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Forward-Looking Statements
This presentation contains forward-looking statements that involve substantial risks and uncertainties. All statements other than statements of historical facts contained in this presentation are forward-looking
statements. In some cases, you can identify forward-looking statements by terminology such as “anticipate,” “believe,” “continue,” “could,” “estimate,” “expect,” “intend,” “may,” “plan,” “potentially,” “predict,”
“should,” “will” or the negative of these terms or other similar expressions. Forward-looking statements contained in this presentation also include, but are not limited to, statements regarding: the continued clinical
development of AL001; clinical outcomes, which may materially change as patient enrollment continues or more patient data become available; the potential impact of competitor data on our programs; the expected
timing of reporting updated data from the AL001; and the potential benefits of AL001.
We have based these forward-looking statements largely on our current expectations and projections about future events and trends that we believe may affect our financial condition, results of operations, business
strategy and financial needs. These forward-looking statements are subject to a number of risks, uncertainties and assumptions, including, among other things: Alector’s plans relating to the development and
manufacturing of its product candidates and research programs; the ability of Alector, Inc.’s (“Alector”) clinical trials to demonstrate safety and efficacy of its product candidates, and other positive results; the timing
and focus of Alector’s future clinical trials, and the reporting of data from those trials; Alector's plans relating to commercializing its product candidates, if approved, including the geographic areas of focus and sales
strategy; the expected potential benefits of strategic collaborations with third parties and Alector's ability to attract collaborators with development, regulatory and commercialization expertise; Alector’s estimates of
the number of patients in the United States who suffer from the diseases it is targeting and the number of patients that will enroll in its clinical trials; the size of the market opportunity for Alector’s product candidates
in each of the diseases it is targeting; Alector’s ability to expand its product candidates into additional indications and patient populations; the success of competing therapies that are or may become available; the
beneficial characteristics, safety, efficacy, and therapeutic effects of Alector’s product candidates; the timing or likelihood of regulatory filings and approvals, including Alector’s expectation to seek special designations,
such as orphan drug designation, for its product candidates for various diseases; Alector’s ability to obtain and maintain regulatory approval of its product candidates; Alector's plans relating to the further development
and manufacturing of its product candidates, including additional indications that it may pursue; existing regulations and regulatory developments in the United States and other jurisdictions; Alector’s continued
reliance on third parties to conduct additional clinical trials of its product candidates, and for the manufacture of its product candidates for preclinical studies and clinical trials; and the other risks, uncertainties and
assumptions discussed in the public filings we have made and will make with the Securities and Exchange Commission (“SEC”). These risks are not exhaustive. New risk factors emerge from time to time and it is not
possible for our management to predict all risk factors, nor can we assess the impact of all factors on our business or the extent to which any factor, or combination of factors, may cause actual results to differ
materially from those contained in, or implied by, any forward-looking statements. You should not rely upon forward-looking statements as predictions of future events. Although we believe that the expectations
reflected in the forward-looking statements are reasonable, we cannot guarantee future results, levels of activity, performance or achievements.

This presentation also contains results based on data from the AL001 clinical trial. The clinical trial is ongoing and this presentation does not speak to, and you should make no assumptions about, any additional data. In
addition, the information we have chosen to publicly disclose regarding AL001 has been selected from a more extensive amount of available information. You or others may not agree with what we determine is the
material or otherwise appropriate information to include in our disclosure, and any information we determine not to disclose may ultimately be deemed significant with respect to future decisions, conclusions, views,
activities or otherwise. If the initial data that we report differ from updated, late, final or actual results, or if others, including regulatory authorities, disagree with the conclusions reached, our ability to obtain approval
for, and commercialize, AL001 or any other product candidates may be harmed, which could harm our business, financial condition, results of operations and prospects.
Except as required by law, we undertake no obligation to update any statements in this presentation for any reason after the date of this presentation.
We have filed Current Reports on Form 8-K, Quarterly Reports on Form 10-Q, Annual Reports on Form 10-K, and other documents with the SEC. You should read these documents for more complete information about
us. You may obtain these documents for free by visiting EDGAR on the SEC website at www.sec.gov.
This presentation discusses AL001, which has not yet been approved for marketing by the U.S. Food and Drug Administration. No representation is made as to the safety or effectiveness of our product candidate for the
therapeutic use for which it is being studied.
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Frontotemporal dementia is a rapidly progressive form of dementia with
no current treatment
• Most common form of dementia
under age 60

Frontotemporal Dementia
(FTD)

• Patients present with compulsive behavior,
lack of restraint, apathy, anxiety, and aphasia

Familial (genetic) FTD

Sporadic FTD

40% of FTD

60% of FTD

• Life expectancy after diagnosis is
7 - 10 years

• 15,000 symptomatic patients with PGRN
mutations (FTD-GRN) in the U.S. and E.U.

GRN

C9orf72

MAPT

Other
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AL001 increases PGRN levels by blocking PGRN degradation by sortilin
Heterozygous GRN mutations leads to >50%
decrease in PGRN levels and is causal for FTD
Plasma1

Cerebrospinal fluid (CSF)1

P < 0.001

1.5

P < 0.001

P < 0.001

PGRN

P < 0.001

PGRN

20

1.0

PGRN
PGRN

0.5
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PGRN

PGRN

PGRN

PGRN

0

AL001

PGRN

Sortilin

30

CSF PGRN (ng/ml)

Plasma PGRN (ng/ml)

40

Sortilin

50

AL001 increases the half-life of PGRN
by blocking sortilin

PGRN

0
PGRN degradation

1. Dement Geriatr Cogn Disord Extra 2016;6:330-340
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INFRONT-2 Phase 2 is an open-label study evaluating three different FTD
patient cohorts
Open-Label, Single Arm
Asymptomatic FTD-GRN1
N=5

AL001 60 mg/kg q4w for 96 weeks

Primary Endpoint:
• Safety and tolerability

Secondary Endpoints:
• PK, PD
Symptomatic FTD-GRN1
N = 12

Symptomatic FTD-C9orf721
N = up to 20

AL001 60 mg/kg q4w for 96 weeks

AL001 60 mg/kg q4w for 96 weeks

Exploratory Endpoints:
• CSF and plasma biomarkers
• Volumetric MRI (vMRI)
• Clinical Outcome
Assessment (CDR® plus
NACC FTLD-SB2)

Twelve-month biomarker and clinical data presented today is from the symptomatic FTD-GRN cohort
1.

Asymptomatic and Symptomatic FTD-GRN enrollment closed; FTD-C9orf72 cohort currently enrolling

2.

CDR® plus NACC FTLD-SB: Clinical Dementia Rating (CDR) dementia staging instrument plus National Alzheimer’s Coordinating Center (NACC)
behavior and language domains frontotemporal lobar degeneration (FTLD) sum of boxes (SB)
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AL001 showed a favorable safety profile in INFRONT-2 FTD patients
aFTD-GRN
(N=5)
n (%)

FTD-GRN
(N=12)
n (%)

FTD-C9orf72
(N=10)
n (%)

Total
(N=27)
n (%)

Any TEAE

5 (100)

9 (75)

8 (80)

22 (81)

Any treatment-related TEAE

1 (20)

1 (8)

4 (40)

6 (22)

Any SAE1

0

3 (25)

0

3 (11)

Any treatment-related SAE

0

0

0

0

Any TEAE leading to study
drug discontinuation

0

1 (8)2

0

1 (4)

1. SAEs observed in study: Deep venous thrombosis, syncope, pneumothorax
2. Discontinuation from study was not associated with AL001 treatment
Data cut: Electronic data capture extraction 11May2021
TEAE = treatment emergent adverse event; SAE = serious adverse event
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AL001 impacts key markers of the disease cascade in symptomatic FTD-GRN
patients
Key biomarkers and clinical outcome assessments reflect underlying disease activity in FTD-GRN patients
TARGET ENGAGEMENT
PGRN
(plasma and CSF)

BIOMARKERS OF DISEASE ACTIVITY
Lysosomal
dysfunction

Complement
activation

CLINICAL BENEFIT
Neuronal
health

Clinical Outcome
Assessments

PGRN

e.g. CTSD, LAMP1

e.g. C1QB

NfL, vMRI

CDR® plus NACC FTLD-SB

> 50% reduction in PGRN
levels causal for FTD

Dysfunctional
lysosomes are
hallmark of FTD-GRN

Pathological increases in
complement proteins in
FTD correlate with
cognitive decline

NfL is measure
of axonal damage

FDA approvable endpoint
for measuring clinical
decline in FTD

vMRI is measure
of brain atrophy

CTSD = cathepsin D; LAMP1 = lysosomal associated membrane protein 1; C1QB = complement C1q B chain; NfL = neurofilament light chain; vMRI = volumetric MRI
CDR® plus NACC FTLD-SB: Clinical Dementia Rating (CDR) dementia staging instrument plus National Alzheimer’s Coordinating Center (NACC) behavior and
language domains frontotemporal lobar degeneration (FTLD) sum of boxes (SB)
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INFRONT-2: AL001 restores PGRN in plasma and CSF to normal levels
throughout treatment
TARGET ENGAGEMENT

PGRN plasma concentration

PGRN CSF concentration

190
130

7
5

Range from age-matched procured controls
(64.6 ng/mL – 196.0 ng/mL)

CSF Concentration of PGRN (ng/mL)

Plasma Concentration of PGRN (ng/mL)

200

100

50

Weeks
n

2 5
12 11

9
10

13
10

17
11

21
9

Data cut-off Mar 17, 2021
Mean +/- SEM

25
9

29
10

33
10

37
9

41
7

45
8

49
7

Range from age-matched procured controls
(3.48 ng/mL – 7.06 ng/mL)

4

3

2

Weeks 0
n 10

25
9

49
7
8

Table 1: Progranulin levels from baseline to 12-months with AL001 treatment

Plasma (ng/mL)
AL001

Baseline (N=12)

40.3 (2.64)

25 weeks (N=9)

99.0 (4.94)

49 weeks (N=7)

86.8 (3.72)

CSF (ng/mL)

Age-matched
procured controls
(N=46)

64.6 – 196.0

CSF: cerebrospinal fluid, (): standard error of the mean.

AL001

Baseline (N=10)

2.3 (0.22)

25 weeks (N=9)

4.4 (0.43)

49 weeks (N=7)

4.2 (0.54)

Age-matched
procured controls
(N=44)

3.48 – 7.06

Table from Alector July 29, 2021 press release
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INFRONT-2: AL001 treatment normalizes lysosomal and complement
biomarkers in CSF
Lysosomal dysfunction - CTSD

Lysosomal dysfunction - LAMP1

8

0.8

4

2

0.6

0.4

0.2

0.0

Control1

Baseline2

6 mos. 12 mos.
AL0013 AL0014

FTD-GRN patients

Concentration (fmol/uL)

6

0

Complement activation - C1QB
1.0

Concentration (fmol/uL)

Concentration (fmol/uL)

BIOMARKERS OF DISEASE ACTIVITY

Control1 Baseline2 6 mos. 12 mos.
AL0013 AL0014

FTD-GRN patients

CTSD = cathepsin D; LAMP1 = lysosomal associated membrane protein 1; C1QB = complement C1q B chain
Mean +/- SEM; Data cut-off Mar 17, 2021. Only FTD-GRN participants with baseline and post-treatment data are included
1.
Age-matched procured control samples (N = 44)
2.
N=9
3.
N=8
4.
N=8

0.8
0.6
0.4

0.2
0.0

Control1 Baseline2 6 mos. 12 mos.
AL0013 AL0014

FTD-GRN patients
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Table 2: CSF lysosomal and complement system biomarkers of disease
activity from baseline to 12-months with AL001 treatment

Biomarker

AL001
Baseline
(N=9)

AL001
6 months
(N=8)

AL001
12 months
(N=8)

Age-matched procured
control (N=44 )

CTSD
(fmol/L)

5.2 (1.16)

3.8 (0.57)

3.1 (0.21)

3.4 (0.08)

LAMP1
(fmol/L)

0.6 (0.12)

0.4 (0.06)

0.4 (0.043)

0.4 (0.01)

C1QB
(fmol/L)

0.7 (0.12)

0.6 (0.07)

0.5 (0.02)

0.5 (0.02)

CTSD: cathepsin D; LAMP1: lysosomal-associated membrane protein 1; C1QB: complement C1q B chain, CSF: cerebrospinal fluid
(): standard error of the mean

Table from Alector July 29, 2021 press release
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INFRONT-2: NfL in plasma and CSF are stable over 12 months in AL001treated patients
BIOMARKERS OF DISEASE ACTIVITY – NEURONAL HEALTH
NfL CSF Concentration

100

CSF Concentration of NfL (ng/mL)

Plasma Concentration of NfL (pg/mL)

NfL Plasma Concentration

80

60

40

20

0
Weeks 1 2 5
n 12 12 11

9
10

13
11

17
11

21
9

Data cut-off Mar 17, 2021
Mean +/- SEM

25
9

29
10

33
10

37
9

41
7

45
8

49
7

9

8

7

6

5
Weeks 0
n 11

25
9

49
9
12

Table 3: NfL levels from baseline to 12-months with AL001 treatment

Plasma (pg/mL)

CSF (ng/mL)

Baseline (N=12)

62.8 (13.57)

Baseline (N=11)

7.3 (1.51)

25 weeks (N=9)

67.5 (24.51)

25 weeks (N=9)

7.7 (1.63)

49 weeks (N=7)

46.3 (12.93)

49 weeks (N=9)

6.5 (1.29)

NfL: neurofilament light chain protein, CSF: cerebrospinal fluid, (): standard error of the mean

Table from Alector July 29, 2021 press release
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Contextualizing INFRONT-2 vMRI and clinical results with GENFI2 matched controls
•
•

INFRONT-2 vMRI and clinical results compared against comparable, matched GENFI2 controls
Comparable baseline characteristics established between INFRONT-2 FTD-GRN symptomatic cohort and GENFI2 controls in two-steps:
‒ Propensity score matching1 based on CDR® plus NACC FTLD-SB at baseline
‒ Matching refined by age, gender, baseline plasma NfL levels, and FTD disease variant at baseline2

Baseline characteristics
CDR® plus NACC FTLD-SB

AGE (Years)
GENDER
PLASMA NfL (pg/mL)

FTD DISEASE VARIANT

Mean (SD)
Min, Max
Mean (SD)
Min, Max
Male
N
Mean (SD)
Min, Max
bvFTD
PPA
Both
Other

INFRONT-2 (N=12)

GENFI2 Matched Controls (N=10)

5.9 (3.74)
0.5, 11
63.2 (9.71)
49, 79
8 (67%)
12
62.8 (47.00)
11.2, 148.8
5 (42%)
3 (25%)
3 (25%)
1 (8%)

5.2 (3.60)
0.5, 11.5
62.1 (6.74)
52, 72
3 (30%)
9
40.3 (27.28)
9.3, 99.9
5 (50%)
3 (30%)
0
1 (10%)

GENFI = The Genetic Frontotemporal Initiative
GENFI2 refers to the longitudinal FTD registry dataset
1. Propensity score matching is a well-established statistical method intended to mimic randomization
2. Clinical reviewers blinded to outcome data

14

INFRONT-2 vMRI data suggest slowing of ventricular enlargement and brain
atrophy in AL001-treated patients
BIOMARKERS OF DISEASE ACTIVITY – BRAIN VOLUME CHANGES
Ventricular Enlargement

INDICATIVE OF
More
Atrophy

Frontotemporal Cortical Atrophy

0
-1

12.9

10

-1.8

-1.5

-2
20
25.6

-3

30

~50%

40

reduction in
ventricular
enlargement

t

Less
Atrophy

Annualized % change (SEM)

0

Whole Brain Atrophy

50

GENFI2 Matched Control (N=7*)
-4.1

-4
-5
-6

Tensor-based Morphometry (TBM) used for frontotemporal cortex and ventricles
Volume subtraction used for whole-brain (gray + white matter)
Analysis done in partnership with The UCSF Memory and Aging Center

-4.6

AL001 (N=8)
* n=8 for Whole Brain, n=7 for TBM measures (TBM measures
were not available for one GENFI2 participant). One GENFI2
subject was excluded from the analysis as the patient
displayed cortical volume increases (2.58% annual volume
increase in the FT cortex) indicating image analysis artifact
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Table 4: Percent volume changes observed in the brain regions over 12
months by vMRI with AL001 treatment vs. GENFI2 matched historical control

GENFI2 control cohort
(N=7)

AL001
(N=8)*

Difference in relative
atrophy rates

Whole brain

-4.6 (0.93)

-4.1 (0.93)

10.9%

Frontotemporal cortex

-1.8 (0.51)

-1.5 (0.54)

16.7%

Ventricles

25.6 (14.6)

12.9 (4.99)

49.6%

(): standard error of the mean. *N=8 for whole brain; N=7 for frontotemporal (FT) cortex and ventricles.
One GENFI2 control cohort patient with a 2.58% annual volume increase in the frontotemporal cortex is
excluded as an image processing artifact.

Table from Alector July 29, 2021 press release
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Treatment with AL001 showed a slowing of clinical progression in AL001treated patients relative to matched GENFI2 controls
CLINICAL BENEFIT
CDR® plus NACC FTLD-SB
Parameter

Estimate1

95% CI

Annual Change
in GENFI2 (n=10)

6.4

[4.32,8.45]

2.5

Annual Change
in AL001 (n=12)

3.4

[1.44,5.44]

5.0

Difference in Annual
Change (GENFI2 – AL001)

3.0

[0.08,5.82]

0

7.5
10.0

GENFI2 clinical progression

~47%

AL001 clinical progression

slowing of clinical progression
(3.0 point change)

t

CDR® plus NACC FTLD-SB
Change from Baseline

-3.0

12.5

Baseline

3 Months

6 Months
9 Months
Nominal Time (Months)

12 Months

1. Random Coefficient Model with Repeated Measurements including baseline & all available post-baseline measurements up to 12 months
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Summary
• AL001 treatment showed a favorable safety profile in FTD patients

• AL001 treatment rapidly restored PGRN to normal levels in FTD-GRN patients for the entire duration
of treatment
• AL001 treatment demonstrated consistent effects on disease biomarkers in FTD-GRN patients over
12 months including:
– Time dependent and durable normalization of lysosomal and inflammatory biomarkers
– Stable NfL levels in plasma and CSF
– Slowing of ventricular enlargement and brain atrophy compared to GENFI2 matched controls

• AL001 treatment in FTD-GRN patients showed slowing of clinical progression by ~47% (3.0 point change)
as measured by CDR® plus NACC FLTD-SB compared with GENFI2 matched controls
• A global, randomized Phase 3 pivotal clinical trial of AL001 in FTD-GRN is actively enrolling (NCT04374136)
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Creating a matched historical control cohort to contextualize
clinical outcome assessments from
the INFRONT-2 Phase 2 study in symptomatic FTD-GRN patients

20

Approximating the effects of randomization using propensity score matching
Propensity score matching is an established statistical technique to construct a synthetic control group
by matching treated subjects with non-treated subjects of similar characteristics to more accurately
estimate the effect of a treatment.
Example use case: Assessing causal inference between taking aspirin and mortality benefit

Reference: Love, T.E. Reducing the Impact of Selection Bias with Propensity Scores. 7th 26 International Conference on Health Policy Statistics [ICHPS], 18
January 2008. Cleveland, Ohio, USA: Center for Health Care Research and Policy, Case Western University at MetroHealth Medical Center
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Objective: Create a matched historical control for the Phase 2 INFRONT-2
study of AL001
Using the GENFI2 FTD registry, we set out to create a cohort of untreated participants (“GENFI2 matched
historical control”) that is comparable, based on prospectively identified observed covariates, to a cohort of
treated patients that participated in the Phase 2 INFRONT-2 study of AL001.
• Genetic Frontotemporal Dementia Initiative (GENFI) is a group of research centers
across Europe and Canada focused on familial FTD
• The aim of the group is to understand more about genetic FTD, particularly in those who have mutations in
the progranulin (GRN), microtubule-associated protein tau (MAPT) and chromosome 9 open reading frame
72 (C9orf72) genes

• GENFI investigates both people who have developed symptoms of FTD and also people who have a risk of
developing symptoms in the future because they carry an abnormal genetic mutation
• The organization follows carriers and tracks their disease progression over time using a number of markers
including clinical outcome assessments, neuropsychology, imaging, biomarkers and genetics
22

GENFI2 matched cohort selection overview

440

We started with a pool of 440 GENFI2
subjects as of May 2019

177

Of those, 177 were FTD-GRN mutation
carriers

102

Subjects with at least one post-baseline
CDR® plus NACC FTLD-SB

25

Potential GENFI2 matches based on
Propensity Score Matching using CDR® plus
NACC FTLD-SB

10

Matched historical control based on blinded
clinical adjudication
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A two-step matching strategy to eliminate potential confounding factors was
used to construct the GENFI2 matched historical control cohort
Step 1
GENFI2 FTD-GRN
participants with at least
one post-baseline CDR® plus
NACC FTLD-SB (n=102)

Step 2
Potential GENFI2 matches
using propensity score
matching based on CDR®
plus NACC FTLD-SB (n=25)

Propensity
score
matching by
baseline CDR®
plus NACC
FTLD-SB

•

Propensity scores were computed using a logistic
regression including the most important covariate,
cognition, measured at baseline using the CDR® plus
NACC FTLD-SB

•

Matching was done by comparing the logit
propensity score

Blinded clinical
adjudication
matching by
NfL at
baseline, age,
diagnosis and
gender

GENFI2 matched historical
control cohort (n=10)

•

To further increase the chances that the matched historical
control cohort would mimic a placebo group in a randomized
experiment, clinical adjudication of secondary covariates,
including NfL at baseline, age, diagnosis and gender were used
to refine and construct the final matched historical control
cohort

•

This step was done on a blinded basis

Note: Figures are illustrative - do not correspond to exact patient numbers
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Creating a relevant context for the 12-month AL001 Phase 2 INFRONT-2
results
GENFI2 matched historical control cohort

AL001 INFRONT-2 FTD-GRN cohort

(n=10)

•

(n=12)

Through the two-step matching process, the resulting GENFI2 matched historical control cohort has
comparable baseline characteristics to the Phase 2 INFRONT-2 study participants

•

Thus, similar to the Aspirin example (see Slide 22), a comparable control group allows us to make meaningful
comparisons and more accurately estimate any treatment benefit associated with AL001

Note: Figures are illustrative - do not correspond to exact patient numbers
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Publication references
Progranulin in FTD / FTD disease cascade

Biomarkers of activity

The lysosomal function of progranulin, a guardian against neurodegeneration
• https://pubmed.ncbi.nlm.nih.gov/29744576/

CTSD, LAMP1, C1QB levels are elevated in GRN knock-out mice (Huang et al. 2020)
• https://actaneurocomms.biomedcentral.com/articles/10.1186/s40478-02001037-x

Progranulin in neurodegenerative disease
• https://pubmed.ncbi.nlm.nih.gov/24800652/
Progranulin, lysosomal regulation and neurodegenerative disease
• https://pubmed.ncbi.nlm.nih.gov/28435163/
New directions in clinical trials for frontotemporal lobar degeneration: Methods
and outcome measures
• https://pubmed.ncbi.nlm.nih.gov/31668596/
Progranulin as a therapeutic target for dementia
• https://pubmed.ncbi.nlm.nih.gov/29889573/

CDR® plus NACC FTLD-SB
Background on the CDR plus NACC FTLD-SB scale from a study done by UCSF to
examine if memantine could slow down decline in cognition
• https://pubmed.ncbi.nlm.nih.gov/23290598/

CTSD, LAMP1 levels are elevated in post-mortem brains of FTD-GRN mutation
carriers (Gotzl et al. 2014 )
• https://link.springer.com/article/10.1007%2Fs00401-014-1262-6
Complement protein C1Q (of which C1QB is a subunit) promotes TDP-43 granule
development in GRN knock-out mice (Zhang et al. 2020)
• https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7746606/
Increasing complement protein C1QA (another subunit of C1Q) levels correlate
with cognitive function decline in FTD-GRN mutation carriers (Liu et al. 2016)
• https://www.cell.com/cell/fulltext/S0092-8674(16)303920?_returnURL=https%3A%2F%2Flinkinghub.elsevier.com%2Fretrieve%2Fpii%2FS0
092867416303920%3Fshowall%3Dtrue
Neurofilament light chain (NfL) (Van der Ende et al. 2019; Rojas et al. 2021)
• https://www.thelancet.com/journals/laneur/article/PIIS1474-4422(19)303540/fulltext

•

https://n.neurology.org/content/96/18/e2296
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