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Placebo-controlled studies with recombinant human growth hormone: 507 (461 in adults)

Growth hormone therapy on healthy young and middle-aged adults: 65 placebo-controlled studies
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Borderline personality disorder: Fludrocortisone at supraphysiological doses (400 pg/day) improves memory
(cognitive function: verbal, visuospatial and working memory), in healthy subjects only working memory

2035. Wingenfeld K, Kuehl LK, Janke K, Hinkelmann K, Eckert FC, Roepke S, Otte C. Effects of
mineralocorticoid receptor stimulation via fludrocortisone on memory in women with borderline personality
disorder. Neurobiol Learn Mem. 2015 Apr;120:94-100.
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Borderline personality and major depressive disorders, healthy subjects: No effect of fludrocortisone on
autobiographical memory

2036. Fleischer J, Wingenfeld K, Kuehl LK, Hinkelmann K, Roepke S, Otte C. Does fludrocortisone influence
autobiographical memory retrieval? A study in patients with major depression, patients with borderline
personality disorder and healthy controls. Stress. 2015;18(6):718-22.

Severe traumatic brain injury: Fludrocortisone associated to hydrocortisone at low doses does not significantly
prevent hospital-acquired pneumonia

2037. Asehnoune K, Seguin P, Allary J, Feuillet F, Lasocki S, Cook F, Floch H, Chabanne R, Geeraerts T, Roger
C, Perrigault PF, Hanouz JL, Lukaszewicz AC, Biais M, Boucheix P, Dahyot-Fizelier C, Capdevila X, Mahe
PJ, Le Maguet P, Paugam-Burtz C, Gergaud S, Plaud B, Constantin JM, Malledant Y, Flet L, Sebille V,
Roquilly A; Corti-TC Study Group.. Hydrocortisone and fludrocortisone for prevention of hospital-acquired
pneumonia in patients with severe traumatic brain injury (Corti-TC): a double-blind, multicentre phase 3,
randomised placebo-controlled trial. Lancet Respir Med. 2014 Sep;2(9):706-16

Septic shock: Fludrocortisone associated to hydrocortisone at low doses produces beneficial effects, including
better renal function

2038. Laviolle B, Annane D, Fougerou C, Bellissant E. Gluco- and mineralocorticoid biological effects of a 7-day
treatment with low doses of hydrocortisone and fludrocortisone in septic shock. Intensive Care Med. 2012
Aug;38(8):1306-14.

Septic shock: Fludrocortisone associated to hydrocortisone at low doses reduces mortality

2039. Annane D, Sébille V, Charpentier C, Bollaert PE, Francois B, Korach JM, Capellier G, Cohen Y, Azoulay
E, Troché G, Chaumet-Riffaud P, Bellissant E. Effect of treatment with low doses of hydrocortisone and
fludrocortisone on mortality in patients with septic shock. JAMA. 2002 Aug 21,;288(7):862-71. Erratum in:
JAMA. 2008 Oct 8;300(14):1652. (-33% lower risk in the corticosteroid group (hazard ratio, 0.67))

Children

Children with syncope or severe presyncope: Fludrocortisone: produces significant beneficial effects to
reduce syncopal symptoms; including syncope

2040. Salim MA, Di Sessa TG. Effectiveness of fludrocortisone and salt in preventing syncope recurrence in
children: a double-blind, placebo-controlled, randomized trial. J Am Coll Cardiol. 2005 Feb 15;45(4):484-8.

2041. Scott WA, Pongiglione G, Bromberg BI, Schaffer MS, Deal BJ, Fish FA, Dick M. Randomized comparison of
atenolol and fludrocortisone acetate in the treatment of pediatric neurally mediated syncope. Am J Cardiol.
1995 Aug 15;76(5):400-2

Thymosin alpha 1 treatment: 16 human placebo-controlled trials mentioned inPubmed

Elderly men: the immune stimuylation with thymosin-alpha-1 (1 trila, 85 patients)

2042. Gravenstein S1, Duthie EH, Miller BA, Roecker E, Drinka P, Prathipati K, Ershler WB. Augmentation of
influenza antibody response in elderly men by thymosin alpha one. A double-blind placebo-controlled
clinical study. J Am Geriatr Soc. 1989 Jan;37(1):1-8.

Sepsis: the improvement with thymosin-alpha-1 and ulinastatin (increased survival, improved immune
parameters)(6 trials, 915 patients )

2043. Chen H1, He MY, Li YM. Treatment of patients with severe sepsis using ulinastatin and thymosin alphal: a
prospective, randomized, controlled pilot study. Chin Med J (Engl). 2009 Apr 20;122(8):883-8.

2044. Li Yuminl, Chen Hao, Li Xun, Zhou Wence, He Minyan, Chiriva-Internati M, Wachtel MS, Frezza EE. A
new immunomodulatory therapy for severe sepsis: Ulinastatin Plus Thymosin {alpha} 1. J Intensive Care
Med. 2009 Jan-Feb;24(1):47-53.

2045. Zhang Y1, Chen H, Li YM, Zheng SS, Chen YG, Li LJ, Zhou L, Xie HY, Praseedom RK. Thymosin alphal-
and ulinastatin-based immunomodulatory strategy for sepsis arising from intra-abdominal infection due to
carbapenem-resistant bacteria. J Infect Dis. 2008 Sep 1;198(5):723-30.
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2046. (+ 3 other trials mentioned in meta-analysis talks of 6 trials)
2047. Han D1, Shang W2, Wang G2, Sun L2, Zhang Y3, Wen H2, Xu L2. Ulinastatin- and thymosin a1-based
immunomodulatory strategy for sepsis: A meta-analysis. Int Immunopharmacol. 2015 Dec;29(2):377-82.

Chronic obstructive pulmonary disease (acute exacerbation): the improvement with thymosin-alpha-1 (1
trial, 84 patients))

2048. Jia Z1, Feng Z, Tian R, Wang Q, Wang L. Thymosin a1 plus routine treatment inhibit inflammatory reaction
and improve the quality of life in AECOPD patients. Immunopharmacol Immunotoxicol. 2015;37(4):388-92.

Chronic hepatitis B: the improvement with thymosin-alpha-1 (2 trials,

2049. Lim SG1, Wai CT, Lee YM, Dan YY, Sutedja DS, Wee A, Suresh S, Wu YJ, Machin D, Lim CC, Fock KM,
Koay E, Bowden S, Locarnini S, Ishaque SM. A randomized, placebo-controlled trial of thymosin-alphal
and lymphoblastoid interferon for HBeAg-positive chronic hepatitis B. Antivir Ther. 2006;11(2):245-53.

2050. Mutchnick MG1, Lindsay KL, Schiff ER, Cummings GD, Appelman HD, Peleman RR, Silva M, Roach KC,
Simmons F, Milstein S, Gordon SC, Ehrinpreis MN. Thymosin alphal treatment of chronic hepatitis B:
results of a phase Il multicentre, randomized, double-blind and placebo-controlled study. J Viral Hepat.
1999 Sep;6(5):397-403.

+ 3 other trials mentioned in meta-analysis:

2051. Chan HL1, Tang JL, Tam W, Sung JJ. The efficacy of thymosin in the treatment of chronic hepatitis B virus
infection: a meta-analysis. Aliment Pharmacol Ther. 2001 Dec;15(12):1899-905.

Chronic hepatitis C: the improvement with thymosin-alpha-1 (1 trial, 103 patients)

2052. Sherman KE1, Sjogren M, Creager RL, Damiano MA, Freeman S, Lewey S, Davis D, Root S, Weber FL,
Ishak KG, Goodman ZD. Combination therapy with thymosin alphal and interferon for the treatment of
chronic hepatitis C infection: a randomized, placebo-controlled double-blind trial. Hepatology. 1998
Apr;27(4):1128-35.

Chronic hepatitis C: no significant improvement with thymosin-alpha-1 (1 trials, 571 patients)

2053. Ciancio Al, Andreone P, Kaiser S, Mangia A, Milella M, Sola R, Pol S, Tsianos E, De Rosa A, Camerini R,
McBeath R, Rizzetto M. Thymosin alpha-1 with peginterferon alfa-2a/ribavirin for chronic hepatitis C not
responsive to IFN/ribavirin: an adjuvant role? J Viral Hepat. 2012 Jan;19 Suppl 1:52-9.

2054. Andreone P1, Cursaro C, Gramenzi A, Buzzi A, Covarelli MG, Di Giammarino L, Miniero R, Arienti V,
Bernardi M, Gasbarrini G. A double-blind, placebo-controlled, pilot trial of thymosin alpha 1 for the
treatment of chronic hepatitis C. Liver. 1996 Jun;16(3):207-10.

Cancer (overall) after radiotherapy or chemotherapy (immune depression): trend toward improvement
with thymosin-alpha-1 or thymopentin (4trials, > 100 patients)

2055. Chretien PB, Lipson SD, Makuch R, Kenady DE, Cohen MH, Minna JD. Thymosin in cancer patients: in
vitro effects and correlations with clinical response to thymosin immunotherapy. Cancer Treat Rep. 1978
Nov;62(11):1787-90.

Mentions 3 more placebo-controlled trials in review

2056. Wolf E1, Milazzo S, Boehm K, Zwahlen M, Horneber M. Thymic peptides for treatment of cancer patients.
Cochrane Database Syst Rev. 2011 Feb 16;(2):CD003993.

Cancer (lung) after radiotherapy (immune depression): the improvement with thymosin-alpha-1 (2 trials,
63 patients))

2057. Schulof RS, Lloyd MJ, Cleary PA, Palaszynski SR, Mai DA, Cox JW Jr, Alabaster O, Goldstein AL. A
randomized trial to evaluate the immunorestorative properties of synthetic thymosin-alpha 1 in patients
with lung cancer. J Biol Response Mod. 1985 Apr;4(2):147-58.

2058. Schulof RS, Chorba TL, Cleary PA, Palaszynski SR, Alabaster O, Goldstein AL. -cell abnormalities after
mediastinal irradiation for lung cancer. The in vitro influence of synthetic thymosin alpha-1. Cancer. 1985
Mar 1;55(5):974-83.
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Sildenafil: the double-blind placebo controlled study published in Pubmed in years(s) before it was put n
the market (USA°

2059.

Boolell M, Gepi-Attee S, Gingell JC, Allen MJ. Sildenafil, a novel effective oral therapy for male erectile
dysfunction. Br J Urol. 1996 Aug;78(2):257-61.(Twelve patients (aged 36-63 years) with male erectile
dysfunction .. double-blind, randomized, placebo-controlled, crossover study)

Longevity: Higher hormone levels to live longer

Longevity: persistence of a circadian rhythm of melatonin in longevious persons

2060.

2061.

Ferrari E, Cravello L, Falvo F, Barili L, Solerte SB, Fioravanti M, Magri F. Neuroendocrine features in
extreme longevity. Exp Gerontol. 2008 Feb;43(2):88-94. (young, healthy old and centenarians ... however
only in centenarians and in young controls Urinary 6-hydroxymelatonin sulfate (aMT6s) excretion was
significantly higher at night than during the day. These findings suggest that the circadian rhythm of
melatonin secretion is maintained in centenarians and, based on the limitations of this study, could be
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