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Necropsy Image Formalin Treated

No Tumor Athymic nude rat
(Hsd:RH-Foxn1mu)
NBTH Wistar rat
124 Athymic nude rat
(Hsd:RH-Foxn1mu)

FIG. 11
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FIG. 18

Study Day

Mean Erdafitinib Urine Concenirations (+5D) - 2446-016
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Study Day

FIG. 19

6 I

Mean Erdafitinib Plasma Concenirations (£SD) - 2446-016

|

:im
N

TN TR o S o T o
R o R s S s S

A e

2.00
175
1.50
125

(uwyBu) UCHBAUBROLOY BUWSE] QIUNLRDIT UBBY

SUBSTITUTE SHEET (RULE 26)



WO 2023/064830 PCT/US2022/077999
20/31

Erdafitinib free  Erdafitinibfree  Erdafitinib HCI

Material hase hase + HP-f-CD salt
Silicone (MED-4750) X X X
TPU (PC-3575A) X X X
TPU (AR-62A) X X X
TPU (HP-60D-35) 0 0 0
TPU (AC-4075A) X X X
TPU (TT-1074A) X A X
TPU (HP-93A-100) 0 0 0
TPU (EG-80A) A 0 A
EVA (CoTran 9712) Ad X A

O, permeable; A, practically impermaable; X, impermeable
& High variability between replicates

FIG. 20
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Base tPU material (~impermeable)

_________________________________

B 2 s v v o w2 2 2 oy o w4 4 2 > v 2 4 2 O D

Stripe tPU material (permeable)

tPU, thermoplastic poiyuretihane

FIG. 28A

Base  Siripe Stripe  Wall APl Expected Expected pH
material material angle(s) thickness form max release zero-order dependency
rate (pH 5) duration

AR-T5A- EG-B0A 45°,90°, 02mm Free 1-dmglday >90days Minimal (pH5

B20 or AC- 120°, base+ and pH 6.8 agree
4075A-B20 150°, 180° HP-3-CD well: pH 8~50%
lower)

API, active pharmaceutical ingredient; HP-8-CD, hydroxypropyt 8-cyclodextrin

FIG. 28B
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FIG. 31A
Sim urine (pH 5.2-5.3) Sim urine (pH7.0-7.2) Sim urine {pH 8.0-8.3)
0% HP-3-CD 0.84 451 0.03
5% HP-3-CD 8.05 8.17 2.55
10% HP-B-CD 12.75 1.1 58

HP-E-CD, hydroxypropyl B-cyclodextring Sim uring, simulated urine.

FIG. 31B
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