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FIG. 6A (continued)
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FIG. 6A (continued)
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FIG.6A (continued)
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FIG. 6C (continued)
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FIG. 6C (continued)
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FIG. 6C (continued)
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FIG. 6C (continued)
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FIG. 6G (continued)
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FIG. 6G (continued)
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FIG. 6G (continued)
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FIG. 6G (continued)
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FIG. 6G (continued)
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FIG. 6G (continued)
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FIG. 6G (continued)
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FIG. 6G (continued)
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SO
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2 CALECIM 4 x Dil with UV Induced NHEK

3 CALECIM 8 x Dl with UV Induced NHEK 116.15

4 CALECIM 16 x Dil with UV Induced NHEK 281.92

5 CALECIM 32 x Dil with UV Induced NHEK 285.77

& CALECIM 84 x Dil with UV Induced NHEK 346,15

7 Vitamin D {Experimental Positive Control} 30.82

8 Non-UV induced NHEK {Baseline Control} 1.62

9 UV-Induced NHEX {no CALECIM added) 485,13
FIG. 9
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Fig. 10

1011 L.Ozi::s ‘.f'\f ‘onrs,v.llf,‘ En\‘.

Duibecco’s modified sagle medium (DMERM)

Product use Quick referance chart
Dulbecoo’s modified eaale maedium was developed

i 1888 and 8 a modification of basal medium sagle 5
(BME) that differs from BME and MEM by the & - £
following characteristios: @ s g & e
s Vitaming 4X greater than MEM. Vitamins and ¢ £ B @ =3
amine acids greater than BME = = & % ¥ 5;;
= Types and guantities of aming acids greater @ ~ . = e
than MEM and BME 12604 415 N + R +
= dron (ferric nifrate) gik
LT R R U
Dagseription G/t
13-804  With 4.8 g/l glucose, with L-gldamine 12.707 11” - Y - Y
13-814  With 4.5 g/l glucose, withou! L-glutami gh-
12.707 th 1.0 giL glucose, without Leglutar 2708 1;3 O VS
12708 With 1.8 /L glucose, and 25 mid HEPES buffer, i
without Lg P B S S
1232708 With 4.5 g/U glucose, and 25 mid HEPES buffer, gs&:
without L-gluiaming qagy 48 - kS - -
12-795  With 4.5 g/l glucoss, without L-giutaming, b
without sedium pyruvate 132.744 4:3 g N - -
12-741 With 4.5 g/l glucose, with L-glutamine, withoud """E
sodium pynivate qngeg & - - . -
12-814  With 4.5 g" ghicose, without L-glutamineg, 9”_'
soreened o support hybrigoms growth 12-847 ‘E"C - - - 3
G

12-817  With 4.5 g/ glucose, without L-glutaming o
phenci red

15-804  With 4.8 g/l glucose, with L-glutamine, without
sodiim pyravale, powdar

19-814  With 4.5 g/l qidc\ﬁe without L-gluiamine or
sodium pyruvaie, powdar
{Powdar formul 5 raquire the addition « :*49 3
mifd of NaMHG0.7.5% solution or 370 gilL o
NaMCO; powden

J5 gmarks herein are marks of Lonza Groug 1
sudsidianias

::,_,
F o
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Fig. 10 continued

Specifications

s £
e :3
R W
2 § & o
-~ —~ ;'3 (=] §
3 @ D
& =B 8B R
o “ oW oS (k&; D
B g o = B T
_— w 2 S U >
& =% [O I8 O Sgow
12-804 Neg., 7.0-7.4  E24-352 =i8% ie]
12-814  Neg, 7.0-7.4 324-382 =T 8% FIO

12707 WNeg, TOT40 356-348 FHo
12-708  Neg. 7.03- 3G0-328 27E% FIO
7.27
12-78%  Neg. 7.0-7.4 321-351 =7 5% Fio
2733 Neg. TO74 318383 275% IO
13741 Neg. 7074 315380 27 5% FIG
12-914  Neg. 7.0-7.4  224-352  pB5% v FIO
12-817  Neg. 7.0-7.4 3I28-343 27 E% FIO
15804 55-7.0 335-285 <1.0
15814 - 288285 =75% <1.0
FIC ~ for information only
= Resuit of functional test
MY e oontent #1.0

Storage
20w 8T

Froduct use siatement

THESE PRODUCTS ARE FOR RESEARCH USE
GNLY. Not approved for human or velerinary use,
for application o humans or animals, of for use in

clinical or i wilro procedures.

fra 5 armarks

nereln ave marks of Lonza Group

sudsidianias
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Ordering information

Catalog
fumber
12-804F
12-804Q

12:614F

Dasoription

SJ!‘\:!_‘\:? with 4.5
L g?bid’mi’i)

GEM m ih4.5¢

cose, with

ail glue

gil glucose, with

M we;h 4.5 g/l glucose,
withiout L-ghdamine
DMEM with 4.5 g/t
without L-glutar
DMEM with 1.0
without L-gluitaming
DRMERY with 1.0 g/t glucose, and
25 miM HEPES buffer, with
g“'i;an'sme

DIMEM with 4.5 g/ glucose
25 mM HEPES buffer, w -,hmsi L
ghitamine
'J!‘ AZAS with &
vithout L-gluts
sodium pyruvate
DMEM with 4.5 g/l glucose,
without L-ghdamine, withoal
sodium pyruvate
OMERM with 4.5 g/l glucose, with
Leglutarnine, wilhiout sodium
pyruvate
DRMEM with 4.5 g/l glucose,
withoul L-ghutamine, soraenad o
support hybridoma growth,
DMEM with 4.5 g/l ghucose,
without L-glutan
OMER with 4.5 g/l glucose, with
Lglutamine, without sodium
nyruvate, ,,nwdef

DMEM with 4.5 g/l glucose,
withiout L-glutamine or sadium
pyruvate, f‘awdv
OMERM with 4.5 ga
withaut L g%m(
pyruvate, powdes

ghicnse,

4.5 g/l glucose,
Mt.-()ut

*>

> o phenot rad,

500 mi
1L
500 mi

500 m

500 mi

500 mi

tL

500 mi

500 mi

SO0

1 x 16l

X E0L

1 x 16
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Fig. 11

Ham’s F12 Medium

PCT/SG2023/050772

tonza Walkerswille, inc
WA IGRZR. COMY

# TS 12-8
WD 2179

3 Walkars

Froduct Use

Hamy's F12 Medium is a natiient mixture designed o
cuithvate a wide variely of mammahan and
hybridoma cells when used with serum i
combination with hormones and fransferrin.

Specifications

Qemolality
Bterility pH frnsm}
Negative 7.07-7 .40 288-305

Cafl Growth Endotoxin
Generation {Elmb
=75% of control i

Storage
23C 10 8°C

Product Use Statement

THESE PRODUCTS ARE FOR RESEARCH USE
QNLY. Not approved for human or velerinary use,
for appiication {o humans or animals, o for gsein
clinical or i wilro procedures.,

Ordering information

Catalog Drescription Size

Numbar

12-818F Ham's F12 Medium with L~ 500 mi
glutamine

Al frademearks hereln are marks of Loneza Group
o7 s subsidianas

49/60
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Fig. 12

DMERM: F12 (101 medium

PCT/SG2023/050772

.:> i ! WEA.COM
o i 127183 08411
2011 Lones Walkerswlle, Ing,

Product use

DMER combined with Hams F12 has been

sptensively used o demonstrate the effes
hormones and growth faclors on farget iis

Description
12-718 £
31581 g/l glucoss

powder — with L-glutamineg,

15-71% 1
HEFES, and 3151 g/L gluce

o/t NahCO; powder
with 3,151
without HEPES

Spacifications

Sterility pH
Negative

04-887  Negsaive Fi0
Cell growth Endotoxin
promotion {Etmb

12-7189  278% of EHe]
coniroi

187195 278% of <1 EURY
conirot

{4-887 - FiQ

i

tof v
SHES,

with L-ghtamine, 15 mM HEPES, and
5 mdd
s€.

Powdered madium requires the addition of
18.0 mifl of NaHCO,, 7.5% solution or 1.2

AL glucoss, witly L-glutamine,

Osmoiality
{mQam}

Maoisture

< 2%

* pH, osmolality, endotoxdn, and moisturs are done
without NaHCGO, NaHCO,; is added for cefl growth

fast,

Al frademearks hereln are marks of Loneza Group
a1 s sudsidiana:

AH0uS

50/60

Storags
2T {0 80

Froduct use statamant

THESE PRODBUCTS ARE FOR RESEARCH USE
ONLY. Not approved o human of velerinary use,
for application {o humans or animals, or for use in
chinical or i vifro procedures,

Ordering information

Catalog
number

12-718F

12-718Q

157180

Desoription Size

DMEM: F12 with L-gluetamineg, 500 md
15 mbd HEPES, and 3181 gib
glucuse

DMERM: F12 with L-glutamineg,
18 mbd HEPES, and 31581 g/l
glucose

DMERM: F12 powdear — with L-
ghitamine, 15 mM HEPES,
and 3181 g/l glucose,
Powderad medium requires
e addilion of 168.0 mifl of
NaHCO,, 7.5% solution or 1.2
o/l NaHC O, powder

DMEM: F12 with 3181 g/l
glucose, with Lglutaming,
without HEPES

T x 16l

L
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Fig. 13
Cascade Biologics”

invitrogen celi culture

edium 171,

Medium 171
M-171-500
500 mi

Product Dascription
Medium 171 and Medium 171PRF are sterile, fiquid
fissue culture media intended for us o as ene componant
i oa f‘cfnpictﬂ cufture environment for the growth of
nonmal human rmammary epithelial cells. Medium 171 s
asal madium containing essential and nan-essantial
s, vilamins, olher organic compounds,
i i Medium 171FRF s &
phenol red-free wmon of Madium 171, These media
4o net contain antibiot antimycotica, hormones,
growih faciors, or proteins,  These media are HERES
and bicarponate hulfered and are designed for use i an
oubator wh an uimum)hew of 3% CO/85% air. To
support plat ation of normal
hurnan i media must be
suppleme with thelial  Growih

o

Supplement (ME\.«U

Intended Use

Megium 171 s infended for use in the
pormal human mammary  epithelial
TIPRF is wled for use by investigators whn wish to
aflure normal human mammary epithelia in the
of phenol red,  When supplementad with
IW“uS‘ hese media will support the i
profiferation of nommal human mammary
at densiies belween 2.5 x 10° celisiom
celisfom®. This product is for research use amy, Ne}t
For wuse i animals,  humans, or Jlagnostic
proceduras,

s;:Hs‘ these
Mammary
cna S-015-8

0y
(o

Caution:  § handied improperdy, Some components
of this product may present @ health hazard, Take
appropriate precaufions  when fandiing  this
product, incfuding e wearing of profective cfotiing
and ayawaarn, Nsposs of progerdy,

PCT/SG2023/050772

\\\\\\\\\“»\_

GIBCO

invitrogesn calt cultars

gy

edium 171PRF, and MEGS

Medium 171PRF
{Fhenol Red-Free)
RM-171PRE-B00
SO0 mi
Storage and Stability
Madium 171 and Madium 171PRF are stored at
Ut iaz;iiiiv a?m =are shipped at ambient tamp
4"

Lipon ;N" rmedia should be stored at
should |

47
&

Protect from fight, Seva'

com e fssue ouliure media are deht-
fabiie, we meommand that the medis §sz

exposad 1o ight for lengthy penods of fime,
are warmed prior & use, do not exceed 37° ©
stored i the dark at 4° C, the

expiration daie onihe ia

Praparation of Supplemented Medium 171
1. Thaw one Dbottle of MEGE, Take one hoilie of
Medium from cold slorage,  Make sure that the
caps of the vessels ara tigh

f=5

2. Genilly swirt ihe boilie of supplement. Avaid
f pplement infe the cap of the botlle
pplement ic foam

[

Wipe the outside of the conlainers with a
disinfecting  selulion such as 70% ethanol or
isoproganat,

4. ising sterile ier‘%ﬂmaui i laminar flow culiure
haod, transfer the endire coniants of the bollle of
supplement to the bottle of Medium.

an the bottie of supplemanied me
‘-\, conterts o ensure a8 tomogenasus

3 ing the mediam o foam

(4]

sofution. Avold oo

Storage and Stability of Supplemented
Medium 171

Onee  Mediur € i
supplemeniad » \e’iF.Gv the supp
should be stored in the dark at $° © and sﬁmuk
frozen. Whan stored in the dark at 47
supplemented madium is slabie for 1 month.

2
g
@
&
;Z:
5
£
i
-
Y
4
1t
o
B
@
%
@
@
=

i1 be
tha

Selacted References

The Medium 171 formulation is tased on medium
MCDEB 1730, with modifications.

Hammond 8L, Ham RG, Stampfer MR, PNAS 81:5438-

For research use onfy.

Life Technologies Comporation s 5781 Van Allen Way « Cansbad » CA 82008 » Teol 300 855 8288 »

leoh_support@invitrogen.com

MANGOT585

Revigsed: 30 May 2008
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Fig. 13 continued
\ il @
Cascade Biologics” GIBCO

invitrogen celi culture fmvitrogan colf cultas

MEGS
Mammary Epithelial Growth Supplement

Cat no, S018-8
5l

..,,,,,,//////

Product Dascription Storage and Stabiity
I\.*Er,m nary Epithelial i Suppiemem {(MEGSE) s ¢ MEGE is storad al 207 C at oy
siefile, o ed for usa dry ics, Upon receipt, the product shou
3 COMpang: ¢ cuiture anwronment -207 C i oa freezer that 8 nat defrn
the growih of norm(.i human mamm store di 20° . the product is stabie until the
Each § il botile of MEGS goniain C dale sh)vm o -h? iahiel

normones,  and  tiss
re of normal human mammary
s the corect amount of
3 a 590 mi boltle of Madium 171 or
MEGE s an ionically-balanced
4g boving piludary axiract (BPE), T?&awss‘ag
bovir i, hydrecordisone and reeombina Te thaw,
egidermal growth fact When a 500 mi bhotiie of Gvr\ .
fedium 171 or Medium is supplemented with he product @

acility ang is shipped on
he stored at
When

fer

e product it oa - ¢ owaler bath
ight at 4 C if thawed in a waier batn, do not isave
> aftar the product has thawed, For

F" EES, i\: ?ma(- Gmﬁfr—‘mrat’.: 8 of the compansnis j msirusiéons on adding MEGS to Medium 171, pease
the supgiemented medium are: BRE, 0.4% viv; bovine rafer to the instructions that accompany the basal
in .8 i, hydrocortisone, 0.8 po/mi; and medium. ’
recombinani tuman epidermal growih facior, 3 ng/mil.

intendad U%@

MEGS s ir f for use in oonjunction with Meadium Selecied References

171 or Medi F ofor the rouline serunt irch \e’!ELxu formuigtion s on  published

aufiure of normal human mammary egithelial & tion  of  medium E‘-u‘:iﬁ 1746, with
Tihis product is for ressarch use only, Nof for us

i anamals, hamans, or diagnostic proceduras.

Hammond Sk, Ham RG, Stampier ME, PNADS 81:5435-
Caution: I handied improperfy, some compaonenis 5438, 1984,

of this product may present @ health hazard, Take

appropeiate  precautions  when  handling  his

product, dncfeding the  wearing  of  profeciive

clothing and eyewear, Dispose of properiy.

fimied Use Label License No. § 5§‘3\'Bti’0§f‘§1 Technoiogy
se of this produ
tin research condud {
iranster {g) this sroduct (b} its compenents or {C}
pmd of lts 00 ents o materials m

f Wgh e use 0? E'n

{ the product and sormpy
buyer can

party a.r mher\
. The buyer
i ) fOn‘ :ar\\v [

S COMEOne
ts for C‘o-’nmef

if ng {3} :ai
areh and not Eﬁ,

h.nhc ‘s: {‘-\

s"m'tx,f iaf
ihe pr;c ctoor s
» o prophylactico

s

aties p Jct ba:fzd upor
feveloped in e i by the buyer n whic produs!

i s components was L nWm of such praduct. |
statemnent, L e y of the product wi
for puipos N research, ¢ artrnent, Li
08, Phone {7 P00, Fax (780)
es Corporation. Afl
why. Not iendad fo

s product
shad, Gailfornia

For research use onfy.
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Fig, 14
PTTE Moedism invredicnss st

Medivm compaosition Company Napwe Catalogue
List Number

Basic media

DMEM {also referred Lonza 12-604F
o herein ag PTT6-basal
mediam}

DMEM/FE2 Lonza 12-719F

M7 Life fechnologies MI71500
Serum
GE Healtheare Al5-151
Pemailim- Lonza 17745
Streptomyein-
Amphetencin B
Sepplements
Adenine {opuonal Sigma ARS26-25G
R

Hydrocortisone Sigma H-0888
foptional}

Epidermal Growth Mitlipore GiF-144

Factor
T3 Sigma 200-227
JSeTritodo-L-
thyronine sodiurn saly
{optional}
Recombrant Human Life Technologies ATI3821

Tnsulin AQF
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Fig. 15
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Fig. 17A
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Fig. 17C
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Fig. 18A
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Fig. 19 (Table 6)

59/60



WO 2024/107122 PCT/SG2023/050772

Fig. 20 (Table 7)

60/60



