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Canadian Cystic Fibrosis Foundation 1994.
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Journal Review:

Journal of Immunology (Associate Editor 1999-2003)
American Journal of Respiratory and Critical Care Medicine
American Journal of Respiratory Cell and Molecular Biology
American Journal of Physiology

CHEST

Cytokine

Journal of Immunological Methods

Blood

Genes and Immunity

Journal of Clinical Investigation

Critical Care Medicine

New England Journal of Medicine

Proceedings of the National Academy of Sciences

Infection and Immunity

Grant Support (Current):

"Regulation of Macrophage Interleukin-1p Production"

Principal Investigator: Mark D. Wewers, M.D.

National Institutes of Health, RO1 HL40871, 2/01/02 through 12/31/06,
Annual Direct Cost, $200,000. Total Cost, $900,000.

“Macrophage Inflammasome Regulation”

Principal Investigator: Mark D. Wewers, M.D.

NIH NHLBI 1 RO1 HL076278 12/15/04 through 12/15/08
Annual Direct Cost : $250,000. Total directs $1,000,000

“Molecular Mechanisms of Lung Inflammation”,
Principal Investigator: Mark D. Wewers, M.D.
National Institutes of Health, 1 T32 HL07946-01
07/01/00 — 06/30/05

Direct costs: $157,215.

“Macrophage Inflammasome Activation in Tularemia”
Principal Investigator (Project 2): Mark D. Wewers, M.D.
University of Chicago subcontract, Great Lakes RCE
National Institutes of Health, SU54A1057153-03

01/01/06 — 2/28/08

Annual Direct Costs: $83,000.

“Induction of Inflammation by Mitochondrial Proteins”
Principal Investigator: Elliott Crouser, M.D.
Co-Investigator: Mark D. Wewers, M.D.

NIH NIAID R03 A1062740-01A1

07/01/2005 — 06/30/2007

Total Direct Costs: $149,500

“Alveolar macrophage proteomics in HIV-induced emphysema”
Principal Investigator: Philip Tomas Diaz, M.D.



Co-Investigator: Mark D. Wewers, M.D.
NIH/NHLBI RO1 HL083478
09/29/2005 — 06/30/2010

Annual Direct costs: $411,125.

“Cytolytic Attack Against Lung Parenchyma in Emphysema”
Principal Investigator: Daren Knoell, Pharm.D.

National Institutes of Health KO8 HL044620-01

Mentor: Mark D. Wewers, M.D.

Direct Costs: $125,565 annual

Total Direct Costs: $658,317

“Fibroproliferative ARDS: mechanisms of cell death and repair.”
Principal Investigator: Ruairi Fahy, M.B.

NIH NHLBI K23HL69899-01

04/01/02 —03/01/07

Mentor: Mark D. Wewers, M.D.

Direct Costs: $ 129,060 annual

Total Direct Costs: $644,490

“Exercise as an anti-inflammatory therapy for asthma”
Principal Investigator: John Mastronarde, M.D.
10/01/04- 7/31/06

Mentor: Mark D. Wewers, M.D.

Direct Costs: $109,987

“HIV-1 induction of intracellular host defense mechanisms”
Principal Investigator: Raquel Raices

National Institutes of Health, NIAID F31 AI061828-01
Mentor: Mark D. Wewers

12/01/04 — 11/30/07

Amount: $30,448, annual.

“Monocyte Pyrin Expression in Human Sepsis”

Principal Investigator: Mark W. Hall, M.D.

Co-mentors: Mark D. Wewers, M.D. and Wolfgang Sadee, Ph.D.
NIH NHLBI K08

Direct costs annually: $122,500.

Pending Applications:

“Innate Immunity, Stress, and Chronic Lung Disease”

Principal Investigator: Clay B. Marsh, M.D.

Project 2 Director: Mark D. Wewers, M.D.

NIH, NHLBI, SCCOR

12/01/2006 — 11/30/2011

Total Direct Costs: $19,852,477.

“Effect of Cigarette Smoking on Tumor Suppressor Genes and Cytokines™”
Principal Investigator: Elizabeth J. Corwin, Ph.D.



Co-I: Mark D. Wewers, M.D. 3% effort
NIH NINR
Direct Costs Program (requested): $1,083,875.

“Zinc Importer SLC39A8 and Lung Epithelial Cell Survival”
Principal Investigator: Beth Besecker, M.D.

Primary Mentor: Mark D. Wewers, M.D.

Co Mentors: Daren Knoell, Pharm.D. and Wolfgang Sadee, Ph.D.
Direct Costs: $117,532.

“Induction of Inflammation by Mitochondrial Proteins”
Principal Investigator: Elliott Crouser, M.D.
Co-Investigator: Mark D. Wewers, M.D.

NIH/NIAID R03 AI062740

Direct costs: $74,750 annually.

“Molecular Mechanisms of Lung Inflammation”,
Principal Investigator: Mark D. Wewers, M.D.
National Institutes of Health, 1 T32 HL07946-06
07/01/06 — 06/30/11

Completed Projects:

"Lymphocytic Alveolitis, IL-13 Regulation and Lung Injury"
Principal Investigator: Mark D. Wewers, M.D.

NIH NHLBI RO1 HL53229 August 1994-July 1999,
Principal Investigator

Direct costs: $875,464. Total costs: $1,278,177.

“Monocyte Fcgamma Receptors and Vascular Sclerosis®,

Principal Investigator of Project 2, Mark D. Wewers, M.D.,

NIH PO1 AI 40105-01 Basic Mechanisms of Chronic Allograft Rejection
8/31/96-7/31/02

Direct costs: $384,887. Total costs: $561,934

“HIV Surveillance Affects Macrophage Function”,

Principal Investigator: Mark D. Wewers, M.D.

National Institutes of Health, 1 RO1 HL62054

9/30/98 — 8/31/03

Direct costs: $200,000. Total costs: $274,358. Year 1.

Direct costs: $1,000,000. Total costs: $1,371,790. Total project.

“Macrophage HIV Infection in the Lung Microenvironment”,
Principal Investigator: Mark D. Wewers, M.D.

National Institutes of Health, 1 RO1 HL63649-01

7/01/99 — 6/30/04

Direct costs: $200,000. Total costs: $274,358. Year 1.

Direct costs: $1,000,000. Total costs: $1,371,790.



Sponsor for James N. Allen, M.D.
NIH, Clinical Investigator Award, July 1992-June 1997,
Indirect costs: $ 360,000.

Sponsor for Clay B. Marsh, M.D.
Francis Families Foundation Fellowship
July 1995-June 1998,

Indirect costs: $105,000.

Sponsor of David Ralston, M.D.
American Heart Association Fellowship
July 1996- June 1998.

$35,000 annually.

Sponsor for Ruairi Fahy, M.D.

Glaxo Wellcome Pulmonary Fellowship
July 1998- June 1999.

$35,000.

Director, Study Center at Columbus, Ohio,
NIH NHLBI National Alpha-1-antitrypsin Deficiency Registry
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11.

12.

Wewers MD, Hiller CH, Wilson FW, Bone RC. Hemophilus influenzae infection of an existing lung
cyst. South Med Journal 1982; 75:736-737.

Wewers MD, Rennard SI, Hance AJ, Bitterman PB, Crystal RG. Normal human alveolar
macrophages obtained by bronchoalveolar lavage have a limited capacity to release interleukin-1. J
Clin Invest 1984; 74:2208-2218.

Pelham F, Wewers M, Crystal RG, Buist SA, Janoff A. Urinary excretion of desmosine (elastin
crosslinks) in subjects with PiZZ alpha-1-antitrypsin deficiency, a phenotype associated with
hereditary predisposition to pulmonary emphysema. Am Rev Resp Dis 1985; 132:821-823.

Straus SD, Fells GA, Wewers MD, et al. Evaluation of recombinant DNA-directed E. coli produced
alpha 1-antitrypsin as an anti-neutrophil elastase for potential use as replacement therapy for alpha
1-antitrypsin deficiency. Biochem Biophys Res Comm 1985; 130:1177-1184.

Bitterman PB, Wewers MD, Rennard SI, Adelberg S, Crystal RG. Modulation of alveolar
macrophage-driven fibroblast proliferation by alternative macrophage mediators. J Clin Invest 1986;
77:700-708.

Bitterman PB, Rennard SI, Keogh BA, Wewers MD, Adelberg S, Crystal RG. Familial idiopathic
pulmonary fibrosis: evidence of lung inflammation in unaffected family members. N Engl J Med
1986; 314:1343-1347.

Wewers MD, Gadek JE, Keogh BA, Fells GA, Crystal RG. Evaluation of danazol therapy for
patients with PiZZ alpha-1-antitrypsin deficiency. Am Rev Resp Dis 1986; 134:476-480.

Wewers MD, Saltini C, Sellers S, et al. Evaluation of alveolar macrophages in normals and
individuals with active pulmonary sarcoidosis for the spontaneous expression of the interleukin-1 beta
gene. Cell Immunol 1987; 107:479-488.

Casolaro MA, Fells G, Wewers MD, et al. Augmentation of lung antineutrophil elastase capacity
with recombinant human alpha-1-antitrypsin. J Appl Physiol 1987; 63:2015-2023.

Wewers MD, Brantly ML, Casolaro MA, Crystal RG. Evaluation of tamoxifen as a therapy to
augment alpha-1-antitrypsin concentrations in Z homozygous alpha-1-antitrypsin deficient
individuals. Am Rev Resp Dis 1987; 135:401-402.

Wewers MD, Casolaro MA, Sellers SE, et al. Replacement therapy for alpha 1-antitrypsin deficiency
associated with emphysema. N Engl J Med 1987; 316:1055-1062.

Wewers MD, Casolaro MA, Crystal RG. Comparison of alpha-1-antitrypsin levels and antineutrophil
elastase capacity of blood and lung in a patient with the alpha-1-antitrypsin phenotype null-null
before and during alpha-1-antitrypsin augmentation therapy. Am Rev Resp Dis 1987; 135:539-543.
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23.

24.

25.

26.

Bernaudin J-F, Yamauchi K, Wewers MD, Tocci MJ, Ferrans VJ, Crystal RG. Demonstration by in
situ hybridization of dissimilar IL-1 beta gene expression in human alveolar macrophages and blood
monocytes in response to lipopolysaccharide. J Immunol 1988; 140:3822-3829.

Davis WB, Husney RM, Wewers MD, Herzyk DJ, Sagone AL. Effect of oxygen partial pressure on
the myeloperoxidase pathway of neutrophils. J Appl Physiol 1988; 65:1995-2003.

Wewers MD, Herzyk DJ, Gadek JE. Alveolar fluid neutrophil elastase activity in the adult

respiratory distress syndrome is complexed to alpha-2-macroglobulin. J Clin Invest 1988;
82:1260-1267.

Allen JN, Wewers MD. HIV-associated bronchiolitis obliterans organizing pneumonia. Chest 1989;
96:197-198.

Sagone AL, Husney RM, Wewers MD, Herzyk DJ, Davis WB. Effect of dimethylthiourea on the
neutrophil myeloperoxidase pathway. J Appl Physiol 1989; 67:1056-1062.

She Z-W, Wewers MD, Herzyk DJ, Sagone AL, Davis WB. Tumor necrosis factor primes
neutrophils for hypochlorous acid production. Am J Physiol 1989; 257:1.338-1.345.

Wewers MD, Herzyk DJ. Alveolar macrophages differ from blood monocytes in human interleukin 1
beta release: quantitation by enzyme linked immunoassay. J Immunol 1989; 143:1635-1641.

Wewers MD, Herzyk DJ, Gadek JE. Comparison of smoker and nonsmoker lavage fluid for the rate
of association with neutrophil elastase. Am J Respir Cell Mol Biol 1989; 1:423-429.

Allen JN, Wewers MD. Acute myocardial infarction with cardiogenic shock during pregnancy:
treatment with intra-aortic balloon counterpulsation. Crit Care Med 1990; 18:888-889.

Anderson CL, Shen L, Eicher DM, Wewers MD, Gill JK. Phagocytosis mediated by three distinct
Fcgamma receptor classes on human leukocytes. J Exp Med 1990; 171:1333-1345.

Wewers MD, Rinehart JJ, She Z-W, et al. Tumor necrosis factor infusions in humans prime
neutrophils for hypochlorous acid production. Am J Physiol Lung Cell Mol Physiol 1990;
259:1L.276-1.282.

Allen JN, Herzyk DJ, Wewers MD. Colchicine has opposite effects on interleukin-1 and tumor
necrosis factor o production. Am J Physiol Lung Cell Mol Physiol 1991;5:1.315-L.321.

Allen JN, Herzyk DJ, Allen ED, Wewers MD. Human whole blood interleukin-1 production:
kinetics, cell source and comparison with TNF-a.. J.Lab.Clin.Med. 119:538-546, 1992.

Herzyk DJ, Berger A, Allen JN, Wewers MD. Sandwich ELISA formats designed to detect 17 kDa
IL-1 significantly underestimate 35 kDa IL-1f. J.Immunol.Methods. 148:243-254, 1992.
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Herzyk DJ, Allen JN, Marsh CB, Wewers MD. Macrophage and monocyte IL-1f regulation differs
at multiple sites: mRNA expression, translation, and posttranslational processing. J.Immunol
149:3052-3058, 1992.

Herzyk D.J., and Wewers MD. ELISA detection of IL-1( in human sera needs independent
confirmation: false positives in hospitalized patients. Am.Rev.Resp.Dis. 147:139-142, 1993.

Kindt, GC, Moore SA, She Z-W, Wewers MD. Endotoxin priming of monocytes augments Fcy
receptor cross-linking induced TNFa and IL-1p release. Am.J.Physiol 265:1.178-L.185, 1993.

Diaz, P, Wewers MD, Clanton TC. Tumor necrosis factor and endotoxin do not directly affect in
vitro diaphragm function. Am.Rev.Resp.Dis. 148:281-287, 1993.

Allen JN, Moore SA, Wewers MD. Taxol enhances but does not induce interleukin-1 and tumor
necrosis factor-o. production. J.Lab.Clin.Med. 122:374-381, 1993.

Wewers MD, Pope HA, Miller DK. Processing prolL-1f decreases detection by a prolL-1[3 specific
ELISA but increases detection by a conventional ELISA. J.Immunol.Meth. 165:69-278, 1993.

She Z.-W., Wewers MD, Herzyk DJ, Davis WB. Tumor necrosis factor increases the elastolytic
potential of adherent neutrophils: a role for hypochlorous acid. Am.J.Resp.Cell Mol.Biol. 9:386-392,
1993.

Overdahl M, Wewers MD. Acute occlusion of a mainstem bronchus by a rapidly expanding foreign
body. Chest 105:1600-1602, 1994.

Marsh CB, Wewers MD. Cytokine induced interleukin-1 receptor antagonist release in mononuclear
phagocytes. Am.J.Resp.Cell Mol.Biol. 10:521-525, 1994.

Marsh CB, Moore SA, Pope HA and Wewers MD. Interleukin-1 receptor antagonist decreases

endotoxin induced interleukin-1 and tumor necrosis factora release from mononuclear phagocytes.
Am.J.Physiol. 11:139-L45, 1994.

Marsh CB, Pope HA, Wewers MD. Fc gamma receptor crosslinking downregulates IL-1ra and
induces IL-1J in mononuclear phagocytes stimulated with endotoxin or Staphylococcus aureus.
J.Immunol. 152:4604-4611, 1994.

Allen JN, Moore SA, Pope-Harman AL, Marsh CB, Wewers MD. Immunosuppressive properties of
surfactant and plasma on alveolar macrophages. J.Lab.Clin.Med. 125:356-369, 1995.

O'Brien JM, Wewers MD, Moore SA, Allen JN. Taxol and colchicine increase LPS-induced pro-IL-
1B production, but do not increase IL-1f secretion: a role for microtubules in the regulation of IL-1f3

production. J. Immunol. 154:4113-4122, 1995.

Altenberger EA, Pope HA, Wewers MD. Detection of soluble type Il receptor in the presence of its
natural ligand IL-1: quantification by sandwich ELISA. J. Immunol. Meth. 185:115-122, 1995.
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45.

46.

47.

48.

49.

50.

S1.

52.

Marsh CB, Gadek JE, Kindt GC, Moore SA, Wewers MD. Monocyte Fc gamma receptor
crosslinking induces interleukin-8 production. J. Immunol. 155:3161-3167, 1995.

Pue CA, Mortensen RF, Wewers MD. Acute phase levels of C-reactive protein enhance IL-1f and

IL-1ra production by human blood monocytes but inhibit IL-1p and IL-1ra production by alveolar
macrophages. J. Immunol. 156:1594-1600,1996.

Allen JN, Liao Z, Wewers MD, Altenberger EA, Moore SA, Allen ED. Detection of interleukin-5
and interleukin-1 receptor antagonist in bronchoalveolar lavage in acute eosinophilic pneumonia.
Journal of Allergy and Clinical Immunology. 97:1366-1374, 1996.

Marsh CB, Anderson CL, Lowe MP, Wewers MD. Monocyte IL-8 release is induced by two
independent FcyR-mediated pathways. J. Immunol. 157:2632-2637, 1996.

Brown EA, Dare HA, Wewers MD. The combination of endotoxin and dexamethasone induces Type
II interleukin-1 receptor (IL-1RII) in monocytes: a comparison to interleukin-1p (IL-1p) and
interleukin-1 receptor antagonist (IL-1ra). Cytokine 8:826-836, 1996.

Allen JN, Moore SA, Jurist UA, Liao Z, Wewers MD. Changes in mononuclear phagocyte
microtubule stability and composition after endotoxin stimulation: I. Changes in microtubule
stability. Am.J. Resp.Cell Mol.Biol. 16:119-126, 1997.

Allen JN, Moore SA, Jurist UA, Liao Z, Wewers MD. Changes in mononuclear phagocyte
microtubule stability and composition after endotoxin stimulation: II. Changes in microtubule
stability. Am.J. Resp.Cell Mol.Biol. 16:127-132, 1997.

Marsh, C.B., Wewers, M.D., Tan, L.C., and Rovin, B.H. Fc gamma receptor cross-linking induces

peripheral blood mononuclear cell MCP-1 expression: role of Fc gamma RIII. J.Immunol. 158:1078-
1084, 1997

Ralston,DR, Marsh CB, Lowe MP, and Wewers MD. Antineutrophil cytoplasmic antibodies induce
monocyte IL-8 release: role of surface proteinase-3, alpha-1 antitrypsin, and Fcgamma receptors. J.
Clin. Invest. 100:1416-1424, 1997.

Wewers, MD, Dare HA, Winnard AV, Parker JM, and Miller DK. IL-1f converting enzyme (ICE) is
present and functional in human alveolar macrophages: macrophage IL-1p release limitation is ICE
independent. J. Immunol. 159:5964-5972, 1997.

Marsh CB, Lowe MP, Rovin BH, Parker JM, Liao Z, Knoell DL, Wewers MD. Lymphocytes
produce IL-1 beta in response to Fc gamma receptor cross-linking: effects on parenchymal cell IL-8
release. J. Immunol. 160:3942-3948, 1998.

Knoell, DL, Ralston DR, Coulter KR, and Wewers MD. Alpha 1-antitrypsin and protease

complexation is induced by LPS, IL-13 and TNFa in monocytes. Am. J. Resp. Crit. Care Med.
157:246-255, 1998.
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54.

55.

56.

57.

59.

60.

62.

63.

64.

65.

66.

Wewers MD, Diaz PT, Wewers ME, Lowe MP, Nagaraja HN, Clanton TL. Cigarette smoking in
HIV infection induces a suppressive inflammatory environment in the lung. Am. J. Resp. Crit. Care
Med. 158:1543-1549, 1998.

Coulter KR, Wewers MD, Lowe MP, Knoell DL. Extracellular regulation of IL-1f through lung

epithelial cells and defective interleukin-1p type II receptor expression. Am. J. Resp. Cell and Mol.
Biol. 20:964-975, 1999.

Wewers MD, Winnard AV, Heidi A. Dare. Endotoxin stimulated monocytes release multiple forms
of TL-1beta including a proIL-1beta form whose detection is affected by export. J. Immunol.
162:4858-4863, 1999.

Marsh CB, Pomerantz RP, Parker JM, Winnard AV, Mazzaferri EL, Jr., Moldevan N, Kelley T, Beck
E, Wewers MD. Regulation of monocyte survival in vitro by deposited IgG: role of macrophage
colony stimulating factor. J. Immunol. 1999 162:6217-6225.

Diaz PT, King MA, Pacht ER, Wewers MD, Gadek JE, Neal D, Nagaraja HN, Drake J,Clanton TL.
The pathophysiology of pulmonary diffusion impairment in human immunodeficiency virus
infection. Am. J. Resp. Crit. Care Med. 160:272-277, 1999.

Fahy, RJ, Doseff A, Wewers MD. Spontaneous human monocyte apoptosis utilizes a caspase-3
dependent pathway which is blocked by endotoxin and is independent of caspase-1. J. Immunol.
163:1755-1767, 1999.

Coulter KR, Wewers MD, Lowe MP, Knoell DL. Extracellular regulation of interleukin (IL)-1[
through lung epithelial cells and defective IL-1 type II receptor expression. Am.J.Resp.Cell
Mol.Biol. 1999;20:964-975.

Coulter KR, Allen ED, Hart J, Wewers MD, Castile RG, Knoell DL. Induction of interleukin-8
release by lung epithelium with cystic fibrosis epithelial lining fluid is marginally affected by
inhibitors of interleukin-1beta. Pharmacotherapy. 2000;20:64-74.

Diaz PT, King MA, Pacht ER, Wewers MD, Gadek JE, Nagaraja HN, Drake J, Clanton TL.
Increased susceptibility to pulmonary emphysema among HIV-seropositive smokers.
Ann.Intern.Med 2000;132:369-372.

Diaz PT, King ER, Wewers MD, Gadek JE, Neal D, Drake J, Clanton TL. HIV infection increases
susceptibility to smoking-induced emphysema. Chest 2000; 117: 285S

Swaan PW, Knoell DL, Helsper F, Wewers MD. Sequential processing of human prolL-1f3 by
caspase-1 and subsequent folding determined by a combined in vivo and in silico approach
Pharmaceutical Research 2001;18:1083-1090.

Cooper MA, Fehniger TA, Ponnappan A, Mehta V, Wewers MD, Caligiuri MA. Interleukin-13

costimulates interferon-y production by human natural killer cells. Euro. J. Immunol.
2001;31:792-801.
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68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

Fahy RJ, Wewers MD. Bronchoalveolar lavage and serum IgG levels in healthy asymptomatic HIV
infected patients. Chest 2001;119:196-201.

Mehta VB, Hart J, Wewers MD. ATP stimulated release of IL-1J and IL-18 requires priming by
LPS and is independent of caspase-1 cleavage. J. Biol. Chem. 2001; 276:3820-3826.

Tridandapani, S., Siefker, K., Teillaud J.-L., Carter JE, Wewers MD, Anderson CL. Regulated
expression and inhibitory function of FcgammaRIIb in human monocytic cells. J. Biol. Chem.
2002; 277:5082-5089.

Coulter, K.R., Doseff, A., Sweeney, P., Wang, Y., Marsh, C.B., Wewers, M.D., Knoell, D.L.
Opposing effect by cytokines on Fas-mediated apoptosis in A549 lung epithelial cells. Am J Respir
Cell Mol Biol 2002;26:58-66.

Crouser, E.D., Julian, M.W., Joshi, M.S., Bauer, J.A., Wewers, M.D., Hart, ].M., Pfeiffer, D.R.
Cyclosporin A ameliorates mitochondrial ultrastructural injury in the ileum during acute
endotexmia. Crit Care Med 2002; 30:2722-2728.

Fahy RJ, Lichtenberger F, McKeegan CB, Nuovo GJ, Marsh CB and Wewers MD. The acute
respiratory distress syndrome: a role for TGF-f1. Am.J.Resp. Cell Mol Biol 2003; 28(4):499-503.

Spragg RG, Lewis JF, Wurst W, HY fner D, Baughman RP, Wewers MD and Marsh JJ. Treatment
of the acute respiratory distress syndrome with rSP-C surfactant. Am J Resp Crit Care Med. 2003;
167:1562-1566.

Diaz PT, Wewers MD, Pacht ER, Drake J, Nagaraja HN, Clanton TL. Respiratory symptoms
among HIV-seropositive individuals. Chest 2003; 123(6):1977-1982.

Doseff Al, Bourgeois TA, Wewers MD. IL-4-induced apoptosis entails caspase activation and
suppression of ERK phosphorylation. Am.J.Resp. Cell Mol Biol 2003;29:367-374.

Crouser ED, Julian MW, Huff JE, Joshi MS, Bauer JA, Gadd ME, Wewers MD, Pfeiffer DR.
Abnormal permeability of inner and outer mitochondrial membranes contribute independently to
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