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* 343 participants with cross-sectional baseline and one-year follow-up scores V.
on the CDR®+NACC FTLD and the FTD Rating Scale (FRS) were recruited 3
from the Genetic FTD Initiative cohort. This included 77 mutation-negative k
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healthy controls, 109 C9orf/2 expansion carriers, |05 GRN mutation carriers, E
and 52 MAPT mutation carriers. See Table |. <"
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* Using baseline FRS percentage scores, genetic mutation carriers were stratified
into the following four groups: asymptomatic/very mild (100-97%), mild (96-
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80%), moderate (79-41%), or severe (40-0%).
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* Bootstrapped linear regression models were used to investigate annualised -
change in CDR®+NACC FTLD-SB scores across genetic groups, between 05 | 05
participants’ first and follow-up visit. | . |
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vt | oo Lo Lo Lo | oome | ooe | Lo | oo |oome | oone | oo Figure 2. Comparison of CDR®*+NACC FTLD Global scores at baseline and follow-up, across
09) (48 (18 (39 @47 (G5 (18 (45 (62 (15 (20 (59 (11.5) the genetic mutation groups. CDR®+NACC FTLD Global scores are ranked as follows: 0 is
asymptomatic; 0.5 is prodromal; | is mildly symptomatic; 2 is moderately symptomatic; 3 is
severely symptomatic.
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Table I. Participant demographics at baseline visit, including mean (standard deviation) scores. N equates to
the number of participants; MMSE is the Mini Mental State Evaluation; asymp is asymptomatic.
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Comparisons with controls:

* (C9%o0rf72 and GRN mutation carriers in the moderate and severe groups, as
well as mild GRN mutation carriers, showed significantly greater change than
controls (p < 0.05).

* No significant differences in change scores were observed between MAPT
mutation carriers and controls.

Comparisons within genetic groups:

* Both the moderate and severe GRN and C%orf/2 expansion carriers showed
larger annualised change relative to their asymptomatic/very mild
counterparts (p <.001 and p = 0.037; p = 0.028 and p < .001, respectively).
See Figure |.

* Moderate GRN and severe C9orf/2 groups also demonstrated greater
annualised score changes than their respective mild counterparts (p < .001; p

= 0.001). See Figure 1.

* For MAPT carriers, no significant changes were observed.

Comparisons between genetic groups:

* Significant change score differences between the moderate individuals were
found, with GRN mutation carriers showing a greater change than the C%orf72
and MAPT groups (both p < .001), and the C%orf72 group showing a larger
annualised change than the MAPT carriers (p = 0.041). See Figure |.

The CDR®+NACC FTLD-SB detects significant changes in disease severity
from baseline to a first follow-up period in familial forms of FTD.

Greater annualised change in CDR®+NACC FTLD-SB scores is seen in the
more severe disease groups relative to the milder groups.

GRN mutation carriers show the greatest annualised change in CDR®+NACC
FTLD-SB scores, followed by C9orf/2 expansion carriers, with MAPT mutation
carriers showing the least.




