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|NTRODUCT|ON RESU LTS Table 3. Baseline Characteristics and Duration of Treatment for Children by Response

Subgroup
= Plexiform neurofibromas (PN) are nonmalignant peripheral nerve sheath tumors that can cause = Deep responses were observed in 62% (15/24) of adults and 52% (15/29) of children with a BASELINE CHARACTERISTICS AND SUBGROUP A: SUBGROUP B: SUBGROUP C:
significant morbidity and develop in 30% to 50% of patients with neurofibromatosis type 1 (NF1)** confirmed response treated with mirdametinib (Subgroups A and B) DURATION OF TREATMENT >50% (n=13) 220% TO =50% (n=14) <20% (n=17)
g y p 0 0 P yp P g _ P _ _ _ Age, years, median (range) 9 (2-17) 10 (2-17) 12 (4-17)
= No pharmacologic therapies are approved for adults with NF1-PN; one mitogen-activated protein = |n total, 75% (18/24) of adults and 72% (21/29) of children with a confirmed response remained Sex, n (%)
kinase (MAPK) kinase (MEK) inhibitor is approved by the US Food and Drug Administration for on treatment as of the data cutoff (Figure 2A and 2B) g/'a'e | 150(?637)) ;E:g; 170(2519))
: > : .. DN . . _ o emale
chlldren (_ 2 y.ears (_)f age? W'Fh symptomatic, mgpergble NF1 P_N Figure 2. Duration of Mirdametinib Treatment and Response Status for (A) Adults and Baseline target PN volume, mL, median (range) 103 (8-981) 126 (9-2086) 79 (5-427)
= Mirdametinib is an investigational, _ora_l,_allosterlc, highly selective, potent, central nervous (B) Children With Confirmed Responses Target PN progressing at study entry, n (%)°
system-penetrant, small-molecule inhibitor of MEK1/27* Progressive 10 (67) 1.(79) 8 (47)
_ _ . _ Nonprogressive 5 (33) 3 (21) 9 (53)
A. Adults
= ReNeu is an open-label, multicenter, pivotal, phase 2b trial (NCT03962543) that evaluated the - Target PN location, n (%)
efficacy, pain, health-related quality of life (HRQoL), and safety of mirdametinib in adults (=18 . Head and neck 8 (53) 7 (50) 9 (53)
years of age) and children (2 to 17 years of age) with NF1-PN 3 Extremity 2 (13) 2(14) 2(12)
_ o _ . _ o 5 Trunk 5 (33) 4 (29) 4 (24)
— In ReNeu, confirmed objective response rate (ORR) among patients receiving mirdametinib 5 Paraspinal 0 (0) 1(7) 2 (12)
during the 24-cycle treatment phase was 41% (24/58) in adults and 52% (29/56) in children™ ] | —————————— Duration of treatment, months, median (range)’ 27 (22-39) 25 (12-40) 9 (4-27)
. o . . . 5 T S Time t fi d , ths, medi 5 (4-15 11 (4-19 —
— Mirdametinib had a tolerable and manageable safety profile with early, sustained, and I | e——————————————— ime fo confirmed response, months, median (range) @-15) @-19)

o _ _ _ _ _ 7 B 13 | ——————————— Time to best PN volume reduction from baseline, months, 29 (11-33 17 (4-28 4 (4-19
clinically meaningful improvements in worst tumor pain severity, pain interference, and i median (range) (11-33) (4-28) (4-19)
HRQOL, which may contribute to patients’ WiIIingneSS to Stay on therapy“”” ]g: o — “Target PN progression status at study entry was determined by individual study sites. "Duration of treatment was defined as the time from first mirdametinib exposure to the date

_ _ _ _ o _ 18 - ——————————————————— of last dose as of the data cutoff (September 20, 2023). Ten children were not included in this analysis: 8 children did not achieve a confirmed response but did have a best PN
= The goal of treatment in patients with symptomatic NF1-PN is improvement of PN-associated L | ——————————— B S50% Best redusion 1 target PN vorums rom baseins volume reduction of 220%; 2 children had missing results. PN, plexiform neurofibroma.

T . . . . . . 512 21 4 . : Zi(l‘ffiig"ﬁrﬁzst r:d;ctizg igr::(raget PN volume from baseline . . . .

morbidity by reducing tumor size through surgical debulking or systemic therapies n_ Progrosse dscase. Figure 4. Baseline Target PN Volume and Best Percentage Change From Baseline in Target
S t t PN II I th t t PN d PN th . . t d 24 - — Participant ongoing on treatment as of September 20, 2023 i . i i i i
— oymplomatlic FINS are generally larger than asymptomatic FINS, an growtn Is associate - PN Volume Correlation in Adjudicated Confirmed Responses for (A) Adults and (B) Children
with increases in pain and functional decline™ ™ 0 56 112 168 224 280 336 392 448 504 560 616 672 728 784 840 896 952 1008 1064 1120 1176 1232 1288 1344 1400 1456
_ _ Duration of Treatment (Days) A. Adults
5
— NF experts have noted a need for new therapies that improve depth of response B. Children 0 _
3]
3 4
OBJECTIVES : 20 -
6: )
: ] D o o o
= To evaluate deep tumor reductions with mirdametinib in the ReNeu trial, deep response was £ g S 401 4. o ° °
. . . . . . 12 1 (@)
defined as a best PN volume reduction >50% from baseline among patients with a confirmed S 1 Q> o .
= 151 Z - — o
response 5 L ga e,
: : : 18 1 Qo o O
— A best PN volume reduction of >50% is more than double the threshold for a confirmed 20] - < Y ® T
. . . . T o
response (220%) based on the Response Evaluation in Neurofibromatosis and 2 ] = e °
. . . . . . 7 m >50% Best reduction in target PN volume from baseline -
Schwannomatosis (REiINS) criteria and greater than the median best PN volume reduction s : Zioz,ttgfscig?n?zt;:_u;?:ggt:;getpNvolumefmmbasenne @ 400
observed in the ReNeu trial (adults, -41% [-90, 13]; children, -42% [-91, 48])" N > Pertpant ongoing on reatment as of September 20,2023
. . . . . . T T T T T T T T T T T T T T T T T T T T T T T T T T =24 r=0.2
= This pOSt hoc anaIySIS was conducted to understand whether SpeCIfIC patlent characteristics 0 56 112 168 224 280 336 392 448 504 560 616 672 728 784 840 896 952 1008 1064 1120 1176 1232 1288 1344 1400 1456 120 | | | | | | | | | | | | | ° In ,/’IO 20 .
were associated with deep responses to mirdametinib treatment Duration of Treatment (Days) 0 200 400 600 800 1000 1200 1400 1600 1800 2000 2200 2400 2600 2800 3000 3200
: : o . . i Baseline Target PN Volume
. TO evaluate the percentage Of adU|tS and Chlldren Wlth NF1'PN reCelVlng mlrdametlnlb WhO Vertical lines indicate the per-protocol date of the end-of-treatment phase on cycle 24, day 21. PN, plexiform neurofibroma. B. Children 0 J
achieved both a confirmed response during the 24-cycle treatment phase and a deep response _ . _ -
: . : O Tesh J _ Y P b Tesp Figure 3. Waterfall Plots of Best Percentage Change From Baseline in Target PN Volume With
while receiving mirdametinib treatment (data cutoff: September 20, 2023) _ o _ : _
Mirdametinib in (A) Adults and (B) Children With Confirmed Responses . -20 —
S o of °
METHODS A. Adults 5 w0l g o
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Figure 1. ReNeu (NCT03962543) Trial Design =30 e g% °% .
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Patients Children Mirdametinib Primary Endpoint 85 - B o0
(22 y) with Aged 2-17y (capsule or « Confirmed ORR (% of 60 -
inoperable (n=56) dispersible tablet), patients with 220% a0 © 1229 =0193
NF1'PN 2 mg/m2 BID redUCtion in target tumor 907 -120 - T T T T T T T T T T T T T T T , T T
-100 —
causing (max 4 mg B|D), volume b}/ MRI on 1' > 3 A : : ; 8 i 0 11 12 13 14 15 16 17 18 19 20 21 20 23 o4 0 200 400 600 800 1000 1200 1400 1600 1800 2000 2200 2400 2600 2800 3000 3200
sianificant consecutive scans assessed . Baseline Taraet PN Volume
g Adults 21 days of each by BICR)° B Child Participants g
morbidit . Children
(N=1 14)y Aged 21 8y 28'day CyC|e, 50 Horizontal solid lines indicate a deep response (>50% best reduction in target PN volume from baseline). PN, plexiform neurofibroma.
(n=58) no fasting Secondary Endpoints o
requirement * DoR L i ittty = |n this post hoc analysis of patients with an adjudicated confirmed response, correlation
’ EZngfom BL to Cycle 13 2T o coefficients between baseline and best percentage change from baseline in target PN volume
: S0 .10
— Pain severity (NRS-11) g% o 1 S 1ttt | e 1 e v v 1t e | | et i B R were as follows:
and P_a't“rf _— 3 § g — Adults (n=24): r=0.290
interference m e 0 - — - e
— HRQoL (PedsQL) Zgz — Children (n=29): r=0.193
« Safety and tolerability -90
-100 —
S A A P A DISCUSSION
Participants
:(e:c?gi?/lijrizsm\,\i/re(jr:rsgtﬁiir;s;te [r?g Il;r:tec?(?saeF;ztéie;r:erzcgrl:etﬁtee?rg;;esr?t(;)fht::ed:;?ile;Si\/t\)/:teh:je:’zl\/?/;];oc:rr?::rlia(ioir; ::;:r:)er Sr?’:iilocr;]:r:;r?wr;grcc:)iiglgal\(/):i?a-:)eilzg I)?Hra\i,:(;:fng(]ira\islj’°IgaetrieF2I;Sil\?gnc;[ir:’](gﬁa; Horizontal dotted lines indicate partial response (220% reduction in target PN volume from baseline) and progressive disease (220% increase in target PN volume from baseline). = |n these pOSt hoc analyses, we have used a definition of deep response that will need further

primary endpoint assessed in 24-cycle treatment phase. In cases where 2 measurements represented different tumor response statuses, as defined above, an independent Horizontal solid lines indicate a deep response (>50% reduction in target PN volume from baseline).

adjudicator made the final decision on which response category was recorded at that visit. BICR, blinded independent centralized review; BID, twice a day; BL, baseline; DoR, Valldatlon for CllnlCal Slgnlflcance

duration of response; HRQoL, health-related quality of life; NF1-PN, neurofibromatosis type 1 plexiform neurofibromas; NRS-11, Numeric Rating Scale-11; ORR, objective ] o ] I I I I
response rate; PedsQL, Pediatric Quality of Life Inventory; PII, Pain Interference Index; PRO, patient-reported outcome; REINS, Response Evaluation in Neurofibromatosis and = There was no clear trend across baseline characteristics for dage, SeX, progression status, or " Adults and Ch.lldren N SUbgrOUp A (deep reSpOnse) reached a Conf.lrmed response e.ar“er.
than patients in Subgroup B and reached a best PN volume reduction later than patients in

Schwannomatosis.
Subgroups B or C, suggesting that patients with a deep response reached a confirmed response
quickly and continued to experience tumor reductions over time

tumor location for the three analyzed subgroups among adults (Table 2) and children (Table 3)

= The primary endpoint of ReNeu was the confirmed ORR (Figure 1), defined as the percentage = |n adults, median baseline target PN volume in Subgroup A was less than Subgroups B and C

. . . . . . Table 2
of patients with 220% reduction on magnetic resonance imaging (MRI) of the target PN volume (Table 2) . . . " = There was little to no correlation identified between baseline and best percentage change from
from baseline to cycle 24 (treatment phase) assessed by blinded independent central review = Patients achieving a deep response (Subgroup A) had a longer median duration of mirdametinib . i -
- T treatment than those in Subgroups B or C (Tables 2 and 3) baseline In target PN volume in adults or children

(B|CR? on 2 or more consecutive scans within 2 to 6 mon’.[hs . Adults and children in ReN J .,51 deeD resbon enced an onset of confirmed resbon = One limitation of these analyses is that some patients were excluded because they did not meet
— Adjudication is the average PN volume measurement independently calculated by 2 BICR IS and chiidren i RENEU WIth & Geep Tesponse experienced an onset of contirmed response the criteria defining the subgroups in this analysis, contributing to small patient populations in the

readers or the measurement selected by an adjudicator when response category was not earllgr thgn those who did not achieve a deep response (Tables 2 and 3) subgroups

agreed upon " Median time to best percentage change from baseline in target PN volume was greater among = Individual treatment goals should be considered for patients with NF1-PN, and symptom

adults and children in Subgroup A than those in Subgroups B or C (Tables 2 and 3)

= Patients were categorized into 3 subgroups based on best percent reduction from baseline in management associated with their NF1-PN may be more important for some patients than target

target PN volume (Table 1) Table 2. Baseline Characteristics and Duration of Treatment for Adults by Response Subgroup PN volume decrease
: BASELINE CHARACTERISTICS AND SUBGROUP A: SUBGROUP B: SUBGROUP C: = With longer duration of mirdametinib treatment, additional patients from the ReNeu trial still may
Table 1. Patient Subgroups for Post Hoc Analyses DURATION OF TREATMENT >50% (n=15) >20% TO £50% (n=9) <20% (n=15) -
experience deep response
ADULTS CHILDREN Age, years, median (range) 38 (18-69) 39 (24-51) 34 (19-68)
SUBGROUP DEFINITION (n=58) (n=56) Sex, n (%)
Subgroup A Confirmed response and best PN reduction of >50% (deep response) 15 (26%) 15 (27%) Male S (33) 4 (44) 6 (40) C O N C L U S I O N
: : Female 10 (67) 5 (56) 9 (60)
Subgroup B Confirmed response and best PN reduction of 220% to <50% 9 (16% 14 (25% . : : : :
s bg : c Bost PN red Ft). £ <200 15( - /) - (30/) Baseline target PN volume, mL, median (range) 126 (1-449) 216 (37-2518) 184 (17-2852) = The majority of adults and children in ReNeu who had a confirmed response achieved a
< 00 00 00 . . . . . . .
e eol T TedHeton © (26%) (30%) Target PN progressing at study entry, n (%) deep response (>50% best reduction from baseline in target PN volume) with mirdametinib
Not included Unconfirmed response with a best PN volume reduction of 220%* 11 (19% 8 (14% - . T .
e R p| t S . (14<y ) 2( v ) Zrogress"’e | S (gg) i (ii) 150 (3637) = There was no clear trend across baseline characteristics for age, sex, progression status, or
SsIng 155ING pOSTbaseline assessments Were not ICIde (14%) (47%) ONpProgressive (60) (44) (33) tumor location, and no pattern was observed with regard to response; there was little to no
*No confirmed MRI. MRI, magnetic resonance imaging; PN, plexiform neurofibroma. Target PN location, n (%) . .
Head and neck 5 (33) 7(78) 8 (53) correlation between baseline target PN volume and response
= Analyses of baseline characteristics, duration of mirdametinib treatment, and time to best Extremity 5 (33) 2 (22) 5 (33) = Patients with a deep response were treated for a longer duration with mirdametinib than
percentage change from baseline were conducted to compare patients across subgroups Trunk 2 (13) 0(0) 1(7) patients who did not achieve a deep response
= Duration of treatment was defined as the time from first mirdametinib exposure to the date of last Paraspinal _ : 3 (20) 0(0) 1(7) = Although the time to a confirmed response in those with a deep response tended to be
d Duration of treatment, months, median (range) 37 (20-46) 26 (7-33) 9 (4-28) id._ the best t | in th ith a d hi d at
ose as of the data cutoff (September 20, 2023) Ti . : rapid, the best tumor volume response in those with a deep response was achieved a
ime to confirmed response, months, median (range) 5 (4-16) 15 (4-19) - ) .
= Pearson correlation analyses were performed to assess the linear relationship between best Time to best PN volume reduction from baseline, months, 25 (8-40) 19 (8.29) 8 (4-19) about 2 years of mirdametinib therapy
percentage change from baseline in target PN volume and their baseline target PN volume for median (range) = On the basis of the safety and tolerability profile of mirdametinib and other clinical benefits
“Target PN progression status at study entry was determined by individual study sites. "Duration of treatment was defined as the time from first mirdametinib exposure to the date : : N : L
SUbQFOU pS A and B of last dose as of the data cutoff (September 20, 2023). Nineteen adults were not included in this analysis: 11 adults did not achieve a confirmed response but did have a best PN Of treatment’ adUItS and Chlldren Wlth NF1 _PN receIVIng mlrdametlnlb may be able tO
volume reduction of 220%; 8 adults had missing results. PN, plexiform neurofibroma. adhere to treatment |Onger, improving the”' ||ke||h00d Of ach|ev|ng a deep response
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