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Table 1  Demographics of the study population
Subtypes N of enrolled subjects Age (years) : mean=S.D.
35
Severe (Brazil : 15, Japan : 20) 6542
Attenuated 13 201137
" (Brazil : 5, Japan : 8) T
Unclassified 12 116+82
classtie (Brazil : 0, Japan : 12) oo
60
+
Overall (Brazl : 20, Japan : 40) 104+95

The unclassified subjects are those whose subtypes had not yet been

determined at the time of writing.

DQ= (AE (J)//&%F& (F)) x100
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W EREAIRIHW L CREZ L ICHE
SER - EEEM O M 2T, ZOnEE,
BRI O DQ L 12 X o THAR L THE
FHAli & 47 - 720 Cut-offfiliz LCDQ=70% H
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Figure 2 Age-equivalent scores for cognition over time in improved patients
with severe disease and baseline DQ <70
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Figure 3 Age-equivalent scores of four domains for adaptive
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¢ Severe subtype with baseline DQ >70
—&— : Severe subtype with baseline DQ <70
—e— ! Unclassified 1 DQ=100

(A)communication domain, (B)daily living skills domain, (C)socialization domain

—e—  Attenuated subtype with baseline DQ >70
—e— ! Attenuated subtype with baseline DQ <70

Age-equivalent scores used for the baseline DQ calculation were obtained with BDIS-1I, KABC-1I,
or KSPD. Scores that remained constant at 264 months are accounted for by the upper limit for

VABS-T at 264 months.

behavior over time as assessed with VABS-1I in all patients
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Table 2 Narrative reports of positive behavioural changes observed by patients’ caregivers

i . k af
patient observed behavioural changes week alter
No. treatment

1 The patient helps his mother with domestic duties ; can brush his teeth by %
himself.

The patient understands and interacts better with family members. He has %
acquired muscle mass and is calmer and quieter.

2 ,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,
Improved interpersonal contact, fixes his gaze more on the things and people 208
around him, demonstrates affection, spontaneously hugs examiner.

3 Mother reports that the patient walks better and seems less tired. 26

4 The patient can say long sentences, play with a kickboard, and change his clothes 59
by himself.

5 The patient uses a tablet PC and watches movies. 208

8 Improved interpersonal contact. 156
Improved motor skills : for 6 months he has been able to turn keys in locks and

9 open doors ; for 1 month he had been able to go up and down stairs, and he can 156
now choose what he wants to eat and wear.

10 Skin has become softer, and the patient is more expressive : laughs a lot. 156

1 The patient can use phrases to communicate, play with toys that require multiple 156
procedures, and run energetically.

22 The patient can breathe better ; his skin is softer, and his hair is less dry. 26
The patient engages in sports that he was unable to do before the study. He

23 . 52
seems more focused and attentive, and can study better than before.

24 The patient says his skin is softer and that his hair less dry. 26
His pronunciation has become clearer, and he is able to express his opinions. He

28 has become energetic and engages in more physical activity than before. His 52
appetite has also increased.

30 The patient can use more advanced vocabulary than before. 52

BEL72Yee " ORMIIT T o LA
L, FHNCZWdHEE LIGHREZEATE D0
BHIKIRBE SN TEB Y, KRifFE TR, Lo
FAERL A 20 TS & A R B
AR 7z (Figure 2) Z &%, H
W - FLG AR O ol LIS P T
HBHOD, FERED S EAEHFGE L Ahe s &
DHEFT L 72 REBI T & 3G SUS 2 /8 9 0l fe ik &
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RIFFEIIZ VL O DOBRADRD 5, T T,
HARE 75 D)V CR % B IENE: 2 [ L
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Abstract

Objective : To collect and analyze the long-term neurodevelopmental data collected
in Japan and Brazil on patients with mucopolysaccharidosis I (MPSII) given pabinafusp
alfa (2mg/kg weekly).

Methods : An integrated, post hoc analysis was made of the neurocognitive data on
two cohorts of patients (60 in total) with MPS II receiving treatment with pabinafusp
alfa to evaluate longitudinal changes in neurocognition and adaptive behaviour, and
their correlations with developmental quotients and disease severity. The data were
collected during two clinical trials, one in Japan and one in Brazil, over a period of up
to 208 weeks, and the patients included those with both the severe and attenuated
subtypes of MPS1I.

Results : A developmental quotient of >70 was identified as the best predictor of
treatment response in terms of achieving normal, age-equivalent neurodevelopment.
Another predictor was age at initiation of treatment, with initiation before 36 months
of age associated with the most favourable neurodevelopmental response. Analysis of
adaptive behavior showed overall improvement in most patients with the attenuated
subtype, some improvement in those with the severe subtype and a developmental
quotient of >70, while changes were limited in those with developmental quotient of
<70.

Conclusions : These data indicate an overall positive long-term neurocognitive
response to pabinafusp alfa in patients with MPS Il irrespective of their subtype. Early
treatment initiation and a developmental quotient of >70 are the critical predictors of
favourable neurodevelopmental outcomes, but later initiation and/or lower developmental

quotients are also associated with stabilization of neuronopathy.

Key words : mucopolysaccharidosis I, pabinafusp alfa, neuronopathy, neurodevelopment,
neurocognitive impairment
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