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Supplementary Figure S1. Specific BACE1 activity was detected using the BACE1
antibody and was specifically inhibited by the BACEL1 inhibitor. The antibody-captured
BACE1 activity was measured in HC, MCI and AD. Plasma BACEl was precipitated
using the anti-BACE antibody (MAB5308) and measured as previously described (1).
The antibody-captured BACE1L activity is expressed as adjusted fluorescence intensity
per microgram of total protein. The BACE1 enzymatic activity was inhibited by BACE
inhibitor at 15nM (IC50). ** P<0.01.
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Supplementary Figure S2. Association between the activity of BACEL1 in HC (#EF 39),
MCI (#276), and AD (#327) plasma samples measured as previously described (1) and

as we reported (2) with modifications.
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BACEL1 activity comparisons of Female and Male in plasma samples
BACE1 Vma(meant S.E.)mFu/min/ug | P2 Vmean(Meanz S.E.) mFu/min/ug pb
activi
Group female male Vimax female male Vinean
HC 6.5+ 0.4 6.2+ 0.5 0.4 42+ 04 41+ 04 0.8
MCI 10.7+ 1.4 8.6+ 0.7 0.2 8.2+ 1.4 3.6+ 0.5 0.1
AD 111+ 1.0 9.93+ 1.1 0.4 8.5+ 1.0 5.0+ 1.0 05

P2 Difference between Female and Male in Vmax
Pb: Difference between Female and Male in Vmean

Supplementary Figure S3. Plasma BACEL1 activity comparison between female and
male participants. All error bars represent S.E. (A) BACE1l activity comparisons
between females and males in Vinax. BACE1L activity is expressed as percentage of each
age-and sex-matched HC group. Plasma samples from female and male participants
include HC (53 cases, F=28, M=25), MCI non-converters (25 cases, F=13, M=12), MCI
converters (71 cases, F=39, M=32) and AD (75 cases, F=52, M=23), overall 224 cases.
*P< 0.05, *P<0.01, **P<0.001. (B) BACEL1 activity comparisons between females and
males in Vmean. BACEL activity is expressed as percentage of each HC group. The
numbers of participants are the same as those in listed in (A), above. *P< 0.05,
*P<0.01. (C) BACE1 activity comparisons between females and males in Vnax and
Vmean- BACE1L activity is expressed as testing values (mean = S.E.) in the spectrometer
(units are indicated as mFU/min/ug). There were no significant sex-related differences
in BACEL1 activity between the four study groups (cognitively HC, MCI non converters,
MCI converters, AD patients), therefore BACEL activity seems to be mainly driven by
the diagnosis (AD vs. MCI vs. cognitively HC) rather than by sex.
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