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Definitions of other conditions
Hemochromatosis arthropathy
[bookmark: _GoBack]We defined hemochromatosis hand arthropathy as the combination of tenderness, pain, swelling, or effusion of the second and third metacarpophalangeal joints [1,2] and radiological features consistent with those observed in hemochromatosis [3] in the absence of other cause(s). We defined hemochromatosis non-hand arthropathy as physical examination and radiological abnormalities in shoulders, elbows, hips, knees, and ankles typical of hemochromatosis [3] in the absence of other cause(s). We classified probands who had either hemochromatosis hand arthropathy, hemochromatosis non-hand arthropathy, or both as having hemochromatosis arthropathy. We did not classify autoimmune or neuropathic arthropathy as hemochromatosis arthropathy. We did not evaluate observations on spine or other arthropathy. The present probands with hemochromatosis arthropathy were referred to consulting rheumatologists.

Hypogonadotropic hypogonadism
Serum levels of total testosterone, luteinizing hormone, and follicle-stimulating hormone were measured at diagnosis of hemochromatosis in men who reported loss of libido or erectile dysfunction due to undefined cause(s) and did not take supplemental androgen(s). Serum levels of estradiol, luteinizing hormone, and follicle-stimulating hormone were measured at diagnosis of hemochromatosis in women who reported premature cessation of menses not due to menopause or other defined cause(s) and did not take hormone replacement therapy. Hypogonadotropic hypogonadism was defined as the combination of subnormal serum total testosterone levels <241 ng/dL (<8.4 nmol/L) (men) or serum estradiol levels <30 pg/mL (110 pmol/L) (women) and serum luteinizing hormone and follicle-stimulating hormone levels that did not exceed the upper reference limits (9.3 IU/L and 18.1 IU/L, respectively), in the absence of other cause(s) [4].

Cirrhosis
We recommended that probands undergo percutaneous liver biopsy (or not) in accordance with hemochromatosis diagnosis and management guidelines of the American Association for the Study of Liver Diseases [5]. Iron staining in liver specimens was graded 0-4+ as previously described [6]. Hepatic iron was measured using atomic absorption spectrometry. Pathologists interpreted liver specimens and defined cirrhosis as the histological occurrence of regenerating nodules of hepatocytes surrounded by bands of fibrous connective tissue [7]. In some probands, the presence or absence of cirrhosis was determined using imaging techniques (CT scanning, abdominal ultrasonography, or fibroelastography) [8]. 

Cardiomyopathy
Hemochromatosis cardiomyopathy was defined as dilated cardiomyopathy with low left ventricular ejection fraction and decreased fractional shortening, with or without complete atrioventricular block or atrial and ventricular tachyarrhythmias, due to cardiac siderosis demonstrated by endomyocardial biopsy or MRI scanning [3,9].
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