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Enhanced insulin sensitivity, energy expenditure
and thermogenesis in adipose-specific Pten

suppression in mice

Tohru Fushiki®, Junji Takeda %, lichiro Shimomura

uyasu Komazawa!, Morihiro Matsuda?, Gen Kondoh!, Wataru Mizunoya®, Masanori Iwaki?,
i2, Yasuyuki Sumikawa?, Kazuo Inoue?, Akira Suzuki®, Tak Wah Mak®, Toru Nakano?,
0]

Pten is an important the

adipose-specific Pten-deficient (AdipoPten-KO) mice, using newly
AdipoPten-KO mice showed lower body and adipose tissue weights despite
lation of Akt in adipose tissue. AdipoPten-KO mice also showed marked Ilypellhermlz and increased energy

induced phospho

expenditure with induced mitochondriagenesis in adipose tissue,

pathway. Here, we generated
driven Cre i

Acdc mice.

with

ith marked of p53, i of Rb,

phosphorylation of cyclic AMP response element binding protein (CREB) a.d increased expression of Ppargc1a, the gene that

encodes peroxisome proliferative activated receptor gamma

with exposure to cold and increased with obesity, which were linked to the mRNA
sulin sen:

suggest that altered expression of adipose Pten could regulate

1 alpha. adipose Pren mRNA decreased
of mi is. Our results

ty and energy expenditure. Suppression of adipose

Pien may become a beneficial sirategy to treat type 2 diabetes and obesity.

Pten {phosphatase and tensin homolog deleted on chromosome 10} is
a protein and lipid phosphatase!, The major substrate of Plen is phos-

3 (PIP3), a second ger mole-
cule d by phosphatidylinositol-3-ki {PI3K}, which is
activated in response to a variety of growth factors and insulinZ. PIP3
in turn activates the serinejthreonine kinase Akt (also known as pro-
tein kinase B, PKB), which acts as a downstream mediator of various
metabolic effects of insulin®. In a previous study, we used gene target-
ing to create Pren-null mice®. Total Pren deficiency in mice was embry-

phati A,5-triphospt

insulin signaling. In vivo, the physiological role of Pten in adipose
tissue has not been darified

Fabp4 {also known as aPZ} promaoter—driven Cre transgenic ( Falipd-
Cred mice have been widely used to produce gene disruption specifi-
cally in adipase tissue'?, In these mice, variable Cre transgene
expression has been detected in other tissues, such as spleen, lung,
Iymph node and testis™. Furthermeore, macrophages express abundant
amounts of Fabpd mRNA!18. [n this regard, recent studies showed
that macrophages in fat depots could be important in the development

Fig. 1.
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RETRACTION: Enhanced insulin sensitivity, energy expenditure and

thermogenesis in adipose-specific Pten suppression in mice

N Komazawa, M Matsuda, G Kondoh, W Mizunoya, M Iwaki, T Takagi, ¥ Sumikawa, K Inoue, A Suzuki, T W Mak, T Nakana,
1 Takeda & I Shimomura
5 -

Fushiki,

In the process of following up the findings reported in this study, we were unable to repraduce the original results. By carefully examining the first
author’s notebook, we found that some of the primary data were erroneously or artificially presented in the paper. Under these circumstances,
all authors unanimously wish to retract this paper as soon as possible. We decply apologize to the readers for any inconvenience cansed by this
retraction.

RETRACTION: ITuming up the heat in the fat cell
™

D Accili & L Valen
Nat. Med. 10, 1168-1169 {2004)

2

h

energy expenditure and in adip specific Pten supp
ws reported in our News and Views article, which dealt with the above study.

In view of the fact that the authors of “Enhanced insulin sensitivit
in mice” no longer stand by their results, we wish to retract the vi

© 2005 Nature Publishing Group http:iiw
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Enhanced insulin sensitivity, energy expenditure and
thermogenesis in adipose-specific Pten suppression in mice.
Nuclear PTEN-mediated growth

. n ind. =
Komazawa N, Matsuda M, Kondoh G, Mizunoya W, Iwaki M, SUPpression 1s INKEpEn ol el Biol. 20051
Takagi T, sumikawa Y, Inoue K, Suzuki A, Mak TW, Nakano T Effects of antidiabetic treatment with
Fushiki T, Takeda J, Shimomura I. {5 metformin and insulin on [Eqdacr 1 2005]
PMID: 15937475 [FubMed - indexed for MEDLINE] Genetic analysis of Pten and Tsc2

functional interactions [Gemes Dey, 2005]

» See all Related Articles. ..

|=

Fig. 5. PubMed2l Retraction dl2&




A service of the National Library of Medicine

PI..I b ed and the National Institutes of Health

www.pubmed.gov

PMC

B
Search  Fubhied ~| for |

| Limits TPreviewﬂndex T History TCI\D L
Display | AbstractPlus ~|ghow|20 ~[sq - Retraction el 2EE M4

All: 1 | Review: 0 - . hyPe.Ft’e*t Imk—‘e— g goﬂ ‘.

Retraction 1 BE& o1 .

=

[ 1:[Mat Med. 2004 Nov;10{11): 1208-15. Ep edicine Links
Retraction in: .
Komazawa N, Matsuds M, Kondoh G, Mizunoys YW, Twaki 0, Tskagi T HSlatsdiEinks
Sumikawa ¥ : : : Fushili T, Takeda Insulin hypersensitivity and resistance
3, Shimomura Ill Mat Med. 2008 Jun;11(6):600 | £ StreptazototinoIngy ol col bol. 05T
Cnnagleh:;d AT 100113 1166-0 Turning up the heat in the fat cell.

[Mat Med. 2004]

Enhanced insulin sensitivity, energy expenditure and thermogenesis ég‘;‘n’j?ﬁ?(t;‘f“;m?ﬁ;m[” CIf (f‘SJEﬁR)’N N
in adipose-specific Pten suppression in mice. e

adipose tissue selective insulin receptor
Komazawa N, Matsuda M, Kondoh G, Mizunoya W, Iwaki M knockaut protects 59ains [pey cell. 20021

Resistance to high-fat dist-induced

T, Takeda 1, shimomura I. obesit' [4m 1 Physiol Endocrinal Metab. 20031

Eushi

Department of Social and Environmental Medicine, Graduate School of
Frontier Bioscience, Osaka University, 2-2 vamadaoka, Suita, Osaka, Japan. » See all Related Articles
Pten is an important phosphatase, suppressing the

phosphatidylinesitol-3 kinase/akt pathway. Here, we generated

adipose-specific Pten-deficient (AdipoPten-K o) mice, using newly

generated Acdc promoter-driven Cre transgenic mice. AdipoFten-Ko

mice showed lower body and adipose tissue weights despite

hyperphagia and enhanced insulin sensitivity with induced

phosphorylation of Akt in adipose tissue. AdipoPten-KO mice also

showed marked hyperthermia and increased energy expenditure with

induced mitochondriagenesis in adipose tissue, assocdated with marked

reduction of bS53, inactivation of Rb. phosphorvlation of cvclic AMP
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Yonsei Madical Journal
Vol. 46, No. 3, pp. 372-378, 2005

Cortical Margining Capabilities of Fins Associated with
Ventral Cervical Spine Instrimentation

Byung-Ho Jin, Heum-Dai Kwon, and Yong-Eun Cho

Deepartment aof Newrasnwrgery, Yomrei Diniversity College of Medicine, Seowl, Korva,

Fins incompuraed ino the desdgn of a dyramic cercal and plating is a common surgical technique for
spine implant have been employed © enhance axial lod- treating degenerative and traumatic conditions of
Trearing abi t thedr trie Homechanteal achantages, IF any,

the cervical spine. The zraft acts as an axial
load-bearing strut, while providing a substructure

have not been defined, Therefore, the goal of this stady was
10 assess he biomechanical and axial had-bearing conttibos

thons of the fin components of the DOC ventral cervical sebili- for oy ingrowth and bislegical bonding and

wation sysem. Fighieen fresh cadaveric thoreic venebrae integration during the Fusion process’™ An ideal
(T1-T3) were obeaired. Three et concitions were devised and ventral plating system not only minimizes the
stisdied: Uondition A (DOU implanis wilh fas were placed chance of strut grafl extrusion, but also provides
agains the superion endplae and bone scrEws were Bt immobility and helps to maintain alignmcnl.w

ey Comcliviom B (OC inmplam withour fins was placecd However, complic‘ltinnﬁ such as }%T'”-‘ CO||1p=»('

and bone srews were insened)s and Condiion € (DOC graft extrusion, graft subsidence with endplate

il with fins were placed against the superior endphate and . ; i
b screws were insened). § were tested by apr fracture, pseudocarthrosis, and failure of fusion
A PETEE

Fig. 7. Yonse/ Medical Journal 0l & EE JACHIE LIS FHAE =22
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Yonsei Medical Journal
Vol. 47, No. 2, pp. 291, 2006 _COH pondence

| Retraction: [Cortical Margining Capabilities of Fins

Associated with Ventral Cervical Spine Instrumentation

Byung-Ho Jin, Heum-Dai Kwon, and Yong-Eun Cho

Departent of Nearosurgery, Yongdong Severance Hospital, Yonsei University College of Medicine, Seoul, Korea,

journals by me and the co-author at the same time

My original paper on the “Cortical Margining independently. 1 hereby retract the paper
Capabilities of Fins'” has been made based on the
data studied while [ was working at the Cleveland 1. Jin BH, Kwon HD, Cho YE. Cottival margining capa-

bilities of fins associated with ventral cervical spine

Clini i 3 A Vi
Clinic Foundation as a research fellow. However, instrumentation. Yonsei Med | 2005:46:372-8.

this article was submitted to two international

Fig. 8. Yonsei Medical Journal 0l &2 “=25 4" 4 X LHE (CIMs&t=X PDF)
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[11: Yonsei Med J. 2006 Api:47(2):291-291. English.

Full text article at
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Retraction Of:

« Jin BH. Kwon HD, Cho YE| Yonsei Med J. 2005 Jun:46(3):372-8.

ortical Margining Capabilities of Fins Associated with Ventral
Cervical Spine Instrumentation.

Jin BH, Kwon HD, Cho YE.

Department of Neurosurgery, Yongdong Severance Hospital, Yonsei University College of
Medicine, Seoul, Korea. bhjin61 @yumc.yonsei.ac.kr

No abstract available.
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O1: Yonsel Med J. 2005 Jun:46(3):372-378. Korean.

Full fext article at
www.eymj.org

Retraction Tn:
« Jin BH. Kwon HD. Cho YH Yonsei Med J. 2006 Apr:47(2)201. |

Cortical Margining Capabilities of Fins Associated with Ventral Cervical Spine
Instrumentation.

Jin BH, Kwon HD, Cho YE.

Department of Neurosurgery, Yonsei University College of Medicine, Seoul, Korea.
bhjin61 @yumc.yonsei.ac.kr

Fins incorporated into the design of a dynamic cervical spine implant have been employed to
enhance axial load- bearing ability, yet their true biomechanical advantages, if any, have not
been defined. Therefore, the goal of this study was to assess the biomechanical and axial load-
bearing contributions of the fin components of the DOC ventral cervical stabilization system.
FEighteen fresh cadaveric thoracic vertebrae (T1-T3) were obtained. Three test conditions were
devised and studied: Condition A (DOC implants with fins were placed against the superior
endplate and bone screws were not inserted); Condition B (DOC implant without fing was

Fig. 10. F A& ==22| KoreaMed dIZE




PubNQed

www.pubmed.gov

Pratein

Searcly | PubMhfed ~| for |

|, Limits TPreviewf\ndex T Histary TC\ipboard TDetaiIs W
Display| AbstraciPlus | Show|20 | Son by

All: 1 | Review, 0 [%]

V|Sendm V|

A service of the National Library of Medicine
and the National Institutes of Health

Journi

[0 1:¥onsei Med . 2006 Apr 30;47(2):291.
Retraction of:
Jin BH, Kwon HD, Cho YH, Vonsei Med 3, 2008 Jun 30;46(33;373-3,

ortical margining capabilities of fins associated with ventral

cervical spine instrumentation.

Jin BH.

Department of Neurosurgery, Yongdong Severance Hospital, Yonsei University
College of Medicine, 146-92 Dogok-dong, Kangnam-gu, Seoul 135-720, Korea,
bhjin61@yumc.yonsei.ac. kr
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Cortical margining capabilities of fins associated with ventral cervical
spine instrumentation.

Jin BH, Kwon HD, Cho YE.

Department of Neurosurgery, Yongdong Severance Hospital, Yonsei
University College of Medicine, 148-92 Dogok-dong, Kangnam-gu, Seoul
135- 720, Korea. bhjing1@yumc.yonsei.ac.kr

Fins incarporated into the design of a dynamic cervical spine implant
have been employed to enhance axial load- bearing ability, yet their true
biomechanical advantages, if any, have not been defined. Therefore, the
goal of this study was to assess the biomechanical and axial load-
bearing contributions of the fin components of the DOC ventral cervical
=tahilization svstem. Fiahteen fresh cadaveric thoracic vertehrae (T1-

Links
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in J Korean Pedjatr Soc. 2005 Oct;48(10):1194

KoreaMed

<oreahed
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Display IAhstra:t vl Save | Texll Check All | uncheck All |

[T 1: Korean J Pediatr. 2005 Oct;48(10):114%9-1149. Eorean.

Full text article at

the journal web Site

Retraction Of
o Park HI, Lee KYlJ Korean Pediatr Soc. 2003 Tul46(7):710-713 |

' oxithromycin Treatment of Tsutsug hi Di (Scrub Typhus) in

Children.

. K")MC' — Park HJ, Lee KY.

Mo abstract available
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Retraction In:
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Roxithromycin Treatinent of Tsutsugamushi Disease (Scaub Typhus) in Children.

Park HJ, Lee KY.

.Kr)MCI Web Department of Pediatrics, College of IMedicine, The Catholic University of Korea, Seoul, Korea.
leekyungyil@yahoo com

a difficulty exists in determining which drugs to use m treating children because of potential complications such as
aplastic anemia or teeth discoloration. We evaluated the effect of roxithromycin, a macrelide antibiotic, on
tsutsugamustu disease in children METHODS: A retrospective analysis was conducted on 39 children with
teutsugamuchi disease(scrub typhus) who were treated with dozyeyelne(DC), chloramphenicol(Ch), or
rozvthromycin(BEM) between 1991 and 2000, We divided the patients inte a DC-treated group(DC group: 16

PUEPOSE: Although chloramphenicol and dozycycline have been used for the treatment of tsutsugamuchi disease,
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Lestter 1o the Editor

The interaction between GEALI and fascin
Meurosurg Soc 35: 507-513, 2004

Dpar Editor = We have submitted and publisf
Journal of MNewrosurgery this May 2004,
between GFAP and fascin in the U343 astrof
hat are reported in this article arc not my o
Mondal. Soma Mondal is a postgraduate
taboratory (University of Toronto), where TH
2003, 1 should acknowledge Soma's major
paper. However, I couldn’t indicate it in acg
institute about the research fund. | though
would be permissible because the Korean
indexed in SCL SCIS, SCIE, Rescarch
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Yonsei University College of Medicine
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