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Introduction

 Plexiform neurofibromas (PNs) are nonmalignant peripheral nerve sheath tumors that develop 
in 30% to 50% of patients with neurofibromatosis type 1 (NF1)1,2

 Patients with NF1-PN can often experience pain, disfigurement, impaired physical functioning, 
and substantial deterioration in HRQoL3,4

No pharmacologic therapies have been approved for adults; one MEK inhibitor is 
US FDA-approved for children (≥2 years of age)5

–There is a need for effective and tolerable NF1-PN treatment options that improve HRQoL in 
adults and children

Mirdametinib is an investigational, oral, highly selective, potent, allosteric, CNS-penetrant, 
small-molecule MEK1/2 inhibitor6-9,a

aMirdametinib is an investigational product that has not been approved by any regulatory authority; the safety and efficacy of mirdametinib have not been established. CNS, central nervous system; FDA, Food and Drug 
Administration; HRQoL, health-related quality of life; MEK, mitogen-activated protein kinase kinase; NF1, neurofibromatosis type 1; NF1-PN, neurofibromatosis type 1-associated plexiform neurofibroma; PN, plexiform 
neurofibroma.
1. Prada CE, et al. J Pediatr. 2012;160:461-467. 2. Miller DT, et al. Pediatrics. 2019;143:e20190660. 3. Gutmann DH, et al. Nat Rev Dis Primers. 2017;3:17004. 4. Fisher MJ, et al. Neuro Oncol. 2022;24:1827-44. 
5. KOSELUGO [Prescribing Information]. AstraZeneca Pharmaceuticals LP; 2024. 6. Weiss BD, et al. J Clin Oncol. 2021;39(7):797-806. 7. LoRusso PM, et al. Clin Cancer Res. 2010;16(6):1924-37. 
8. Jousma E, et al. Pediatr Blood Cancer. 2015;62(10):1709-16. 9. de Gooijer MC, et al. Int J Cancer. 2018;142(2):381-91.
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Presenter Notes
Presentation Notes
Plexiform neurofibromas are nonmalignant peripheral nerve sheath tumors in patients with neurofibromatosis type 1 that often cause significant morbidity and substantially deteriorate health-related quality of life (HRQoL)
Current treatment options are limited, with no approved options available for adults
Mirdametinib is an investigational, oral, highly selective, potent, allosteric, CNS-penetrant, MEK inhibitor 


Slide annotations:
Plexiform neurofibromas (PN) are nonmalignant nerve sheath tumors [Miller 2019/p6/col1/para2/bullet3] that develop in 30% to 50% of patients with neurofibromatosis type 1 (NF1) [Prada 2012/p461/Methods/para1;p462/col2/para1; Miller 2019/p5/col3/para2]
Patients with NF1-PN often experience pain, disfigurement, impaired physical functioning, and substantial deterioration in HRQoL [Gutmann 2017/p9/col2/para5(pain, disfigurement);p12/col2 (functioning; QoL); Fisher 2022/p1833/col2/para1 (pain, disfigurement); para2 (functioning, QoL); p1834/col2/para2 (QoL] 
No pharmacologic therapies have been approved for adults; [Fisher 2022/p1836/col1/para4; col2/para2] one MEK inhibitor is FDA approved for children (≥2 years of age)  [KOSELUGO US PI/p1]
Mirdametinib is an investigational, oral, highly selective, potent, allosteric, CNS-penetrant, small-molecule MEK1/2 inhibitor [Weiss 2021/p2/col1; LoRusso 2010/p1925/col1/para2; Jousma 2015/p3/para1; de Gooijer 2018/p386]
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ReNeu: A Multicenter, Open-label, Pivotal, Phase 2b Trial of Mirdametinib in Adults 
and Children With NF1-PN (NCT03962543)

Patients (≥2 y) 
with inoperable 
NF1-PN causing 
significant 
morbidity

Adults
≥18 years 

(N=58)

Children
2 to 17 years 

(N=56)

Safety
follow-up
(30 days)

Safety 
follow-up 
(30 days)

Optional 
long-term 
follow-upb

Treatment Phase 
(24 cycles, 

1 cycle=28 days)

Mirdametinib
(capsule or tablet for oral 

suspension), 
2 mg/m2 BID (max 4 mg BID), 

3 weeks on/1 week off, 
no fasting requirement

Primary endpoint
• Confirmed ORR (% of patients with ≥20% 

reduction in target tumor volume by MRI on 
consecutive scans during the treatment 
phase assessed by BICR)c

Secondary endpoints 
• DoR
• Patient/parent proxy-reported outcomes 

from BL at Cycle 13:
– Worst tumor pain severity (NRS-11)
– Pain interference (PII)
– HRQoL (PedsQL)

• Safety and tolerability
Patient- and parent proxy-
report outcomes recorded 
Cycles 1 (BL), 3, 5, 7, 9, 13, 
17, 21, and 24a

aPatient- and parent proxy-reported outcomes were recorded at Cycle 1 Day 1 (Baseline) and at Day 15 of subsequent cycles, and Cycle 13 was the prespecified endpoint. bDuring LTFU, patients continue on mirdametinib at the 
last dose assigned in the treatment phase. cPer REiNS criteria. Consecutive scans for confirmation of objective response had to occur within 2-6 months. Confirmed ORR was compared with the null hypothesis (minimum clinically 
relevant response rate of 23% for adults and 20% for children). BICR with 2 reviewers and 1 adjudicator. High concordance of tumor volumes between readers (r = 0.9907). BICR, blinded independent central review; BID, twice a 
day; BL, baseline; DoR, duration of response; LTFU, long-term follow-up phase; MRI, magnetic resonance imaging; NRS-11, Numeric Rating Scale-11; ORR, objective response rate; PedsQL, Pediatric Quality of Life Inventory; 
PII, Pain Interference Index; REiNS, Response Evaluation in Neurofibromatosis and Schwannomatosis. 
ClinicalTrials.gov. https://www.clinicaltrials.gov/study/NCT03962543. Accessed May 9, 2024. 

Presenter Notes
Presentation Notes
ReNeu is a pivotal, Phase 2b trial of mirdametinib and is the largest NF1-PN trial reported to date
Trial enrolled children and adults in separate cohorts, ages 2 to 69 years 
Patients received mirdametinib 2 mg/m2 BID on a 3 weeks on, 1 week off schedule 
Following the 24-cycle treatment phase, patients could enter an optional long-term follow-up phase, during which they received continued mirdametinib treatment
[CLICK]
The primary endpoint was confirmed ORR defined as % of patients with ≥20% reduction in target PN volume by MRI on consecutive scans during the treatment phase, assessed by blinded independent central review
Change from baseline in HRQoL as measured by the Pediatric Quality of Life Inventory (PedsQL) at Cycle 13, Day 15 was a prespecified secondary endpoint

Slide annotations 
See boxes around slide in Slide Notes View
Footnotes:
aPatient- and parent proxy-reported outcomes were recorded at Cycle 1 Day 1 (Baseline) and at Day 15 of subsequent cycles, [MEK-NF-201_Protocol Amendment 4_Clean/p12/Table1.3 (SoA)]  and Cycle 13 was the prespecified endpoint [mek-nf-201-csr/p28/Table3]
bIn the LTFU, patients continue on mirdametinib at the last dose assigned in the treatment phase. [mek-nf-201-csr/p30/para6]
cPer REiNS criteria. [mek-nf-201-csr/p31/para2]
Confirmed ORR was compared with the null hypothesis (minimum clinically relevant response rate of 23% for adults and 20% for children) [mek-nf-201-csr/p32/para4]
Consecutive scans for confirmation of objective response had to occur within 2-6 months. [mek-nf-201-csr/57/para4]
BICR with 2 reviewers and 1 adjudicator. [mek-nf-201-csr/57/para6]
High concordance of tumor volumes between readers (R=0.9907). [MEK-NF-201_Variability_Analysis_Report_V1.0/p38/Pearson Correlation value/last bullet; p42/para2]

Annotations for speaker notes bullets (that are not covered in slide annotations)
Bullet 1: ages 2 to 69 years [mek-nf-201-csr/p6/Main Results,Demographics and Baseline Characteristics/bullet1; p7/bullet2]

https://www.clinicaltrials.gov/study/NCT03962543


Primary Results From the ReNeu Trial1

 Primary endpoint met, with confirmed ORR of 41% in adults (P<.001) and 52% in children 
(P<.001) during the treatment phasea

o An additional 2 adults and 1 child achieved confirmed responses in the LTFU phase

 Median best target PN volume reduction from baseline was >40% in adults and children
 More than 50% of patients with a confirmed response achieved a deep response 

(>50% best PN volume reduction from baseline)
 In both adults and children, median duration of treatment was 22 months and median DoR 

was not reached 
 Manageable safety profile with majority of TRAEs grade 1 or 2b

aConfirmed ORR was compared with the null hypothesis (minimum clinically relevant response rate of 23% for adults and 20% for children). bThe most commonly reported TRAEs were dermatitis acneiform, diarrhea, and nausea in 
adults and dermatitis acneiform, diarrhea, and paronychia in children. One treatment-related SAE in adult cohort, grade 3 RVO with confounding factors (hormonal contraception and COVID-19 vaccination). No treatment-related 
SAEs or RVO in pediatric cohort. RVO, retinal vein occlusion; SAE, serious adverse event; TRAE, treatment-related adverse event.
1. Moertel CL, et al. ASCO Annual Meeting, May 31-Jun 4, 2024.

Objective: To report patient- and parent proxy-reported outcomes of HRQoL in adults and children 
with NF1-PN treated with mirdametinib from the ReNeu trial
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Presenter Notes
Presentation Notes
The primary endpoint was met with a confirmed ORR of 41% in adults and 52% in children
The median best reduction in PN volume was >40% in both adults and children
Among patients with a response, more than 50% achieved a deep response, defined as a >50% PN volume reduction
Responses were durable
Mirdametinib had a manageable safety profile, with most treatment-related AEs being Grade 1 or 2 
This presentation will focus on HRQoL results from ReNeu


Slide annotations:
Primary endpoint met, with confirmed ORR of 41% in adults (P<.001) and 52% in children (P<.001) [Moertel ASCO 2024/slide5/bullet 1(adults); slide 6/bullet1(children)]
An additional 2 adults and 1 child achieved confirmed responses in the LTFU phase [Moertel ASCO 2024/slide5/bullet 1 subbullet(adults); slide 6/bullet1 subbullet(child)]
Median best target PN volume reduction from baseline was >40% in adults and children [Moertel ASCO 2024/slide5/bullet 2(adults); slide 6/bullet 2(children)]
>50% of patients with a confirmed response achieved a deep response (>50% best PN volume reduction) [Moertel ASCO 2024/slide5/bullet 3(adults); slide 6/bullet 3(children)]
Median duration of treatment was 22 months; median DoR not reached [Moertel ASCO 2024/slide5/col2/bullet 1;bullet 3(adults); slide 6/col2/bullet1;bullet3(children)]
Manageable safety profile with majority of TRAEs grade 1 or 2 [Moertel ASCO 2024/slide9/bullet5]

Footnote a: Confirmed ORR was compared with the null hypothesis (minimum clinically relevant response rate of 23% for adults and 20% for children). [mek-nf-201-csr/p32/para4]
Footnote b: bThe most commonly reported TRAEs were dermatitis acneiform, diarrhea, and nausea in adults and dermatitis acneiform, diarrhea, and paronychia in children. [Moertel ASCO 2024/slide8/table] One treatment-related SAE in adult cohort, grade 3 RVO with confounding factors (hormonal contraception and COVID-19 vaccination).  No treatment-related SAEs or RVO in pediatric cohort. [Moertel ASCO 2024/slide8/footnote b]
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aPatient-reported by all patients ≥5 years of age and parent proxy-reported for all patients 2 to 17 years of age and patients with cognitive impairment ≥18 years of age. Items on the PedsQL are assessed on a Likert scale from 0 to 
4. These are then reverse scored and linearly transformed to a 0-to-100 scale, with higher scores indicating better HRQoL. bWithin-patient clinically meaningful thresholds of improvement for adults and children calculated as an 
increase from BL of >0.5 × SD, using SD from BL. Analyses were conducted among patients who could have attained a clinically meaningful improvement from baseline, defined as those with a baseline score lower than the 
difference between the maximum PedsQL score (100 points) and the MCT for improvement for PedsQL (ie, 100 – MCT). The MCT was calculated separately for PedsQL Total Score and each subscale. 
LS, least squares; MCT, meaningful change threshold; MMRM, mixed model repeated measures; SD, standard deviation. 
1. Varni JW, et al. Expert Rev Pharmacoecon Outcomes Res. 2005;5(6):705-19. 2. Varni JW, Limbers CA. J Health Psychol. 2009 May;14(4):611-22.

Change in HRQoL (PedsQL) From Baseline Through Cycle 13

Prespecified Analysis
LS mean MMRM analysis of change 
from BL by visit in PedsQL Total Score 
and Subscale Scores
• Secondary endpoint

Change from BL at Cycle 13

Post hoc Analyses 
Percentage of adults and children with a 
clinically meaningful improvement in 
PedsQL Total Score and Subscale 
Scores from BL at Cycle 13, among 
patients who could have attained a 
clinically meaningful improvementb

HRQoL – PedsQL 4.0 Generic Core Scales
Questionnaire Validated for Adults and Children1,2,a

Total Score
(Mean of all item scores)

Four Functioning 
Subscales

Physical 
Functioning 

Emotional
Functioning 

Social
Functioning 

School/Work
Functioning 

Presenter Notes
Presentation Notes
This analysis evaluated change from baseline in HRQoL, assessed by the PedsQL Generic Core Scales, which is validated for use in adults and children
PedsQL comprises four subscales to assess physical functioning, emotional functioning, social functioning, and school/work functioning. The Total Score is calculated as the mean of all items
Items on the PedsQL are assessed on a Likert scale from 0 to 4. These are then reverse scored and linearly transformed to a 0-to-100 scale, with higher scores indicating better HRQoL
PedsQL was patient-reported by all patients ≥5 years of age and parent proxy-reported for all patients 2 to 17 years of age 
Adults and children who could have attained a clinically meaningful improvement from baseline in PedsQL were assessed for clinically meaningful improvement in post hoc analyses
Annotations
Questionnaire validated for adults and children [mek-nf-201-csr/p45/sec9.5.1.2.1/para1 (PedsQL assesses HRQOL in adults and children); Varni 2005/p706/col2/para3 (validated in children); Varni 2009/p618/col1/para2 (validated in adults)]
Total Score and Four Functioning Subscales [mek-nf-201-csr/p45/sec9.5.1.2.1/para1]
Total score = mean of all item scores [mek-nf-201-csr/p60/sec9.7.2.1.3.1/para2]
Prespecified analysis (blue box bullet 1): [MEK-NF-201 SAP v1.0.0 – signed/p33/sec5.5.1.1/para1 (MMRM); p42/para4 (LS Mean)]
Secondary endpoint (subbullet): [mek-nf-201-csr/p28/Secondary]
Post hoc analyses (blue box bullet 2) [t_7_adhoc_mct_pedsql/p5/Table 7/last row; footnote3. Note: this file reports data at cycles 5 and 13; however, we are only mentioning cycle 13 here, as this presentation only reports cycle 13 data]

Footnotes
aPatient-reported by all patients ≥5 y and parent proxy-reported for all patients 2 to 17 y and patients with cognitive impairment ≥18 y. [mek-nf-201-csr/p45/sec9.5.1.2.1/para2]
 Items on the PedsQL are assessed on a Likert scale from 0 to 4. These are then reverse scored and linearly transformed to a 0 to 100 scale, with higher scores indicating better HRQoL. [mek-nf-201-csr/p60/sec9.7.2.1.3.1/para2]
bWithin-patient clinically meaningful thresholds of improvement for adults and children calculated as an increase from BL of >0.5 × SD, using SD from BL. [t_7_adhoc_mct_pedsql/p5/Table 7/footnote2]
Analyses were conducted among patients who could have attained a clinically meaningful improvement from baseline, defined as those with a baseline score lower than the difference between the maximum PedsQL score (100 points) and the MCT for improvement for PedsQL (ie, 100 – MCT). [t_7_adhoc_mct_pedsql/p5/Table 7/footnote3; EMAIL_MCT for PedsQL_2024-07-10/p1/para1-2]
The MCT was calculated separately for PedsQL Total Score and each subscale. [t_7_adhoc_mct_pedsql/p5/row 5 (Threshold for Meaningful Score Difference row, PedsQl Total Score); p1-4/row5 (Threshold for Meaningful Score Difference row for each subscale)]













Baseline Demographics, Morbidities, and HRQoL Scores

Adults (N=58) Children (N=56)
Age, median (range), y 34 (18-69) 10 (2-17)
Sex, n (%)

Female 37 (64) 30 (54)
Male 21 (36) 26 (46)

Type of PN-related morbidity, n (%)
Pain 52 (90) 39 (70)
Disfigurement or major deformity 30 (52) 28 (50)
Motor dysfunction or weakness 23 (40) 15 (27)
Airway dysfunction 3 (5) 7 (12)
Other 10 (17) 12 (21)

PedsQL Scores at BL,a mean (range) Patient-report 
(n=55) 

Patient-report 
(n=50)

Parent proxy-
report (n=55) 

Total Score 67 (24-100) 76 (18-100) 72 (23-99)
Functioning Subscales
 Physical 58 (0-100) 78 (12-100) 74 (0-100)
 Emotional 68 (5-100) 75 (5-100) 73 (35-100)
 Social 80 (10-100) 81 (20-100) 73 (5-100)
 School/Work 67 (15-100) 70 (15-100) 66 (0-100)b

aPedsQL items are assessed on a Likert scale from 0 (never a problem) to 4 (almost always a problem); these are reverse scored and linearly transformed to a 0-to-100 scale (0=100; 1=75; 2=50; 3=25; 4=0). PedsQL Total Score is 
the mean of all item scores; higher scores indicate better HRQoL. bn=54. SNO | HRQoL (PedsQL) in ReNeu 

Presenter Notes
Presentation Notes
The median age was 34 years for adults and 10 years for children
All patients had at least one PN-related morbidity at enrolment: pain, disfigurement, and motor weakness were most common 
All patients or parent proxies were required to complete the PedsQL, regardless of baseline level of HRQoL deficits, so baseline scores had a wide range 


Slide Annotation:
Age, sex: mek-nf-201-csr/p73/Table8
Type of NF morbidity: mek-nf-201-csr/p76/Table10
PedsQL Total Score: MEK-NF-201 Full TLF Production Run_14MAY2024_tables/p460(adults);p419(children)
PedsQL Functioning subscale scores: 
Physical functioning: MEK-NF-201 Full TLF Production Run_14MAY2024_tables/p436(adults);p392(children)
Emotional functioning: MEK-NF-201 Full TLF Production Run_14MAY2024_tables/p428(adults);p383(children)
Social functioning:  MEK-NF-201 Full TLF Production Run_14MAY2024_tables/p452(adults);p410(children)
School/work functioning:  MEK-NF-201 Full TLF Production Run_14MAY2024_tables/p444(adults);p401(children)

Footnotes
aPedsQL items are assessed on a Likert scale from 0 (never a problem) to 4 (almost always a problem); these are reverse scored and linearly transformed to a 0 to 100 scale (0=100; 1=75; 2=50; 3=25; 4=0). [mek-nf-201-csr/p60/sec9.7.2.1.3.1/para2] PedsQL Total Score is the mean of all item scores; higher scores indicate better HRQoL. [mek-nf-201-csr/p60/sec9.7.2.1.3.1/para2] 
bn=54. [MEK-NF-201 Full TLF Production Run_14MAY2024_tables/p401/pediatric parent proxy, Overall column]




Prespecified Secondary Endpoint: Mirdametinib Treatment Demonstrated 
Improvement in HRQoL (PedsQL Total Score) From Baseline at Cycle 13

*P<.05 for a statistically significant change from BL. aBL was Cycle 1, Day 1. 
Error bars indicate 95% CIs. PedsQL items are assessed on a Likert scale from 0 (never a problem) to 4 (almost always a problem); these are reverse scored and linearly transformed to a 0-to-100 scale (0=100; 
1=75; 2=50; 3=25; 4=0). PedsQL Total Score is the mean of all item scores; higher scores indicate better HRQoL. No., number; SE, standard error. 
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sustained at most timepoints through Cycle 13 for adults and children by parent proxy-report
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Presenter Notes
Presentation Notes
A significant improvement (increase) in PedsQL Total Score as a measure of HRQoL was shown in adults and in children by parent proxy-report at Cycle 13
HRQoL improvement began early and was sustained at most timepoints through Cycle 13


Background information for context
Baseline was Cycle 1, Day 1 [MEK-NF-201_Protocol Amendment 4_Clean/p12/1.3/Table(SoA)/PedsQL row]
Shown is least-squares (LS) mean change from Cycle 1, Day 1 (baseline) over time in PedsQL Total Score estimated from mixed models for repeated measures (MMRM) analysis through Cycle 13. 

Slide Annotations
Figures: 
PedsQL total score adults: MEK-NF-201 Full TLF Production Run_14MAY2024_tables/p546-547; p460 for n at BL
PedsQL total score peds: MEK-NF-201 Full TLF Production Run_14MAY2024_tables/p506-507; p419 for n at BL
Blue box
Improvement in PedsQL Total Score began early (Cycle 3, the first on-treatment assessment) and was sustained at most timepoints through Cycle 13 for adults and children by parent proxy-report [MEK-NF-201 Full TLF Production Run_14MAY2024_tables/p546-547(adults); p506-507(children parent proxy-report]
Footnotes
aBL was Cycle 1, Day 1 [MEK-NF-201_Protocol Amendment 4_Clean/p12/1.3/Table(SoA)]
aPedsQL items are assessed on a Likert scale from 0 (never a problem) to 4 (almost always a problem); these are reverse scored and linearly transformed to a 0 to 100 scale (0=100; 1=75; 2=50; 3=25; 4=0). [mek-nf-201-csr/p60/sec9.7.2.1.3.1/para2] PedsQL Total Score is the mean of all item scores; higher scores indicate better HRQoL. [mek-nf-201-csr/p60/sec9.7.2.1.3.1/para2] 




Prespecified Secondary Endpoint: Mirdametinib Treatment Demonstrated 
Improvements in Several PedsQL Subscales From Baseline at Cycle 13

*P<.05 for a statistically significant change from BL. BL was Cycle 1, Day 1. Error bars indicate 95% CIs. PedsQL items are assessed on a Likert scale from 0 (never a problem) to 4 (almost always a problem); these are 
reverse scored and linearly transformed to a 0-to-100 scale (0=100; 1=75; 2=50; 3=25; 4=0). Higher scores indicate better HRQoL. CI, confidence interval. 
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Improvement from BL at Cycle 13 was statistically significant for Physical Functioning (adult patient-report, child patient-report, and parent 
proxy-report), Emotional Functioning and Social Functioning (parent proxy-report), and School/Work Functioning (adult patient-report)

Presenter Notes
Presentation Notes
Several PedsQL subscales demonstrated improvement from baseline at Cycle 13, including:
Physical functioning by adult patient-report, child patient-report, and parent proxy-report
Emotional functioning and social functioning by parent proxy-report
School/work functioning by adult patient-report

Background information for context
Baseline was Cycle 1, Day 1 [MEK-NF-201_Protocol Amendment 4_Clean/p12/1.3/Table(SoA)/PedsQL row]
Shown is least-squares (LS) mean change from Cycle 1, Day 1 (baseline) over time in PedsQL Subscale scores estimated from mixed models for repeated measures (MMRM) analysis through Cycle 13. 

Slide Annotations
Figures
Adults, physical functioning: MEK-NF-201 Full TLF Production Run_14MAY2024_tables/p538-539; p436 for n at BL
Adults, emotional functioning: MEK-NF-201 Full TLF Production Run_14MAY2024_tables/p540-541; p428 for n at BL
Adults, social functioning: MEK-NF-201 Full TLF Production Run_14MAY2024_tables/p542-543; p452 for n at BL
Adults, school/work functioning: MEK-NF-201 Full TLF Production Run_14MAY2024_tables/p544-545; p444 for n at BL
Children, physical functioning:  MEK-NF-201 Full TLF Production Run_14MAY2024_tables/p498-499; p392 for n at BL
Children, emotional functioning: MEK-NF-201 Full TLF Production Run_14MAY2024_tables/p500-501; p383 for n at BL
Children, social functioning: MEK-NF-201 Full TLF Production Run_14MAY2024_tables/p502-503; p410 for n at BL
Children, school/work functioning:MEK-NF-201 Full TLF Production Run_14MAY2024_tables/p504-505; p401 for n at BL
Blue box: 
Improvement from BL at Cycle 13 was statistically significant for physical functioning (adult patient-report, child patient-report, and parent-proxy report), [MEK-NF-201 Full TLF Production Run_14MAY2024_tables/p539(adult); p499(children patient-report and parent proxy-report)] emotional functioning and social functioning (parent proxy-report), [MEK-NF-201 Full TLF Production Run_14MAY2024_tables/p501(emotional);p503(social)] and school/work functioning (adult patient-report) [MEK-NF-201 Full TLF Production Run_14MAY2024_tables/p545]
Footnotes
aBL was Cycle 1, Day 1 [MEK-NF-201_Protocol Amendment 4_Clean/p12/1.3/Table(SoA)]
aPedsQL items are assessed on a Likert scale from 0 (never a problem) to 4 (almost always a problem); these are reverse scored and linearly transformed to a 0 to 100 scale (0=100; 1=75; 2=50; 3=25; 4=0). [mek-nf-201-csr/p60/sec9.7.2.1.3.1/para2] Higher scores indicate better HRQoL. [mek-nf-201-csr/p60/sec9.7.2.1.3.1/para2] 



aPatients could have attained a clinically meaningful improvement from baseline if their baseline score was lower than the difference between the maximum PedsQL score (100 points) and the MCT for improvement (ie, 100 – MCT). 
bWithin-patient clinically meaningful thresholds of improvement for adults and children calculated as an increase from BL of >0.5 × SD, using SD from BL. PedsQL items are assessed on a Likert scale from 0 (never a problem) to 4 
(almost always a problem); these are reverse scored and linearly transformed to a 0-to-100 scale (0=100; 1=75; 2=50; 3=25; 4=0). PedsQL Total Score is the mean of all item scores; higher scores indicate better HRQoL. 
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SNO | HRQoL (PedsQL) in ReNeu 

Adults and Children Achieved Clinically Meaningful Improvement at Cycle 13 
From Baseline in HRQoL (PedsQL Total Score) With Mirdametinib 

Pe
rc

en
ta

ge
 o

f P
at

ie
nt

s 
W

ith
 C

lin
ic

al
ly

 
M

ea
ni

ng
fu

l I
m

pr
ov

em
en

t F
ro

m
 B

L

Analysis included patients who could have achieved a clinically meaningful improvement in PedsQL 
Total Scorea,b

CHILDRENADULTS

Presenter Notes
Presentation Notes
Approximately one-third to one-half of adults and children achieved clinically meaningful improvement in PedsQL Total Score 


Background:
Among adults, 27 could have attained the MCT (i.e., had a baseline PedsQL Total Score lower than the maximum PedsQL Total Score of 100 minus the MCT) [t_7_adhoc_mct_pedsql/p5/Visit C13D15 row]
Among children, 29 could have attained the MCT by patient-report and 32 could have attained the MCT by parent proxy-report [t_7_adhoc_mct_pedsql/p5/Visit C13D15 row]


Slide Annotation:
Figure: t_7_adhoc_mct_pedsql/p5
Text box (Analysis included patients who could have achieved a clinically meaningful improvement in PedsQL Total Score): [t_7_adhoc_mct_pedsql/p5/footnote3]

Footnotes
aPatients could have attained a clinically meaningful improvement from baseline if their baseline score was lower than the difference between the maximum PedsQL score (100 points) and the MCT for improvement (ie, 100 – MCT). [t_7_adhoc_mct_pedsql/p5/Table 7/footnote; EMAIL_MCT for PedsQL_2024-07-10/p1/para1-2]
bWithin-patient clinically meaningful thresholds of improvement for adults and children calculated as an increase from BL of >0.5 × SD, using SD from BL. [t_7_adhoc_mct_pedsql/p5/Table 7/footnote2]
PedsQL items are assessed on a Likert scale from 0 (never a problem) to 4 (almost always a problem); these are reverse scored and linearly transformed to a 0 to 100 scale (0=100; 1=75; 2=50; 3=25; 4=0). [mek-nf-201-csr/p60/sec9.7.2.1.3.1/para2] PedsQL Total Score is the mean of all item scores; higher scores indicate better HRQoL. [mek-nf-201-csr/p60/sec9.7.2.1.3.1/para2] 
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aPatients could have attained a clinically meaningful improvement from baseline if their baseline score was lower than the difference between the maximum PedsQL score (100 points) and the MCT for improvement (ie, 100 – MCT). 
bWithin-patient clinically meaningful thresholds of improvement for adults and children calculated as an increase from BL of >0.5 × SD, using SD from BL. PedsQL items are assessed on a Likert scale from 0 (never a problem) to 4 
(almost always a problem); these are reverse scored and linearly transformed to a 0-to-100 scale (0=100; 1=75; 2=50; 3=25; 4=0). MCT for improvement calculated separately for each subscale score.
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Adults and Children Achieved Clinically Meaningful Improvement at Cycle 13 
From Baseline in HRQoL (PedsQL Subscale Scores) With Mirdametinib 
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Analysis included patients who could have achieved a clinically meaningful improvement in PedsQL 
Subscale Scorea,b 

CHILDRENADULTS

Presenter Notes
Presentation Notes
Approximately one-quarter of adults and one-half of children achieved clinically meaningful improvement in PedsQL Subscale Scores 


Background
The MCT for improvement for each subscale and the number of patients who could have achieved the MCT are shown below each figure

Slide Annotation:
Figures: 
Physical functioning: t_7_adhoc_mct_pedsql/p1
Emotional functioning: t_7_adhoc_mct_pedsql/p2
Social functioning: t_7_adhoc_mct_pedsql/p3
School/work funtioning: t_7_adhoc_mct_pedsql/p4
Text box (Analysis included patients who could have achieved a clinically meaningful improvement in PedsQL Subscale Score): [t_7_adhoc_mct_pedsql/p1-4/footnote3]
Footnotes
aPatients who could have achieved a clinically meaningful improvement in PedsQL subscale score [t_7_adhoc_mct_pedsql/p1-4/footnote3]
Patients could have attained a clinically meaningful improvement from baseline if their baseline score was lower than the difference between the maximum PedsQL score (100 points) and the MCT for improvement (ie, 100 – MCT). [t_7_adhoc_mct_pedsql/p1-4/Table 7/footnote; EMAIL_MCT for PedsQL_2024-07-10/p1/para1-2]
bWithin-patient clinically meaningful thresholds of improvement for adults and children calculated as an increase from BL of >0.5 × SD, using SD from BL. [t_7_adhoc_mct_pedsql/p5/Table 7/footnote2]
PedsQL items are assessed on a Likert scale from 0 (never a problem) to 4 (almost always a problem); these are reverse scored and linearly transformed to a 0 to 100 scale (0=100; 1=75; 2=50; 3=25; 4=0). [mek-nf-201-csr/p60/sec9.7.2.1.3.1/para2] higher scores indicate better HRQoL. [mek-nf-201-csr/p60/sec9.7.2.1.3.1/para2]
MCT for improvement calculated separately for PedsQL Total Score and each subscale. [t_7_adhoc_mct_pedsql/p5/row 5 (Threshold for Meaningful Score Difference row, PedsQl Total Score); p1-4/row5 (Threshold for Meaningful Score Difference row for each subscale)]





Summary

 Patients treated with mirdametinib had a significant improvement in PedsQL Total Score from 
BL at Cycle 13 as reported by adults and parents of children with NF1-PN (prespecified 
secondary endpoint)
Clinically meaningful improvement was achieved from BL at Cycle 13 in the PedsQL Total 

Score and Subscales in adults and children
 These results, together with the significant ORR, deep and durable PN volume reductions, 

significant reductions in pain, manageable safety profile,1 and availability as a tablet for oral 
suspension support the potential for mirdametinib to be a new and important treatment option 
for adults and children with NF1-PN

ReNeu trial: In addition to meeting the primary endpoint of confirmed ORR, 
early, sustained, and clinically meaningful improvements in HRQoL 

(PedsQL Total Score) were also observed during mirdametinib treatment

1. Moertel CL, et al. ASCO Annual Meeting, May 31-Jun 4, 2024.
SNO | HRQoL (PedsQL) in ReNeu 

Presenter Notes
Presentation Notes
Early and sustained improvements in HRQoL, as measured by PedsQL Total Score, were reported by adults and parents of children with NF1-PN during mirdametinib treatment
Adults, children, and parents reported clinically meaningful improvement in HRQoL, as measured by PedsQL Total Score and Subscale Scores
Mirdametinib has the potential to be a new treatment option for adults and children with NF1-PN


Slide annotations:
Blue box
In addition to ReNeu meeting its primary endpoint of confirmed ORR, [Moertel 2024 ASCO/slide5/bullet 1(adults); slide 6/bullet 1(children)] adults and parents of children with NF1-PN reported early and sustained improvements in HRQoL (PedsQL Total Score) during mirdametinib treatment [MEK-NF-201 Full TLF Production Run_14MAY2024_tables/p546-547 (adults); p506-507 (children parent proxy-report)] Adults, children, and their parents reported clinically meaningful improvement in HRQoL. [t_7_adhoc_mct_pedsql/p5]

Bullets
Patients treated with mirdametinib had a significant improvement in PedsQL Total Score from BL at Cycle 13 as reported by adults and parents of children with NF1-PN (prespecified secondary endpoint) [MEK-NF-201 Full TLF Production Run_14MAY2024_tables/p546-547 (adults); p506-507 (children)] 
Clinically meaningful improvement was achieved from BL at Cycle 13 in the PedsQL Total Score and Subscales in adults and children [t_7_adhoc_mct_pedsql/p1-5]
These results, together with the significant ORR, deep and durable PN volume reductions, significant reductions in pain, and manageable safety profile, [Moertel 2024 ASCO/slide5/col1/bullet 1;bullet3; col2/bullet3; slide 6/col1/bullet 1;bullet3; col2/bullet3 (significant ORR; deep and durable); slide 7/upper figures (pain); slide 9/bullet 5 (manageable safety profile)] support the potential for mirdametinib to be a new treatment option for adults and children with NF1-PN
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aConfirmed ORR defined as proportion of patients with ≥20% reduction of target PN volume from baseline assessed by BICR on ≥2 consecutive scans within 2 to 6 months during the treatment phase. bData cutoff: 
September 20, 2023. cThe minimum clinically relevant ORR (null) was defined as 23% for adults and 20% for children. d84% of adults and 85% of children who completed the treatment phase chose to continue in the LTFU. 
DoT, duration of treatment. 

Mirdametinib Demonstrated Significant Confirmed ORR by BICR and Deep and 
Durable Tumor Volume Reductions in Adults and Children

Adults Children
Confirmed ORR during treatment phase (primary endpoint)a,b 41% (24/58; P<.001c) 52%a (29/56; P<.001c)
Confirmed ORR (treatment phase + LTFU phase)b,d 45% (26/58) 54% (30/56)
Median best change in tumor volume (range) –41% (–90 to 13) –42% (–91 to 48)
Percentage of patients with confirmed objective response who 
achieved a deep response 
(>50% tumor volume reduction from baseline) 62% 52%
Median DoR Not reached Not reached
Median DoT 22 months 22 months
Median time to onset of response (range) 7.8 months (4 to 19) 7.9 months (4 to 19)
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Presenter Notes
Presentation Notes
Confirmed ORR (primary endpoint) was 41% in adults and 52% children (primary endpoint); additional patients achieved response in the LTFU
Median best change was greater than 40% in both cohorts with >90% max tumor volume reduction
>50% of patients with a response achieved a deep response in both cohorts
Median DoR not reached after median duration of therapy of 22 months




Slide annotations:
Figure on left (adult waterfall plot) [Moertel ASCO 2024/slide5]
Figure on right (peds waterfall plot) [Moertel ASCO 2024/slide6]
Table
Adult data, row 1, 3-6: [Moertel ASCO 2024/slide5]
Adult data, row 2 (Confirmed ORR including LTFU phase): [SWTX Phase 2b ReNeu Trial Topline Results vF/slides 9,14 (calculation: n for cORR + n for responses in LTFU from slide 14 (24+2=26), divided by overall n from slide 9 (58)=26/58=45%]
Child data, row 1, 3-6: [Moertel ASCO 2024/slide6]
Child data data, row 2 (Confirmed ORR including LTFU phase): [SWTX Phase 2b ReNeu Trial Topline Results vF/slides 9,10 (calculation: n for cORR + n for responses in LTFU from slide 10 (29+1=30), divided by overall n from slide 9 (56)=30/56=54%] 
Footnotes: 
a,c,d: [Moertel ASCO 2024/slide5-6/footnotes]
b (data cutoff date): [SWTX Press Release_16Nov2023/para2]




aThere was one death due to COVID-19 in an adult (not considered to be treatment-related). bOne treatment-related SAE in adult cohort, grade 3 RVO with confounding factors (hormonal contraception and COVID-19 
vaccination).  No treatment-related SAEs or RVO in pediatric cohort. cTRAEs leading to treatment discontinuation in >1 patient included dermatitis acneiform (4 adults, 1 child), diarrhea (4 adults, 1 child), nausea (4 
adults), rash (1 adult, 1 child), and urticaria (2 children). The presence of more than 1 AE may have led to treatment discontinuation in a patient.

Mirdametinib Safety Profile

Treatment-related adverse events (TRAEs)

Safety population, n (%)

Adults (N=58)a Children (N=56)

Any Grade Grade ≥3 Any Grade Grade ≥3

Any TRAE 57 (98) 9 (16) 53 (95) 14 (25)
TRAEs of any grade reported in ≥20% of patients in either 
cohort

Dermatitis acneiform 45 (78) 5 (9) 24 (43) 1 (2)
Diarrhea 28 (48) 0 (0) 21 (38) 1 (2)
Nausea 21 (36) 0 (0) 12 (21) 0 (0)
Vomiting 16 (28) 0 (0) 8 (14) 0 (0)
Fatigue 12 (21) 1 (2) 5 (9) 0 (0)
Ejection fraction decreased 7 (12) 0 (0) 11 (20) 1 (2)
Blood creatinine phosphokinase increased 6 (10) 1 (2) 11 (20) 4 (7)
Paronychia 1 (2) 0 (0) 17 (30) 0 (0)

Serious TRAEsb 1 (2) 0 (0)
Interruptions due to TRAEs 5 (9) 8 (14)
Dose reductions due to TRAEs 10 (17) 7 (12)
Discontinuations due to TRAEsc 12 (21) 5 (9)

SNO | HRQoL (PedsQL) in ReNeu 

Presenter Notes
Presentation Notes
The majority of treatment-related AEs were grade 1 or 2 
There was 1 treatment-related SAE in the adult cohort: grade 3 RVO with confounding factors (hormonal contraception and Covid-19 vaccination).  No treatment-related SAEs or RVO in pediatric cohort
There were low rates of treatment-related interruptions, dose reductions


Slide Annotations: [Moertel ASCO 2024/slide8]
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