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[Pantethine, diabetes mellitus and atherosclerosis. Clinical study of 1045 patients] 
Clin Ter 1989 Mar 31; 128(6): 411-22. 
Donati C, Bertieri RS, Barbi G. 
 
After a review of the clinical studies on the treatment of diabetic patients with pantethine, the authors 
discuss the results obtained in a postmarketing surveillance (PMS) study on 1045 hyperlipidemic 
patients receiving pantethine (900 mg/day on average). Of these patients, 57 were insulin-dependent 
(Type I) and 241 were non insulin-dependent (Type II) diabetics. Beyond the epidemiological 
considerations made possible by a PMS study, the authors show that pantethine brought about a 
statistically significant and comparable improvement of lipid metabolism in the three groups of patients, 
with very good tolerability. Pantethine should therefore be considered for the treatment of lipid 
abnormalities also in patients at risk such as those with diabetes mellitus. 
 
 
Lipoprotein changes induced by pantethine in hyperlipoproteinemic patients: adults and children. 
Int J Clin Pharmacol Ther Toxicol 1986 Nov; 24(11): 630-7.  
Bertolini S, Donati C, Elicio N, Daga A, Cuzzolaro S, Marcenaro A, Saturnino M, Balestreri R. 
 
Following a brief outline of current knowledge concerning atherosclerosis and its treatment, the authors 
describe the results obtained by treating with pantethine (900-1200 mg daily for 3 to 6 months) a series 
of 7 children and 65 adults suffering from hypercholesterolemia alone or associated with 
hypertriglyceridemia (types IIa and IIb of Fredrickson's classification). Pantethine treatment produced 
significant reduction of the better known risk factors (total cholesterol, LDL-cholesterol, triglycerides, 
and apo-B) and a significant increase of HDL-cholesterol (signally HDL2) and apolipoprotein A-I. The 
authors conclude with a discussion of these results and of the possible role of pantethine in the 
treatment of hyperlipoproteinemia, in view of its perfect tolerability and demonstrated therapeutic 
effectiveness. 
 
 
Pantethine lipomodulation: evidence for cysteamine mediation in vitro and in vivo. 
Atherosclerosis 1987 Nov; 68(1-2): 41-9.  
Wittwer CT, Graves CP, Peterson MA, Jorgensen E, Wilson DE, Thoene JG, Wyse BW, Windham CT, 
Hansen RG. 
 
Recent human studies suggest rapid in vivo hydrolysis of the lipid-lowering drug, pantethine, to the 
vitamin pantothenic acid and the small aminothiol compound, cysteamine. To test whether the active 
agent is a hydrolysis product, we repeated three experimental models of pantethine's effect with 
pantothenate and cysteamine. In vitro experiments with human fetal fibroblasts showed equivalent 
modulation of cholesterol and methyl sterol synthesis by pantethine, cysteamine, or cystamine (the 
disulfide of cysteamine), but pantothenate had no effect. Similarly, in vivo experiments with 0.5% 
cholesterol-fed rabbits showed oral pantethine or equimolar cystamine significantly lowered plasma 
cholesterol, while pantothenate, cystine, and 2-hydroxyethyl disulfide did not. Lastly, diabetic male rats 
(40 mg/kg streptozotocin) fed 0.1% pantethine and lower plasma free fatty acids after 2 weeks than 
controls, an effect not seen with pantothenate and largely duplicated by cystamine. The efficacy of 
pantethine has previously been attributed to altered vitamin metabolism and increased coenzyme A 



concentration. Pantethine did increase CoA levels 45% in rat liver homogenates while equivalent 
amounts of cystamine or pantothenate did not. However, a causal relationship between CoA levels and 
pantethine's action as a hypolipemic agent has never been shown. At least in 3 independent 
experimental models, the lipomodulating effect of pantethine appears instead to be mediated by the 
hydrolysis product cysteamine. 
 
 
[Adrenal cortex functional activity in pantothenate deficiency and the administration of the vitamin or 
its derivatives] 
Vopr Pitan 1985 Jul-Aug; (4): 51-4. 
Tarasov IuA, Sheibak VM, Moiseenok AG. 
 
Study of the corticosteroid content in the adrenals and blood of rats under pantothenate deficiency has 
demonstrated a decrease in adrenocortical function. A single administration of pantothenate in a dose 
of 3.3 mg/kg reduced the influence of hypovitaminosis on the adrenals. The pantothenate derivatives 
(pantethine, 4'-phosphopantothenate and CoA in particular) injected to intact animals in a single dose 
equimolar to 3.3 mg/kg calcium pantothenate per kg bw had a marked steroidogenous effect. 
 
 
The effects of pantethine on fatty liver and fat distribution. 
J Atheroscler Thromb 2000; 7(1): 55-8.  
Osono Y, Hirose N, Nakajima K, Hata Y. 
 
 
Although the prognosis of fatty liver depends on its causes, we feel from our clinical experience that 
fatty liver with hypertriglyceridemia has a good prognosis and responds well to treatment. In this study, 
600 mg/day of pantethine was administered to 16 outpatients with fatty liver and hypertriglyceridemia 
for six months or longer to examine whether the drug improved fatty liver using abdominal plain 
computed tomography (CT). Nine of the 16-pantethine patients were no longer diagnosed as having 
fatty liver after the study period. An chi2 test indicated the significant disappearance of fatty liver. At the 
same time, the visceral fat calculated from the CT image passing the umbilical region was also 
significantly reduced. On the contrary, the subcutaneous fat area tended to increase, so the ratio of the 
visceral-to-subcutaneous fat area was reduced significantly. This indicates triglycerides may be pooled in 
the body as hepato-visceral fat and subcutaneous fat, and that pantethine may transfer fat from the 
liver and viscera to the subcutaneous tissue. This suggests that visceral fat deposition and fatty liver 
occurring with hypertriglyceridemia may have a common basis, probably excessive matrixes, and that 
pantethine may simultaneously improve the two conditions. 
 
 
Controlled evaluation of pantethine, a natural hypolipidemic compound, in patients with different 
forms of hyperlipoproteinemia. 
Atherosclerosis. 1984 Jan; 50(1): 73-83. 
Gaddi A, Descovich GC, Noseda G, Fragiacomo C, Colombo L, Craveri A, Montanari G, Sirtori CR. 
 
Pantethine (P), the stable disulphate form of pantetheine, major component and precursor of coenzyme 
A, was evaluated within a double-blind protocol (8 weeks for P or for a corresponding placebo) in 29 
patients, 11 with type IIB hyperlipoproteinemia, 15 with type IV, and 3 with an isolated reduction of high 
density lipoprotein cholesterol (HDL-C) levels. In type IIB patients, P (300 mg t.i.d.) determined a highly 



significant lowering of plasma total and low density lipoprotein (LDL) associated cholesterol (-13.5% for 
both parameters). In the same patients, HDL-C levels increased about 10% at the end of treatment. 
Switching from P to placebo was associated with a rapid return to the baseline cholesterolemia. Both in 
type IIB and type IV patients, plasma triglyceride levels were reduced around 30%, when P was given as 
the first treatment; when it was preceded by placebo, reductions were less striking (respectively, -17.8% 
for type IIB and -13.0% for type IV, at the end of P treatment). HDL-C levels were not increased by P, 
either in type IV, and in the patients with low HDL cholesterolemia. In type IV, LDL cholesterol levels 
showed a variable response to P: they tended to increase when below 132 mg/dl, prior to treatment, 
and to be reduced when above this level. This study provides evidence for a significant 
hypocholesterolemic effect of P, a natural compound free of overt side effects. It also indicates that P 
may raise HDL-C levels in type IIB patients, while moderately reducing triglyceridemia. 
 
 
The effects of pantethine on lipid and lipoprotein abnormalities in survivors of cerebral infarction. 
Artery. 1985; 12(4): 234-43. 
Murai A, Miyahara T, Tanaka T, Sako Y, Nishimura N, Kameyama M. 
 
A daily 1000 mg of pantethine was orally administered to 12 male survivors of cerebral infarction for 3 
months. Before and after the medication, plasma lipoproteins were ultracentrifugally separated. Plasma 
concentrations of total cholesterol, triglyceride, phospholipid, and VLDL- and LDL-cholesterol tended to 
decrease. On the contrary, HDL-cholesterol concentration and HDL:LDL-cholesterol ratio significantly 
increased. HDL2-cholesterol concentration significantly increased, whereas HDL3-cholesterol 
concentration remained unchanged, resulting in a significant elevation of HDL2:HDL3-cholesterol ratio. 
In HDL2 the percentage content of cholesterol and triglyceride decreased, while that of phospholipid 
increased. However, no significant changes were found in the chemical composition of HDL3. The 
plasma concentrations of apo A-I and, to a lesser extent, A-II increased, with a slight increase in A-I:A-II 
ratio but A-I:A-II ratio in either HDL2 or HDL3 remained unchanged. 
 
 
 
 
 
 


