Medical treatment of macroprolactinomas.

Escalation and de-escalation of dopamine agonist dose.
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Background: Cabergoline (CAB) is the most effective dopamine agonist (DA) used for Figure 1. CAB dose at treatment initiation, necessary for
the treatment of macroprolactinoma. Few data on the dose of CAB necessary for normalizing PRL and maintaining normal PRL
achieving and maintaining normal prolactin (PRL) levels are available. We aimed to (blue : dose de-escalation, red : no dose de-escalation)

study these parameters in a large series of patients with macroprolactinomas.

Patients and methods: We analyzed characteristics of 260 patients (135 men and
125 women). At diagnosis, the median [min; max] age, PRL level and maximal tumor
diameter was 32.7 [10.6; 83.1] years, 680 [6; 38000] ng/ml and 20 [10; 110] mm,
respectively. Then CAB was initiated at mean dose of 0.97 + 0.65 mg per week. When
PRL levels were normalized dose of CAB was maintained in a subgroup of patients or
was tapered in another subgroup of patients, according to physician preference.
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Results: PRL levels were normalized in 153 patients (70%) under CAB treatment. E— N
CAB dose de-escalation was tried in 84 (54.9%) out of the 153 patients normalized. - R
This dose de-escalation was successful in 77 out of 84 patients (91.7%). CAB dose was 5 oo I iaa

Cabergoline dose (mg per week)

decreased from mean dose of 1.52 + 1.17 mg per week at time of normalization to
mean dose of 0.56 + 0.44 mg per week at last visit, p < 1.10*.

CAB dose was maintained in 69 patients (45.1%) with mean dose of 1.05 + 0.74 mg %
per week at time of normalization and mean dose of 0.99 + 0.73 mg per week at last o® = TP
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Figure 2. Tumor volume at last visit
(blue : dose de-escalation, red : no dose de-escalation)
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CAB dose de-escalation had no effect on long term tumor reduction : 8.8 +
8.8 versus 13.4 + 8.5 mg per week, p < 0.01. Figure 2.
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An example of patient with dose de-escalation successful is represented on
figure 3. A macroprolactinoma of 26 mm, with 1 200 ng/ml of PRL level,
was diagnosed at the age of 52. CAB treatment was initiated at 0.5 mg per
week . This dose was gradually increased up to 3.5 mg per week to achieve
a normalization of prolactin levels and a significant tumor reduction. Then
doses were gradually decreased to 0.25 mg per week without being
observed new increase prolactin levels or tumor volume.
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Conclusion: The dose of CAB necessary for maintaining normal PRL level on long term is lower than the dose necessary for normalizing PRL
levels. Dose de-escalation after normalization of PRL levels is possible and potentially useful when considering the potential side effects of
the drug which depends on its cumulative dose. Moreover this dose de-escalation strategy has no impact on tumor volume.

Figure 3. An example of patient with success of dose de-escalation
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