
M T E L PP A L S Y F Q N A Q M
S

E

D

N
H

L
S

NTVRSQNDNRER
Q

E
H

N

D
R R S L G H P P

P

E L S N G
R

Q
G

N
SRQVVEQDEEEDEEL

T
L

K

Y

G

A

K

H

V I M LF V PV T L
CM

V VV V
A T I K

S

V
S

F
Y

T
R

K
D

G

Q
L

T

I
Y

T
P F T E D

T
E

T
V

G

Q

R
A

L
H

S
I

L N A A I
M I S

V I V V
M T I

L L V V
L Y K

Y
I
Y

R
C Y

K

V I H A W L IS SY
L L

F FS F I
Y

L

G
E

V F K
T

Y

N
V

A V D Y
I

T
V

A
L

L
I

W
N

F
G

V
V

G
M

I
S

I

H
W K

G

P
L R

L
Q

Q
A

I
L

Y
M

I
S

A
L

M
A

L
V

F
I

I

K LY

P E
W T

A
W

L
I

L
A

V
I

S
D V

Y

L
V

A
V

L C P K
G

PLRMLV
E

T
A

Q E R N
E

T
P

I

L
A

Y
T

W

F
L

S
M

L
M

V
S

V
A

N
E

G
D

P

E
A

QRRVSKNSKYN
A

E
S

T
E

R
E

S

Q

D
T

V
A

E
N

D
D

G
G F S E E W E A Q

R
D

S
H

L
G

P
H

R
S

T
R P

E
S
R

A

A

V

Q

E

L

S
S

I
L

A
GE

D
P

E

E
R G V K

L G L
G D F I

F Y S
V L V G

K
A

S
A
T

A
S G D

W
N
T

T
I

A
C

F
V

A
I

L
I

G
L

C
L

T
L

L
L

L
A

I
F

K K L P

I
F

F FYV
A

Y L

Q
P

F
M

D

Q
L

A F
H

Q

F
Y I

V
T D

G L

S

A
A L P

I T

L

I

G

L

C

S

F

I

γ-secretase ε-secretase

ζ-secretase

α-secretase

β'-secretase

β-secretase

20

40

60

80

85
86

93
92

100

160

180

200

207

213

206

199 232

225

224

231
256

249

248
391

384

377

387

394

412

426
425

418

411
448

450

436
437

255

262

240

280

300

320

340

360

380

400

419
443

139

146

153
156

152 168

175

174

167

145

138

120

220

460

467

LUMEN

CYTOSOL

C-terminus

N-terminus

endoproteolytic
cleavage

catalytic aspartates

Ex
4

Ex
3

Ex4
Ex5

Ex5

Ex6

Ex7
Ex6

Ex7
Ex8

Ex8 Ex9

Ex9Ex10

Ex11
Ex10

Ex
11

Ex
12TM1

TM2

TM3

TM4

TM5

TM6
TM7

TM8

TM9

–

–

–

–

–

–

+

+

+

+

–

–
–

+

+

+

+

Copyright © 1996–2021 
FBRI LLC. 
All Rights Reserved.
Version 3.6 - 2021

Presenilin-1 Protein
Mutations are named according to amino acid position in 
isoform 1 (Uniprot: P49768), which has 467 amino acids. 

Pathogenic or Likely Pathogenic
Benign
Protective
Unclear


