)
MR (minus 46% T2FLAIR3D)
PR (minus 77% T2FLAIR3D)
SD (minus 11% T2FLAIR3D)

Date of best response

2024-05-06
2023-08-09
2024-04-02
2025-01-20
2024-06-03

Table S1: Depictions of tumor volumes (measurements in 3D T2 FLAIR) in the patients of our cohort during their treatment with trametinib.

Comprehensive

mutation coverage (86)

ABL1 CSF1R GATA2 MAP2K2
RAF1 ABL2 CSF3R GNAQ MET
RET ALK CTNNB1 H3F3A MPL
RHOA ACVR1 DAXX HDAC9
MSH6 SETBP1 AKT1 DNMT3A
HIST1H3B MTOR SETD2 ASXL1
EGFR HRAS NCOR2 SH2B3
ASXL2 EP300 IDH1 NOTCH1
SH2D1A BRAF ERBB2 IDH2
NPM1 SMO CALR ERBB3 IL7R
NRAS STAT3 CBL ERBB4 JAK1
NT5C2 STAT5B CCND1 ESR1
JAK2 PAX5 TERT CCND3 EZH2
JAK3 PDGFRA TPMT CCR5 FASLG
KDM4C PDGFRB USP7 CDK4
FBXW?7KDR PIK3CA ZMYM3 CIC
FGFR2 KIT PIK3R1 CREBBP
FGFR3 KRAS PPM1D CRLF2 FLT3
MAP2K1 PTPN11

CNV (28)

ALK IGF1R BRAF JAK1 CCND1 JAK2
CDK4 JAK3 CDK®6 KIT EGFR KRAS
ERBB2 MDM2 ERBB3 MDM4 FGFR1
MET FGFR2 MYC FGFR3 MYCN
FGFR4 PDGFRA GLI1 PIK3CA GLI2

Full exon coverage (44)

APC GATA3 RUNX1 ARID1A
GNA13 SMARCA4 ARID1B ID3
SMARCB1 ATRX IKZF1 SOCS2
CDKN2A KDM6A SUFU CDKN2B
KMT2D SUZ12 CEBPA MYOD1
TCF3 CHD7 NF1 TET2 CRLF1 NF2
TP53 DDX3X PHF6 TSC1 DICER1
PRPS1 TSC2 EBF1 PSMB5 WHSC1
EED PTCH1 WT1 FAS PTEN XIAP
GATA1 RB1

Fusion and expression
(97)

ABL1 FGFR2 MEF2B NUP214
SSBP2 ABL2 FGFR2 MET
NUP98 STAG2 AFF3 FGFR3
MKL1 NUTM1 STAT6 ALK FLT3
MLLT10 NUTM2B TAL1 BCL11B
FOSB MN1 PAX3 TCF3 BCOR
FUS MYB PAX5 TFE3 BCR
GLI1MYBL1 PAX7 TP63 BRAF
GLIS2 MYH11PDGFB TSLP
CAMTA1 HMGA2 MYH9
PDGFRA TSPAN4 CCND1 JAK2
NCOA2 PDGFRB UBTF CIC
KAT6A NCOR1 PLAG1 USP6
CREBBP KMT2A NOTCH1
RAF1WHSC1 CRLF2.KMT2B
NOTCH2 RANBP17 YAP1
CSF1R KMT2C NOTCH4 RECK
ZMYND11 DUSP22 KMT2D
NPM1RELA ZNF384 EGFR
LMO2NR4A3 RET

ETV6 MAML2 NTRK1 ROS1
EWSR1 MAN2B1 NTRK2
RUNX1 FGFR1T MECOM NTRK3
Ss18

Gene
expression

BCL2 BCL6 FGFR1 FGFR4
IGF1R MET MYCN MYC TOP2A

Table S2: List of the genomic alterations analyzed by the NGS panel used in the patients of our cohort (Amplicon Sequencing, Oncomine Childhood Cancer Research

Assay, lon Torrent S5, lon Chef; Thermo Scientific)
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The words “case report” should be in the title along with the area of fOCUS .........ooviiiicin e 7

2 2 to 5 key words that identify areas covered in this casereport ..o 1

3a Introduction—What is unique about this case? What does it add to the medical literature? ...........ccoooevereeeeeeecrcneeee. 2,3

3b  Themain symptoms of the patient and the important clinical iNdiNGS .........ccocvreerneerse e 3.4.5
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4 One or two paragraphs summarizing why this case is unique with references ...........ccccccceviveiiiiceeeens 2.7

5a Demographic information and other patient specificinformation ............ccccce i 2,3

5b  Main concerns and symptoms of the patient ..o 3.4.5

5¢c  Medical, family, and psychosocial history including relevant genetic information (also seetimeline). ...... 3.4, 5, figure S1
5d Relevant past interventions and their OUICOMES ..o 3, figure S1

6 Describe the relevant physical examination (PE) and other significant clinicalfindings ............cccccoeee 3.4.5
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8d  Prognostic characteristics (such as staging in oncology) whereapplicable ...........ccccoiiiiiiiiiiiiieeee, 3.4,5,6
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9¢c  Changesinintervention (With ratioNAIE) ...ttt sttt 3
10a Clinician and patient-assessed outcomes (When appropriate) ..........ceecereeennnseseseesese s ssssssssens 4,5
10b  Importantfollow-up diagnosticand otherteStreSUIS ...........oooiiiiiiiiiie et 4
10c Interventionadherence and tolerability (HOW Was thisS @SSESSEA?) .......ccccurririrricirirecrereee e 5
10d  Adverseand unantiCiPated EVENTES ...t a et e e e s se e e e b s e ae e e se et eseaene e e e enens 5
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Discussion of the relevantmediCal lIErature .............c..eoiiiiiiiiie e e e e e e e e enneeas 5,6.7
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Did the patient give informed consent? Please provide if requested



