A JOURNAL OF THE AMERICAN DIABETES ASSOCIATION

dam October 2015 Volume 64, Number 10

IN THIS ISSUE 3396 Treatment of Obese Insulin-Resistant Mice With an
Allosteric MAPKAPK2/3 Inhibitor Lowers Blood Glucose
and Improves Insulin Sensitivity

L. Ozcan, X. Xu, S.-X. Deng, D.S. Ghorpade, T. Thomas,

3337 In This Issue of Diabetes

COMMENTARIES S. Cremers, B. Hubbard, M.H. Serrano-Wu, M. Gaestel,
3339 Unsticking the Broken Diabetic Heart: O-GlcNAcylation D.W. Landry, and L. Tabas
2”; Svifé:m Sensitivity 3406 Exenatide Regulates Cerebral Glucose Metabolism in
Brain Areas Associated With Glucose Homeostasis and
3342 Defective Wnt Signaling: A Potential Contributor to Reward System
Cardiometabolic Disease? G. Daniele, P. Iozzo, M. Molina-Carrion, J. Lancaster, D. Ciociaro,
A.C. Arnold and D. Robertson E. Cersosimo, D. Tripathy, C. Triplitt, P. Fox, N. Musi,

R. DeFronzo, and A. Gastaldelli
3345 Paying the Toll for Glucose Regulation: A Central Role

for TLR3 3413 Wnt Signaling Regulates Blood Pressure by
M.D. Woolard and C.G. Kevil Downregulating a GSK-33-Mediated Pathway
to Enhance Insulin Signaling in the Central

3347 Alternative Approach to Immunomodulation for Type 1 Nervous System

Diabetes: Antigen-Specific Immunotherapy In Utero P.-W. Cheng, Y.-Y. Chen, W.-H. Cheng, P.-J. Lu, H.-H. Chen,
P. Narendran B.-R. Chen, T.-C. Yeh, G.-C. Sun, M. Hsiao, and C.-J. Tseng
3350 Kallikrein-Kinin System: An Emerging Competitor or 3425 Toll-Like Receptor 3 Influences Glucose Homeostasis
Collaborator for VEGF in Diabetic Macular Edema? and B-Cell Insulin Secretion
T. Murakami D. Strodthoff, Z. Ma, T. Wirstrém, R.J. Strawbridge,
3353 Too Much or Too Little? The Double Jeopardy of D.F.J. Ketelhuth, D. Engel, R. Clarke, S. Falkmer, A. Hamsten,

Subcutaneous Insulin Therapy in Diabetes G.K. Hansson, A. Bjorklund, and A.M. Lundberg

M.L. Evans 3439 Insulin Delivery Into the Peripheral Circulation: A Key
Contributor to Hypoglycemia in Type 1 Diabetes

METABOLISM J.M. Gregory, G. Kraft, M.F. Scott, D.W. Neal, B. Farmer,
3355 Inactivation of NF-kB p65 (RelA) in Liver Improves M.S. Smith, JR. Hastings, E.J. Allen, E.P. Donahue, N. Rivera,
Insulin Sensitivity and Inhibits CAMP/PKA Pathway J.J. Winnick, D.S. Edgerton, E. Nishimura, C. Fledelius,

B. Ke, Z. Zhao, X. Ye, Z. Gao, V. Manganiello, B. Wu, CL. Brand, and A.D. Cherrington
and J. Ye

OBESITY STUDIES
3363 Fasting-Induced Lipolysis and Hypothalamic Insulin
Signaling Are Regulated by Neuronal Glucosylceramide
Synthase
S. Herzer, S. Meldner, H.-J. Gréne, and V. Nordstrém

3452 DAPK2 Downregulation Associates With Attenuated
Adipocyte Autophagic Clearance in Human Obesity
H. Soussi, S. Reggio, R. Alili, C. Prado, S. Mutel, M. Pini,
C. Rouault, K. Clément, and I. Dugail

3377 Increased Bile Acid Synthesis and Deconjugation After
Biliopancreatic Diversion
E. Ferrannini, S. Camastra, B. Astiarraga, M. Nannipieri,
J. Castro-Perez, D. Xie, L. Wang, M. Chakravarthy,
and R.A. Haeusler

3464 Alterations of a Cellular Cholesterol Metabolism Network
Are a Molecular Feature of Obesity-Related Type 2
Diabetes and Cardiovascular Disease
J. Ding, L.M. Reynolds, T. Zeller, C. Miiller, K. Lohman,

B.J. Nicklas, S.B. Kritchevsky, Z. Huang, A. de la Fuente,

3386 Increased Skeletal Muscle Capillarization Independently N. Soranzo, R.E. Settlage, C.-C. Chuang, T. Howard, N. Xu,
Enhances Insulin Sensitivity in Older Adults After Exercise M.O. Goodarzi, Y.-D.I. Chen, J.I. Rotter, D.S. Siscovick, J.S. Parks,
Training and Detraining S. Murphy, D.R. Jacobs Jr., W. Post, R.P. Tracy, P.S. Wild,

S.J. Prior, A.P. Goldberg, H.K. Ortmeyer, E.R. Chin, D. Chen, S. Blankenberg, I. Hoeschele, D. Herrington, C.E. McCall,
J.B. Blumenthal, and A.S. Ryan and Y. Liu

Keep up with the latest information for Diabetes and other ADA titles  Icons shown below appear on the first page of an article if more
via Facebook (/ADAJournals) and Twitter (QADA_Journals). information is available online.

All articles in Diabetes are available online at diabetes.org/diabetes,
are available free to print subscribers, or can be purchase as e-prints

or reprints. Free Article Video Podcast

ADA’s Diabetes Core Update podcast is available at diabetesjournals
.org and through iTunes. Supplementary Data Companion Article



ISLET STUDIES

3475 Diabetes Susceptibility Genes Pdx7 and Clec16a
Function in a Pathway Regulating Mitophagy in -Cells
S.A. Soleimanpour, A.M. Ferrari, J.C. Raum, D.N. Groff, J. Yang,
B.A. Kaufman, and D.A. Stoffers

3485 Early and Late G1/S Cyclins and Cdks Act
Complementarily to Enhance Authentic Human B-Cell
Proliferation and Expansion

S. Tiwari, C. Roel, R. Wills, G. Casinelli, M. Tanwir, K.K. Takane,

and N.M. Fiaschi-Taesch

3499 Centroacinar Cells Are Progenitors That Contribute to
Endocrine Pancreas Regeneration
F. Delaspre, R.L. Beer, M. Rovira, W. Huang, G. Wang, S. Gee,

M.d.C. Vitery, S.J. Wheelan, and M.J. Parsons

IMMUNOLOGY AND TRANSPLANTATION

3510 Alterations in Intestinal Microbiota Correlate With
Susceptibility to Type 1 Diabetes
A K. Alkanani, N. Hara, P.A. Gottlieb, D. Ir, C.E. Robertson,
B.D. Wagner, D.N. Frank, and D. Zipris

3521 DCIR2* ¢cDC2 DCs and Zbtb32 Restore CD4* T-Cell
Tolerance and Inhibit Diabetes
J.D. Price, C. Hotta-Iwamura, Y. Zhao, N.M. Beauchamp,

and K.V. Tarbell

3532 Materno-Fetal Transfer of Preproinsulin Through the
Neonatal Fc Receptor Prevents Autoimmune Diabetes

S. Culina, N. Gupta, R. Boisgard, G. Afonso, M.-C. Gagnerault,
J. Dimitrov, T. @Osterbye, S. Justesen, S. Luce, M. Attias,

B. Kyewski, S. Buus, F.S. Wong, S. Lacroix-Desmazes,

and R. Mallone

PATHOPHYSIOLOGY

3543 Human Insulinomas Show Distinct Patterns of Insulin
Secretion In Vitro
J.-C. Henquin, M. Nenquin, Y. Guiot, J. Rahier,
and C. Sempoux

COMPLICATIONS

3554 Miiller Glia Are a Major Cellular Source of Survival Signals
for Retinal Neurons in Diabetes
S. Fu, S. Dong, M. Zhu, D.M. Sherry, C. Wang, Z. You, J.J. Haigh,
and Y.-Z. Le

3564 Reduction in SGLT1 mRNA Expression in the
Ventromedial Hypothalamus Improves the
Counterregulatory Responses to Hypoglycemia in
Recurrently Hypoglycemic and Diabetic Rats

X. Fan, O. Chan, Y. Ding, W. Zhu, J. Mastaitis,

and R. Sherwin

3573 Removal of Abnormal Myofilament O-GlcNAcylation
Restores Ca* Sensitivity in Diabetic Cardiac Muscle
G.A. Ramirez-Correa, J. Ma, C. Slawson, Q. Zeidan,
N.S. Lugo-Fagundo, M. Xu, X. Shen, W.D. Gao, V. Caceres,
K. Chakir, L. DeVine, R.N. Cole, L. Marchionni, N. Paolocci,
G.W. Hart, and A.M. Murphy

3588 Plasma Kallikrein-Kinin System as a VEGF-Independent
Mediator of Diabetic Macular Edema
T. Kita, A.C. Clermont, N. Murugesan, Q. Zhou, K. Fujisawa,

T. Ishibashi, L.P. Aiello, and E.P. Feener
PHARMACGOLOGY AND THERAPEUTICS

3600 Targeting HSP90 Ameliorates Nephropathy and
Atherosclerosis Through Suppression of NF-kB and
STAT Signaling Pathways in Diabetic Mice
I. Lazaro, A. Oguiza, C. Recio, B. Mallavia, J. Madrigal-Matute,
J. Blanco, J. Egido, J.-L. Martin-Ventura, and C. Gomez-Guerrero

3614 Reversal of New-Onset Type 1 Diabetes With an
Agonistic TLR4/MD-2 Monoclonal Antibody
K.J. Bednar, H. Tsukamoto, K. Kachapati, S. Ohta, Y. Wu,

J.D. Katz, D.P. Ascherman, and W.M. Ridgway
ISSUES AND EVENTS

3627 Issues and Events

e-LETTERS — COMMENTS AND RESPONSES

e35 Comment on Nolan et al. Insulin Resistance as
a Physiological Defense Against Metabolic Stress:
Implications for the Management of Subsets of Type 2
Diabetes. Diabetes 2015;64:673-686
F. Zaccardi, D.R. Webb, K. Khunti, and M.J. Davies

e37 Comment on Nolan et al. Insulin Resistance as
a Physiological Defense Against Metabolic Stress:
Implications for the Management of Subsets of Type 2
Diabetes. Diabetes 2015;64:673-686
H. Taegtmeyer, C. Beauloye, R. Harmancey, and L. Hue

e38 Response to Comments on Nolan et al. Insulin
Resistance as a Physiological Defense Against Metabolic
Stress: Implications for the Management of Subsets of
Type 2 Diabetes. Diabetes 2015;64:673-686
C.J. Nolan, N.B. Ruderman, S.E. Kahn, O. Pedersen,
and M. Prentki

ed0 Comment on Alkanani et al. Alterations in Intestinal
Microbiota Correlate With Susceptibility to Type 1
Diabetes. Diabetes 2015;64:3510-3520
M.E. Mejia-Leén and A.M. Calderén de la Barca

edl  Response to Comment on Alkanani et al. Alterations in
Intestinal Microbiota Correlate With Susceptibility to
Type 1 Diabetes. Diabetes 2015;64:3510-3520
B.D. Wagner, D.N. Frank, and D. Zipris

On the cover: Color-enhanced scanning electron micrograph of a human dendritic cell. Magnification is X8,400. Credit: David Scharf/Science
Source. For more information, visit www.sciencesource.com. This issue of Diabetes features three articles on the use of dendritic cells in research:

Narendran, p. 3347; Price et al., p. 3521; and Culina et al., p. 3532.



