Efficacy and safety of the recommended pegvaliase dosing regimen in
adults with phenylketonuria in the phase 3 PRISM studies
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Introd ti Figure 5. Mean blood Phe levels and (A) proportion of patients within
niroauction each blood Phe category and (B) daily dietary Phe intake over time

= Phenylketonuria (PKU) is caused by deficiency in activity of the liver enzyme, Table 1. Baseline characteristics A o 100%
phenylalanine hydroxylase (PAH), resulting in phenylalanine (Phe) accumulation in PRISM-1 parent study | US label maintenance 1400 - [
the blood and brain impacting patient health and wellbeing (Figure 1) s CosIng o O 1200 - .

1000 -

Figure 1. PKU and uncontrolled blood Phe'? Blood Phe, pmol/L, Mean (SD) 1232.7 (386.4) 1269.8 (375.4) . o
Age at enroliment, years, Mean (SD) 29.2 (8.8) 30.3 (8.8) . 40%
Lack of Sex, female, n (%) 130 (49.8%) 56 (47.5%) o 30%

comprehension _ 20%
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Mean plasma Phe at timepoint (umol/L)

Race, white, n (%) 254 (97.3%) 117 (99.2%) 200 - (0%
Phobias Feeling of “fog” Body mass index, kg/m?, Mean (SD) 28.4 (6.7) 29.3 (7.0) 0+ 0%
Baseline 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Loneliness Receiving protein from medical food, n (%) 149 (57.1%) 68 (57.6%) B Month
Depression/ . .. Impulse >75% of protein intake from medical food, n (%) 41 (15.7%) 19 (16.1%) = 1600 - W <120 W12010360 [ 36110600 7o C F o
Decreased anxiety  +°. control : - 2 | } T T
auton i I R o Inability to Dietary Phe intake, mg/day, Mean (SD) 1700.2 (1194.4) 1766.6 (1171.1) 5 o0 /1——/ - g
complete tasks = 1A —— | 2400 2
Irritability . . S 1000 - /I/{/I/{\[/A :
working Wl Roduced Exposure and disposition S LA 2000 3
Decreased RIS ' - : : : s 1 - 1600 3
energy memory Wiy = Mean (SD) pegvaliase treatment duration for the total population was £ oo | =
Attention 32.1 (208) months § 400 - 800 ,‘.3”.
Troubl izi Trouble focusi . . . 3 | ] a
and planii o L Table 2. Discontinuation summary 5 ZOZ -
PRISM-1 parent Study US Iabel maintenance Baseline 2 4 6 8 10 12 14 16 Mo1:3‘th 20 22 24 26 28 30 32 34 36
Discontinuations population dosing population Blood Phe concentration (umol/L) == 3-Day average daily dietary Phe intake (mg)
(N=261)18 (n=118) N 118 118 112 107 102 99 97 95 94 93 92 90 86 85 85 85 83 82 77
= Current European and US guidelines recommend treatment for life for patients Total discontinuations, % (n/N) 38.3% (100/261) 27.1% (32/118) g
with PKU to achieve recommended levels of blood Phe'?® <6 months after enrollment 19.2% (50/261) 9.3% (11/118) Safety
. " . _ 0 0 - u = " n
= Adherence to medical nutritional therapy (MNT) worsens with age; most adults B2 et @il etz 7-3i° (19/261) 5-10/0 (6/118) Table 3 Exposure-adjusted ev(:)nt rates and subject incidence of AEs
and adolescents with PKU, even if actively managed, are unable to adhere to 12=18 months after enrolment 3'1‘ (9/261) 4'20‘ (5/118) over time |/T/M Safety population (N=285)
the severe dietary restrictions needed to control blood Phe levels'*-2 18-24 months after enroliment 0-0% (13/261) 017 (6/118) Number of patients Late (>6 months)
_ _ >24 months after enrollment 3.4% (9/261) 3.4% (4/118) with event (%) Early
o O(;‘ the stubFs)Et of pa;tlel?ts who can adhere to MNT, many do not achieve Seres (o dsenuEen. % (N Number of events | (<6 months) :g 2"10'1;2? to>:2ye:;rs : :2 gezgsrs >3 years (C:l\;ez?s")
adequate Fne contro Adverse event 15.3% (40/261) 10.2% (12/118) (Event per (N=285) = (ﬁ=gos) (ﬁ=1y83) (N=165) | (N=231)
. . . . . rson- r
» Pegvaliase (Palynzig®) is an enzyme substitution therapy approved for the Subject withdrawal 11.1% (29/261) 9.3% (11/118) person-year)
treatment of adults with PKU who have blood Phe >600 uymol/L™"". In 2020 the Physician decision 3.8% (10/261) 1.7% (2/118) Total treatment
US label was updated expanding the approved doses from up to 40 mg/day to Lost {o follow-up, protocol deviation, pregnancy, 8.0% (21/261) 5.9% (7/118) %gcr):)ure (person- 126.9 106.3 192.6 1702 197.0 666.6  793.7
up to 60 mg/day. Herein we present pegvaliase safety and efficacy including the or Omerreasen | | | N
. : . Note: The discontinuations in the n=118 population do not include those that occurred prior to receiving at least one
updated label maintenance dOSIﬂg populatlon 20 mg dose. 284 219 202 176 138 299 285
_ _ _ (99.6%) (95.2%)  (97.1%)  (96.2%) (83.6%) (99.1%) (100.0%)
<360, =120 ymol/L in US Label Maintenance Dosing Population (n=118) (58.21) (24.71)  (19.25)  (13.36)  (10.95) (16.15)  (22.87)
= The safety and efficacy of pegvaliase has been studied in a clinical trial program 1.0 24 16 17 3 3 43 65
spanning over a decade (Figure 2) 0.91 Serious AE (8.4%) (7.0%) (8.2%) (4.4%)  (4.8%) (18.6%) (22.8%)
. . . . . 0.8 A
» The phase 2 trials examined several different dosing approaches and informed o (02271) (02210) (02121) (0 %5) (0137) (06%) (09132)
the induction/titration/maintenance (or I/T/M) dosing regimen used in the label Z .
: : o *The event rate per person-year, exposure-adjusted rate, represents the number of episodes of an adverse reaction seen
enablmg phase 3 PRISM_1 (1 65-301 ) NCTO1 81 9727) and PRISM_Z trials S 057 in a population of patients receiving treatment, over the time period it was received.
(165-302, NCT01889862) 3 04
Figure 2. Pegvaliase clinical trial program study populations 2 0% Figure 6. Exposure-adjusted event rates for 3 most common AEs by
S 02 treatment phase I/T/M Safety population (N=285)
PAL-001 PAL-002 0.1 1
Single Ph 2 weekly dose/
dose adjust frequency 0.0 - - 25
PAL-004 PAL-003 i600 UESI/L 118 113 83 76 61 47 43 35 23 21 18 17 11 10 10 5 5 4 4 3 3 3 3 3 3
- Sl we % Bom 2 3 owRomomomowowowogossosrsods o -
165-205 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 q>’,
Ph 2 induction I/T/M Safety population Month from baseline c
titration maintenance (n=285) g 15
2 15-
PRI e ) opuation = Out of 118 participants, 89 (75.4%) achieved blood Phe <360 pymol/L, <
US label maintenance dosing population 25 (21.2%) discontinued the study prior to achieving, and 4 (3.4%) completed g 10-
i the study without achieving =
PRISM-1 (165-301) | PRISM-2 (165-302) | ] . ] ] ] ] ] g
Ph 3 open-label, pegualiase-naive patients A G T L I Myt B e Figure 4. Distribution of time (months) to first achievement of blood b 5-
— T Rl i Longterm Phe =360, (A) all participants who achieved (n=89, 75.4%) and
Dt 20 mg/da | S ?exe:r;saiofi I - — o -
e Flacebo D;Smg o (B) by Weeks on dose eaCh aChleved' 20 mg ("-38, 42'7 A))! 40 mg ° Induction/Titration Maintenance, all doses*™  Maintenance, 20 mg Maintenance, 40 mg Maintenance, 60 mg
10 matia 0oty DR oy DR L, DI 0 (n=34, 38.2%), 60 mg (n=17, 19.1%) (n=255) (n=225) (0=173) (n=200) (n=82)
SN Placebo tag%ertﬁgsdr;‘ﬁ’y_ B Injection site reaction [l Arthralgia B Hypersensitivity events
Randomization 1:1 to a jtarg_et doge of_20 mg/day 2:1 active: A
Bt s At e Placebo 6 months 10 months 16 months *Maintenance per label is defined as when subjects reached stable dose for 8 weeks. **Maintenance, all doses includes
(25%) (50%) (75%) patients on doses <20 mg and placebo. Hypersensitivity events includes anaphylaxis (anaphylaxis event rate per
2 r(no_nt)hs 57(mon;hs person-year 0.25 Induction/Titration; 0.05 for Maintenance, all doses)
min max
» Safety: includes all participants from the clinical program who underwent the e |
I/T/M dosing regimen (N=285) Conclusions
= Efficacy: the US label maintenance dosing population (n=118) was T e Meantme o frstachievement
retrospectively defined as participants who were randomized to and received at B = In clinical trials, pegvaliase demonstrated substantial and sustained Phe
least one dose of 20 mg in PRISM-1, and whose baseline blood Phe was | reduction related to treatment duration and dose; long-term pegvaliase
>600 pmol/L, to mirror the US recommended dosing schedule. The primary {Mé?&@ Lo treatment had a manageable safety profile for most patients
efficacy endpoint (Part 2 RDT) and long-term outcomes for the PRISM-1 parent E——————————————m—. - There was an increase in proportion of participants achieving blood Phe
study population have been reported upon previously'® ¢ slaweskson20img =@ 2o 2 wecksion 20img = =2 #weaks oni20img efficacy due to:
40 mg '
— Increased time on treatment
A‘AA%‘A ?AA A AR A A8 . _
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(B) Scatter plot of individual time to achievement in months and by weeks on the dose achieved.
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