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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: our future financial condition, results of operations, business strategy and plans, plans, timelines and 
expectations related to our product candidates and our other clinical and pre-clinical programs, including with respect to the availability of data, the initiation of future clinical trials and plans and expectations regarding planned regulatory 
filings with respect to such programs; and objectives of management for future operations, as well as statements regarding industry trends.

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 our clinical trials. These clinical trials are 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 our product candidates 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 our 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 certain AL001 and other investigational therapeutic agents, which have 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.

This presentation contains statistical data based on independent industry publications or other publicly available information, as well as other information based on our internal sources. We have not independently verified the accuracy or 
completeness of the data contained in these industry publications and other publicly available information. Accordingly, we make no representations as to the accuracy or completeness of that data.
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Successfully elevated progranulin above physiological levels

12-month data from symptomatic FTD-C9orf72 cohort in INFRONT-2 Phase 2 study

Data supports opportunity to expand PGRN franchise into additional neurodegenerative indications
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Microglial dysfunction

Neuronal cell death

Destruction of brain structures

Inflammation

Lysosomal 
dysfunction

Complement 
activation

TDP-43 
accumulation

Mutations resulting in 
progranulin deficiencies 
are causal for FTD, and a 
known risk factor for ALS, 

Alzheimer’s and Parkinson’s 
diseases and L.A.T.E.

Cognitive and 
motor declineDecrease 

in PGRN 
levels due 
to genetic 
mutations

The role of progranulin in neurodegeneration



Rationale for exploring the potential impact of AL001 in FTD-C9orf72
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References: 1. Balendra R, Isaacs AM. Nat Rev Neurol. 2018;14(9):544-558. 2. van Blitterswijk M, Mullen B, Wojtas A, et al.. Mol Neurodegener. 2014;9:38. K. Sleegers, 
N. Brouwers, S. Maurer-Stroh, et al. Neurology Jul 2008, 71 (4) 253-259. 3. Balendra R, Isaacs AM. Nat Rev Neurol. 2018;14(9):544-558. 4. Beel S, Herdewyn S, Fazal R, 
et al. Mol Neurodegener. 2018;13(1):55. 

Progranulin polymorphisms:Genetics

• Exacerbate C9orf72 FTD and ALS1

• Associated with accelerated disease progression and earlier age of onset in ALS2

C9orf72 repeats cause3:Mechanistic

• TDP-43 aggregation

• Microglia pathology

PGRN may counteract:Therapeutic

• TDP-43 pathology4

• Microglia pathology

• Lysosomal pathologies that typify ALS and FTD-C9orf72 



12-Month INFRONT-2 Phase 2 Data from 

Symptomatic FTD-C9orf72 Cohort

Sam Jackson, M.D.

Interim Chief Medical Officer 
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References: 1.  Perry DC, Miller BL. Neurol. 2013;33(4):336-341. 2. Finger EC. 2016;22(2 Dementia):464-489.  3. Moore KM, Nicholas J, Grossman M, et al. Lancet 
Neurol. 2020 Feb;19(2). 4. Greaves CV, Rohrer JD.. J Neurol. 2019;266(8):2075-2086.  5. Balendra R, Isaacs AM. Nat Rev Neurol. 2018;14(9):544-558.
FTD- frontotemporal dementia, ALS- amyotrophic lateral sclerosis

Frontotemporal dementia is a rapidly progressive form of dementia with no 
approved treatment

• Most common form of dementia under age 601

• Patients present with compulsive behavior, 
lack of restraint, apathy, anxiety, and aphasia2

• Life expectancy after diagnosis is 7 - 10 years3

• C9orf72 repeat expansion mutations are the most 
common genetic cause of FTD4

• C9orf72 repeat expansion mutations cause FTD  
(and ALS) and lead to TDP-43 pathology5

• Human genetic and preclinical studies support 
progranulin elevation as a therapeutic strategy in 
FTD-C9orf724,5

Frontotemporal Dementia
(FTD)

Familial (genetic) FTD

40%  of FTD

GRN C9orf72 MAPT Other

Sporadic FTD

60% of FTD



10

PGRN prolongs survival of TDP-43 
overexpression mouse model

References: Beel S, Herdewyn S, Fazal R, et al. Mol Neurodegener. 2018;13(1):55.
PGRN- Progranulin, NTG- Non transgenic, GRN- Granulin, TDP-43- TAR DNA-binding protein 43

Overexpression of PGRN rescues a mouse model of TDP-43 pathology

PGRN reduces TDP-43 aggregation in 
a mouse model of TDP-43 pathology
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PGRN deficiency in humans exacerbates FTD and ALS

Earlier age of onset in ALS with PGRN 
missense mutations in idiopathic ALS

0 copies of minor allele (CC genotype) 

1 copy of minor allele 

2 copies of minor allele (TT genotype) 

PGRN deficiency is associated with decreased 
survival after onset in FTD and ALS caused by 

C9orf72 repeat expansion mutations
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Latozinemab increases the half-life of PGRN by blocking a PGRN degradation receptor

Latozinemab (AL001) increases PGRN levels by blocking PGRN degradation
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PGRN

PGRN

PGRN PGRN

PGRN

PGRN PGRN
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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)

INFRONT-2: A Phase 2 open-label study evaluating latozinemab
treatment in three different FTD patient cohorts

Open Label, Single Arm

Primary Endpoint:

• Safety and tolerability

Exploratory Endpoints: 

• Clinical Outcome Assessment 
(CDR® plus NACC FTLD-SB2)

• CSF, plasma & imaging 
biomarkers

Secondary Endpoints:

• PK, PD
Symptomatic FTD-GRN1

N = 12
Latozinemab 60 mg/kg  q4w for 96 weeks

Asymptomatic FTD-GRN1

N = 5
Latozinemab 60 mg/kg  q4w for 96 weeks

Symptomatic FTD-C9orf721

N =  up to 20
Latozinemab 60 mg/kg  q4w for 96 weeks

Twelve-month biomarker and clinical data presented today is from symptomatic FTD-C9orf72 cohort 



14

Data cut: Electronic data capture extraction Jan 2022, TEAE = treatment emergent adverse event; SAE = serious adverse event
1. 4 most common AEs(>10%)- Fall, rash, UTI, HA (total population)
2. SAEs observed in study:  pelvic venous thrombosis, syncope, pneumothorax

Latozinemab is well tolerated in INFRONT-2 FTD patients

aFTD-GRN

(N=5)

n (%)

FTD-GRN

(N=12)

n (%)

FTD-C9orf72

(N=11)

n (%)

Total

(N=28)

n (%)

Any TEAE 5 (100) 11 (92) 10 (91) 26 (93)

Any treatment-related TEAE1 2 (40) 3 (25) 7 (64) 12 (43)

Any SAE2 0 3 (25) 0 3 (11)

Any treatment-related SAE 0 0 0 0

Any TEAE leading to study 
drug discontinuation

0 0 0 0
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TARGET ENGAGEMENT

PGRN plasma concentration PGRN CSF concentration

Data cut-off June 15, 2021
Mean +/- SEM 

INFRONT-2: Latozinemab elevates PGRN in plasma and CSF in 
symptomatic FTD-C9orf72 participants throughout treatment
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Rate of disease progression is primarily driven by  CDR® plus NACC FTLD-SB at baseline 

Blinded matching strategy to develop historical control cohort with ALLFTD

CDR® plus NACC FTLD-SB at 
baseline 0-22

N=84

ALLFTD FTD-C9orf72
participants with at least one 

post-baseline CDR® plus 
NACC FTLD-SB

STEP 1

ALLFTD 
matches using propensity 
score (PS) matching based 

on CDR® plus NACC 
FTLD-SB 

STEP 2

ALLFTD matched 
historical control 

cohort
Propensity 
score matching 
by baseline CDR®

plus NACC 
FTLD-SB

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

CDR® plus NACC FTLD-SB 
2.5-12
N=29

CDR® plus NACC FTLD-SB 
2.5-12
N=10
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Comparable baseline characteristics between INFRONT-2 Phase 2 
participants and ALLFTD matched historical controls 

Baseline characteristics latozinemab (N=10) ALLFTD – Matched Historical Controls (N=10)

CDR® plus NACC FTLD-SB Mean (SD) 6.8 (3.31) 7.2 (3.48)

Min, Max 2.5, 12.0 02.0, 12.5

Age (Years) Mean (SD) 61.8 (9.51) 61.3 (11.76)

Min, Max 41, 75 33, 72

Sex Male 6 (60%) 6 (60%)

Female 4 (40%) 4 (40%)

Neurofilament (pg/mL) N 10 9

Mean (SD) 33.0 (28.25) 38.6 (24.81)

Min, Max 9.1, 102.3 12.6, 91.3

Diagnosis bvFTD 10 (100%) 8 (80%)

PPA 0 0

Both 0 0

Other 
(FTD/ALS and MCI)

0 2 (20%)
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Parameter Estimate 95% CI

Annual Change in ALLFTD
(n=10)1

3.4 [1.30,5.60]

Annual Change in 
latozinemab (n=10)2

1.6 [-0.63,3.78]

Difference in Annual 
Change (ALLFTD –
latozinemab)3

1.9 [-1.21,4.95]

CLINICAL BENEFIT

1: ALLFTD – one post-baseline timepoint at ~12 months
2: Latozinemab – all available post-baseline assessments (range from 3 to 12 months) 
3: Model – Random coefficient model with repeated measurements

When compared to the ALLFTD matched historical controls, latozinemab-treated 
FTD-C9orf72 participants experience a ~54% annual delay in disease progression

CDR® plus NACC FTLD-SB
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ALLFTD predicted disease progression
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t

~54% delay in disease progression

Nominal Time:
• Analysis of propensity score-matched cohort 
demonstrated a delay in disease progression of 0.9 
points [-1.35,3.21], 36%
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EXPLORATORY BIOMARKER – Neurofilament Light (NfL)

Data cut-off June 15, 2021
Mean +/- SEM

INFRONT-2: NfL levels in plasma and CSF are stable over 12 months in 
latozinemab-treated FTD-C9orf72 participants
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EXPLORATORY BIOMARKER – Glial Fibrillary Acidic Protein (GFAP)

INFRONT-2: GFAP levels in plasma and CSF are decreased over 12 months in 
latozinemab-treated FTD-C9orf72 participants

GFAP CSF ConcentrationGFAP Plasma Concentration

2
10

5
9

9
7

13
8

17
8

21
8

25
7

29
6

33
7

37
6

41
6

45
6

49
6

1
10

C
SF

 C
o

n
ce

n
tr

at
io

n
 o

f 
G

FA
P

(n
g

/m
L)

P
la

sm
a 

C
o

n
ce

n
tr

at
io

n
 o

f 
G

FA
P

(p
g

/m
L)

Data cut-off June 15, 2021
Mean +/- SEM



21

Summary

• Human genetics and preclinical studies provide scientific rationale for studying latozinemab in    
FTD-C9orf72 

• Latozinemab demonstrated target engagement with an increase in PGRN in all patients and is well 
tolerated in participants treated for a median duration of 12 months

• We observed a trend toward benefit with a ~54% annual delay in disease progression in FTD-
C9orf72 patients treated with latozinemab

• Biomarker results support a trend towards clinical benefit:

• Plasma and CSF NfL levels are stable after latozinemab treatment
• Plasma and CSF GFAP levels are decreased after latozinemab treatment

• First example of elevation of PGRN above normal levels associated with potential benefit
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Broad therapeutic potential grounded in genetic evidence and animal models

FTD
(GRN)

FTD
(C9orf72)

Parkinson’s 
Disease
(GBA-1)

Alzheimer’s
Disease

AL001 AL101

L.A.T.E

ALS
(C9orf72 &

idiopathic TDP-43)

FTD
(Idiopathic 

TDP-43)

Parkinson’s 
Disease

(U.S. & EU)

~15,000
(symptomatic)

~120,000 
(at-risk)

~24,000 ~41,000 ~80,000 

(U.S. & EU) (U.S. & EU) (U.S. & EU) (U.S.)

~100,000 10M 35M 8.5M

(WW) (WW) (WW)

GENETIC EVIDENCECausal Known risk factor/Positive correlation

FTD = Frontotemporal dementia
ALS = Amyotrophic lateral sclerosis
L.A.T.E. = Limbic-predominant age-associated TDP43 encephalopathy
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