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Management – goal del trattamento 

 Riduzione mortalità 
 To reduce mortality to general population levels 
 Biochemical goal: control GH and/or IGF-I level 
 Early diagnosis and prompt treatment 

 Controllo massa tumorale 

 Trattamento delle comorbidità 
 Ipertensione, disfunzione cardiaca, diabete, osteoartriti, sleep 

apnea 
 Gestite e monitorate rigorosamente come nella popolazione 

generale 

Melmed S, et al. JCEM, 2009 
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1.  Il cuore esprime un elevato numero di recettori per il GH e IGF-I. 

2.  GH agisce direttamente a livello miocardico attivando l’espressione 

precoce dell’oncogene c-myc e di altri fattori di crescita. 

3.  GH stimola la trascrizione dell’mRNA per IGF-1 che a sua volte 

induce la crescita e l’aumento della contrattilità dei miociti e 

l’espressione di geni muscolo specifici. 

4.  La trascrizione dell’mRNA per IGF-1 è stimolata anche da 

meccanismi GH indipendenti (sovraccarico di pressione e di volume). 

Cardiomiopatia acromegalica 
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Cardiomiopatia acromegalica 

Correla  
Con età e durata  

di malattia 

 
Ixtensione e/o DM  

aumentano la prevalenza  
 

E’ presente anche  
 in età giovanile 

 in assenza di ixtensione e/o DM 

20% of normotensive patients younger than 30 yr develop
cardiac hypertrophy (96). In particular, we recently reported
that the left ventricular mass index was approximately 30%
higher in 25 acromegalic patients below age 40 yr than in 25
age-matched control subjects (Fig. 3); 60% of the patients had
clear-cut left ventricular hypertrophy (97). Characteristically,
the cardiac hypertrophy of acromegaly occurs in the absence
of hypertension that is present in approximately one third of
patients (see Section II.C) and is further aggravated by hy-
pertension and glucose abnormalities. In our analysis (22),
100% of patients with hypertension and diabetes had cardiac
abnormalities at echocardiography (Fig. 4). The acromegalic
cardiomyopathy develops after three steps: 1) in the early
phase, and thus mainly in young patients with a short disease
duration, there is initial cardiac hypertrophy, high heart rate,

and increased systolic output altogether configuring the hy-
perkinetic syndrome (98); 2) in the middle phase, hypertro-
phy becomes more evident, signs of diastolic dysfunction
appear, and insufficient systolic function on effort can be
documented; and 3) in the end-stage of untreated disease,
cardiac abnormalities may include systolic dysfunction at
rest and heart failure with signs of dilative cardiomyopathy
(21, 99). It should be considered, however, that longer acro-
megaly duration is generally accompanied by an older age,
and it is well known that aging is accompanied by significant
cardiovascular modifications, both structural and functional
(100). In the nonacromegalic population, aging is associated
with a slight degree of left ventricular hypertrophy and de-
crease, even modest, of resting heart rate and early filling
rate, whereas end-diastolic and end-systolic dimensions,

FIG. 3. Effect of age on the left ventricular mass index (LVMi, left) and response of left ejection fraction at peak exercise (!LVEF, right) in our
series. Acromegalic patients and controls were grouped according to age ["40 yr (n # 32), 40–60 yr (n # 33), and $60 yr (n # 22)]. Data are
derived from our own experience and include data reported in Refs. 97, 191, and 199. *, P " 0.001 vs. controls; **, P " 0.001 vs. before treatment
that consisted of octreotide-LAR at a dose of 20–40 mg/month.

FIG. 4. Prevalence of left ventricular
hypertrophy, impaired diastolic filling,
and inadequate ejection fraction at rest
in 130 patients with acromegaly stud-
ied at their diagnosis and grouped on
the basis of the absence of hypertension
and glucose tolerance abnormalities,
absence of hypertension and IGT, ab-
sence of hypertension and diabetes mel-
litus, hypertension and glucose toler-
ance abnormalities, hypertension and
IGT, hypertension and diabetes melli-
tus. [From A. Colao et al.: J Clin Endo-
crinol Metab 85:193–199, 2000 (23).
Permission granted by The Endocrine
Society.]
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acromegaly, which worsens proportionately with the dura-
tion of disease activity. It is known that arterial hypertension
is likely the most important factor aggravating cardiac hy-
pertrophy and has higher prevalence in aged patients (see
Section II.E). In another study including a large series of
patients (23), we observed that hypertension significantly
increased the impact of cardiac hypertrophy, therein docu-
mented in 51% of cases. The prevalence of hypertrophy was
higher in hypertensive patients (Fig. 4), and the multistep
regression analysis showed that the diastolic blood pressure
was the best predictive factor of cardiac hypertrophy (23). It
should be mentioned that patients with hypertension and
diabetes had an older age than those with uncomplicated
acromegaly. Because aging in nonacromegalic subjects is
characterized by a slight increase in left ventricular hyper-
trophy (100), it is likely that in acromegaly this phenomenon
is emphasized. It should be stated, however, that it is cur-
rently unknown whether aging has independent negative
effects on the heart in acromegaly, because there are no
controlled studies in the elderly patients population. In our
series, however, patients older than 60 yr had a significantly
higher left ventricular mass than age- and sex-matched con-
trols, who indeed had an increased mass compared with
young controls (Fig. 3). It is also unknown whether there are
gender differences in the prevalence and severity of the ac-
romegalic cardiomyopathy. Gender difference is well known
to occur in GH and IGF-I secretion both in healthy subjects
(133) and in acromegaly (134, 135). Reviewing our experience
in 200 patients with acromegaly, we did not find any dif-
ference in the prevalence of left ventricular hypertrophy
between women (63.6%) and men (58%); similarly, the prev-
alence of hypertension and diabetes was similar in both sexes
(our unpublished data). A minor but relevant complication
that, similar to hypertension and diabetes, may further com-

plicate acromegalic cardiomyopathy is thyrotoxicosis (136),
which appeared to primarily affect systolic function.

Cardiac hypertrophy is associated with functional alter-
ations. The most striking cardiac disorder of early acrome-
galic cardiomyopathy is represented by inadequate filling
capacity. Doppler ultrasonography documented that both
the diastolic filling wave and the early to late mitral and
tricuspid velocity ratio are generally decreased, whereas a
limited elasticity of myocardial fibers causes the elongation
of the isovolumic relaxation time (21, 99). This disorder can
remain asymptomatic for years before clinical and instru-
mental signs of cardiac involvement become overt. In the
presence of diastolic impairment, the incomplete recovery of
an adequate preload can affect systolic parameters during
the physical effort (21, 99). In our cohort, inadequate diastolic
filling (measured as an early to late mitral flow velocity ratio
!1) was found in 41.5%, whereas inadequate left ventricular
ejection fraction at rest (!50%) was found in 28% of 200 cases
studied by echocardiography. As for the left ventricular hy-
pertrophy, impairment of diastolic and systolic functions is
more evident in older than in younger patients (Fig. 5). Ra-
dionuclide studies have provided a more accurate estimate
of diastolic abnormalities and impaired ejection fraction on
effort, revealing functional alterations in most patients (137).
After excluding patients with hypertension and diabetes, in
a smaller cohort of patients with uncomplicated disease com-
pared with age-matched controls we observed a decline of
the ejection fraction response to physical exercise according
to age (Fig. 6), with abnormal results in 40% of young patients
and 95% of middle-aged patients. In the same cohort, dia-
stolic filling was inversely correlated with the estimated dis-
ease duration (Fig. 7). These findings strongly support the
hypothesis that a long exposure to high GH and IGF-I levels
has detrimental effects on cardiac performance even in the

FIG. 5. Results of the echocardiogra-
phy study performed at diagnosis in 200
patients with acromegaly studied at the
Department of Molecular and Clinical
Endocrinology and Oncology, Univer-
sity “Federico II” of Naples. Data are
shown according with patients’ age di-
vided into decades. The left ventricular
mass index (LVMi, top left) significantly
increases with aging, whereas diastolic
filling, measured as early to late mitral
flow velocity (E/A, top right), and left
ventricular ejection fraction at rest
(LVEF, bottom left) significantly de-
crease with aging. As a consequence,
the prevalence of left ventricular hyper-
trophy (LVH), inadequate diastolic fill-
ing, and systolic performance increases
with aging.
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Aritmie 

 Battiti ectopici,  
 FAP 
 TPSV 
 SSS 
 TV 
 Blocchi di branca 

Più frequenti durante esercizio 
fisico 
 
La guarigione ripristina la 
normalità? 

40% dei pazienti acromegalici 
= 

 disturbi del ritmo 
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Potenziali tardivi= fattore predittivo per aritmia  

56

6
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Acro attivi Acro cured

Acromegaly Controls P 

QRS duration (ms) 115 ± 11 109 ± 7 0.0027 
RMS 40 (µV) 29 ± 15 42 ± 19 0.0002 
LAS 40 (ms) 37 ± 8 30 ± 4 0.0004 

Prevalenza 

adapted from 

Late potentials were not related to muscle mass index.  
The association of disease activity with the detection of late 
potentials was independent of age, gender, duration of the 
disease and body mass index 
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•  Sottostimata 
–  Prevalenza superiore al 70% 

•  Tutti i pazienti necessitano 
attenta valutazione  
–  Sintomi 
–  Strumentali 

 
•  Necessaria una maggiore 

compliance per CPAP e altri 
dispositivi 

•  Consulenza maxillo-faciale? 

Il miglioramento SAS è solo parzialmente 
dipendente dal compenso ormonale 

 

	  Davi,	  et	  al.	  Eur	  J	  Endocrinol.	  2008	  
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Cardiopatia-CVD 

Sindrome apnee notturne (SAS) 

Diabete Mellito 

Ossa e articolazioni 

Poliposi intestinale 

Qualità di vita (QoL) 

Ipogonadismo/sessualità 

Altro… 
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The	   aim	   of	   this	   work	   coordinated	   by	   the	   Italian	   Study	   group	   on	   co-‐
morbidiKes	  evaluaKon	  and	  treatment	  in	  acromegaly	  (COM.E.T.A.)	  was	  to	  

assess,	  on	  a	  naKonal	  basis,	  the	  applicaKon	  in	  the	  clinical	  pracKce	  of	  the	  

Versailles	   criteria	   for	   diagnosis	   and	   treatment	   of	   cardiovascular	  

comorbiKes	  in	  acromegaly	  

J. Endocrinol. Invest. 31: 731-738, 2008 	  
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Cardiovascular comorbidities in acromegaly
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DISCUSSION
From the analysis of the answers received to this ad hoc
questionnaire, several interesting points of discussion
arise since most of the interviewed endocrinologists re-
ported to follow directly acromegalic patients from di-
agnosis to therapy and during the whole follow up. The
large majority of them are aware of the clinical relevance
of hypertension and cardiomyopathy in the management
of acromegalic patients and they directly deal with the
diagnosis of these complications. Concerning treatment,
they directly manage hypertension and, even only in
some cases, left ventricular hypertrophy, but they gen-
erally send the patient to the specialist for the treatment

of congestive heart failure and arrhythmias.
The prevalence of hypertension is perceived to be slight-
ly higher than that reported in the literature (7); in fact, a
quarter of the endocrinologists interviewed reported in
their series a prevalence higher than 50%.
More than the half of the endocrinologists have report-
ed the necessity to use, in the diagnosis and in some
case also for the follow up of hypertension, ABPM, for a
more precise assessment of blood pressure, as sug-
gested by Versailles guidelines (4) and this is particular-
ly interesting if we consider that very few studies (22-25)
have so far used ABPM in the evaluation of hyperten-
sive acromegalic patients.
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Fig. 4 - Cardiovascular diseases condi-
tioning prognosis in acromegalic pa-
tients. White bars represent positive re-
sponses, and black bars represent nega-
tive responses.

Fig. 5 - A) Evaluation of acromegalic car-
diomyopathy at diagnosis. White bars
represent positive responses, and black
bars represent negative responses. B)
Evaluation of acromegalic cardiomyopa-
thy during follow up. White bars repre-
sent positive responses, and black bars
represent negative responses. ECG:
electrocardiogram.

© 2008, Editric
e Kurtis
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EvaluaKon	   of	   acromegal ic	  
cardiomyopathy	   at	   diagnosis.	  
Black	  bars	  represent	  negaKve	  responses.	  

	  
	  
	  
	  
EvaluaKon	   of	   acromegal ic	  
cardiomyopathy	   during	   follow	  
up.	  	  
Black	   bars	   represent	   negaKve	   responses.	   ECG:	  
electrocardiogram.	  

J. Endocrinol. Invest. 31: 731-738, 2008 	  
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focusing on diagnosis and handling of cardiac co-morbidities of
the disease (Table 1B).

RESULTS
General features
One hundred and twenty-seven questionnaires were re-
turned to the COM.E.T.A. coordinating Center by the
end of February 2007. Only one questionnaire in which
24 answers were not duly completed was not included
in the analysed data.
Participation in the study exceeded 96% of the contact-
ed Centers, and results of this investigation as per the
answers received are reported here below.
Acromegaly was considered a disease of primary rele-
vance for 99 (78.6%) of the interviewed endocrinologists
and 86.5% of acromegalic patients resulted to be directly
followed in the Center in which the diagnosis of
acromegaly was made. The majority of the endocrinolo-
gists reported to follow directly hypertension (82%) but
not left ventricular hypertrophy (32%), congestive heart
failure (19%), and arrhythmias (8%).

Specific findings
Hypertension
Hypertension could be detected in 36-50% of the
acromegalic patients according to 50 (40%) of the inter-
viewed endocrinologists, however 30 (23.8%) of them at-
tributed to this comorbidity a greater prevalence (>50%
of acromegalic patients). Diagnosis was reported to be
performed by random BP assessment or ABPM according
to 68 (54%) of the answers received. In 39 cases (31%)
the diagnosis of hypertension may be made considering
the presence of anti-hypertensive treatment and in 23
cases (18%) by cardiologic consultation.
Most frequently used instrumental and laboratory assess-
ments have been indicated echocardiography and doppler
ultrasound of carotid arteries respectively by 121 (96%) and
80 (63.5%) of the interviewed specialists. Plasma lipid pro-
file and catecholamines were reported to be also frequently
evaluated in hypertensive patients by 105 (83.3%) and 41
(32.54%) of the specialists, respectively. Only 2 (1.59%) of
interviewed endocrinologists did not prescribe any of these
examinations while some of them (33, 26%) suggested oth-
er instrumental and laboratory assessments (Fig. 1).

Anti-hypertensive treatment was reported to be directly
prescribed by endocrinologists in 90 (71.43%) of the Cen-
ters while therapy was prescribed by a cardiologist in 48
(38.1%) Centers or by an Internist or a General Practi-
tioner in 15 (12%) and 10 (8%) of the cases, respectively.
Diabetes, cardiac hypertrophy, and arrhythmias were the
co-morbidities which most influence antihypertensive
therapy prescription according to 100 (79.4%), 79
(62.7%), and 67 (53.2%) of the interviewed endocrinolo-
gists, respectively; while only in 8 cases (6.3%) no one
co-morbid conditions seemed to influence the anti-hy-
pertensive therapy prescription. Only 1 (0.79%) inter-
viewed endocrinologist included lipid profile among the
relevant co-morbid conditions.
One hundred and five of the interviewees (83.3%) stated
that blood pressure control was very important in the man-
agement of the acromegalic patient and, according to 48
(38.1%) of the answers, control can be reached successful-
ly by normalisation of GH and IGF-I hypersecretion with so-
matostatin analogs in 20 to 60% of the acromegalic pa-
tients. ACE inhibitors and angiotensin receptors blockers
(ARB) were reported to be the most widely used drugs to
treat hypertension being prescribed by 77 (61%) as first
choice anti-hypertensive while β-blockers or calcium an-
tagonists or other orally effective anti-hypertensive agents
were currently used in less than 5.0% of the cases. Inter-
estingly, about one third (31%) of the interviewees declined
to select the first choice anti-hypertensive treatment (Fig. 2).
Random BP assessment every 3 months was reported to
be used in 77 (61%) Centres for the follow-up of patients
although a yearly or biannual ABPM was reported in 29
(23.0%) and 15 (12%) Centers, respectively. Less fre-
quently (13, 10%) biannual random BP assessment was
used. About 15% (18) of the interviewees used other
strategies for the follow-up of hypertension in acrome-
galic patients (Fig. 3).
In the follow-up of hypertension echocardiographic ex-
amination every 12 months was deemed mandatory by
103 (81.7%) of the specialists. More than 20% of the in-
terviewees considered mandatory a yearly ABPM or a
yearly evaluation of lipid profile. By 16% of the endocri-
nologists, doppler ultrasound of carotid arteries was con-
sidered the most important examination in the follow up
of these patients. In 14 cases (11%) other examinations
(especially fundus oculi) were mentioned.
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Fig. 1 - Instrumental and laboratory as-
sessments in hypertensive patients with
acromegaly at diagnosis. White bars rep-
resent positive responses, and black bars
represent negative responses.
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Instrumental	  and	  laboratory	  assessments	  
with	   acromegaly	   in	   hypertensive	  
pa@ents	  at	  diagnosis.	  	  
Black	  bars	  represent	  negaKve	  responses.	  

A. Giustina, T. Mancini, P.F. Boscani, et al.
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Cardiomyopathy
As far as clinical aspects of acromegalic cardiomyopathy
were concerned, left ventricular hypertrophy was the con-
dition reported by 104 (82.5%) of the interviewed en-
docrinologists as the most relevant aspect observed in
acromegalic patients, followed by diastolic dysfunction,
congestive heart failure and systolic dysfunction, which
were considered the most relevant complications by 37
(30%), 15 (12%), and 3 (2.3%) of the endocrinologists, re-
spectively.
Left ventricular hypertrophy could be detected in 20-60%
of the acromegalic patients according to 87 (69%) of the
interviewed endocrinologists; however, for 20 of them
(16%) this percentage exceeded 60% of patients.
The control of GH and IGF-I axis improves left ventric-
ular hypertrophy in 20-60% of patients according to 80
(63%) endocrinologists and for 14 (11 %) this percent-
age may exceed 60%. More than half of the intervie-
wees reported that arrhythmias, valvular alterations, and
cardiac ischemia could be detected in less than 20% of
the patients.
Congestive heart failure, even if considered less frequent,
was thought to have the greatest influence on prognosis
of patients as reported by 94 (74.6%) of the endocrinolo-
gists, other conditions influencing prognosis being con-
sidered cardiac ischemia by 26 (20.63%), arrhythmias by
19 (15.8%), and valvular alterations by 11 (8.73%) (Fig. 4).
Disease duration and unsatisfactory control of GH and
IGF-I hypersecretion were reported as the major risk fac-
tors correlated to the development of the acromegalic

cardiomyopathy by 93 (73%) and 67 (53%) of the en-
docrinologists, respectively. Fourty-four (35%) specialists
considered hypertension the factor more correlated to
cardiomyopathy. Finally, 22 of the interviewees (18%)
mentioned age as the most important risk factor for car-
diomyopathy development and only one specialist men-
tioned diabetes as other risk factor.
For 83 endocrinologists (65.7%), in the management
of the acromegalic cardiomyopathy is not important
the therapeutic tool employed but the achievement of
the biochemical control of the disease; while 17 (13%)
and 32 (25%) of them reported that, neurosurgery and
somatostatin analog, respectively, represented the best
option.
Considering the evaluation of acromegalic cardiomy-
opathy, at diagnosis, independently of the presence of
hypertension, echocardiography was still the examina-
tion most frequently prescribed (114, 90%) together with
a standard 12-lead ECG and 24-h ECG prescribed by 88
(70%) and 19 (15%) of the specialists, respectively (Fig.
5A). During the follow-up, yearly echocardiography (88%)
and yearly 12-lead ECG (65%) remained the most fre-
quently prescribed examinations (Fig. 5B).
Finally 86 (68.2%) of the specialists deemed as extreme-
ly important biochemical control of acromegaly to plan
visit schedules and instrumental or laboratory assess-
ments for the cardiovascular follow-up of acromegalic pa-
tients and considered less important the basal cardiopa-
thy (54%), the concomitant presence of diabetes (40%)
and age (24%).
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Fig. 2 - First choice anti-hypertensive
treatment in acromegalic patients. White
bars represent positive responses, and
black bars represent negative responses.
ARB: angiotensin receptors blockers.

Fig. 3 - Instrumental assessments for the
follow up of hypertension in acromegalic
patients. White bars represent positive re-
sponses, and black bars represent nega-
tive responses. BP: blood pressure; ABPM:
ambulatory blood pressure monitoring.
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Instrumental	   assessments	   for	   the	  
fo l low	   up	   of	   hypertens ion	   in	  
acromegalic	  paKents.	  	  
Black	  bars	  represent	  negaKve	  responses.	  BP:	  blood	  pressure;	  ABPM:	  
ambulatory	  blood	  pressure	  monitoring.	  

J. Endocrinol. Invest. 31: 731-738, 2008 	  
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In conclusion, the results of this national survey 
among Italian endocrinologists concerning the awareness 
and the management of cardiovascular complications in 

acromegaly suggest that available international 
guidelines have been generally well 
perceived and apparently translated into clinical 
p r a c t i c e . 
Specifically: 
 
1. echocardiography is considered the 
mainstay for the diagnosis and follow-up of 

cardiovascular complications of acromegaly; 
 
2. ABPM and blood lipid assessment are 
performed in most hypertensive acromegalic patients; 
 
3. most endocrinologists directly 
manage hypertension in acromegaly and are 
aware of the uncertainty of the effect of the control of the GH/

IGF-I axis on blood pressure levels; 
 
4. ACE inhibitors and ARB are first choice anti-hypertensive 
treatment; 
 

5. approximately half of the centers consider somatostatin 
analogs of paramount relevance for biochemical control of 
disease and of its cardiovascular comorbidities such as 
hypertension and left ventricular hypertrophy; 
 
6. awareness that left ventricular 
hypertrophy and heart failure are the 
m o s t r e l e v a n t c a r d i o v a s c u l a r 
complications in acromegalic patients 
is high although the prognostic 
r e l e v a n c e o f  o t h e r c a r d i a c 
complications (ischemic, arrhythmic, 
and valvular) is less well perceived. 

J. Endocrinol. Invest. 31: 731-738, 2008 	  
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COMETA	  OSAS	  

The	   aim	   of	   this	   second	   naKonal	   invesKgaKon	   was	   to	  
assess	   among	   Italian	   Endocrine	   Centers	   the	   awareness,	  
the	  diagnosKc	  tools	   	  and	  treatment	  of	  SAS	  in	  acromegaly	  
and	  to	  compare	  the	  results	  to	  internaKonal	  guidelines	  

J. Endocrinol. Invest. 31: 731-738, 2008 	  
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1)  M o s t c e n t e r s m a n a g e 
directly    acromegalic 
patients but diagnosis and 
treatment of SAS  is 
perfomed in collaboration 
with other specialists  

2)  SAS is believed to be a 
frequent  complication of 
acromegaly and PSG is 
c o n s i d e r e d t h e b e s t 
diagnostic tool but only 
few  patients undergo this 
evaluation in clinical practice 

3)  Tr e a t m e n t o f S A S i s 
considered  central for 
i m p r o v e m e n t o f o t h e r 
acromegalic co-morbidities, 
i . e . h y p e r t e n s i o n a n d 
arrythmias 

4)  GH/IGF-I normalization is 
thought to decrease the 
severity  of SAS 

5)  C-PAP is the treatment of 
choice of SAS 

J. Endocrinol. Invest. 31: 731-738, 2008 	  
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Bondanelli	  M	  et	  al.	  Pituitary	  2001	   Prevalenza 18-60% 
Media 35% 
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ACROMEGALIC PATIENTS ITALIAN POPULATIONS 

33% 
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Op@mal	   control	   of	   comorbidi@es	   should	   be	   achieved	   with	   the	   most	  

effecKve	   treatments	   for	   both	   acromegaly	   and	   the	   specific	   comorbidi@es	  

(SR)	  (45,	  59–61).	  

Cardiovascular	  disease,	  hypertension,	  diabetes,	  sleep	  apnea,	  and	  arthralgia	  

are	  all	  improved,	  although	  only	  parKal	  regression	  may	  occur,	  in	  paKents	  with	  

normalized	  GH	   levels	   (MQ)	   (59,	   62).	  Cardiovascular	   risk	   factors	   should	  be	  

acKvely	  iden@fied	  and	  treated	  (SR)	  (52).	  	  

ObstrucKve	   sleep	   apnea	   is	   a	   comorbidity	   that	   may	   occur	   in	   25–60%	   of	  

paKents.	  Sleep	  quality	  and	  disturbances	  in	  paKents	  with	  acromegaly	  require	  

detailed	  assessment	  and	  appropriate	  referral	  for	  management	  (SR)	  (63).	  
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Clin	  Endo	  2005	  

HR ixtensione 
in 

acromegalia 
= 

1.9 
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Possibili fattori patogenetici coinvolti nello sviluppo 
dell’ipertensione nell’acromegalia 

Bondanelli	  et	  al.	  Pituitary	  2001	  
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Misurazione pressoria  
rilevazione random vs ABPM 

BP value Clinical BP 24-h-BP Daytime BP Nighttime BP 

SBP (mmHg) 136.1±16.3 131.1±21.5 137.8 ± 20.9 118 ± 23.2 

DBP (mmHg) 88.8 ± 8.1 74.6± 10.6 78.6 ± 11.5 66.7± 10.9 

Minniti et al., Clinical Endocrinology 1998 

Prevalenza ipertensione 42 % (clinical BP) vs 17 % (ABPM) 
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Protocollo	  di	  studio	  	  

Effe`	   del	   controllo	   della	   secrezione	   di	   GH	   e	   di	   IGF-‐I	  

sulla	  pressione	  arteriosa	  e	  sul	  ritmo	  cardiaco	  in	  pazienK	  

con	  acromegalia	  a`va	  
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Obiettivo primario:  
 
Valutare in pazienti con acromegalia attiva gli effetti della 

secrezione di GH e IGF-I sulla pressione arteriosa dopo 

24±2 settimane di dosi titolate di lanreotide Autogel 120 

mg secondo la programmazione di trattamento individualizzato per ogni 

singolo paziente.  
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ObieJvi	  secondari:	  
Valutare	  in	  pazienK	  con	  acromegalia	  a`va	  in	  terapia	  a	  dosi	  Ktolate	  di	  lanreoKde	  
Autogel	  120	  mg:	  
	  
1)	  gli	  effe`	  della	  secrezione	  di	  GH	  e	  IGF-‐I	  sulla	  pressione	  arteriosa	  dopo	  50±2	  
seJmane.	  
2)	  gli	  effe`	  del	  controllo	  della	  secrezione	  di	  GH	  e	  IGF-‐I	  sul	  ritmo	  e	  sull'ipertrofia	  
cardiaca.	  
3)	   la	   percentuale	   di	   pazien@	   ben	   controlla@	   dopo	   50±2	   se`mane	   di	  
tra*amento	  
4)	  il	  numero	  di	  pazienK	  che	  richiedono	  variazione	  della	  terapia	  an@pertensiva	  
per	  incremento	  o	  riduzione	  dei	  valori	  pressori	  a	  24±2	  e	  50±2	  seAmane.	  

5)	  cambiamenK	  della	  qualità	  di	  vita	  (AcroQoL).	  
6)	  il	  grado	  di	  soddisfazione	  del	  paziente	  alla	  terapia	  medica.	  
7)	  i	  cos@	  del	  traSamento	  con	  SSA	  e	  farmaci	  anKipertensivi.	  
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Lo	  studio	  mul@centrico,	  aperto,	  con	  un	  singolo	  braccio	  
	  
	  

Centri	  coinvol@	  n.	  24	  
Centri	  aJvi	  n.	  11	  
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1)  Monitoraggio ambulatoriale 24 ore della pressione arteriosa 

(ABPM); riduzione di almeno 4 mmHg di pressione arteriosa rispetto al 

basale rappresenta l’end-point principale di efficacia 

2)  Holter	  ECG	  24	  ore 

3)  Ecocardiogramma	  (IVsx)	  

4)  GH	  <	  2.5	  ng/ml;	  IGF-‐I	  di	  norma	  x	  età	  

5)  QuesKonario x Sintomi	  di	  mala`a	  	  

6)  QuesKonario	  soddisfazione	  

Metodi	  
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M e F 18 e 75 anni 
Acromegalia attiva di nuova diagnosi  
Acromegalia attiva già operata o sottoposta a RT  
Acromegalia con trattamento in atto o pregresso con analoghi 
della somatostatina senza adeguato controllo della malattia 
 
Ipertensione arteriosa in stabile controllo 
 
Consenso scritto informato 

SoggeJ	  

Pazienti arruolati al 07/11/2012  
n. 20 
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Risulta@	  in	  corso	  di	  elaborazione	  
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I	  daK	  della	  le*eratura	  suggeriscono	  che	  nell’acromegalia	  
	  
1)	  L’ipertensione	  arteriosa	  ha	  patogenesi	  mul@faSoriale	  
	  
2)	   La	  cronica	  esposizione	  ad	  una	   ipersecrezione	  di	  GH/IGF-‐I	   facilita	   lo	   sviluppo	  
dell’ipertensione	  (probabilmente	  tramite	  un	  aumentato	  riassorbimento	  renale	  di	  sodio	  -‐
ridoEa	  secrezione	  di	  ANP	  e	  conseguente	  espansione	  dei	  fluidi)	  
3)	  La	  disfunzione	  simpa@ca	   	  può	  avere	  un	  ruolo	  nello	  sviluppo/mantenimento	  
degli	  	  elevaK	  livelli	  	  pressori	  
	  
4)	  Il	  controllo	  ormonale	  di	  mala`a,	  indipendentemente	  da	  come	  o*enuto	  (NCH,	  
RT,	  SSA)	  si	  associa	  ad	  una	  riduzione	  dei	  livelli	  pressori	  
	  
5)	   La	  misurazione	   pressoria	   tramite	   ABPM	   è	   la	   metodica	   più	   affidabile	   per	  
diagnosKcare	  l’	  ipertensione	  	  (la	  misurazione	  clinica	  sovrasKma)	  
	  

Take home message 
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Nell’acromegalia	  	  

1) La	   diagnosi	   di	   ipertensione	   arteriosa	   dovrebbe	   essere	   effe*uata	   con	  

ABPM	  

2)	  Il	  controllo	  pressorio	  può	  essere	  o*enuto	  con	  approccio	  mul@-‐faSoriale	  

a) Controllando	  l’ipersecrezione	  di	  GH/IGF-‐I	  	  
b) UKlizzando	   preferenzialmente	   	   Beta-‐bloccan@,	   ACE-‐inibitori/Sartani,	   diure@ci	  

sodio-‐disperden@	  

	  

Take home message 
In clinical practice 
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www.cometacommunity.it 

Grazie 
 

Join us 
 


