Growth recovery in patients with BRAF-altered pediatric low-grade gliomas (pLGGs)
after discontinuation of tovorafenib
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Background
« Tovorafenib is a type 1| RAF inhibitor with potent (IC5,=0.7 nM) activity against Table 1. Patient BL characteristics Figure 3. Off treatment height z-score change from EOT Figure 4. CDC-based growth chart examples

; oy 1-3 Trial Highest Tanner stage on trial 00~ @ Frior treatment ® On primary treatment
CRAF, N addlt'on tO BRAF FIREFLY-1 47 (69) Any 36 (53) 2.00 Oﬁ'_treatment fO"OW up @ Off treatment/drug holiday
- . . 1.75- ™= <6 mos 210 Male with panh ituitari d 210 Femal 210-{ Femal
- Based on preclinical data, CRAF plays an essential role in chondrocyte Sahance fiocess Frogram gl auage ) 10 212; -6 10 <12 oS diencephalic syndrome BL age: 13 yrs BL age- 9 yrs
. . . . ( ) g 1504 ™= 12to <18 mos 196 BL age: 2 yrs 1964 EOT age: 14.5 yrs 196 EOT age: 11 yrs
maturatlon, a reql."red Step N I|near bone grOWth Total 68 (100) Stage 3 4 (6) == >18 mos EOT age: 4.5 yrs g Tanner stage 4 Tanner stage 2
S Stage 4 7 (10) 1254 X Noon treatment growth suppression 182 -(I;imslresttj?:ztlh e 5 182 Complete catch-up growth 182-] Partial catch-up growth
_ i i i i i 4 ex Stage 5 4 (6) ' : con
CRAF is the predommant RAF isoform expressed In hypertrophlc Chondrocytes Female 27 (40) Not available 32 (47) E 100 e . . 189"t Ty 168 168
- . : : Mal 41
— Chondrocyte-specific CRAF ablation in genetically engineered mouse models oe (60) ~Grade 2 on treatment 31 (46) E  ,7sd - 154 o 154 o 15
reduced the rate of apoptosis in the hypertrophic chondrocyte layer, thereby BL age (yrs) 12(18) | hypophosphatemia S e = a0 = 140 140
reducing the rate of new bone formation; indicating an important role of CRAF 6 to <12 33(49) | on treatment 7(10) I oI R | ¥ 125 % 126 % 126
: th olat turation4-6 12to <16 22 (32) | gonadotropin-releasing g 0257 X X X
In growtnh plate maturaton 16 to <18 1(1) hormone agonist (GnRHa) use 2 0.00- ES B 112+ 112+
N V )
 Children treated with tovorafenib in the investigator-initiated phase 1 PNOC014 Entzi ff tzseatment(EOT) age (yrs) 2 ) On treatment GH use 5 (7) oD BRI % 4 o B U %2 /) 2y
; ; 0< M Mg e
(NCT03429803) and pivotal phase 2 FIREFLY-1 (NCT04775485) trials 6to <12 37 (54) | BL z-score, median 550 - e | B 1 ] i
demonstrate a reversible decrease in growth velocity consistent with 1210 <16 19(28) | (interquartile range [IQR]) 70- T e | 701 R T 70- e
. TR . . 16t0 <25 10 (15) Helght 013 (_069_069) 0757 2I4 4I8 7I2 9I6 150 1;4 1é8 19IZ 21IG 2#;-0 2'4 4I8 7I2 9I6 12|0 1:14 1EIS8 162 2':6 2£II-0 2I4 4I8 Tl2 QIE 150 11|14 1:38 152 2‘;6 2:30
CRAF inhibition, with no signs of premature closure of growth plates or : Weight 0.74 (-0.47-1.84) Age (mos) Age (mos) Age (mos)
: Endocrinopathy® JRRRR S L3 LR L LR RS LR L LR U L L L LR
adverse effects on bone such as fractures or treatment-emergent osteopenia’-8 Any 29(43) [ BLheigt ey NNANAARRAREEEEenEnes RSN EReebrarrbieereeteee 210- _ . . -
e . Patient number Male 210 Female with GH deficiency 2107 Male
. . . . Growth hormone (GH) deficiency 9 (13) <-2 standard deviations (SDs) 3 (4) BL age: 11 yrs BL age: 8 yrs BL age: 14 yrs
* Here, we report a combined analysis of off treatment growth recovery in patients Hypothyroidism 13 (19) >+2 SDs 5(7) 2009 Age at baseli T t 196-{EOT age: 13.5 yrs 196- EOT age: 9 yrs 1964 EOT age: 16.5 yrs
. . . .. . i gea aseline anner stage Partial catch-up growth Growth recovery but not catch-up growth Tanner stage 5 g
7-9 Central precocious puberty (CPP) 7 (10) &h
treated W|th tOVOrafenIb In 3 C||n|Ca| tr|a|S Adrenal insufﬁciency 4 (6) BL weight 175 m— é:o <€132yrs * ; 182 182 182-] No growth recovery
mm 6 to <12 yrs A
Panhypopituitarism 7 (10) <-2SDs 3 (4) | == 12t0<16yrs v3 - - @ .
Diencephalic syndrome 3(4) >+2 SDs 11 (16) 1907 o 1610 <25 yrs . g 168 108 son 108
All values are n (%) unless specified otherwise. 1259 X No on treatment growth suppression E 1947 ‘:E; 47 " ':E; 547
2Based on medical history (at BL or reported at any time on treatment). A patient could have had more than 1 endocrinopathy. 5 :;_' 140 :4:_' 140 :.;: 140
b1 pa‘tient (1 %) was Started on GH treatment When treatment W|th tovorafenib was |n|t|ated o 1.00- .......................................................................................................................................... . g g g
E - | -
. . . . o 0.75- 126 126 126
- Patients <18 years (yrs) of age with BRAF-altered relapsed/refractory pLGG Figure 1. Height-for-age percentiles on and off tovorafenib treatment - o o o
treated with tovorafenib in the investigator-initiated phase 1 PNOC014 trial,” Time on treatment Time off treatment R At (LR L ELEEL L |
phase 2 FIREFLY-1 trial,® or Expanded Access Program for tovorafenib median (IQR) 23.9 (8.3-36.9) mos median (IQR) 10.4 (2.8-31.1) mos g boo X X X o 64 ai
. 1 N Y5 1 * * * * * * * * %
(NCT05760586)° were included 80 : L L L Ads an N i N —— N p———
-0.25- . R R R R R R R R PP PP PP PP PRPPRP 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 T T T T
. . . . . . I 24 48 72 96 120 144 168 192 216 240 24 48 72 96 120 144 168 192 216 240 24 48 72 96 120 144 168 192 216 240
* Eligible patients had a minimum of 5 cycles of treatment (140 days), with height ! 0504 * Age (mos) Age (mos) Age (mos)
measurements at baseline (BL) and at Ieast 1 290 days after the Iast dOSG Of 60 : s . Inset shows fitted regression line from model predictions for z-score changes based on patient actual clinical data.
tovorafenib as of November 15, 2024 : Toutnunse o -1'00
1 ositive patien -1.
. . . . g 1 characteristics ™
» Heights and weights were measured every cycle on treatment to inform dosing; : w0- ! §= . Concl usions
off treatment follow-up was variable K : " pan ot e .. m . . .
_ _ | Hypothyridism o * Over a median off treatment follow up of 10 mos, a majority of patients across all age
« Z-scores for height were calculated to quantify the number of standard . : e u # u groups showed growth recovery (91%) and catch-up growth (80%) after stopping
. . . . . Diencephalic syndrome H
deviations each measurement is from the median for age- and sex-specific : GH use on treatmen m CEE n tovorafenib
1 GH use off treatment . . .
reference populations based on Centers for Disease Control and Prevention ! aresaussontroatmant ][] A . H — According to PLMM estimates, growth recovery after treatment cessation was
(CDC) reference values'® O L E S S S observed for both males and females
BL 6 mos 12 mos 18 mos 24 mos: EOT 3mos 6mos 9mos 12mos 15 mos . .
 Growth suppression on treatment was defined as at least 0.1 decrease in e o8 e =) (=420, (0765 (r=a) (=58 (el (=) =0 Table 2. Significant effects on annual height z-score changes from PLMM ~ Males had more robust rebound growth compared with age-matched females, despite
e PP e I o o : - OIY g 9 experiencing a faster z-score decrease
eight-for-age -scorelyr from BL.in the piecewise linear mixed effect mode | ents, whi
J J y P Median and IQR are shown for height percentile at 6-mo intervals during and 3-mo intervals after treatment with PLMM estimates - Slower post-treatment grOWth VYGS observed in older patlentS, which may reﬂeCt the
(PLMM) tovorafenib. Mos, months. Annual on treatment change Annual off treatment change natural growth rate decrease with age; assessment of bone age and Tanner stage
» Growth recovery was defined as an increase in post-treatment annualized BL age (yrs) n AGV (cm) z-score AGV (cm) z-score may better inform longer-term growth potential
growth velocity (AGV)".12 from on-treatment AGV (total AGV off treatment>total Figure 2. Growth recovery and catch-up growth y s . b 088 e 1 - Tthe dt_egree todwhlch ;trL:mcir-a_ssomalted end(;)crlnlopath|esi{tr?atmg{1r;ts agd Ia_terITa_n?er
: : : . ost-treatment with tovorafenib : : : : stage impacted growth rates is unclear, and early consultation with endocrinologists
AGV on treatment) in patients with growth suppression on treatment Y 6_<12 21 163 067 10.12 0.65 may identify other potential impacts on growth potential
* Catch-up growth was defined as an increase in post-treatment height z-score =No mYes 12-<16 12 0.82 ~0.45 4.96 0.43 - Growth effects of tovorafenib appear to be reversible in most patients and catch-up
and recovery towards BL z-score in patients with growth suppression on 16-<25 0 0.39 -0.13 3.63 0.40 growth is observed early in the post-treatment period. Monitoring of patients through
treatment and categorized as: Growth recovery |1 o ) - . co;nﬁletlon (t)tf growth is ongoing and will further characterize off treatment growth and
_ _ _ _ _ n=64 0 —< : -0.7 8.11 0.72 catch-up patterns
— Partial catch-up growth: increase in height z-score, but not reaching (n=64) 6_<12 12 150 053 6.61 0.25
12-<16 10 0.69 -0.31 1.44 0.03 erterences
: : Catch-up growth
— Complete catch-up growth: height z-score increases to BL z-score (n=%2) 16-<25 1 0.26 0.01 0.11 0.01

1. Sun Y, et al. Neuro Oncol. 2017;19(6):774—-785. 2. Tkacik E, et al. J Biol Chem. 2023;299(5):104634. 3. Rasco DW, et al. Cancer
Annual Changes in on/off treatment z-score were significantly (P<0 05) associated Chemother Pharmacol. 2023;92(1):15-28. 4. Liu ES, et al. Development. 2016;143(2):348—-355. 5. Provot S, et al. Mol Cell Biol.

» The independent effects of key variables on on and off treatment growth velocity

were assessed using a PLMM 0 20 40 60 80 100 with age and sex
Percentage (%)

2008;28(1):344-357. 6. Papaioannou G, et al. J Biol Chem. 2017;292(8):3164-3171. 7. Wright K, et al. J Clin Oncol. 2024;42(suppl
16):10001. 8. Kilburn LB, et al. Nat Med. 2024;30(1):207-217. 9. Clinicaltrials.gov (NCT05760586);
https://clinicaltrials.gov/study/NCT05760586. Accessed April 7, 2025. 10. CDC height reference values, 2000;
https://www.cdc.gov/growthcharts/data/set1clinical/cj41c021.pdf; 2000; Accessed April 30, 2025. 11. Kelly A, et al. J Clin Endocrin

— Variables included in the final model were: on treatment time, off treatment Duration of treatment was not associated with rate of off treatment z-score rebound

time, BL Z-SCcore, BL age, and sex e 4 pat|ents with no on treatment growth suppression were excludgd » o Overa”, post-treatment AGV exceeded on treatment AGV across age and sex groups II\:/Ietzt?ol. .21(_);4;9|.9(.6):|21:)4;—.2112. 1:: ﬁrtc;]wth Velotc:y CaICl:Iator(Kelg/);_hggs://chiIfdm;atr(ijc;.ong/Grcc))wthI;{eIo:ity. Acceiseld /-\Ipril 30, 2025.
. o from growth recovery and catch—up gI’OWth analyses (denoted with an ‘X . o unding: The clinical studies on which these post-hoc analyses are derived were funded by Day One Biopharmaceuticals, Inc.
— A random effect was included to account for repeated measures in individual . . e Tanner stage, CPP/GnRHa, GH’ and hypophosphatemla were not S|gn|f|cantly Acknowledgements: The authors would like to thank Katherine Pehlivan and Yeonhee Kim from Day One Biopharmaceuticals, Inc. for
patients in Figure 3) associated with on/off height z-score changes (data not shown) their contributions. Medical writing support and editorial assistance was provided by the Bioscript Group, funded by

Day One Biopharmaceuticals, Inc.




	Slide 1

