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CONCLUSIONS
In a small pediat ric cohort  (N=11) consist ing primarily of refractory HGG and LGG 
wit h FGFR alterat ion, erdafit inib was associated wit h clinically meaningful disease 
cont rol wit h acceptable safet y

• Invest igator-assessed ORR was 9 .1%, DCR 72.7%, and mPFS 29.5  mont hs

These findings support  t he cont inued research of FGFR inhibitors in pediat ric 
pat ient s wit h advanced solid t umors who harbor suscept ible FGFR alterat ions and 
have exhausted alternat ive t reat ment  opt ions

CONCLUSIONS

DCR, disease cont rol rat e; FGFR, fibroblast  growt h fact or recept or; HGG, high-grade glioma; LGG, low-grade glioma; mPFS, median progression-free survival; ORR, object ive response rat e
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INTRODUCTION

• FGFR gene alterat ions represent ing potent ially 
targetable genomic variant s1,2 occur in ~3% of pediat ric  
solid t umors3 

• Erdafit inib is an oral select ive pan-FGFR TKI approved 
by t he FDA for t he t reat ment  of adult s wit h locally 
advanced or metastat ic  urot helial carcinoma wit h 
suscept ible FGFR3 genet ic alterat ions who have 
progressed on or after ≥1 line of prior systemic t herapy

• Primary analysis of t he RAGNAR (NCT0 4 0 83976) 
st udy showed an ORR of 30% (95% CI, 24 -36) and 
mDOR of 6.9 months (95% CI, 4 .4 -7.1) in solid t umors 
wit h predefined FGFR mutat ions or fusions4

• Objective: We present  t he efficacy and safet y 
outcomes from t he Pediat ric  Cohort  of t he RAGNAR 
st udy

INTRODUCTION

1. Parsons DW, et  al. J Clin Oncol. 20 19;37:15_suppl; abst r 10 0 11. 2. Gröbner SN, et  al. Nature. 20 18 ;555:4733-4740 . 3 . Lazo De La Vega L, et  al. JCO Precis Oncol. 20 22;6:e220 0 390 . 4 . Pant  S, et  al. Lancet Oncol. 20 23;24 :925-935.
CI, confidence int erval; FDA, Food and Drug Administ rat ion; FGFR, fibroblast  growt h fact or recept or; mDOR, median durat ion of response; ORR, object ive response rat e; TKI, t yrosine kinase inhibit or

Activating mutation Oncogenic fusion

Oncogenesis
Cancer cell proliferat ion, met ast ases, and angiogenesis

Constitutive activation of FGFR-driven signaling
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Study Participants

METHODS

• RAGNAR (NCT0 4 0 83976): a t umor-agnost ic, phase 2, single arm, open-label st udy of t he efficacy 
and safet y of erdafit inib in pat ient s wit h advanced solid t umors and eligible FGFR alterat ions

• RAGNAR included a dedicated pediat ric cohort
– Planned enrollment :

o 20  previously t reated pat ient s 
o Addit ional 6  newly diagnosed pat ient s (wit h no SoC t reat ment  opt ions)

METHODS
Study Participants (Pediatric Cohort) 

FGFR, fibroblast  growt h fact or recept or; SoC, st andard of care

• Age ≥6 t o <18  years: hist ologic evidence of unresect able, 
locally advanced, or met ast at ic solid t umor

• FGFR mut at ions, gene fusions, or int ernal t andem 
duplicat ions 

• Measurable disease
• Disease progression requiring t reat ment  change before st udy 

screening or newly-diagnosed disease wit hout  accept able 
st andard t herapies

Key Inclusion Criteria
• Prior chemot herapy, t arget ed t herapy, or invest igat ional 

ant icancer agent  wit hin 15  days or <5  half-lives before first  
erdafit inib dose, up t o 30  days prior

• Presence of FGFR gat ekeeper and resist ance mut at ions 
• Hemat ologic malignancy (i.e., myeloid and lymphoid 

neoplasms)
• Act ive malignancies ot her t han for disease requiring t herapy
• Pat ient s wit h previous FGFR inhibit or t reat ment

Key Exclusion Criteria

This
 m

ate
ria

l is
 di

str
ibu

ted
 fo

r s
cie

nti
fic

 pu
rpo

se
s o

n J
an

ss
en

 S
cie

nc
e, 

an
d i

s n
ot 

for
 pr

om
oti

on
al 

us
e



Presented by: O Witt at the 2024 ASCO Annual Meeting; May 31 – J une 4 , 20 24 ; Chicago, IL, USA

Efficacy and Safety of Erdafitinib in Pediatric Patients with Advanced Solid Tumors and FGFR 
Alterations in the Phase 2 RAGNAR Trial
Olaf Witt , Sameer Farouk Sait , Blanca Diez, Agustin Cardoso, David A Reardon, Liam Welsh, Kent  Shih, Capucine Baldini, Christophe Massard, Yohann Loriot , Shubham Pant , Hussein Sweit i, Shibu Thomas, 
Constance Hammond, Saltanat  Najmi, Spyros Triantos, Lauren Crow, Birgit  Geoerger

CONCLUSIONS

INTRODUCTION

Study Participants

Study Design

FGFR Alterations

Safety

Tumor Response by Histology

Tumor Response by FGFR 
Alterations

Pediatric Case Study

Adult Case Study

Baseline Characteristics 

APPENDIX

METHODS

RESULTS

NAVIGATION

Study Design

METHODS

METHODS
Study Design (Pediatric Cohort)

*Treat ment  was cont inued unt il progressive disease, int olerable t oxicit y, consent  wit hdrawal, or invest igat or decision t o st op t reat ment . # Pat ient s wit h FGFR mut at ions (exclusive of valine gat ekeeper and resist ance alt erat ions), any FGFR 
gene fusion, or FGFR int ernal t andem duplicat ion were eligible for enrollment  in t he Pediat ric Cohort . †Based on cycle 1 day 14  serum phosphat e concent rat ions. ‡Based on cycle 1 day 14  and cycle 2 day 7 serum phosphat e concent rat ions 
§Evaluat ed per RECIST (v 1.1) or RANO and calculat ed wit h 95% 2-sided exact  CIs. **Summarized using Kaplan–Meier met hods
CBR: t he proport ion of pat ient s wit h CR, PR, or durable SD of at  least  4  mont hs; DCR: t he proport ion of pat ient s wit h CR, PR, or SD
CBR, clinical benefit  rat e; CI, confidence int erval; CR, complet e response; DCR, disease cont rol rat e; DOR, durat ion of response; FGFR, fibroblast  growt h fact or recept or; ORR, object ive response rat e; OS, overall survival; PFS, 
progression-free survival; PR, part ial response; QD, once daily; RANO, Response Assessment  in Neuro-Oncology; RECIST, Response Evaluat ion Crit eria in Solid Tumors; SD, st able disease

Screening phase

Treatment phase *

Treat ment : oral erdafit inib QD in a cont inuous 21-day cycle unt il disease progression
Pediatric cohort #

Endpoints

Age 15  and <18  years: st art ing 
dose 8  mg QD, 

up-t it rat ed† t o 9  mg QD

Age 12 t o <15  years: st art ing 
dose 5  mg QD, 

up-t it rat ed‡ t o 6  mg and 
t o 8  mg QD

Age 6 t o <12 years: st art ing 
dose 3  mg QD, up-t it rat ed‡ t o 

4  mg and t o 5  mg QD

Primary § Secondary

ORR DOR** DCR CBR PFS** OS** Safety
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RESULTS

Baseline Characteristics

• 11 pediat ric pat ient s received erdafit inib
– LGG: 6  (54 .5%)
– HGG: 3  (27.3%)
– STS and temporal neurocytoma: 

1 (9 .1%) each
• Most  pat ient s were female (7/ 11 [63 .6%])
• Median age was 13  (range, 6-16) years
• 1/ 11 (9 .1%) pat ient  was newly diagnosed, 

and 10 / 11 (90 .9%) pat ient s received ≥1 
previous line of systemic t herapy
– 8  (72.7%) had prior cancer-related 

surgery
– 6 (54 .5%) had prior radiot herapy

RESULTS
Baseline Characteristics

CR, complet e response; HGG, high-grade glioma; LGG, low-grade glioma; ORR, object ive response rat e; PD, progressive disease; PR, part ial response; SD, st able disease; STS, soft -t issue sarcoma

Treated patients LGG
n=6

HGG
n=3

Other
n=2

Total
N=11

Age, median (range), 
years

10 .5  
(6-16)

13.0  
(13-15) 

15 .0  
(15-15)

13.0  
(6-16)

Sex, female, n (%) 4  (66 .7) 1 (33 .3) 2 (10 0 ) 7 (63 .6)

Race, n (%)
Asian 1 (16 .7) 1 (33 .3) 0 2 (18 .2)

Black or African American 0 1 (33 .3) 1 (50 .0 ) 2 (18 .2)

Whit e 4  (66 .7) 0 1 (50 .0 ) 5  (4 5 .5)
Not  Report ed 1 (16 .7) 1 (33 .3) 0 2 (18 .2)

Number of prior lines of anti -cancer therapies, n (%) 
1 4  (66 .7) 1 (33 .3) 0 5  (4 5 .5)
2 0 2 (66 .7) 0 2 (18 .2)
≥3 1 (16 .7) 0 2 (10 0 ) 3  (27.3)
Median (range) 1 (0 -3) 2 (1-2) 4  (3-5) 1 (0 -5)

Response to last line of prior systemic therapy, n (%)
CR 2 (33 .3) 0 0 2 (18 .2)
PR 0 1 (33 .3) 0 1 (9 .1)
SD 3 (50 ) 1 (33 .3) 1 (50 ) 5  (4 5 .5)
PD 0 1 (33 .3) 1 (50 ) 2 (18 .2)
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RESULTS

FGFR Alterations

• Gene alterat ions observed:
– FGFR1 in 7 (63 .6%) pat ient s
– FGFR3 in 3  (27.3%) pat ient s
– FGFR2 in 1 (9 .1%) pat ient

• FGFR alterat ion t ypes:
– Fusions in 6  (54 .5%) pat ient s
– Mutat ions in 4  (36 .4 %) pat ient s
– Tandem duplicat ion in 1 (9 .1%) 

pat ient
• Among pat ient s wit h HGG/ LGG 

t umors, FGFR1 alterat ions (77.8%)
and gene fusions (55 .6%) were
most  commonly observed

RESULTS
FGFR Alterations

FGFR, fibroblast  growt h fact or recept or; HGG, high-grade glioma; LGG, low-grade glioma; STS, soft -t issue sarcoma 

Evaluable 
Patients
(N=11)
n (%) 

Altered FGFR Gene FGFR Alteration Type

FGFR1 FGFR2 FGFR3 Fusion Mutation Duplication 

Total 11 (100) 7 (63.6) 1 (9.1) 3 (27.3) 6 (54.5) 4 (36.4) 1 (9.1)

LGG 6 (54 .5) 5  (8 3 .3) 1 (16 .7) 0 3  (50 .0 ) 2 (33 .3) 1 (16 .7)

HGG 3 (27.3) 2 (66 .7) 0 1 (33 .3) 2 (66 .7) 1 (33 .3) 0

Ot her* 2 (18 .2) 0 0 2 (10 0 ) 1 (50 .0 ) 1 (50 .0 ) 0

*STS and t emporal neurocyt oma (1 each)
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RESULTS

Tumor Response by Histology

At data cut -off (December 4, 2023) with a median efficacy follow -up of 9.7 months,
• The ORR (95% CI) was 9 .1% (0 .2-4 1.3)

– 1 pat ient  wit h HGG achieved PR last ing 19 .75  mont hs
• Durable SD ≥4  mont hs was observed in all 6  pat ient s wit h LGG and in 1/ 3  pat ient  wit h HGG
• 9/ 11 (81.8%) of pat ient s were censured for OS, and 2/ 11 (18 .2%) died

RESULTS
Tumor Response by Histology (Per Investigator)

Durable SD: defined as durat ion of at  least  4  mont hs
CI, confidence int erval; DCR, disease cont rol rat e; DOR, durat ion of response; HGG, high-grade glioma; LGG, low-grade glioma; NE, not  evaluable; ORR, object ive response rat e; OS, overall survival; PR, part ial response; PFS, progression-
free survival; SD, st able disease; STS, soft  t issue sarcoma

N ORR
n (%) [95%CI]

DCR
n (%) [95%CI]

Median
DOR [95% CI], 

months
Median 

PFS, months 
Median 

OS, months 

Total 11 1 (9 .1) [0 .2-4 1.3] 8  (72.7) [39 .0 -94 .0 ] 19 .75  [NE-NE] 29.4 7 NE

LGG 6 0  [NE-NE] 6  (10 0 ) [54 .1-10 0 ] NE NE

HGG 3 1 (33 .3) [0 .8 -90 .6] 2 (66 .7) [9 .4 -99 .2] 19 .75  [NE-NE] 29.4 7 NE

STS 1 0  [NE-NE] 0  [NE-NE] 0 .53 1.0 2
Temporal 
neurocytoma 1 0  [NE-NE] 0  [NE-NE] 1.4 1 NE
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RESULTS

Tumor Response by FGFR 
Alterations

• Among 11 evaluable pat ient s, t umor response or durable SD was observed in bot h pat ient s wit h FGFR mutat ions and fusions
– 1 pat ient  wit h PR had a HGG and FGFR1-TACC1 fusion
– Of 7 pat ient s wit h durable SD ≥4  mont hs, 3  had FGFR1 mutat ions, 2 had FGFR1 fusions, 1 had FGFR2 fusion, and 1 had FGFR1 

duplicat ion

RESULTS
Tumor Response by FGFR Alterations

*Pat ient  wit h HGG and FGFR mut at ion; # Pat ient  wit h HGG and FGFR fusion; †Pat ient  wit h t emporal neurocyt oma and FGFR mut at ion
FGFR, fibroblast  growt h fact or recept or; HGG, high-grade glioma; LGG, low-grade glioma; ORR, object ive response rat e; PD, progressive disease; PR, part ial response; SD, st able disease; STS, soft  t issue sarcoma
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Pediatric Case Study

MRI Baseline 
(Aug 9, 2020)

MRI 6 cycles
(Feb 17, 2021)

13-year-old patient with anaplastic pilocytic astrocytoma, FGFR1-TACC1 fusion

RESULTS
Pediatric Case Study: PR of 19.75 Months

FGFR, fibroblast  growt h fact or recept or; MRI, magnet ic resonance imaging; PR, part ial response
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RESULTS

Adult Case Study

MRI (Aug 5, 2020)                MRI (Dec 31, 2020) 

26 -year-old patient with dysembryoplastic  neuroepithelial tumor and FGFR1 K656E mutation

RESULTS
Adult Case Study: PR→CR of 29.1 Months

This pat ient  was enrolled in RAGNAR but  was not  part  of t he Pediat ric Cohort  
CR, complet e response; FGFR, fibroblast  growt h fact or recept or; MRI, magnet ic resonance imaging; PR, part ial response
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RESULTS
Safety

ALT, Alanine aminot ransferase; Gr, grade; TEAE, t reat ment -emergent  adverse event

• All erdafit inib-t reated pat ient s had at  least  1 TEAE
• Adverse event s unique to t he pediat ric  populat ion were 

observed:
– Event s of growt h disorder were reported by 4 /11 

(36 .4 %) pat ient s
• 4  pat ient s wit h limb fract ure
• 1 pat ient  addit ionally had Gr 3  epiphysiolysis
• No cent ral serous ret inopat hy event s occurred
• 72.7% (8 /11) of pat ient s had Gr ≥3 TEAEs; 5 /11 (4 5 .5%) 

were considered t reat ment -related
• Most  TEAEs were managed wit h dose modificat ion and 

symptomat ic or conservat ive management

TEAE by preferred term in 
≥25% of patients, n (%)

N=11

Any grade Gr ≥3

Diarrhea 7 (63 .6) 0

Hyperphosphatemia 7 (63 .6) 1 (9 .1)

Pain in ext remit y 5  (4 5 .5) 0

ALT increased 4  (36 .4 ) 0

Nausea 4  (36 .4 ) 0

• 72.7% (8 /11) of pat ient s had serious TEAEs
– 4  (36.4 %) were considered t reat ment -related (t ibia fract ure, dehydrat ion, epiphysiolysis, and neuropat hy 

peripheral) 
• No t reat ment -related deat hs were reported
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CONCLUSIONS
In a small pediat ric cohort  (N=11) consist ing primarily of refractory HGG and LGG 
wit h FGFR alterat ion, erdafit inib was associated wit h clinically meaningful disease 
cont rol wit h acceptable safet y

• Invest igator-assessed ORR was 9 .1%, DCR 72.7%, and mPFS 29.5  mont hs

These findings support  t he cont inued research of FGFR inhibitors in pediat ric 
pat ient s wit h advanced solid t umors who harbor suscept ible FGFR alterat ions and 
have exhausted alternat ive t reat ment  opt ions

CONCLUSIONS

DCR, disease cont rol rat e; FGFR, fibroblast  growt h fact or recept or; HGG, high-grade glioma; LGG, low-grade glioma; mPFS, median progression-free survival; ORR, object ive response rat e
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