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Table 1. The sequence of primers for real-time PCR
Gene Forward primer Reverse primer
GDF15 AGAGCTGGGAAGATTCGAACAC CGAGAGATACGCAGGTGCAG
INHBE GAGTGTGGCTCCAGGGAATG GGAGTGGACAGGTGAAAAGTGAG
ILTA CTGCCCAAGATGAAGACCAAC GTGAGTTTCCCAGAAGAAGAGGAG
18S rRNA TCAACACGGGAAACCTCACC CAGACAAATCGCTCCACCAAC
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Table 2. The genes specifically up-regulated by lactate treatment for 8 h

Fold Change

Gene Symbol  Accession Number Entrez Gene Name -
L-8/L-0* L-8/P-8*
GDF15 NM_ 004864 growth differentiation factor 15 274 14.8
INHBE NM 031479 inhibin, beta E 15.0 9.4
AREG NM_001657 amphiregulin 14.0 2:2
ECM?2 NM 001393 exFrace]lular mlatrlx protein 2, female organ and 1.8 9.0
= adipocyte specific
ADM2 NM_024866 adrenomedullin 2 10.3 3.0
MMP3 NM 002422 matrix Imelallopepndase 3 (stromelysin 1, 938 42
= progelatinase)
ILTA NM_000575 interleukin 1, alpha 7.6 6.0
Cl12o0rf39 ENST00000256969  chromosome 12 open reading frame 39 6.3 6.7
APOLG6 NM_030641 apolipoprotein L, 6 6.2 38
SCGs NM_003020 secretogranin V (7B2 protein) 52 3.0
SPOCK? NM_014767 sparcfosteonectm.‘cwcv and kazal-like domains 51 6.6
proteoglycan (testican) 2
AMTN NM_212557 amelotin 5.0 3.9
IL23A NM 016584 interleukin 23, alpha subunit p19 44 2.8
ADAMTSI7  NM 139057 ADAM mgtaliopepﬂdase with thrombospondin 35 2
- type 1 motif, 17
VEGFA NM_001025370 vascular endothelial growth factor A 34 2.5
STC2 NM 003714 stanniocalcin 2 34 2.6
PDGFB NM_ 002608 platelet-derived growth factor beta polypeptide 2.8 3.8
CIQTNFI NM_ 198594 C1q and tumor necrosis factor related protein 1 2.6 2.9
HECW?2 NM 020760 HE,CT’. Cc2 ale WW domain containing E3 24 21
- ubiquitin protein ligase 2
IGFALS NM_004970 1nsl_llm-]1ke gromh factor binding protein, acid 23 25
labile subunit
IGFBPI NM_000596 insulin-like growth factor binding protein | 23 2.1
PDGFA NM_ 002607 plate!et-denved growth factor  alpha 25 21
polypeptide
CLEC3B NM_003278 C-type lectin domain family 3, member B 2.1 22

*! Fold change between 8 h and 0 h after lactate treatment

#2Fold change between lactate treatment and pyruvate treatment at 8 h
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Table 3. The genes specifically down-regulated in 2SD cells with lactate treatment for 8 h

Fold Change

Gene Symbol  Accession Number Entrez Gene Name -
L-8/L-0* L-8/P-8*

chemokine (C-X-C motif) ligand 1 (melanoma

CXCL1 NM 001511 -3.4 -2.6
growth stimulating activity, alpha)
PDZRN3 NM_015009 PDZ domain containing ring finger 3 -24 -2.0
5 v 3 :
SLC39A10 NM_020342 solute carrier family 39 (zinc transporter), 23 29
member 10
DKK NM 012242 dickkopf 1 homolog (Xenopus laevis) 2.1 -2.3

*! Fold change between 8 h and 0 h after lactate treatment

#2Fold change between lactate treatment and pyruvate treatment at 8 h

ooooaon
(ginhDoooooooooooooooobboooooooooDbbobooooooo
ooobDbOO0O0D0oo0o3b00ooooGebrFISO OO 0O0OO0ODDOOOOINMBED O OODODDO
ooo0OD0DD1ac OILIADOOOOOORO
GvwyioODoDDoOOoOoDOoooooOoDDDOOOO0OOGDF150 INHBED O IL1AO O O RT-PCRO O
0O 0OD0GDF1SO INHBED O ILIAD D 00 00002000040 00080000000
miommoocoooOoOooooooooobbooooooi1omoooboooobobonOonOon
ooobODbOO0O0O0O0oO0o0oOGbFiISO D D ODbOoooooODbDObO2sADDODOOR2sDOD OO OO
gooobooooooobooooobooooboooobobooooboboooobbooao
Oo0oo0DODDbOO0O0000O0O00D0D0GDFISO INHBED O O IL2AD 0D 0D O O0O0DOOooOooOOOaO
ooooao
vVMoooooooobpboooooooos3sooooobbbooooouooooDbDDOOEL
iIsA00Jodoooooobobobooooooocoobobboooooooooobobboooooonb
OC1mMOO0O00O0O0CDOOCOOOO2sSDO0 0O OO0 O OO O GDF15 O growth differentiatio
n factor 150 0 0 0 2A0 D00 0 O0OOODDOOOOO2sb000O0d1omMOOOgcnonOoan

OO0 oooooQgogoooo

ooooDbDDbOOGRISOD D00 O0O0O0DO0OOODDbODODO0DO0DOoo0ooooobODDbDDbObOOoDOoDoOoooao
gogobobooooobobodd
OwDioooooooDoooOoobooooOO0ooDOD0DDODOoDbOO0DO0O0DO0DO0ODODDHGFO OY
gooboooooboooooboovmcDoobosCFObOD0ooooboboooobbooooban
ocooooOoo0oooDOoooOooO0ooDOooDbDOooOoOgsCeGR-poODoooooooDOd
ooocoobObOO0OO0oDoooooobOoboboboooooooobObOobDoooobobo400OoOonn
gooooooobobooooobooooobobooobbooooboboooooboDbnoD
goooogad
oooobDOFrRGR2RZ10000O0000O0CODODDODDODODODOOOOODODDODDODOOOOOGOO
ODODUOFrFGFR2Z20000000O0O0DDODDODODODODODODODDODDOODODODODODODDODOO
oooobobOO0OO0oDoooooobDDbboooooooooDDbDDbO0OO0DO0D0OU0O0FRGF2200 00
ooocooboboboooooooooobobboboooooocoobobbobooooooooDbDbDaOaGb

FISOOOFGF210 0000000000 OO0O0O (B)I O HGFO MIGD SCFO SCGF-B O FGF21
OO0GFIS0 00 00O0D0O0D0DC0OODO0D0OC0OORCOOODONOOOODOOOODODO(C)IOD
000000000000 00O00000O000O0O00O0O0O0O0O0O0O0O0OOO0OoOoGooaO
000000 O0O0O00O0GDFIS0 0000000000000 O0000D0O0D0DOO0O0OaO
ODOO0O0OO0O0AUCOOOD OO OGDFI50 0.9870 0 O O HGF (0.761)0 MIG (0.714)0 SCF (
0.744)0 SCGF-B (0.791)0 O FGF21 (0.763)0 0 0000000000



ad

OoOo0ooogogooOogao
Iy [ I [y
OoOo0oogogoogao

OO0 oooooogoQgoog
O 0Oo0oooo

0
U
t
0
g

100 O

(10) JP W02015/108077 Al 2015.7.23

oooobOoOoOooooooooobooao
ooooObObOO0O0D0o0oo0oooo0ooObDbb00DO000oOGbF15S0 00O OELISADDO OO
GhFSO D ODoOOoooouoooboobobboboooooooboobobobboobo2cbo0bobDObOO
oooocooobooboboooooobooooboboboboooooan
oooGbFRSOODODODDODDODOODODOOOOODODODDbODOODOoOooOooOooooDaO
ooooODbDoOooooooooboao

ooooObObOO0oooooocoobboooooooooaon
ooooODoOO00Ooooo7boo0oo0oOoOoODDbDDbODOO0O0OO0OO0OODOaOo-3gskg

O29/kg0 00 0OD00OFRGF-210GDF-150 OO0 00O OO0OO0DO0DDODOODOOCODODOOODO
ooocobODDbO0O0DO0o0oo0oooobODbbOb0O0O00oo0oo0oO0OO0OPDH EIADDODOA3243G0 0 000OM
ELAS/A0 0 OONDSO 00 OO0GI3/IBAD D OO OMELAS/D DO DOODODODODOODO
gooboooooboogoobooobobbooobbooobbooobDbOoodGbE-

'—\
a
|

oooooao
oono

oooooao
GDF150 HGFO
oo O

OooDooooooooQgogoao
OO0 oDooogog4gogoooogogogo
OoooooogoQgoao
Ooo0oogogoao
Oooooogogoao
OO0 oooogogogoao
Ooooooogoogoao
OO0 oooogogogao
Ooooooogoogoao

O

O

gogoboboooooboooobooooboobooooboooooooooobbooaao

goooooobooboooooobocobobboboooooooooobooboao

gboooooobbooooooooooboboooooboooooboobooboaa

MIGO SCFO O SCGF-p 0 0D O OO OO0OOODODODODDODOODODODODODODO

O

OD0DO0O0D0O0OO00Q0O0DGDF15 O HGFO MIGO SCFO O SCGF- 0 O DO O O

400000000000 SsSCGR-pOODDODOODODODOODODODDOD
gboboboboooobboooobooooobobooooobooooboad
gooooooboboboooooobooobbooooo
gooboboooobboooooboooobboooobbooooboboDboo
gboboboooobboooooboooobooooooboooooboboboad
gooooooobooboboooooobocobobboboooooooooobooboao
goboboooobbooooboogao
gooboboboooobbooooooooobobobooooobooooboboboao
gboboboboooobboooooooobod

10

20



Nomalized intensity values

'
(4]

O
OJ
O

Relative IL1A expression

GDF15

¢ 25D ¢ 28A

O = N W & 00 O N

L R

Lactate Pyruvate

Il Jﬂmm

Oh 4h 8h Oh 4h 8h

Lactate Pyruvate

1)

oggoao

JP W02015/108077 Al 2015.7.23

(2]
(4,

V]
o

-
2]

—
o
T

(4]

Relative GDF15 expression

o

Oh 4h 8h

Oh 4h 8h

Lactate Pyruvate

O
O
O
O

M
(4]

[
o
T

=N
141}
T

—
o
T

Relative INHBE expression

Oh 4h 8h Oh 4h 8h

Lactate Pyruvate

ud

60

40

30

GDF15 (pg/ml)

10

1P 10L 10P

1P 10L 10P

2SA cells 2SD cells



(12) JP W02015/108077 Al 2015.7.23

ooono O00oan
' ¥ W 200] p=008
§ N = 1500+
= oL wff | e f H
& 1000+ "
i o8 & 8 § 8§ £ i § § & 2 "
) 4owLn e o [} 24- s 500-]
= Control Mh:le‘ll.':l:gr!al
—m | —mll |- ]
i i gl )
— o —f ( e -
[ g 8 g [
- ioe e i Eii} ]
i- 2 §§ = T T T T
2 —{i— }; —k i 0 2000 4000 6000 8000
Ei { s{ § GDF15 (pgimi)
= ik i —H g — © 1007 peossae - -
: ) : T g T
EEEE i i d N - ;
E 60 4 o
- T
MG
20 —=-SCF
——SCGFp
o . . . . . - FGF21
0 20 40 60 80 100
100 - Specificity
oooo
8000 ——
7000 -
6000
., 5000+ 1
54000-
3000- e
2000 _-—e
1000 " - -
0 —————— i il
Control ! MtD

Group



(13) JP W02015/108077 Al 2015.7.23

oooobDao
2015108077000001 . app




(14) JP W02015/108077 Al 2015.

gooooooanb

7.

INTERNATIONAL SEARCH REPORT International application No.
BCT/JP2015/050833

A CLASSIFICATION OF SUBJECT MATTER
C12N15/09(2006.01)i, C1201/68(2006.01)1, GOIN33/53(2006.01)1

According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minimnm documentation searched {classification system followed by classification symbols}
Cl2N15/00-15/90, Cl2zQl/68, GO1N33/50-33/898

Documentation searched other than minimmm documentation to the extent that such documents are included in the fields searched
Jitsuyo Shinan Koho 1922-1996 Jitsuyo Shinan Toroku Koho  1996-2015
Kokai Jitsuye Shinan Koho 1971-2015 Toroku Jitsuyo Shinan Koho  1994-2015

Electronic data base consulted during the international search (name of data base and, where practicable, search termis used)
CAplus /MEDLINE/EMBASE/BTOSIS/WPIDS (STN),
J3TPlus/JMEDPlus/J3T7580 (JDreamIII)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Catepory* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

X KALKO S.G. et.al., Transcriptomic profiling of 1-8
TK2 deficient human skeletal muscle reveals
activation of the p53 signalling pathway and
identifies GDF-15 as a potential novel
biomarker for mitochondrial mycpathies. J.
Inherit. Metab. Dis., 2013, wvol.36, suppl.Z,
pp.S5200-5201 (the lowest three lines)

A MCCORMICK E. et.al., Molecular genetic testing 1-8
for mitcchondrial disease: from one generaticn
to the next. Neurotherapeutics, 2013, vol.1l0,
no.2, pp-251-261 (Abstract)

Further documents are lisied in the continuation of Box C. I:l See patent family annex,
* Special categories of cited documents: “T* later document published after the international filing date or priority
“A"  document defining the general state of the art which is not considered  to date and not in canflict with the application but cited to nnderstand
be of particular relevance the principle or theory underly ing the invention
"E"  earlier application or patent but published on or after the international filing “X”  document of particular relevance; the claimed invemtion cannot be
date considered novel or cannot be considered to involve an inventive
“L*  document which may throw donbts on priority claim(s) or which is step when the document is taken alone
cited to establish the publication date of another citation or ather “¥*  document of particular relevance; the claimad imvention cannot be
special reason (as specified) considered to involve an inventive step when the document is
“0”  document referring to an oral disclosure, use, exhibition or other means sombingd with ong or more other such documents, such combination
“P*  document published prior to the intemational filing date but Later than the being obvious to a person skilled in the art
priority date claimed “&"  document member of the same patent family
Date of the actual completon of (he imternational search Date of mailing of the international search report
10 April 2015 (10.04.15) 21 April 2015 (21.04.15}
Name and mailing address of the ISA/ Authorized officer
Japan Patent Office
3-4-3,Kasumigaseki, Chiyoda-ku,
Tokyo 100-8915, Japan Telephone No.

Form PCTASA/210 (second sheet) (Tuly 2009)

23



(15) JP W02015/108077 Al 2015.7.23

INTERNATIONAL SEARCH REPORT International application No.
PCT/JP2015/050833
C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT
Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
B, X KALKO S5.G. et.al., Transcriptomic profiling of 1-8

TK2Z deficient human skeletal muscle suggests a
role for the p53 signalling pathway and
identifies growth and differentiation factor-15
as a potential novel biomarker for
mitochondrial myopathies. BMC Genomics, 2014
Feb., wvel.15, no.%1, pp.l1-22 (Abstract)

P, X Masashi TANBKA et al., "Mitochondria-byo no 1-8
shindan to Jushodo Hyoka ni Yuyo na Bilomarker
noc Tansaku", Kosei Rodo Kagaku Kenkyuhi Hojokin
Nanjisel Shikkan Kokufuku Kenkyu Jigyoc Heisel
25 Nendo Sokatsu Buntan Kenkyu Hokokusho, 2014
Mar., page 276 (entire text)

P, X Masashi TANBKA et al., "Mitochondria-byo no 1-8
Shindan to Jushode Hyoka ni Yuyc na Biomarker
nc Tansaku", Koseli Rodc Kagaku Kenkyuhi Hojokin
Nanjisel Shikkan Kokufuku Kenkyu Jigyoc Heisel
25 Nendo Sokatsu Buntan Kenkyu Hokokusho, 2014
May, pages 29 to 30 (entire text)

P, X FUJITA Y. et.al., Search for blcmarkers that 1-8
reflect mitochondrial dysfunction. Japan
Society for Biomedical Gerontelogy Dal 37 Kail
Taikai Program Happyo Shoroku, 2014 May, page
62 [A-08-0/P] (entire texnt)

P, X YATSUGA 8. et.al., Growth differentiatin factor 1-8
15 and fibroblast growth facter 21: novel
biomarkers for mitochondrial diseases. Horm.
Res. Paediatr., 2014 Sep., vol.82, suppl.l,
p-124[P1-D1-137] (entire text)

P, X Shuichi YATSUGA et al., "GDF1l5 wa Mitochondria- 1-8
byo no Atarashii Biomarker ni naru", Japanese
Journal for Tnherited Metabolic Diseases, 2014
Oct., vol.30, page 1€7[P-29] (entire text)

P, X FUJITA Y. et.al., GDF15 is a novel biomarker to 1-8
evaluate efficacy of pyruvate therapy for
mitochondrial diseases. Mitochondrion, 2014
Nov. (online), vol.20, pp.34-42 (Abstract)

Form PCTASA/210 (contimation of second sheet) {July 2009)



(16)

| R A

JP W02015/108077 Al 2015.

7.

ERESE PCT.-JP2015-050833

A, RHORT 2HHOME (RS2 (1PC))

Int.Cl.

C12N15/09 (2006, 01)1, C12Q1/68(2006.01)1, GOIN33/53(2006,01)1

B. WAEEToTELE

MEET > R MR (HREFF2E (1PC) )
I.CL  C12N15/00-15/90, C12Q1/68, GOIN33/50-33/98

BAEEELA OB CHEET AT EEh500

HAEEAEFEAS 1922—19964%
A xEAMKAFRLH 1971—2015%
B FxEZEAHERELH 1996—20154
A X EREEATEAY 1994—2015%

ERFHECERALEET T —F =R (F—FX—2DEAH,

HEICER LA

CAplus/MEDLINE/EMBASE/BIOSIS/WPIDS (STN), JSTPlus/IMEDPlus/JST7680 (JDreanIll)

C. [BEdsr@Enohsim

IR 32 HES 5

frFd) —% SIATEMGE RU—HOESEETS & X3, TOETIETORD FERE OB
X KALKO S.G. et.al., Transcriptomic profiling of TKZ2 deficient 1-8

human skeletal muscle reveals activation of the pb3 signalling
pathway and identifies GDF—15 as a potential novel biomarker for

mi tochondrial myopathies.
J. Inherit., Metab, Dis,, 2013, vo
(c#& 347)

1. 36, suppl.2, pp. S200-5201

W CHloRX ICLIEBNIIEENTNS, T AT TR DT M EBR,
* BIAXBOAFTI)— O A DOFEITAR S 30
FA| #RCBBEO S BT, —RIENAREL T+ (T) ERHEA DEE A RICARSWEXR Th 2T

Lo

TE| ERHEERIOHEZ -8 Ta55, EREHEHA
PgleATR SNz b O

ML) EAEFRCEER R T ARt oTmoRIT
RELIEMOFNeBREELT 503 BT
Lk (BEEMAD)

o] NEICEsE-. T/, BRSCERT 208

(P EEAHERATC, S oEaBoE RO LR L 725 HEE

HEEFETELOTEREL, BHOKEITHER
OEAEDWIZFI AT B HO

MX | $CEEOH AR TH-T, SHEIRO &H TR
OFRELTESERPNEEI LS HO

(Y| $RCEEOH S TH-T, SHAERE D 12
roimrl o, HEHICE - THETHELIHASTIC
Lo TH#HEERENEZA NG LD

M&] Fl—"F 773 D —2mk

EHEMEERTLEAR ESrr ke ot e
10. C4. 2015 21. 0D4. 2015
EEREBEOAHA TS TR HYTEEE (ERoHHIEA) 4B | 2964
AEERFT (I1SAS]TP) Fike =3
EEZES100—8915
HEHTRAEERE=THE4%#3 5 EiES 03-3581—-1101 A 3448

BAPCT/IS5A- 210 (B2~°—Y) (2009%7H

)

23



17 JP W02015/108077 Al 2015.7.23

FEEREAHE ERHEES PCTJP2015-050833
C =) . BETHEEDLADIER
EIER S 32 EET 5
HF A —*k SRS RU—HOETSEET S L &L, FOEETHEFORSR AREOBRE
A MCCORMICK E. et. al., Molecular genetic testing for mitochondrial 1-8

disease: from one generation to the next.
Neurotherapeutics, 2013, vol. 10, no.2, pp. 251-261 (Abstract)

P, X KALKO S.G. et.al., Transcriptomic profiling of TK2 deficient 1-8
human skeletal muscle suggests a role for the pb3 signalling
pathway and identifies growth and differentiation factor—15 as
a potential novel biomarker for mitochondrial myopathies

BMC Genomics, 2014 Feb., vol. 15, no.91, pp.1-22 (Abstract)

P, X MR 4, I Faw FUFROZE & BEEFMICE R R A 1-8
Ae—h— DR,

B4 S EBR PN E Ml e EAMERA R EE Eali2 b EH
RS - ST HEE, 2014 Mar., p. 276 (230

P, X |HYHR 4, I Fzr RUTROBE & EEREFMCAE A 1-8
At DR,

A SR EN B RE SRR AR R E P2 DR
oI5 - EFEREE, 2014 May, p.29-30 (230

P, X FUJITA Y. et,al., Search for biomarkers that reflect 1-8
mitochondrial dysfunction.

AAEBELESES THRS T 2 Y7 5« BFHE, 2014 May,
p. 62[A-08-0/P] (£30)

P, X YATSUGA S. et.al., Growth differentiatin factor 15 and 1-B
fibroblast growth factor 21: novel biomarkers for mitochondrial
diseases,

Horm, Res. Paediatr., 2014 Sep,, vol.82, suppl.l1,

p. 124[P1-D1-137] (4:30)

P, X |AwBFE— 4, COFISIEI ha RUTFHOH LWL At — 1-8
WZhh,
A AR TR F 2438, 2014 Oct,, vol. 30, p, 167[P-29]
(4230)

P, X FUJITAY. et.al., GDF15 is a novel biomarker to evaluate efficacy 1-8

of pyruvate therapy for mitochondrial diseases.
Mitochondrion, 2014 Nov. (online), vol. 20, pp.34-42 (Abstract)

HBAPCT/ IS5A 210 (B2 —Vofx) (20094 7H)



(18) JP W02015/108077 Al 2015.7.23

gooooooaoo

(eHOoooooono  ApP(BW,GH,GM,KE,LR,LS,MW,MZ,NA,RW,SD, SL,ST,SZ,TZ,UG,ZM,ZW) ,EA(AM,AZ,BY ,KG,KZ,RU, T
J,T™),EP(AL,AT,BE,BG,CH,CY,CZ,DE,DK,EE,ES,FI ,FR,GB,GR,HR,HU, IE, IS, IT,LT,LU,LV,MC,MK,MT,NL,NO,PL,PT,R
0,RS,SE,SI,SK,SM,TR) ,0A(BF,BJ,CF,CG,CI,,CM,GA,GN, GQ, GW, KM, ML ,MR ,NE, SN, TD, TG) ,AE,AG, AL ,AM,AO0,AT,AU,AZ,
BA,BB,BG,BH,BN,BR,BW,BY,BZ,CA,CH,CL,CN,CO,CR,CU,CZ,DE,DK,DM,DO,DZ, EC, EE, EG,ES,FI,GB,GD, GE, GH, GM, GT ,H
N,HR,HU, ID, IL, IN, IR, 1S,JP,KE,KG,KN,KP,KR,KZ, LA, LC, LK, LR, LS, LU, LY ,MA,MD,ME, MG, MK, MN, MW, MX ,MY ,MZ ,NA NG
,NI,NO,NZ,0M,PA,PE,PG,PH,PL,PT,QA,RO,RS,RU,RW, SA,SC,SD, SE, SG, SK, SL, SM, ST, SV, SY, TH, TJ, TM, TN, TR, TT, TZ,
UA,UG,US

(72000 00000
0D00000000000000000000000000000000000000
(72000 00000
000000000000000000000000000000000000000
(7000 00000
0000000000000000000000000000
000O0(0DO) 48063 QA19 QQ53 QRO8 QR42 QRS5 QS25 QS36 QX02

gooooboooooooobooooboobooooooooobobooOobooooooobooobobooooooooooDooon
ooooo0oobooO0oooOooOoO00ooooooOO00ooO0ooOoooOO0obOoOoboDOoOooOOOobOoO@ooOon
ooooobDoo0oooooooobboboooooooboooboooooooooo



	biblio-graphic-data
	abstract
	claims
	description
	drawings
	reference-file-article
	search-report
	overflow

