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Variation in response to cinacalcet in dialysis patients with hypercalcemia and hyperparathyroidism
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Introduction: Since introducing cinacalcet to treat patients with high calcium and elevated PTH, we have observed a range of responses. This audit was carried out to identify patients with good and poor outcomes and the characteristics that might predict response to cinacalcet.

Methods: Patients were eligible for cinacalcet if they had A: PTH>64 pmol/L and Ca 2.48[image: image1.jpg]


2.60 mmol/L, or B: PTH>16 pmol/L and Ca>2.60 mmol/L, with conventional treatment using non-calcium containing phosphate binders and pulsed alfacalcidol. The cinacalcet dose was titrated from 30 to 180 mg/day unless there was intolerance, poor adherence, or clinical deterioration that provoked immediate referral for parathyroidectomy.

Our desired outcome was PTH<48 pmol/L with Ca<2.48 mmol/L or PTH<32 pmol/L with Ca 2.48[image: image2.jpg]


2.60 mmol/L. Baseline data and initial response to cinacalcet were compared for patients who achieved the desired outcome with the minimum dose, and those who required a higher dose or whose PTH and calcium could not be controlled with cinacalcet.

Results: 64 dialysis patients (30 men, 21 PD, aged 22 to 83 years, on RRT for 0 to 23 years) started cinacalcet before July 2007. They were followed up for 6 to 26 months (median 11 months). Half of the patients were in group A, half in group B. Three did not tolerate 30 mg/day and 9 had dose reductions due to gastro-intestinal side effects.

Response to cinacalcet could not be assessed for 13 patients (4 were intolerant, 5 died and 2 were transplanted during titration, 2 had insufficient follow-up data). Of the remaining 51 patients, 31 (61%) initially achieved the desired outcome with 30 mg/day. 17/31 (55%) of these patients needed no further adjustment during follow-up, while 14 required an increase in dose (8 to 60 mg/day, 4 to 90 mg/day and 2 to 120 mg/day).

Of the 15 (29%) patients who initially achieved the desired outcome with ≥60 mg/day cinacalcet, 12/15 continued on the same or a lower dose. One patient had dose increases from 60 to 180 mg/day but did not stabilise and was referred for parathyroidectomy. Five patients (10%) did not reach the desired outcome. One died and three have had surgery. 

Patients who achieved the desired outcome with the minimum dose of cinacalcet had lower PTH (59±30 vs 106±39 pmol/l, p<0.0001) and higher phosphate (1.60±0.40 vs 1.85±0.48 mmol/l, p=0.06) at baseline compared to those that did not.

Eight patients were classified as ‘poor responders’ (five who did not achieve the desired outcome and three who were poorly controlled with the maximum dose of cinacalcet). The three poor responders in group A had baseline PTH>95 pmol/l (p NS). In group B, poor response was associated with higher PTH (82±13 vs 51±31 pmol/l, p=0.04) and calcium (2.84±0.12 vs 2.68±0.07 mmol/l, p<0.001). Poor responders were more likely to have a Ca fall of <10% and a rise in PTH, after initiating cinacalcet, but this did not reach statistical significance.

Conclusion: This audit suggests that hyperparathyroidism can be controlled with lower doses of cinacalcet if treatment is initiated early. The number of patients who responded poorly is modest, but our data indicate that cinacalcet may be ineffective in hypercalcaemic patients with high PTH and that the PTH threshold for initiating cinacalcet should be lower for patients with higher Ca. The early fall in Ca may predict response.


