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EXER

PCSK9 B FDRIAITIZE MHS), YT A(MM), Ty FRNDE#HDOIA /7 OF7 LA TIy kN TH+—LA
TEREEINE L, BICBDZFTa2aL—Y3 0 ENETER—IEROI I LEBREHENEZET D 3D
DEYFED 86,263 > TILEEHET,

o fES % UHERAEE: HS: 324, MM: 244, RN: 89

o  HHEEKK: HS: 1,420, MM: 55, RN: 13

e JJ:HS:597

o HIREH) (LLBEMH): HS: 3,477, MM: 929, RN: 7,140

EH|H &K MEAY: HS: 1,562, MM: 280, RN: 6,904

B HS: 1,274, MM: 203, RN: 110

RILEY, Y4 MAA 274 E:HS: 615 MM: 261, RN: 108
EBIEFE: HS: 77, MM: 367, RN: 18
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AL Jo—Jtvy b
Affymetrix Human Genome U133 Plus 2.0 Array 227759_at
Affymetrix Mouse Genome 430 2.0 Array 1437453 s_at
Affymetrix Rat Genome 230 2.0 Array 1385640_at
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Dataset: 324 anatomical parts (sample selection: HS_AFFY_U133PLUS_2-0)
1 gene (gene selection: HS_AFFY_U133PLUS_2-0)
@ Fosks
Level of expression
[Low] MECIUM (=12F) [ |

Homo sapiens (324) 8 a 10 " 12 13 14 15 % ofsamples
erythroid progenitor cell I 12
cuboidal alveolar type 2 cell (AT2) * ] -]
bronchial epithelial cell —— 841
hepatocyte + Tt * = 2145
colonic crypt +——— 10
dermal papilla [ ] 2
cardiac muscle (myocardium) = —ilH + 68
trabecular meshwaork cell =HIH 12
human gingival epithelial organotypic model I 38
bronchial epithelial cell 3D culture — 118
oocyte i) 3
neonatal foreskin-derived fibroblast m 2
colon epithelial cell (colonocyte) * I 40
cerebellum + — 48
liver I 249
urothelial cell —— 12
breast epithelial cell — 55
amniotic fluid + m— 3
aortic vascular smooth muscle cell —— 8
CD8+/ICD3+HLA-DR- resting T-lymphocyte HE— 5
CD4 T-large granular lymphocyte =+ [H 11
vermis | 1
mucosa (rectosigmoid colon) +  —— 39
lung +x T 1 = o= 488
myoblast | —— 2
human buccal epithelial organotypic model —— 24
CD4+/CD3+/CD25- resting T-lymphocyte I 5
mucosa (sigmoideum) +  —El— 23
baone marrow cell m 2
natural killer T-cell (gl 5
ileal epithelial cell I * 9
colon polyp H—————— n
CD4+/CD3+/CD25high regulatory T-cell {13 5
dermal papilla cell H T +— 12
colon S * 429
tonsillar NK cell [l 5
CD4+/CD3+/CD25+ activated T-lymphocyte - 5
epidermal keratinocyte HIl— 25
mucosa (ascending colon) —— - —— 35
gingiva ] 4
cerebral hemisphere | 1
CD8+CD3+HLA-DR+ activated T-lymphocyte — -]
peripheral blood leukocyte * | — 157

X 1: BRAREBCREESMIEC SICENLEE MO PCSKI BEEFORRELZEIBIZEF, FET
DEME (LN, YTR, TYb, AX FILTEIZENLEZ2TOEBOEEDERIEIRIEEDFHME
(csv 774 I)EEbETIRE# ESNET,

2. HYTORE

PCSK9 BIZFDHRIBENT WA VIZIBIZHEBS K UOBORE. ERNERE. FlEEcd, AU TlERN
HHEARTOREBEELER LEE. EEFORBIIHTEIHOENLZELIHY FBAE2), HoD
T—RIIERHBAEAVERENERETDE MDA 707 LA TV N ITA—LTOHRERTLEL I,
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Dataset: 1218 anat/neopl. categories (sample selection: HS_AFFY_U133PLUS_2-0)
1 gene (gene selection; HS_AFFY_U133PLUS_2-0)

@ rFcsks

Lewel of expression

[Low ] MEDIUM (=12R) HIGH

Homo sapiens (1218)

| Expandall || Collapse all JBEJ g a 10 14 12 13 14 15 # of samples

» Anatomy ! ! _ ! ! i i ls 22752
¥ Meoplasms " I s w 21656
» neoplasms of lip / oral cavity / pharynx — I+ + wx 87
¥ neoplasms of digestive organs —_— 2506
> esophagus — . e

» stomach @ — I — 84

» small intestine € — 10

» colon €@ — P - 1774

» rectosigmoid junction — . * 119

» rectum € — 55

» liver and intrahepatic bile ducts + % I 102

» gallbladder || 2

» other funspecified parts of biliary tract | 1

» pancreas & — N+ . 114

» other and ill-defined digestive organs — D+ o+ 195

» neoplasms of respiratory system / intrathoracic organs * T 1 o wEE oERE o o® 1440
» neoplasms of bone [/ articular cartilage — I = + 27
» neoplasms of skin * +— i =+ 81
» neoplasms of connective issue / softtissue e 0 e R I ST
» neoplasms of breast/ female genital organs I P P 53T
» neoplasms of male genital organs —— i + 214
» neoplasms of urinary organs I e 1 0 727
» neoplasms of eye / brain / central nervous system * I £ o ow mE owE Eow * 1482
» neoplasms of endocrine glands and related structures — I+ + * 138
» neoplasms of secondary / ill-defined e o w = * 182
» neoplasms of lymphoid / haematopoietic and related tissue | I * &E00

X 2: 7> TO PCSK SBEFDORRBITOH, = TIEEEBTHEINEEITLEAADY ) —KRKRERL
TWEY, FYFEHLERTELUVHEMALBRERED csv 77 A LIFELIZIH U TRMATRET T,

3. PCSKIBEFNORBEELASIVETSIEIRLARLRREDHER

1,700 L EDIEENERZIZLEBEUES K UVEREBYSY ) 2V AOEICEZTHHENTOLATNSE FB LT
ZYybDTTY N TFHF—LTIEEYIZONWTHET S & T, PCSKI [EFHRRBERAF (T MLINAZF
V. AANARAF U SUNRARAFY, ANABZF U, TILNAZFUPRRIZEY FHECTERICRIE
M EF(22-fold, p=0.01) L=V, FEEEMHFN(I O T4 TZ—b, 712/ 74TF—RMNEARAVEBRIZIEC
TEBRCTARICREN LR LEYT LMY EFFT(K3), =51, PCSKI DRI EFDER LGS
BEESIEEWEIARZREYV LI ERZ I VA, 74 FZTEIMLAF). RIYEVHLS DF). TN
2O—)L(BZAREKEMNE), 7 hIFV—ILMERE)TY, TO—H, ZELAERREZEBETIELLEA L
LTHIZEEEOREND T ORILY THE, LREXLROTU 2 EVREZRDE)BE. FEOTZX b+
O7VARRETOFATOVER, BREIEBRE(TRAE) Y, XTEZE—IL, Tz TEFV)ERE
LTWET,

FEEOEREMEICEAL T, HRAIFPCSKI NEEURBACY O—VROEEDKE TEEIZRENLR
(22-fold, p=0.01) L= Y. FEBEBNACINENA(ETE MH D WNEHET Y NICKYVARIZEERENE

NEBION AG ¢ Hohlstrasse 515 ¢ 8048 Zurich ¢ Switzerland e« Tel: +41 44 500 44 00 ¢ info@nebion.com ¢ www.nebion.com




>
NEBION

FLEYTEZILERHELTVET, RRENMET T2 EREGIBEHEOER(T UV XAORFE). MRE.
TGF-b JBK. [EXMIEDE(2TE M)TY,

Dataset: 154 perturbations (sample selection: HS_AFFY_U133PLUS_2-0)
1 gene (gene selection: HS_AFFY_U133PLUS_2-PCSK9)
LogiZyratio
25 20 15 -10 05 0.0 0.5 1.0 1.5 2.0 2.5
Cravun-regulated Up-regulated
82 of 2477 perturbations fulfilled the filter criteria
Filter values for @ PCSK9
Homo sapiens (82) El [I2I "J Lom "J
l Expand all J[ Collapse all JLLJ l;J E Log{2}satic  Fold-Change p-value
¥ Compound ]
» Biological
» Chemical
¥ Drug
» Antiinfective agent for systemic use
» Antineoplastic and immunomodulating agent
¥ Cardiovascular system agent
» Beta-rezeptor blocking agent
» Cardiac therapy
¥ Lipid modifying agent
¥ Lipid modifying agent (plain)
atorvastatin study 3 (48h) / rifampicin study 5 (48h) 1.24 222 <0.001
rosuvastatin study 1 (24h) / rifampicin study 5 (24h) 1.20 218 0.002
rosuvastatin study 1 (24h) /vehicle (DMS0) treated hepatocyte sam.. 1.15 218 <0.001
rosuvastatin study 1 (48h) / rifampicin study 5 (48h) 1.50 288 0.001
rosuvastatin study 1 (48h) /vehicle (DMS0) treated hepatocyte sam.. 1.30 240 <0.001
simvastatin study 6 (30uM) /vehicle (DMSO) treated hepatocyte sam... 1.41 265 0.002
simvastatin study & (§uM} /vehicle (DMS0) treated hepatocyte samp... 1.51 225 0.005
» Musculo-skeletal system agent
» Mervous system agent
» Respiratory system agent
¥ Disease
¥ Gastroenterology
¥ Digestive system disease
¥ (Gastrointestinal disease
¥ Intestinal disease
¥ Inflammatory bowel disease
Crohn's disease study 12 (inflamed) / normal colon epithelial cel... 2.80 6.13 0.008
Crohn's disease study & (ileccolonic) / normal colon tissue 1.31 238 =0.001
ulcerative colitis study 31 (active) / normal colon sample 083 2.04 <0.001
ulcerative colitis study 31 (active) / ulcerative colitis study 31 (adja... 0.87 208 <0.001
ulcerative colitis study 32 / normal ascending colon mucosa sam... 1.10 235 <0.001
ulcerative colitis study 4 (inflamed) / normal colon mucosa tissue... 1.81 3.0 <0.001
ulcerative colitis study 4 (non-inflamed) / normal colon mucosa ti... 1.01 214 <0.001
ulcerative colitis study 8/ normal colon tissue 1.40 280 <0.001
¥ Oncology and hematology
¥ Meoplasm
» CHNS neoplasm
¥ Digestive system neoplasm
¥ Gastrointestinal neoplasm
¥ Esophagus neoplasm
esophageal adenocarcinoma study 1/ normal esophageal epith... 1.32 3.47 <0.001

3: MCREBENLEFLTWIRBREFH(ERHEGBRBH)OT Ty Of, BERROHDEYEE M, <
DA, TYM AR FITEDETOFEBRREBREZEHOLAEND T T T, OWTIEEHREIFEE DMHE(csv
T7A4I)IEzip 7744 ILTRESNET,
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MODEL FINDING

EBETILELTHELTLS PCSKI NDRFEN LA OMEEKE

ik EE | % Blog2150) BB
EA- T

CAL27 ERTLkE 14.89 +0.86 3
IM95 SR 15.10 £0.39 3
KB SWRERT LERE 14.67+£0.25 2
E ~ - FERSE

iPSC HEM#TE 13-14.2 3
NPrEC RIAZAE iR 12.64 +£0.26 16
ESC R 11.68+1.16 53
YR

iKrasl eSS 12.03+0.71 2
MICcl2 INBEER 12.52+0.21 35
mIMCD-3 BBEAE 11.84 £0.32 2
Min6 AIeAnEERE B #A 11.04+0.10 2
Zwhk

RLAK SIERIERHAD 14.71+0.23 45

ROR/ Y FDRAHNHBDETIL

R 7 ARMOEERR) ZEEBREF /R Fold-change (p-value) | #f#
PPAR0-/- (SV129) PPAR alpha +1.99 (p=0.009) FERE
KRAP -/- (C57BL/6)) Ki-ras induced actin-interacting protein | -3.00 (p=0.035) FFRE
T v FRBGEKFR) ZTEEBEEF/HH Fold-change (p-value) | #Hi&
FHH (Sprague Dawley) BRARESOES v 1.57 (<0.001) EX it

v ND—U B

1. BETIRBLEBICHOIE>TEDOREFNRBHIRC PCSK9 & HHEET 5 H?

PCSK9 D HRITELFEIRT-HIZ, HL LR L FREDRBI T PCSKO ODRBEADE L &1 2 FEE
(p=0.01)F 22T DHRIFLEE(PCSKI [EEMENDRIBEH) IhHz>T(ET Y > OHEBEREIC &V )LRIBHENT

EETLET, BIFTHRIZE PO LRI S0 DREREGFOHHE D LET(H 4),
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M2 7 CERMEGTFIEPOIC, BETLERFEZOAY ICHABERITICHIET dE#MTRRINE
T, BLEFIEFOLIHEWNEE, BRLET -2ty MIblho TENERFELYRCHERBLTWET
(E7Y VOHBRBOHMESR), POOAY ODNEBEERELE/ —ROIEFOREER YV X2 VT
FYRESINFET, §4LEAENCKYRCAEET 2 ELFNVIL—FLINFET,

PCSK9 ICEAL T, #EANHY S 7 TR HLMENRIVELRF L L CHEEICHET 5:8&F(<0.8)D AR

SINET, PCSKI EHREBEH D WNE—HIRBRATIN D LA DBEFIESCD (AT 7 AL )L CoA REZF

f%43%). DHCR7 (7-TERQILAFO—IL LAY Z—F) SQE(RY 7L VvIRFIX—+F), HMGCSI (3-
EROF3-AFILTILAR ) IL-CoA EREERR 1) TT, PCSKI DIEERHICH T2 ERBNEZEMITHIERT

9, HAEMEN0.845 K Y KEVWEBLGLFINRTHEENET,

Dataset: 107 perturbations (sample selection: HS_AFFY_U133PLUS_2-4)
Target gene: PCSK9 (227759_at in gene selection HS_AFFY_U133PLUS_2-PCSK9) | ...

Pearson's correlation coefficient Description of the most correlated genes
| Gene | Score ¥ |

085 O1  scD 0.80

26 Qar O2 scD 0.77

O«\\O%“\C 80 _ O= Os scp 077

Q4  INSIG1 0.76

Os  FASN 0.76

Qs INSIG1 075

O7 DHCR7? 074

Os saLE 073

Qs INSIG1 073

(O10 DHCR7 073

O11 ACAT2 073

O12 FDPS 073

Q13 saLE 0.72

O1a HMGCS1 072

Q15 CYP51A1,LRRD1,.. 0.72

O1e FDFT1 071

Q17 RDH11 0.70

Q18 FDFT1 070

O1e saLE 0.69

Q20 scp 0.69

O21 HMGCS1 0.69

(O22 STARD4 0.69

Q23 LDLR 068

(O24 RDH11 0.67

(O25 LRP8 0.67

O2e DI 067

Oz27 LRP8 0.66

Oz28 CYP51A1,LRRD1  0.66

Q20 DI 0.66

O30 ACLY 0.66

O31 ACLY 0.66

Show only genes with correlation above: 0.608

I | I I
0.61 0.65 0.69 0.72 0.76 0.80

Connect genes with mutual correlation at least: 0.845

bt

I | I | I
0.28 0.42 0.57 0.71 0.85 1.00

4: BEY 2 RIMEHICH=> TPCSKI L EDHERBEF ORREFEERFO LA SO EERFRLEZAY S
7, ETHOEBRFOTLE ) A EFMRERE csv 77 AL TR#FESNET,
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2. ChALDEGFIEBETEDELSICVFTRA2—EEShdH?

FOBOEREGFOBMI- LD IS AAY) U T1E, ERINIZ—EIZBRELTRRELEH L — TSN
SNBEEEMERDITBHIFEMITIZAYET, MSEFHIR—CD) X NOBEFERBOSLELEIZT S
ARG LEHRERRLTVWET,

Dataset: 15 anatomical parts (sample selection’ HS_AFFY_U133PLUS_2-4)
51 genas (gene selection: PCSKO co-expressed genes)

0% 100%
.

Percent of Expression Patential

rrrrr
mmmmmmm

LDLR
RDH11
SOLE
DHCRT
SCD
CYPS1AT, ..
FDFT1
MSMOT
HMGCR
HMGCS1
EBP
HSDITET, ...
RDH11
HIAT1
INSIG1
STARD4
ACLY
Lss
FDPS
on

1o
PoSKa
ACAT2
EBP
FDFT1
CWPS1AT, ..
LDLR
INSIG1
ACLY
LU
SALE
DHCR?
PHPLAZ
INSIG1
HMGCS1
LSS
SOLE
SCD
SCD
ACLY
SCD
FASN
LRPE

[

Homo sapiens (15) ﬁm}%ﬁ I ‘ I ’ | } "l ; ‘ } ‘ ’ J’ j ’ ‘ ‘ ‘ } ‘ } ‘ #of samples
skin 1 L [ L] | L
colon [ | 107
mucosa (ascending colon) 22
mucosa (descending colon) 24
rectum 7
oesophagus (esophagus) . 18
vulva ] || HEN 18
lung | ] H 20

tongue squamous cell 12
colon epithelial cell (colonocyte) HEEE B [ 8
hepatocyte L L L NN 50
CD8 T-lymphocyte [ ] || 20
ovarian surface epithelium cell 10
branchial epithelial cell i HE SEE EEEE FEEE N NEEE Em || &1
small airway epithelial cel [ | | ERTEET ENEE N P EEEEEs ] e

5:PCSK9 & —#EICRBARAM SN I BT FOEBOIBALTDIZRAY VT

18 B O 2 47

GENEVESTIGATOR®IZ BRI D EER(FI Z L. GEO DT UV twv S a3 vBES)OCEHOERMWBIZ X, BHEDESE
LB EBIRLTEEDY Y bty NETORIREHRBITO £ S REEABITARIRET T,

BEWVWEDHLEL

Nebion D T—2 X=XV F UV, BFY—IL, BFY—EXZOVTOFMEIELY XT A
(support@rsi.co.jp) E THBUNEHLET LY,
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