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MERIT40 facilitates BRCA1 localization and DNA damage repair.
Feng L', Huana J, Chen J.
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ﬁ/_) 'C Abstract

The product of breast cancer susceptibility gene 1, BRCA1, plays el in the maintenance of gencmic integrity. Mounting evidence
indicates that BRCA1 associates with many proteins or protein complexes to regulate diverse processes important for the cellular response to
DMNA damage. One of these complexes, which mediates the accumulation of BRCAT at sites of DNA breaks, involves the ubiguitin-binding motif
(UIM}-containing protein RAFS0, a coiled-coil domain protein CCDC98/Abraxas, and a deubiquitinating enzyme BRCC36. Here we describe the
characterization of a novel component of this complex, MERIT40 (Mediator of Rap80 Interactions and Targeting 40 kd), which together with an
adaptor protein BRE/BRCC45, enforces the BRCA1-dependent DNA damage response. MERIT40 is assembled into this RAP30/CCDCE8-
containing complex via its direct interaction with BRE/BRCC45. Importantly, MERIT40 regulates BRCAT retention at DNA breaks and checkpoint
function primarily via a role in maintaining the stability of BRE and this five-subunit protein complex at sites of DNA damage. Together, our study
reveals that a stable complex containing MERIT40 acts early in DNA damage respense and regulates damage-dependent BRCAT localization.
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d with 2-hydroxy-1-ethanesulfonic acid (Pentamidine Isethionate) - - - CHEMBLS335 functional no direction gngmgt %
= = = CHEMBLS97407 functional no directicn = ChEMBL: CHEMBL2114807
- - - CHEMBLS7542 functional no directicn - ChEMBL: CHEMBL2114807
- - - - R &
- - 25184681 BioGRID: 1055850
ST Home sapiens 4999 Q13416 - no directicn 17525332 BioGRID: 301591
Homo sapiens 10399 P63244 - no direction 22990118 BioGRID: 808350
BioGRID: 563383
- - 19712108 BioGRID: 610758
Heme sapiens 7322 P62837 - no direction 21113135 BioGRID. 610768
BioGRID: 610778
Home sapiens 7399 075445 - no directicn 22850118 BioGRID: 808306
BioGRID: 260457
Heme sapiens 1660 Q08211 - - no direction % BioGRID: 305347
= BioGRID: 305348
Heme sapiens 79632 QBNB25 - no directicn 25134681 BioGRID: 1055761
Heme sapiens 126961 Q¥71DI3 - no direction 12419249 BioGRID: 245136
Home sapiens 1437 Q13363 - no direction 10196224 BicGRID: 245474
Homo sapiens 51465 Q9Y385 - no direction 19690564 BioGRID: 437878
_ - - ) IntAct: EBI-1263078
Home sapiens 55596 QENZY4 - physical asseciation no direction 17525332 IntAct: EBI-1263098
Homo sapiens 79680 Q7Lv2 - no direction 25184681 BioGRID: 1055762
BioGRID: 305346
GNP Expre Homo sapiens 5451 P14859 ; no direction 00012 BioGRID: 518165
— BioGRID: 518167
Home sapiens 9093 Q96EY1 - - no directicn 14578343 BioGRID: 243934
Home sapiens 285464 QBN 1IMNE - - no directicn 228950118 BioGRID: 808359

>
ZZC—EVaProSDHomelZRYZEL LS,



HomeZ/')w%

VaProS | Home % 1 ¥ VaProS | Detail X ¥ VaProS | Detail x Compound Report Card % | = MERIT40 facilitates BR: X

Rig.ac.jp/vapros/detail/detail.html?ac=P38398&varpos=P38398@G1038E&dna=0&mmi=16461 L

d by Cy. pejs)

CHEMBLA%445 functional no direction - ChEMBL: CHEMBL 2114807

CHEMBLB89671 functicnal no direction = ChEMBL: CHEMBL2114807

CHEMBL 89786 functional no direction - ChEMBL: CHEMBL2114807

— CHEMEL90846 functional no direction - ChEMBL: CHEMBL2114807
Tag Cloud CHEMBLY3109 functional no direction - ChEMBL: CHEMBL2114807
1-(2-hydroxy-ethyl)-aminc]-ethancl CHEMBLS32 functicnal ne direction - ChEMBL: CHEMBL1613817

d with 2-hydroxy-1-ethanesulfenic acid (Pentamidine Isethicnate) - - - CHEMBLS35 functicnal no direction - gﬂgmgt 7g:5mgﬂﬂ‘§gé;

CHEMBLS7407 functicnal no direction - ChEMBL: CHEMBL2114807

CHEMBLS7542 functional no direction - ChEMBL: CHEMBL 2114807

B o query -> target - Reactome: R-HSA-914161.1

Reactome: R-HSA-914162 1
Reactome: R-HSA-914161.1

- activation query -> target. - Reactome: R-HSA-314162.1
S 25184681 BioGRID: 1055850
Homo sapiens 4999 Q13416 - - ne direction 17525332 BioGRID: 301591
Homo sapiens 10339 P63244 - - no direction 225950118 BioGRID: 8083530

BioGRID: 563889
19712108 BioGRID: 610758

Home sapiens 7322 P62837 - - ne direction 21113135 BioGRID: 610763
BioGRID: 610778

Homo sapiens 7399 075445 - - no direction 22950118 BioGRID: 808306
BioGRID: 260457

L 12592385 . v

Homo sapiens 1660 Q08211 - - ne direction 0662397 BioGRID: 305347

BioGRID: 305348
- - no direction 25184681 BieGRID: 1055761
- - no direction 12415243 BioGRID: 245186
- - no direction 10196224 BieGRID:

Home sapiens 79632
Homo sapiens 126961
Home sapiens 1487
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Sequence results - hits:20

_— E— ame —a| = —_ o 0B 7| hGtoP G coxpresdn 7| PR g
1 v P38358 Homeo sapiens | breastcancer 1, early onset | 672 - - 16481 674 (1] 1 1 [H] 32 4 link
2 (] CEYB45 Home sapiens | breastcancer 1, early onset - - 1] 1] 1] 0 1 0 [+] 0 0 link
3 (] Q3883 Home sapiens | breast cancer 1, early onset - - (1] (1] (1] 1] al 1] [+] 1] 1] link
4 (] BTZA85 Home sapiens | breastcancer 1, early onset - - 1] 1] 1] 0 1 0 [+] 0 0 link
5 (] ETENBT Home sapiens | breast cancer 1, early onset - - (1] (1] (1] 1] al 1] [+] 1] 1] link
6 | | cazwa Homo sapiens | breast cancer 1, early onset - - 0 0 0 o 1 o o o o link
T (] ETEQW4 Home sapiens | breast cancer 1, early onset - - (1] (1] (1] 1] al 1] [+] 1] 1] link
8 (] ESPHE8 Home sapiens | breast cancer 1, early onset - - 0 0 0 o 1 o o o o link
9 (] KTEPCY Home sapiens | breast cancer 1, early onset - - (1] (1] (1] 1] al 1] [+] 1] 1] link
10 ] HOYas0 Home sapiens | breastcancer 1, early onset - - 1] 1] 1] 1] 1 0 [+] 0 0 link
1l (] ETEWNS Home sapiens | breast cancer 1, early onset - - (1] (1] (1] 1] al 1] [+] 1] 1] link
12 (] ESPC232 Home sapiens | breastcancer 1, early onset - - 1] 1] 1] 0 1 0 [+] 0 0 link
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UmiProt : P38398
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IPRO01841 IPRO01357
IPRO11364 IPR025994

| ChEMBL : CHEMBL5990
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UniProt®Function® 21t D #ITH 5 A I5BRCALIE

DAEXFLYH—ET

E2 ubiguitin-protein ligase

@DNA{%{%O){@@‘:EE\ E(: plays a central role in DNA repair by facilitating cellular responses to DNA damage

QENMHICLEELGBEEL TSI ENDMYET,

The E3 ubiguitin-protein ligase activity is reguired for its tumor suppressor function.

) L | — -

%/ _: BRCAL - Breast cancer X "\ ¥ VaPros | Detail x

. Compound Report Card » | & MERIT40 facilitates BR' X

[/ Y_VaPros | Home X ¥ VaProS | Detail
& = € [ www.uniprot.org/uniprot/P38398 Basy =

UniProt 5
[ ]

Help Contact -
@ Basket v

B Other tutorials and videos

BLAST Align Retrieve/ID mapping

UniProtKB - P38398 (BRCA1_HUMAN)

I‘\ BLAST”EAIign“gFurmat“ﬁAdd to basket“ @ History I

*® Feedback B Help video

Display

Entry

|da Feature viewer

Protein | Breast cancer type 1 susceptil

Gene BRCA1
EE Feature table
Organism | Home sapiens (Human)

N
Statusl 5 Reviewed - Annotation score: CIOCIOIO Experimental evidence at protein level®

. i

@nctlon (2\

i =/

ubiguitin—Erotein Iigase that specifically mediates the formation of ’Lys-s’—linkec@biquitin chains and E\.rs a ct&ml role in DNA rtiair by facilitating cellular responses to DNA damage. It is
unclear whether it also mediates the formation of other types of polyubiquitin chai e E3 ubiquitin-protein ligase activity is required for its tumor suppressor function. The BRCA1-BARD1
heterodimer coordinates a diverse range of cellular pathways such as DNA damage repair, ubiquitination and transcriptional regulation to maintain genomic stability. Regulates centrosomal
microtubule nucleation. Required for normal cell cycle progression from G2 to mitosis. Required for appropriate cell cycle arrests after ionizing irradiation in both the S-phase and the G2 phase of
the cell cycle. Involved in transcriptional regulation of P21 in response to DNA damage. Required for FANCD2 targeting to sites of DNA damage. May function as a transcriptional regulator. Inhibits
lipid synthesis by binding to inactive phosphorylated ACACA and preventing its dephosphorylation. Contributes to homelogous recombination repair (HRR) via its direct interaction with PALB2, fine-
tunes recombinational repair partly through its modulatory role in the PALB2-dependent loading of BRCAZ-RADS1 repair machinery at DMA breaks. Component of the BRCAL-RBBPS complex which
regulates CHEK1 activation and controls cell cycle G2/M checkpoints on DNA damage via BRCAl-mediated ubiquitination of RBBPS. Acts as a transcriptional activator (PubMed:20160719).

# 16 Publications +

Enzyme regulation’
The E3 ubiquitin-protein ligase activity is inhibited by phosphorylation by AURKA, Activity is increased by phosphatase treatment. & 1 publication ~

Pathway : protein ubiquitination
This protein is involved in the pathway protein ubiguitination, which is part of Protein modification.
View all proteins of this organism that are known to be involved in the pathway protein ubiquitination and in Protein modification.

Pathology & BiotechZ%') w4




172/ BOEEICE S TIFEIFGEMNSIESRISNELGIEN LM FET,

ZLJ= B3 (Breast cancer (BC))
Pathology & Biotech’ _~~

i

Involvement in disea:

Breast cancer (BC) l 15 Publications

Disease susceptibility is associated with variations affecting the gene represented in this entry. Mutations in BRCA1 are thought to be responsible for 45% of inherited breast cancer. Moreover, BRCA1 carriers have a 4-fold
increased risk of colon cancer, whereas male carriers face a 3-fold increased risk of prostate cancer. Cells lacking BRCA1 show defects in DNA repair by homologous recombination.

Disease description: A common malignancy originating from breast epithelial tissue. Breast neoplasms can be distinguished by their histologic pattern. Invasive ductal carcinoma is by far the most common type. Breast cancer is
etiologically and genetically heterogeneous. Important genetic factors have been indicated by familial occurrence and bilateral involvement. Mutations at more than one locus can be involved in different families or even in the
same case.

See also OMIM:114480

Feature key Position(s) Length Description Graphical view Feature identifier Actions

Natural variant* 4-4

-

S — F in BC; unknown pathological significance. VAR_070458
# 1 Publication «

Natural variant! 10 - 10 1 E — K in BC and BROVCAL. 1 publication VAR_020579

Natural variant! 18 - 18

-

M — T in BC; unknown pathological significance. VAR_063899
# 2 Publications

Natural variant® 22 - 22 1L +5SinBC 1 publication « VAR_007756
Natural variant® 23 -23 1 E — K in BC and BROVCAL. § 1 publication VAR_020580
Natural variant® 45 - 45 1 K — Qin BC; unknown pathological significance; functionally VAR_070459

neutral in vitro. ¢ 1 publication ~

Natural variant® 61 - 61 1 C — Gin BC and ovarian cancer; no interaction with BAP1. VAR_007757
# 7 Publications -
Corresponds to variant rs28897672 [ dbSNP | Ensembl 1.

Matural variant® 64 - 64 1 C — Gin BC; no interaction with BAP1. & 4 publications - VAR_007758

Matural variant® 67 - 67 1 D — Y in BC; unknown pathological significance; functionally VAR_070480
neutral in vitro. & 1 publication «

Natural variant* 71-71 1 R — K in BC; unknown pathological significance. VAR_020681
# 1 Publication «

Natural variant® 132 - 132 1 N — K in BC; unknown pathological significance; functionally VAR_070462
neutral in vitro. & 1 publication ~

Matural variant? 147 - 142 1P — H in BC: unknown natholanical sianificanca: functionallv VAR 070483

BICTZRTIKE



ZLEF = =K % (Breast-ovarian cancer, familial, 1 ( BROVCA1 ) )

Breast-ovarian cancer, familial, 1 :'BROVCA1| # 3 Publications w

Disease susceptibility is associated with variations affecting the gene represented in this entry. Mutations in BRCAL are thought to be responsible for more than 80% of inherited breast-ovarian cancer.

Disease description: A condition associated with familial predisposition to cancer of the breast and ovaries. Characteristic features in affected families are an early age of onset of breast cancer (often before age 50), increased

chance of bilateral cancers (cancer that develop in both breasts, or both ovaries, independently), frequent occurrence of breast cancer among men, increased incidence of tumors of other specific organs, such as the prostate.
See also OMIM:604370

Feature key Position(s) Length Description Graphical view Feature identifier Actions
Matural variant® 10 - 10 1 E— Kin BC and BROVCAL. 1 publication + VAR_020679
Matural variant® 23-23 1 E — K in BC and BROVCAL. 1 publication + VAR_020680
MNatural variant® 835 - 835 1 H — ¥ in BROVCAL; unknown pathological significance. VAR_020684

# 1 Publication -

Matural variant® 841 - 841 1 R — W in BROVCA1L; unknown pathological significance. VAR_007773
# 2 Publications
Corresponds to variant rs1800709 [ dbSNP | Ensembl 1.

Matural variant® 1187 - 1187 1 S —IinBC and BROVCAL. § 1 publication « VAR_020690

Matural variant® 1200 - 1200 1 Q — H in BC and BROVCAL. & 1 publication - VAR_020691
Corresponds to variant rs56214134 [ dbSNP | Ensembl 1.

Matural variant® 1217 - 1217 1.5 — Y in BC and BROVCAL. 1 publication + VAR_020695

Matural variant® 1226 - 1226 1 F— Lin BROVCALl. & 1 Publication + VAR_020696

MNatural variant® 1243 - 1243 1 R — G in BROVCAL. & 1 publication + VAR_020697

Matural variant® 1786 - 1786 1 L — Pin BROVCAL; unknown pathological significance. VAR_020704

# 1 Publication -

=% BB & (Ovarian cancer(0OC ) )

Disease susceptibility is associated with variations affecting the gene represented in this entry.

Disease description: The term ovarian cancer defines malignancies originating from ovarian tissue. Although many histologic types of ovarian tumors have been described, epithelial ovarian carcinoma is the most common form.
Ovwvarian cancers are often asymptomatic and the recognized signs and symptoms, even of late-stage disease, are vague. Consequently, most patients are diagnosed with advanced disease.

See also OMIM:167000

Z
. Ty
Ovarian cancer (OC) § 3 Publications

Pancreatic cancer 4 (PNCA4) ] 1 Publication

Disease susceptlblllty is associa with variations affecting the gene represented in this entry.

Rezfigh 22 F2 & (Pancreatic cancer 4 ( PNCA4 ) )
BRCALIBEZFDNIRA UV RAERIZKYSEFIFLENRIET S ENHLMYET,
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MNone
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. Cross-references

Public ations
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Similar proteins
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Pathology & Biotech’

Involvement in disease’
Breast cancer (BC) & 15 Publications +

Disease susceptibility is associated with variations affecting the gene represented in this entry. Mutations in BRCA1 are thought to be respons
increased risk of colon cancer, whereas male carriers face a 3-fold increased risk of prostate cancer. Cells lacking BRCAL show defects in DN
Disease description: A common malignancy originating from breast epithelial tissue. Breast neoplasms can be distinguished by their histologic

etiologically and genetically heterogeneous. Important genetic factors have been indicated by familial occurrence and bilateral involvement. M
same case.
See also OMIM:114480

Feature key Position(s) Length Description

Natural variant’ 4 -4 1 S — Fin BC; unknown pathological significance.
# 1 Publication «

Natural variant’ 10 - 10 1 E— Kin BC and BROVCAL. & 1 publicaticn -

Natural variant’ 18 - 18 1 M — Tin BC; unknown pathological significance.
# 2 Publications «

Natural variant’ 22 -22 1 L— SinBC. & 1 publication +
Natural variant’ 23 -23 1 E— Kin BC and BROVCAL. & 1 publicaticn -
Natural variant’ 45 - 45 1 K — Qin BC; unknown pathological significance; functionally

neutral in vitro. @ 1 publication -

Matural variant’ 61 - 61 1 C — Gin BC and ovarian cancer; no interaction with BAP1.
# 7 Publications -
Corresponds to variant rs28897672 [ dbSNMP | Ensembl ].

Natural variant’ 64 - 64 1 C — G in BC; no interaction with BAP1. & 4 publications

Natural variant’ 67 - 67 1 D — Y in BC; unknown pathological significance; functionally
neutral in vitro. & 1 publication

Natural variant’ 71-71 1 R — K in BC; unknown pathological significance.
# 1 Publication «

Natural variant’ 132 - 132 1 M — Kin BC; unknown pathological significance; functionally

mnantral in vitrn @2 s
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Structure’

Secondary structure
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Show more details

3D structure databases

Select the link
destinations: ~ ENtry
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RCSB PDB*
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1INX
1N50
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iTav
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2ING
3C0]
3KOH
3KOK
3K15
3K16
3PXA
3PXB
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3PXE
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3D Interaction

Method
NMR.
X-ray
X-ray
NMR
X-ray
X-ray
X-ray
X-ray
X-ray
X-ray
X-ray
X-ray
X-ray
X-ray
X-ray
X-ray
X-ray
X-ray
X-ray
X-ray
X-ray

TAAVETD) 9D

Resolution (&) Chain

- A
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- A
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3.21 A/B/C/DJEIF/G/X
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] 3D Interaction

*Jt\kb-t—ltﬁg .,@ 3D Interaction: Contact Barlsumman[0.0 %] ————
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== [1eio ﬁid(%): 0] [30] [40] [50] [80] [F0] [80] [B0] tsv

—s 1FHb 100 show| [download
=

05
[harsfull] [SiteTahle]

PID QueryLength HGQS'BEOUS Sequence ||| bt Query TITLE
RecMame: Full=
37068 1863 05 BRCA1 HUMAN(Pag308) |FLTiame: Cul

MOLEALRVEEY CHYTNAMGKI LECP ICLELTWEPYETKCDH IF CEFCHLKLLNGKKGPS OCPLCKND ITERELCE STRF S0
SLEVELENLGT YRTLRTKORT GPCKTEYY TELGEDSSED TYNKATYOEY GDOELLGT TRPOGTRDE ISLDGA KKALCEFSET
KAE FCNIEKOP G AR SOHNRWAGEKET CHDRRT PE TEKEVDLNADPLCE RKEWNKGRLP CSENPROTEDYVPIT TLHNZ ST GK
SYESNIEDKIF QL TYRKKASLPNLEHY TENLTT GAFYTEPQT T QERPLTMKLIRKRRPT SGLHPE DF ThKADLAY K TPEM
HHGKAPKINRLRRIG ST RH THALEL WY SRNLEP PNCTELGT D5 CHEEEE TKKIKYNOWP YRHE RNLGLMEGKE PA TGAKIS
MLGGERYLOTEREVESS BT SLVPGT DY GTCEST BLLE VA TLELAKTE PNECYE QAR FENPKGLT HGCEKDNRND TEGE KY
CUERYSECH||FECECKEENCGGKNESNT EPYOTYNI TA GF PYWGOKDKPY DN AKCS TREEERFCLE SOFRGNET GL ITPNEH G LONPYR TP
THEWGEEE INET GSEDEN ITOAE L GRHRGPELNAMLRLGYLGP EVYKOELP GSNCRHPE TKKGEYEE YW AT YNTDFSPYLISD
GYRRGAKELES SEENLS SEDEELPCFOHLLE GEYNNI PSCETRHETYATECLEENTEENLLELINSLNDCENOYT LAKA S0
LEENHCE ECIEMDENLGE a0 SGCESE TEYEED G GLSSCE DI LT TRCRDTHOHNLT KL CREMAE LE & LE CHGS GPENSY S
CPELODRWY WHSCEGELONRNYPBREE LT KW YD YE EQOLEE SGPHOLTE TS YLPRODLE GTPYLE 5GI5LF SDDPESDPSE
S YEGLTPEE FMLY YK FARKHH ITLTNLITEE TTHYYMIT DA EF WCER TLIY FLGT MGG WS YF WY TOST KE REMLNE
GTGYHP DY YQPDANTEDNGE HA TGOMCE AP Y TREWYLDE YA LY QCCELDTY LI PRIPHERY

BLAST file for PDE] (plain) thar) [BLAST for UniProt (plain) thar) (multiple alignment)
(PSSM file) ]
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BRCA111863FE MO AE N F T CERIEIZ2DMDBRCTRAA U EEHELTHTAZENEK
IHIZRINGK AL (ZnT A —FEF A )BT BHIEN MY FET,

UniProt Feature Tables | P38398(BRCA1 HUMAN

1863]
T T | Sion name  N\description
| -1863 CGHAIMN Creast cancer type 1 susceptibility protein. /FTId=PR0O_0000055830
mm e42-1738[0OMAIN  [BRCT 1.
[l 7561835 [DOMAIN |BRCT 2.

m | P ZNFING  [RING-type.
[ h3s7-1424|REGION  [fnteraction with PALE2
[B51-634  [[comPBIASPoly—Lys.
\, /
MOMNOMER
Pl
1263 \
L o PR M| identity Iﬁescr’iption
|l|lHiiH| | RCAl HUMAMN Breast cancer type 1 susceptibility protein
(S8 | EROAW HURAM BREAST CANCER TYPE 1 SUSCEPTIBILITY PROTEIN
:HETERO
1863 : | ontact mol homologue
L P PR PR pib.id sy _id||description asym_id SqlD(%)”description
itttk | [§2 40 fh[1] nenphesphepeptide inhibitor[14 aal A 1000 |BRCA1 HUMMARN Breast cancer type 1 susceptibility protein
[ HEM} E1754 HUMAN BRCAT-A complex subunit Abraxas [7 aal H 1000 |w Ereast cancer type 1 susceptihbility protein
I ”&CM} F1754 HURMAN BRCAT-A complex subunit Abraxas [7 as) G 1000 |BRCA1 HUNAM Breast cancer type 1 susceptibility protein
b |21 242 BRCTide~7PS[11 aa] D 1000 |[BRCAT HUMAN Breast cancer type 1 susceptibility protein
w [€1e2u{1 BRCTide~7PS[11 aa] A 1000 |[BRCAT HUMAN Breast cancer type 1 susceptibility protein
ettt | 21 242 BRCTide~7P=12 aal E 1000 |[BRCAT HUMAN Breast cancer type 1 susceptibility protein
k| 821 243 BRCTide—7P5[14 aal B 1000 |[BRCAT HUMAN Breast cancer type 1 susceptibility protein
I |CIEYE] BRCTide-7P3[14 aal D 1000 |[BRCA1 HUMAN Breast cancer type 1 susceptibility protein
[ ””@Eﬂih] ACACA HUMAN AcetyCob carboxylase 1013 aal D 1000 |[BRCA1 HUMAM Breast cancer type 1 susceptibility protein
[N B Hwé]_‘l_u[ﬂ F1754 HUMAN BRCAT-A complex subunit Abraxas[11 aal A 1000 |FBRCA1 HURAR Breast cancer type 1 susceptibility protein

v
CNFETITEHRESNZBRCAIZNNVE DILIAEEL. CRimD2{E EH LT=BRCTR A1 >
(pdb id: 4uda) ENFKiEmDRingk A2 (pdb id: 1jm7) DHD KD T,

pdb idZEVv 9 5HE
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C [3 ipproo.protein.osaka-u.ac.jp/homcos/cgi-bin/model3D.cgi?VER=&PID=37968&pdb_id=4udalasym0=B&oper0=1&que0=A&sbjidA:

Eﬂﬂpmtein Model on 4uda_B_1 (TEMPLATE: PDBiduda )

7

DOWNLOAD:

u[seuuence—rer:laced 30 model]
I_I a0 template

MODE,
wer) Modeller script

ALL MO LECULES IN THE BIOLOGICAL UNIT:
ALLES) .
MOL& | gz semblby id:2

o
-

.

sequence-replaced 3D medel ¥ | CurrentView HTMLS Cl:ange o [JAVA (faster than HTR 5]

asyvm_id opar Rt .

model||mark|[guary = uith asym,id type description contact sites
|1 rd ||a ||A(BRCA1 HUIkAAM ]”B 1(B) ||po|ymer(po|ypeptide(LD [214 aa]”Breast cancer type 1 susceptibility protein ERCAT HUMAN”
|NDDE|_|:1:| Protein A “gqueryd” TEMPLATE4uda B 1 SeglD=1000% |
e ry TE46  UNKRMEMY WS GLTPEE FMLY YKFARKHHITLTNL ITEE TTHYWMIT DAEF WCER TLEYFLGI AGGE MWYE YF W TQST KE REMLNE HDFEVRGDWY NGRM 21745

B e R N R R R R e R R SR T R R R R R R R E R SR T ST
duda B_1 1 YNKRMEMY S L TPEE FMLY YEFARKHH ITLTNL ITEE TTHYYMET DAEF YCERTLIY FLGL AGEWM S YF WY TSI HERKMLNEHDFEYRCGDYYNGRN = 100
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3D structure databases

Select the link
destinations:  ENtry Ethod Resolution (&) Chain Positions PDBsum

® PDBe’  1IM7 R - A 1-110 [»]

' RCSB PDBf 1INX -ray 2.50 X 1646-1859 [»]
- Posr 1M50 -ray 2,80 X 1545-1859 [=]
10QA NMR A 1755-1863 [»]

1T15 X-ray 1.85 A 1646-1859 [»1

1T29 X-ray 2.30 A 1646-1859 [=]

1T2U X-ray 2.80 A 1646-1859 [=]

1T2V X-ray 3.30 A/B/C/D/E 1646-1859 [»]

1¥98 X-ray 2.50 A 1646-1859 [»]

2ING X-ray 3.60 X 1549-1859 [=]

3C0o] X-ray 3.21 A/B/C/D/E/F/G/X 1646-1859 [»]

3KOH X-ray 2,70 A 1646-1859 [»1

3KOK X-ray 2.70 A 1646-1859 [=]

3K15 X-ray 2,80 A 1545-1859 [=]

3K16 X-ray 3.00 A 15646-1859 [=]

3PXA X-ray 2,55 A 1646-1859 [»1

3PXB X-ray 2.50 A 1646-1859 [=»]

3PXC X-ray 2.80 X 1646-1859 [=]

3PXD X-ray 2,80 A 1646-1859 [»]

3PXE X-ray 2.85 A/B/C/D 1646-1859 [»]

4IFL X-ray 2.20 A 1645-1859 [=]

4IGK X-ray 1.75 A/B 1646-1859 [»]

4JLU X-ray 3.50 A 1549-1859 [»1

40FB X-ray 3.05 A 1646-1859 [=]

X-ray 3.51 A/B/C 1646-1859 [»]
4Y18 X-ray 3.50 A/B/C/D/E/F/G/H 1646-1859 [»]
4Y2G X-ray 2,50 A 1646-1859 [»1
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/¥ VaProS | Hol xY_ ¥ VaProS | Detail x { [ Protein Model on 4u4il;" 8 PDB 4uda structure s 3\ ¥ WaPraS |Eetan X CnmpoulgRe;;rt Card x = MERIT40 facilitates BR. %

« C'  [1 www.ebi.ac.uk/pdbe/entry/pdb/4U4A
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Y . - R X
<. Share | ® Feedback

X-ray diffraction
PDBe 4 4U4a 3.51A resolution

Rel d: 26 Aug 2015
elease . # 4u4da overview

Complex Structure of BRCA1 BRCT with singly phospho Abraxas
Model geometry w1 B | e

Source organism: Homo sapiens
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Molecular Interactions

pdd-info.nig.acjp/vapros/detail/detail. html|?id=1750538ac=P3839%Aimmi=16461

haTGP

0w LTHBE
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Homo sapiepyls(Human)

Recname:Bfeast cancer type 1 susceptibility pr
AccessidnID:P38398

Gene:BRCA1_HUMAN
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SCOP Domains
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) g ————————— -~ BLT:PDB |1->103
'I \‘ messm | BLT:PDB | 1649->1859

— | 1 RPS:PDB  |1->103
P : RPS:PDB | 349-3475
1 | === | RPS:PDB | 1649->1859
: : RPS:SCOP |1->103
| 1 RPS:SCOP | 1083->1204
: : RPS:SCOP | 1649->1757
| 1 RPS:SCOP |1758->1859
: : HMM: SCOP | 1608->1753
1 | HMM: SCOP | 1759->1857
! I HMM - SO0D A4 _~1G9
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Top-Hit Cross-Reference Evalue | SeqID

1im7A PDB5 2e-66 | 100.0%
1t15A PDB5 de-141 |93.4%
1im7A PDB{ 5e-49 | 100.0%
3v@aB PDB{ 6e-07 |18.3%
1t154 PDB5 3e-83 | 100.0%
1im78 g.44.1.1 3e-20 | 100.0%

2btvA e.28.1.1 2e-04 [13.2%
1inxX1 c.15.1.3 3e-46 100.0%
1inxX2 c.15.1.3 2e-19 99.60%
lkzyCl BRCT domain 3.6e-30 | 0.0%
1jnxX2 BRCT domain 2.4e-25 | 0.0%
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p4d-irfo.nig.ac.jp/vapros/detail/detail.html?ac=P38398&varpos=P38398@G1038E&dna=0&mmi=16461
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Phenotype

S-VAR is a tool that predicts and assesses functional impact of sequence variations on
phenotype.

UniProt Variations Sequence S-VAR
E1038G  MDLSALRVEEVQNYINAMQKILECPICLEL...
E38398 View View W
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hGtoP

Phenot ype

S- A

S-VAR
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S-VAR is a tool that predicts and assesses functional impact of sequence variations on phenotype.

Erfer your sequence variations * Mandatory fields

Amino acid sequence{FASTA format) *

>BRCAL_HUMAN =
MOJLSALRVEEVQNVINAMQKILECPICLELIKEPVSTKCDHIFCKFCMLKLLNQKKGPSQCPLC
KNPITKRSLQESTRFSQLVEELLKIICAFQLDTGLEYANSYNFAKKENNSPEHLKDEVSIIQSM
GYRNRAKRLLQSEPENPSLQETSLSVQLSNLGTVRTLRTKQRIQPQKTSVYIELGSDSSEDTV
NKRTYCSVGDQELLQITPQGTRDEISLDSAKKAACEFSETDVTNTEHHQPSNNDLNTTEKRA -
AERHPEKYQGSSVSNLHVEPCGTNTHASSLQHENSSLLLTKDRMNVEKAEFCNKSKQPGLA .« [Sample]

E1038G

PolyPhen2. SIFT. PROVEAN, PANTHER&ELYS
ADDY—)LEF>THBRITLTAELELD,

#7[Samplel] [Sample2]

Prediction tools *

SubmitZ ') v
E—mail

EREA— L TES>TEEICENBDENTNET o o

i L o CVWAR

Optional, but strongly recommended.
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S-VAR. is a tool that predicts and assesfes functional impact of sequence variations o

job has been successfully submitted.

JobID:160722180351852_vh
The results will be available at

HERIZZDOURLEY YYD
(COBTIZIZHR—AIMNEESTT, )

This page is autoloaded checking calculation process every one minute.,
It will automatically jump to the result page if the analysis is finished.

Back to Top page




Prediction results

JobID: 160722180351852_vh
Downhload Results

Prediction tools

Variations
PolyPhen2 SIFT PROVEAN PANTHER
£1038C possibly damaging TOLERATED Deleterious neutral
(0.936) (0.07) (-5.08) (-2.4878)
Your query sequence

=BRCAI_HUMAN &
MDLSALRVEEVONVINAMQKILECPICLELIKEPYSTKCDHIFCKFCMLKLLNQKKGPSQCPLCKNDITKRSLQESTRFSQLVEELLKIIC

AFQLDTGLEYANSYNFAKKENNSPEHLKDEVSIIQSMGY RNRAKRLLOSEPENPSLQETSLSVOLSNLGTYRTLRTKQRIQPQKTSWVYI
ELGSDSSEDTVNKATYCSVGDQELLOQITPQGTRDEISLDSAKKAACEFSETDVTNTEHHQPSNNDLNT TEKRAAERHPEKYQGSSVS
NLHVEPCGTNTHASSLOQHENSSLLLTKDEMNVEKAEFCNKSKQPGLARSQHNRWAGSKETCNDRRTPSTEKKVDLNADPLCERKEW
NKQKLPCSENPROTEDVPWITLNSSIQKVNEWFSRSDELLGSDDSHDGESESNAKVADVLDYLNEVDEYSGSSEKIDLLASDPHEALL w

Back to Top page
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Pathway DB

Genome Explorer

72 TMutation@A Glanceh BZ=E T,
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harrier.nagahama-i-bio.ac.jp/mutation/at_a_glance/BRCA1/

Mutation@A Glance Home Tools- About (RS

BRCAT1 breast cancer 1

Selected: NM_007300.3-NP_009231.2 E‘ DNA E

DMNA Sequence

Exon 1 [chr17:43123271-43125483, complement]
- g gy [y [

cCTreceTARRCl |

Exon 2 [chr17:43124017-43124115, complement]

@ Mutation @ A Glance | Gene: BRCA1 - Mozilla Firefox == =] I
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Autophagy DB
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