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Table 1. Baseline blood Phe by PKU Medical History Response Table 4. ADHD-RS investigator rated inattention score at
BaCkg roun d baseline and last assessment by lifetime metabolic control

Baseline

mean (SD rating
= Phenylketonuria (PKU) is caused by phenylalanine hydroxylase ° blood Phe, S

(PAH) enzyme deficiency resulting in elevated levels of Hmol/= ADtl'tlD-ES investigator rated Good 0‘192?3"

phenylalanine (Phe) in the blood and tissues, which can be toxic All PKU History Respondents 241 (100%)  1247.1(384.8) HGHERHSR SESre (n=149) = (n=233)

to the brain’ Lifetime metabolic control Baseline Mean (SD) 8.5 (5.8) 11.7 (6.2) 9.7 (6.1)

. _ s _ Excellent/Good 154 (64%) 1144.5 (348.8) Median 70 115 90
. Current European and US gwdellngs _’ recommend lifelong Poor/None 86 (36%)  1455.2 (370.9) Lower CL. Upper CL 76.9.5 103130 8.9 104

maintenance of blood Phe levels within target range: Highest lifetime blood Phe level, pmol/L o L ast assessment Mean (SD) 3.8 (4.4) 5.9 (6.1) 46 (5.2)

— European guideline target range: 120—-600 umol/L for patients >12 :ggg 15726(2737@) 193149617(235525'82 Median 2.0 4.0 2.0
years of age = L) (S5 Lower CL, Upper CL 3.1,4.6 46,7.3 3.9, 5.3

_ _ _ . . Age of highest blood Phe, years CL= confidence limit
— American College of Medical Genetics (ACMG) guideline target <18 100 (44%)  1189.4 (369.8)
range: 120—360 umol/L for all patients =g 128 (56%)  1296.4 (384.7) Safety
. . . .. Discontinued low-Phe diet, if yes, age discontinued .- . . .
= The mainstay of PKU management is medical nutritional therapy N Never Disconfinted Diet T ey = All participants experienced at least one AE while on pegvaliase.
(MNT), which severely restricts patients’ natural protein intake Yes, Discontinued Diet 134 (56%)  1381.1(379.9) Most AEs were mild or moderate, and included hypersensitivity
to limit the consumption of dietary Phe, achieving total protein <0 years old” L2 () | TSR el events, arthralgia, and injection site reactions. AE rates were
, o _ _ _ _ 6 to <12 years old 31 (23%) 1424 .1 (433.1) " ey :
adequacy via addition of medical food rich in Phe-free protein 13 to <19 years old 67 (50%)  1370.9 (334.6) similar across the spectrum of self-reported lifetime metabolic
» Long-term metabolic control with MNT is difficult and worsens 2010 29 years old 24 (18%)  1271.3 (402.7) control (Table 5)
with age; most adults have Phe levels outside the recommended Sapropterin responder Table 5. Adverse events
3 Yes 52 (27%)  1131.8 (363.7) » :
target range No 143 (73%)  1281.8 (375.9) Number of participants with event (%) | Excellent/ ﬁ'i's'::re
— Pegvaliase, PEGyIated recombinant Anabaena variabilis *Includes participants who were never on a Phe-restricted diet (n=2). Number of events G_°1°5‘1 o Respondents
phenylalanine ammonia lyase, is a subcutaneously administered = There were statistically significant differences in baseline (event rate per person-year) (n=154) (N=241)
enzyme substitution therapy approved to treat adults with PKU characteristics of participants who self-reported a lifetime Total treatment exposure (person-years)*  456.6 223.1 680.0
. . 4.5 . . ‘@ T “ 9
who have blood Phe >600 pmol/L on existing management metabolic history of “Excellent/Good” vs “Poor/None” (Table 2) AEs
. . : _ o Any AE 154 (100.0%) 86 (100.0%) 241 (100.0%
= Pegvaliase works independently of PAH, and can lower Phe Table 2. Comparison of baseline characteristics and PKU ’ 992(6 (21_7)) 56’(IO (25.1)) 1555(33 (22.9))

levels regardless of the amount of natural protein intake. This history for participants who self-reported metabolic control AEs leading to study drug discontinuation 18 (11.7%) 12 (14.0%) 30 (12.4%)

differs from the previously available pharmacologic therapy as “Excellent/Good” vs “Poor/None” - - -

for PKU, sapropterin dihydrochloride, which relies on residual Any SAEs 32 (20.8%) 23 (26.7%) 55 (22.8%)

. . . . . Excellent/ 45 (0.10) 35 (0.16) 80 (0.12)

PAH activity and typically requires continuation of MNT for the Population characteristics Good AES of special interestisianificance

0 ' — -
25-50% of PKU patients who are responders (n=14) Hypersensitivity adverse event 149 (96.7%) 83 (96.5%) 233 (96.7%)
= The objective of this exploratory analysis was to describe the Age at enroliment, years - Mean (SD) 27.6 (7.6) 32.7 (9.8) <0.0001 e e B 212)926 (;1(;/8) 1:»32 éfj/-o) ?33% (55/2)

self-reported PKU treatment history of participants in the phase = Lomae oo (57 (v 37 008 S 16((0.-040)) 4((0.-020)) 20((0.-030))

3 trials and their safety, efficacy, and disposition with long-term _ 2 e (57%) a4%) Injection site reaction 146 (94.8%) 81 (94.2%) 228 (94.6%)

pegvaliase use Baseline BMI, kg/m Mean (SD) 27.7 (6.2) 29.4 (7.1) 0.055 3134 (6.9) 1382 (6.2) 4541 (6.7)

Baseline blood Phe, Mean (SD) 1136.3 (348.8) 1443.7 (370.9) Injection site skin reaction 214 days 76 (49.4%) 44 (51.2%) 120 (49.8%)
umol/L <1200 90 (58%) 23 (27%)  22.3 <0.0001 duration 264 (0.6) 124 (0.6) 388 (0.6)
M et h Od s >1200 64 (42%) 63 (73%) Arthralgia 131 (85.1%) 77 (89.5%) 209 (86.7%)
Baseline dietary Phe, 1510.9 2084.1 1142 (2.5) 551 (2.5) 1704 (2.5)
mg Mean (SD) (1104.1) (1285.0) AU *Total treatment exposure was the aggregated duration of treatment across all participants
® Full methods of the phase 3 PRISM studies [PR|S|\/|-1 Participants on (f(: ehaci]h participant, time from”thde)filrst dosle tofthe last ddose adrrrinisteredzag:ross all studi(ejs in
_ _ N 120 (81% 72 (90% which the participant was enrolled). Intervals of missing doses that were >28 consecutive days

(NCT01819727) and PRISM-2 (NCT01889862)] have been Restricted Diet (>75% Y;’S e ((1 - )) ] ((1 ) )) 34 006 were excluded from the calculation of treatment duration

described previously.® In brief: medical food)

_ - P o : Any medical food No 42 (28%) 50 (63%) C =
Pegvallas_e naive p_artlc:lpants with blood Phe >600 pymol/L were baseline e 108 (72%) 30 (27%) 25.9 <0.0001 o n CI u s I o ns
treated with pegvaliase for up to 274 weeks
Partic t red t o stent diet. with Baseling ADHD RS-IV ~ Mean (SD) 8.5 (5.8) 11 7(6.2)

— Participants were required to maintain a consistent diet, with or inattention subscale <9 94 (63%) 3(39%) 123 0.0005 « Substantial reductions in mean blood Phe with pegvaliase
without Phe-restriction, and to discontinue sapropterin score >9 55 (37%) 1(61%) . . : .
Blood Phe and distary Ph lected at th |' PKU History were observed in participants regardless of prior metabolic

— Bloo e and dietary Phe were collected at the pre-pegvaliase : : .
baseline visit and at regular intervals; adverse events (AEs) were Lifetime highest <1200 47 (32%) 56%) 194 <0.0001 control or age at M.NT discontinuation |
reported continuously throughout the study Phe category, ymoliL 21290 101 (68%) 75 (94%) = ADHD-RS Inattention scores decreased from baseline

. . . - . Discontinued diet Discontinued diet : nAinating | : :

— The inattention subscale of the Attention Deficit Hyperactivity SroEER A e 'ﬁzor;g:,l;? D (61%) 2(14%) 485 <0.0001 in both groups (indicating improvement of inattention
Disorder Rating Scale IV (ADHD RS-V IA), a 9-item questionnaire Yes 60 (39.0%) 74 (86%) symptoms)
mth SC;’ rets tLanglng fr%m Oto f; » Was .mg.aS‘:.red a}t.bats{e“?.e and e ot L 82((13;/7) 23‘1‘;; = AE’s were observed in all participants at similar rates

roughout the study. Scores >9 were indicative of inattention age of discontinuation 0 <12 years o % % . . .
J y | | ’ 1 t19romeod  33(55%  34(ge 155 00015 irrespective of PKU history and most were manageable
= As part of the phase 3 PRISM stud_|es, the foIIov_w_ng de,lta were 20to 29 yearsold 17 (28%) 7 (10%) with long-term pegvaliase use. Disposition was consistent
collected to Cha_racte_rlze t_he severity of the participant’'s PKU Sapropterin responder  No 84 (69%) 58 (79%) L2 o407 between groups
and degree of historical disease control: Yes 37 (31%) 15 (21%) Th ority of partici t f-rated thei T
L : . : . - 0 0 0 € Majority Or partcipants seii-rate elr pre-pegvalliase

— Clinician-reported sapropterin responsiveness, defined as having Randomized group ig mg;g:y 32 Ei;%"; jg Eggg;’; 0 4193 metabolic C)(/)ntr(r;)l s “Excellent/Good” des Fi)te hpavgin
a clinically significant decrease in blood Phe levels with >4 w's change between questionnaire itemys due to missing dat-a | | | Phe | | el P J
consecutive weeks of treatment with sapropterin (any dose) within 6 *ADHD RS-V, Attention Deficit Hyperactivity Disorder Rating.ScaIe IV. Higher scores indicate higher o OOd .qe e.ve S abpve gUlde me-recommendgd ranges.
months of the PRISM-1 screening visit degree of impairment. Scores 29 indicate clinically significant impairment. Discontinuation of diet was the Strongest predlctor of

**Includ ticipants wh Phe-restricted diet (n=2). i f é

— Self-reported PKU history questions were developed by the sponsor A par_lmpan o were neveron a Fhe-restricted diet (n=2) Wheth”er ﬂ)‘ey ConS|de£ed thems_,elves as having “Excellent/
based on input regarding clinical relevance to the patient population Pegvaliase outcomes Good” vs “Poor/None” metabolic control
and included: = There were no statistically significant differences in total months = Participants who reported “Excellent/Good” lifetime
— Highest lifetime blood Phe levels (highest level and age when this of pegvaliase exposure or disposition between participants metabolic control were significantly younger, reported

occurred) N | | o | reporting an “Excellent/Good” history of metabolic control consuming more medical food and less dietary Phe, had
- (t'e‘)’("(‘:’etlrl‘eenfa”;g'ga”;gftgf‘;gﬁz‘; their overall lifetime metabolic control compared to those with “Poor/None” (Table 3) lower blood Phe levels, and had lower scores on the
9008, PEOL Table 3. Pegvaliase exposure and study disposition ADHD-RS inattentive subscale (indicating a lower degree

— Age at which a low-Phe diet was discontinued (<6 years old, 6 to <12 : : :
years old, 13 to <19 years old, or 20 to 29 years old) Pegvaliase experience Exc?IIe:\glgood Po(or/gg)ne .- of impairment) at baseline
n n_ - - (14 3y n . .
= In this analysis we report the descriptive summaries of the » Participants who reported "Poor/None” lifetime metabolic

PKU history questionnaire. We also compare participants’
self-reported PKU history to their outcomes in the phase 3

Total pegvaliase exposure, months control were also more likely to report a lifetime blood Phe

Mean (SD)

40.2 (22.9)

36.1 (25.0)

of 21200 umol/L and to have previously discontinued diet,

Disposition : : -
PRISM studies. Continuous variables are reported as mean Completed PRISM-2 104 (68%) 50 (58%) 2.1  0.145 doing so a_t younger age Categques. These participants
and standard deviations; categorical variables include number Discontinued early 50 (32%) 36 (42%) reported higher rates of ADHD inattentive symptoms at
of participants and percent. Tests for independence were ReaSAOd”V‘;‘;;Zt:SZn‘i"Ug discontinuation - - baseline, reaching a mean score >9 indicative of clinical
conducted by T-test for continuous variables and Chi-square test Lt i s 5 (10%) 4 (11%) N significance. There was no significant difference in
for categorical variables Physician decision 4 (8%) 4 (11%) | | sapropterin response
Withdrawal by subject 12 (24%) 13 (36%) _ . ; _
Other* 10 (20%) 2 (6%) » The self-reporting of “Excellent/Good” metabolic control
Res u Its *Other Includes: Pregnancy, protocol deviation, completion of PRISM-1 without entering PRISM-2. Wlth Phe |eve|s >6OO meI/L at StUdy entry represents a
Phe response potential lack of insight into disease severity among
= Of the 261 participants gnrolled in the PRISM-1 trial, 241 | Figure 1. Proportion of all participants who achieved a blood some adults. Thls may indicate a need for a.ddltulonall ”
completed at least one item on the PKU History Questionnaire Phe level <360 pmol/L by lifetime PKU History Response dletary educatlon as ma!nylself-report as .belng on diet
and were included in this analysis categories despite dietary records indicating otherwise
= Baseline mean blood Phe was higher in participants who B Proportion of all participants = Confusion about what Phe levels are representative of
reportgd worse historical metab_OI_K_; control, discontinued diet rrll_leftea;[;argﬁc BI?SSeIThe A%?ogghlé’ghheeSt Discontinued low-Phe diet, Sapropterin “Excellent/Good” metabolic control may exist in part due
at earlier ages, and met the definition of non-response to o 007 control . pmoll - years if yes, age discontinued  responder to differing target Phe levels between published sets of
: : S 0 S .
sapropterin compared to the overall population (Table 1) g e guidelines (<360 vs <600 pymol/L) and due to changes in
© 3 601 '
2 € 5. target Phe levels over time
8 o 404 : : : Ce
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