
INTRODUCTION
Cyclophilin B (Cyp B) is a proline-directed cis-trans

isomerase that binds collagen and regulates collagen 

hydroxylation, folding, secretion, and crosslinking.  

Rencofilstat (RCF; CRV431) is an oral, small-molecule 

inhibitor of cyclophilin B and other cyclophilin isoforms 

in clinical development for NASH and HCC.

AIM
To investigate whether cyclophilin B inhibition with 

rencofilstat  or other methods can decrease collagen 

production and fibrosis in multiple disease models.

CONCLUSIONS
Cyclophilin B inhibition with rencofilstat or 

genetic knockdown/knockout decreased 

collagen production and fibrosis in multiple 

experimental models.

Rencofilstat has shown a strong safety profile 

to date in preclinical and clinical studies and 

therefore shows potential as a versatile 

antifibrotic agent for diverse fibrotic diseases.
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Gene Expression
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V
e
h
ic

le
1
0
 µ

M
 A

lk
5
i

2
.5

 m
M

 P
ir
fe

n
id

o
n
e

2
.5

 µ
M

 N
in

te
d
a
n
ib

1
 µ

M
 R

e
n
co

fil
st

a
t

5
 µ

M
 R

e
n
co

fil
st

a
t

0

50

100

150

200

400

600

%
 v

s
 v

e
h
ic

le

Col11

SMA

Timp1

TGF-ß1

IL-6

MCP-1

outlier excluded

from mean

1
0
 µ

M
 A

lk
5
i

2
.5

 m
M

 P
ir
fe

n
id

o
n
e

2
.5

 µ
M

 N
in

te
d
a
n
ib

1
 µ

M
 R

e
n
co

fil
st

a
t

5
 µ

M
 R

e
n
co

fil
st

a
t

-100

-75

-50

-25

0

25

%
 c

h
a
n
g
e
 v

s
 v

e
h
ic

le

Col11

Hyaluronic acid

Timp1

MMP-7

IL-6

MCP-1

-36%          -43%          -18%            -7% -28%        (6-marker mean change)

N
o
n
st

im
u
la

te
d

V
e
h
ic

le

A
lk

5
i

R
e
n
co

fil
st

a
t 
(1

M

)

R
e
n
co

fil
st

a
t 
(5

M

)

O
C

A
E

la
fib

ra
n
o
r

R
e
sm

e
tir

o
m

A
ra

m
ch

o
l

-150

-100

-50

0

50

100

150

%
 o

f 
T

G
F

/P

D
G

F
-B

B
-s

ti
m

u
la

te
d

+ TGF + PDGF-BB Stimulation

1
0
 

M
 A

lk
5
i 

1
 

M
 R

e
n
co

fil
st

a
t 

5
 

M
 R

e
n
co

fil
st

a
t 

5
 

M
 O

C
A

 
5
 

M
 E

la
fib

ra
n
o
r

5
 

M
 R

e
sm

e
tir

o
m

 
5
 

M
 A

ra
m

ch
o
l

-100

-75

-50

-25

0

25

%
 c

h
a
n
g
e
 v

s
 v

e
h
ic

le Col11

Fibronectin

Timp1

Hyaluronic Acid

IL-6

MCP-1

-48%     -11% -23%      -9%       -14%      6%        1%        (6-marker mean change)

Sham Vehicle RCF
0

1

2

3

4

5

6

7

8

Sirius Red (left kidney)
(5 sections per mouse x 8 mice)

%
 S

ir
iu

s
 r

e
d

 a
re

a

P = 0.008

QUANTITATIVE IMMUNOHISTOCHEMISTRY
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Rencofilstat decreased cellular and secreted 
procollagen 1α1 (no intracellular “build-up”)
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Rencofilstat decreased cellular levels of collagen-I 
and collagen-III. No effect on collagen-V or αSMA.

Procollagen 1α1 secretion was decreased by 
rencofilstat and siRNA-mediated knockdown 
of cyclophilins B and C. Cyp B and C siRNA also 
moderately decreased cell numbers. 

Rencofilstat decreased gene expression and secretion of fibrosis and 
inflammation markers in similarity to pirfenidone and nintedanib. 

Rencofilstat decreased secretion of 
procollagen 1α1 and fibronectin.

Rencofilstat decreased Sirius red (% of area) 
in the murine UUO model (SMC Labs).
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Rencofilstat decreased secretion 
of procollagen 1α1 from human 
cardiac fibroblasts in similarity to 
or better than other compounds.

Procollagen 1α1 secretion was decreased by rencofilstat and siRNA knockdown 
of Cyp B (viability unchanged), including from hypertrophic scar fibroblasts.
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Cyclophilin B

• procollagen proline isomerization 

• collagen triple helix formation

• proline hydroxylation cofactor

• lysine hydroxylation cofactor

• collagen crosslinking regulator 

Rencofilstat decreased secretion of fibrosis and inflammation markers and decreased Sirius red in PCLS from cancer-resection adjacent tissue (4 donors). 
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Rencofilstat decreased Sirius red but not steatosis score in a NASH treatment protocol
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Cyclophilin B knockout decreased liver Sirius red staining in 
two studies, confirming a role for cyclophilin B in fibrosis.


