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HFSCs in telogen vs telo-ana (RNA-seq)

WO 2020/142413

(%3 AT 777
o &
o r\.uf.
- 4] o DYl ‘
2 g ped bl Bl Bad Rl Bt Bo g Bag o) AN N b 0 Bt I R L Rt e Rt Aid R
R T et Rl i Rt Kt Rt Rt Bt Road Ridd Ry S By e T L3 B0t FAVE BANE ) V] FANS ] QU3 B
ok SR R IS ks W QRTIV QEVEVE QVEFE v S s P4 Rt
= | . e
%3 -
a4
<, a -
= o=
Fond
e | - 2 of o
— o ‘ e [Ea R Ry R REa R Bk B g HC T B
. v} e LD i Cig i o LW 3 el LA i B hed Bt N g B
Z RS a b4 B0l 50 St Bt ek 34 Bt Piond N”‘MS o ol ot Cad rad ] e d Pl ey
b RES 8 Dot Rod (] 0% o | BV s} N o 3 bl Bt A A S et Ad
R. m R A\m
T g
ol O il sl ol
Wi R R IS vk Pt Bl IS Revd SV “wi Ered i
2 Oimiim bod et o & B e Bl %z 2 EE
i B P Ee) o nop W e 5 11§54 P TN E=S
by Gt o4 37 o 2 vl Aied n = b4 T b
& ESE- 15154 L A A e P et ! I m
’ 1
A
AEN i y o Tl @
AR B e i &) & My
A B P = LA R v
4 = > 2o
fuig x L% A & <33 i
1w g A civr i i
= ; i i n IR R KN B W
3 w4l i \\\\ 4 s
5 o " QO 2z s T
1z W QO = .
s 7 %
D \\\ f« * \\\\\k.\\\\\\\ %
o \\\\ ) s 7
- 7 ) G 17
Z \\\\\ O 4 i -
s e 7
& \\\\ & o s
o 7 p Y
= Aoy ] Som, e
- s = £ 7
[t ot gt e
s Pnnyy L 4
% Ay o o
"4 ) “ m i it
% .\\\\ o &N
A po— s e
= i o e
o P , i
z v 2
= Attt g, . el e
= & i \\\\\\\\\\\\\\\Q\\
o~ ¢ m m i & %
e Ly, iz s
= e i g, = A
43 AP L. © i

4/25

FIG. 3B.



WO 2020/142413 PCT/US2019/068905

.. 20000 -

p=0.00%

s Tel
15000 - e Tel-Ana

10000 ~

5000 4

S Rl 03 03 ox0.04
S

(FACS isolated HFSCs)

g . \\\ﬂj : N m s o —
Ldha Ldhb Ldhe Ldhd

Relative Expression Level

FIG. 3C.

p=0.002

&£
L&
KOr
aw
(RS
GG
S A
LR
LS
N
&
s o
Taad N
R ¥ 3
Y 3 Wi

FIG. 3D.

Ldh activity

§
[

{FACS isolated)

5/25



WO 2020/142413 PCT/US2019/068905

sorted HFSCs total epidermis

felogen- tetoggens
anagen  telogen anagen anagen
3

Sy
&

e _

Retative Loval
FIG. 3E.

g s MR e DRy T
N - AN enliag v
* e 8 » ooy

by i

9060 T

#3%
.;J. £

3 GG i
A : s & i N
i B FR B 3

\ Sexe & A

& EN ~ =N
BRI & = .. ‘ EY
§ . 5 ¥

Faiative Bxpression Level
FALS isoiatad HES0S

b 2 ¥ ¥ T % Le
g Axind &xnd Usndt SRR Fena St

FIG. 4A.

Y Y
G et pEER)

2 Telogarn (Day 56 Telogen-Anagsn {Day 70} Anagary {Day 80

FIG. 4B.

6/25



WO 2020/142413 PCT/US2019/068905

KISCrePRl e 1R

FIG. SA.

b Sorted HFSCx
Mpeo e/ Mpo -4

Mpct

FIG. 5B.
TR PG

FIG. 5C.

7/25



WO 2020/142413 PCT/US2019/068905

KIsCePRidecivfs RISCreoPRMpo g

.
k 2
S CONNN OUDO TR SO §

%

Fesuantany of Foiies
&

S
&
RS IR K
W g
H 22
------------ S R TebAng Ry

FIG. SD.

e

KI5CraPR;
& BT

FIG. SF.

8/25



PCT/US2019/068905

WO 2020/142413

Litter 83

%

FIG. 5G

112G

P G LA

. 6A,

FIG

. 6B.

FIG

9/25



WO 2020/142413 PCT/US2019/068905

C LipSCreE R T LOrStreERMpaI A

SRperimest '
#1

experiment

dursal e dorsal wanviral

FIG. 6C.
d Lgré-GFP+ cells

o R

Ladh aciivity
{Borted HFSs)

10/25



WO 2020/142413 PCT/US2019/068905

8 3 clays

\\'.

A days 12 days 13 davs

vehicks

FIG. 7A.

anagert «

- —~Vehide
- UK5099

'»««.,;/%A

haty shafy |

DM

tesdergpey

S ; & N -
A § kS B

Tays Treated

FIG. 7B.

FIG. 7C.

11/25



joha] 21R10E] sAllBial



PCT/US2019/068905

WO 2020/142413

" S PG

& o

5
& <
P

xﬂ%) &0

&7

{84 § 54102 9907 £ 184}
RepInpod s3Iy
{18 7 S1533 2o £ it

wapyrapost sperey

4 F SR By ,f‘ sﬁiﬂi
vepenpost e

WIVE osE
uBsngosd ieiey yagsnposd 3383027 uopanpnd 2180y
o &w $ o P af n. o .% o & #
o Al 0
SO0 B s %%%, ,ﬁ % %, o %% e %%%»%
-4 ] T e 1] 68y
e T
. g .
B & ) TR o~
2 ¥ 2k g2 B
o B 5T~ e B
. gmm F4 Py 14 poEE &
5 BB 3
P g ﬁams g - e
Y Dbt et
v LOBG B
s : B X
ey Lo X514
uspanpord 1eyey unpIngos W) UBIRPRAK SyeyYey

8 "OId

13/25



PCT/US2019/068905

WO 2020/142413

,«mn.

o

3
&.v&ws
&m& &&@
A‘z»»»%v a

&

o

S ®

%‘/
+

e,

ﬁv
av

S S s

& e&
T

4
7S
@%

T

604

P
A B
%&»aoo
ém_.,a o

000

o0's

- 00°0T
- 00'ST
- 0007

- 00'sT

82 901 / WU}

{

gonposd ajeioey

u/s
uo

{

14/25



WO 2020/142413 PCT/US2019/068905

JXLOO1

FECS0 | 1770 [{(nM}

=y
e
)

| Rsquare | 089139}

s
Ee2d
3

s
g
i

10+ X

Lactate production rate
{nmol Imillion cells/ min)

T 3

198 16 10° 108
nv

JXLO20

FECE0 123074 J{nM)

| Rsguare ] 0.9584 ]

hy
=
3

Lactate production rate
@

{nmot imillion cells/ minj

Py
<
)

*
109 10t w0 108

15/25



PCT/US2019/068905

WO 2020/142413

jZA Y 4

6LOIXT

-

yeOIxr

®» 7

.

17413} 4]

900IXT

TOOTXI

100X

3PIYIA

apyan

1T "D1d

16/25



FIG. 12

WO 2020/142413

%
o
i
8
s
&
o~
v
g
£
2
3
2]
[ §

normalized to DMBG

PCT/US2019/068905

Al e

- %

N

B 3

H

H

2

2.5

1
¥
-

DR HORIOPoT DRI aAlvINN

17/25



WO 2020/142413 PCT/US2019/068905

- \\\\\\\\\\\\\\\\\\\\\\\\\ &

Fiy

=240

.- S
-

Coll count normalized to DMSO

o k21

%
~
At

gy

hy 94

gt

S
%
<
o
<«
Ry
EY

_

/

RE N\ i

FIG. 13

<
b

P

JUNOO R0 SARRION

18/25



WO 2020/142413 PCT/US2019/068905

531418 =30 br 10 uM reatment

Lactate production

16.00
- lago
e K
g‘“;; 12,00
.§ ¢ 1000
ag 8.00
ﬁ".i ot
gy 600
SE aoo
2.00
0.00

st Fpa 0%, ¥paD, 08, ¥¥ Y paQ 001, YA pa0.0001

FIG. 14

19/25



WO 2020/142413 PCT/US2019/068905

S/31718 =30 by 10 uM trestment

1.00 cell count

0.50

celt count in millions

0.00

DMIO IXLO01  IXLOZ0  JXI0%4  JXLOBR  IXLose  JxLoes
10uM 10ul 10uM 10uM 10uh 10ud

et 005, e 01, TP 000, T <0000

FIG. 15

20/25



FIG. 16

WO 2020/142413 PCT/US2019/068905

-

TR

N
\\QQ\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\

S

e doy

2 Y

k3

Zeo

« - £>2
{rusgRod O § pozyeiou)
BB GORRRM HOUE QAR

Relative LPR, JXLO01-093
Student's tHlast

21/25



FIG. 17

WO 2020/142413

mident's Mest

5

N

Relative cell count, JXLO0O1-093
4.5

=
{usunEsy OSRNG0 paziRuLou}
JNOD HAY i

22/25

PCT/US2019/068905

EY ] T

3.5+



FIG. 18

WO 2020/142413 PCT/US2019/068905

Relative LPR, JXL0OO1, 067-093

\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\ €60

\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\ 80
e
\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\ £80
-
M e
S e

~~~~~ p

R Al oswa
&

o

L. \\\\\\\\\\\\\\\\\\\\3@@
\

2.5m Byudent's test

2.4

1A
.‘..;

K ‘{}’-

s
&

{jusuness OSKG 01 pazgeuniou}
ajel uononposd 3 sanePRy

23/25



FIG. 19

WO 2020/142413 PCT/US2019/068905

b gt

] 820
] 140
] 920
\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\§:§w
=l o
e o0
i 220
I 120
o] 020
v 650
- -g90

Shudent's est
£y e

R osa

Relative cell count, JXLO01, 067-0983

{usugean OK|ING O PaZirRLLIOU}
JUNOD awey

24/25



WO 2020/142413 PCT/US2019/068905

Sfucnss
MW \“\“\\\\3‘ j;.; 74

W
&/

e

P

G

&
i
i
i

Rt

FIG. 20

25/25



