A case of severe long-term secondary
hyperparathyroidism (Sagliker syndrome)
in a patient treated with intermittent
hemodialysis

In a 50-year-old man malocclusion of the upper and lower jaws, lower height
than in the previous years, peculiar appearance of the fingertips - upward curved
development of phalanges (Sagliker syndrome) developed during 25-years of
treatment with intermittent hemodialysis as a result of severe secondary hyper-
parathyroidism (sHPT) complicating end-stage renal disease. Serum concen-
tration of intact parathyroid hormone during 2004-2010 (up to 6 results each
year) was 1180 % 514 pg/ml (mean * SD). At present, a poor general condition of
the patient disqualified him from parathyroid gland surgery. Some improvement
in laboratory indices of sHPT severity was obtained with combined medication
with calcium carbonate, active vitamin D and cinacalcet hydrochloride.

(NEFROL. DIAL. POL. 2011, 15, 57-60)

U 50-letniego mezczyzny w ciggu 25 lat leczenia powtarzang hemodializg
rozwinely sie zmiany kostne (znieksztatcenie twarzoczaszki, obnizenie wzro-
stu, znieksztalcenie koncéwek palcow), bedace skutkiem ciezkiej wtérnej nad-
czynnosci przytarczyc (sHPT), wiklajacej schytkowa chorobe nerek (zesp6t Sa-
glikera). Stezenie natywnego parathormonu w surowicy w latach 2004-2010 (do
6 wynikéw rocznie) wynosito 1180 * 514 pg/ml (Srednia * SD). Obecnie zly stan
ogolny chorego nie kwalifikuje go do wykonania chirurgicznego usunigcia przy-
tarczyc. Poprawe laboratoryjnych wskaznikéw sHPT uzyskano w wyniku skoja-
rzonego leczenia weglanem wapnia, aktywnym preparatem witaminy D i chloro-

wodorkiem cynakalcetu.

Introduction

Chronic kidney disease and progressi-
ve renal failure are associated with phospha-
te retention and impaired formation of acti-
ve vitamin D, leading to hypocalcemia, in-
creased secretion of parathyroid hormone
(PTH), and hyperplasia of the parathyroid
glands. Elevations in PTH occur early in re-
nal insufficiency (at creatinine clearance of
60 mL/min) in a physiologic attempt to nor-
malize calcium, phosphorus, and vitamin D
levels [9]. Chronic secondary hyperparathy-
roidism (sHPT) produces deleterious effects
on bone and mineral metabolism. Renal
osteodystrophy, loss of bone mineral densi-
ty, bone pain, and fractures are common
complications of sHPT [11].

In the XX century ugly facial changes
with leontiasis ossea as an extremely rare
form of renal osteodystrophy have been
occasionally reported in the literature [2,3].
Sagliker and his co-workers have demon-
strated that in the XXI century, despite gre-
at advances in medicine it is still possible

(NEPHROL. DIAL. POL. 2011, 15, 57-60)

to meet patients with ugly face appearan-
ces and other disturbances of the skeletal
system, which emerged in the course of
untreated or inadequately treated sHPT.
Their efforts in looking for such patients re-
sulted in 2004 in a creation of a new syn-
drome - Sagliker syndrome (SS), which is
defined as uglifying face appearance in se-
vere and late sHPT in the course of chronic
renal failure [14]. Incidence of SS in hemo-
dialysis (HD) patients was evaluated to be
approximately 0.5%. In 2008, Sagliker et al.
[13] have encountered 40 cases of SS by
performing an international study in Turkey,
India, Romania, Egypt, Maleysia, Tunis, and
China.

In 2006, abnormalities in cephalometric
evaluation (malocclusion of the upper and
lower jaws) [15] and neurologic manifesta-
tions (the most frequently headache, poly-
neuropathy, cranial neuropathy, fatique) [6]
in patients with SS were presented. Recen-
tly (2008-2010), quality of life [12], psychia-
tric manifestations (depression, hopeles-

Nefrologia i Dializoterapia Polska ¢ 2011 ¢ 15 « Numer 1

DONIESIENIA
KLINICZNE

Alicja E. GRZEGORZEWSKA!

Vanessa KACZMAREK-LEKI?

Katedra i Klinika Nefrologii, Transplantologii
i Chorob Wewngtrznych Uniwersytetu
Medycznego im. Karola Marcinkowskiego

w Poznaniu

Kierownik: Prof. dr hab. n. med. Andrzej Oko

NZOZ Migdzynarodowe Centrum Dializ Poznan
Oddziat Ostrow Wielkopolski
Kierownik: Dr n. med. Robert Krawczyk

Stowa kluczowe:

* przewlekta niewydolnos¢ nerek
* cynakalcet

* hemodializa

* zespOt Saglikera

» wtorna nadczynno$¢ przytarczyc

Key words:

» chronic kidney failure

* cinacalcet

* hemodialysis

» Sagliker syndrome

* secondary hyperparathyroidism

Praca byta dotychczas publikowana

W postaci zagranicznego streszczenia zjazdowego
i prawdopodobnie bgdzie publikowana w postaci
polskiego streszczenia zjazdowego

Praca byta prezentowana w formie istnej
podczas Dorocznej konferencji Dializacyjnej
w Phoenix (USA), 20-22.02.2011

Adres do korespondenciji:

Prof. dr hab. n. med. Alicja E. Grzegorzewska
Katedra i Klinika Nefrologii, Transplantologii

i Choréb Wewnetrznych U.M. w Poznaniu
60-355 Poznan; ul. Przybyszewskiego 49
Tel.: (61) 8691 700; Kom.: 696 08 44 87
Fax: (61) 8691 688

e-mail: alicja_grzegorzewska@yahoo.com

57



Figure 1

Appearance of the patient in the first year of treat-
ment with intermittent hemodialysis.

Wyglad chorego w pierwszym roku leczenia powta-
rzang hemodializa.

sness) [10] and audiological findings (he-
aring loss) [4] were described in these pa-
tients.

Although there is a great advance in dia-
gnosis and treatment of sHPT in end stage
renal disease (ESRD), new cases of mar-
ked facial changes [1, 5] and full-symptom
SS are still found [16]. Detailed signs and
symptoms of SS we have presented in the
last issue of Nefrologia i Dializoterapia Pol-
ska [7]. At present, we would like to show a
case of SS found in Poland in 2010.
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Figure 2

Appearance of the patient in the 25th year of treat-
ment with intermittent hemodialysis.

Wyglad chorego w 25-tym roku leczenia powtarza-
ng hemodializa.

A case report

A Caucasian male patient, at present 50.0
years old, started intermittent HD at November 1,
1985 in the university department of nephrology,
located 148 kilometers from his house, due to
ESRD in the course of chronic glomerulonephritis
(Fig. 1). In 1987, he underwent renal transplanta-
tion from a dead donor, but due to severe acute
rejection a transplant never took up a proper func-
tion and the patient continued HD treatment.

In March 19, 1993, he changed a dialysis cen-
ter for a new one, situated 24 kilometers from his
house. Chest x-ray examination showed at that
time a symmetric pectoral cavity. In January, 1994,
his left arm was broken in the traffic accident. In
1994-1995, serum activity of total alkaline phospha-
tase was 1950-1235 IUIL, respectively. In Octo-
ber, 1995, he suffered from fragile fracture of the
left femoral neck. In April, 1996, he was sent to the
university department of nephrology for diagnosis
of sHPT. Bone scintigraphy showed an increased

Figure 3

Face appearance shown in the patient in the 25th
year of treatment with intermittent hemodialysis.
Wyglad twarzy chorego w 25-tym roku leczenia po-
wtarzang hemodializa.

tracer uptake in plane bones, skull, mandible, spi-
ne, sacral bone, and extremities of long bones.
Serum PTH concentration was 378.6 pg/ml (nor-
mal range 8 - 76 pg/ml). (99m)Tc-MIBI scintigra-
phy did not reveal enlargement of parathyroid
glands and due to this fact and relatively not very
high serum PTH concentration he was not quali-
fied for parathyroidectomy. The next available se-
rum level of intact PTH (1681 pg/ml) was from Ja-
nuary 30, 2004 (normal range 15 - 63 pg/ml).

In December 17, 2005 he changed dialysis
center again for a new one built in the town he
lives. Serum concentration of intact PTH during
2004 - 2010 (up to 6 results each year) was 1180
+ 514 pg/ml (mean £ SD). In 2010 the dialysis
center was visited by a physician who has known
the patient from the university department of ne-
phrology. The difference in the patient appearan-
ce was striking. Osteoporotic fractures of bone
spine, right-sided scoliosis and kyphosis resulted
in a decrease of height from 176 cm to 151 cm.
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Proportions of the body changed (Fig. 2). Body
mass decreased from 64 kg to 47 kg. Characteri-
stic face appearance (malocclusion of the upper
and lower jaws) (Fig. 3) and peculiar appearance
of the fingertips: upward curved development of
phalanges (Fig. 4) resulted in a diagnosis of SS.
Only pharmacological medication of sHPT
(aluminum hydroxide in past, calcium carbonate,
sevelamer hydrochloride, active vitamin D) was
used in the course of dialysis treatment in this pa-
tient. At present, a poor general condition of the
patient, especially respiratory insufficiency with
dyspnoea even in the rest, disqualified him from
parathyroid glands surgery. In April 2010, cinacal-
cet hydrochloride in increasing doses (30 mg at
the start to 120 mg) was added to medication with
calcium carbonate and active vitamin D resulting
during April - November in a gradual decrease of
serum concentrations of PTH (1501 - 1257 - 825
pg/ml), total calcium (2.25 - 2.06 mmol/l, normal
range 2.00 - 2.75 mmol/l) and phosphorus (3.12 -
1.54 mmol/l, normal range 0.97 - 1.51 mmol/l).

Closing remarks

In the XXI century, despite great advan-
ces in management of sHPT it is still possi-
ble to meet patients with characteristic face
appearances and other disturbances of the
skeletal system, which emerged in the co-
urse of untreated or inadequately treated
sHPT.

The experts involved in a preparation of
Kidney Disease Improving Global Outcomes
(KDIGO) Clinical Practice Guideline for tre-
atment of dialyzed patients with ESRD sug-
gest maintaining PTH levels in the range of
approximately two to nine times the upper
normal limit for the assay [8]. In patients with
elevated or rising PTH, calcitriol, or vitamin
D analogs, or calcimimetics, or a combina-
tion of calcimimetics and calcitriol or vita-

min D analogs are suggested to be used to
lower PTH. In patients with severe sHPT
who fail to respond to pharmacological the-
rapy, parathyroidectomy is suggested, which
performed by an expert surgeon generally
results in a marked, sustained reduction in
levels of serum iPTH, calcium, and phospho-
rus. Subtotal parathyroidectomy or total pa-
rathyroidectomy with autotransplantation
also effectively reduces elevated levels of
PTH, calcium, phosphorus, and alkaline
phosphatase. However, there is no eviden-
ce showing how long is reasonable to wait
for potential effects of pharmacological the-
rapy. Waiting to long may result in a deve-
lopment of SS, frequently associated with a
poor clinical state unsuitable for surgery.
When pharmacological treatment of sHPT
does not lead to adequate regulation of pa-
rathyroid function, a decision of parathyro-
idectomy should not be put off. In a long-
term HD patient with sHPT, the first fragile
bone fracture may be a serious indicator
predictive further progression of bone ab-
normalities and SS development, and per-
haps is the last ringing bell for successful
parathyroidectomy. In time parathyroidecto-
my may control and partially ameliorate bone
changes shown in SS [17]. Moreover, cor-
rectional surgical treatments performed after
parathyroidectomy may significantly impro-
ve facial appearance and give sustained
effect [2].

In the last years, a great advance in the
treatment of sHPT was made due to intro-
ducing calcimimetic agents, which are re-
commended by KDIGO Clinical Practice
Guideline for treatment of sHPT in dialysis
patients [8]. It is unknown if they are able to
make SS a history, but calcimimetics may
be a hope for at least some SS patients for
slowing or stopping progression of bone
deformations.
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Figure 4

Upward curved development of distal phalanges of
the index (A), thumb (B) and foot fingers (C) shown
in the patient in the 25th year of treatment with inter-
mittent hemodialysis.

Znieksztatcenie koricéwek palcéw z wykrzywieniem
w gore dystalnego paliczka wskaziciela (A), kciuka
(B) i palcéw stopy (C) u chorego w 25-tym roku le-
czenia powtarzang hemodializa.
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