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BTOPUYHbIA N TPETUYHBIA TUNEPMNAPATUPEO3 NPU XPOHUYECKOW BOJIE3HU

MOYEK
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'OIBY «HMUWL sHpokpuHonorumy MuHanpasa Poccum, Mocksa, Poccus
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Llenn neyeHra BTOPUYHOTO r1nepnapaTMpeonsa y NaLMeHToB C XPOHMYECKO BONe3HbI0 Moyek HanpaBneHbl Ha NPeAoTBpaLleHne
NPOrpeccMpoBaHa 3aboneBaHna 1 NoAaBAeHne akTMBHOCTY OKOMOLUTOBUAHBIX Kene3 C MOMOLLBbIO MOAYNALMK peLienTopos
K BUTaMUHY D 1 KanbUM-4yBCTBUTENBHBIX PeLenTopoB. OfHAKO BO3MOXHOCTY TePanuu orpaHnyeHsl NMpu TAKENOM TEYeHU -
nepnapaTpeo3sa; MOHOKOHaNbHbIE U3MEHEHWA 1 y3M10BasA TPaHCHOPMaLIMA xene3 C NoTepelt PeLenTopoB K BUTamnHy D 1 kanb-
umnio GOPMUPYIOT PE3UCTEHTHOCTD K YKa3aHHOW Tepanuu C pa3BUTUEM MeMKAaMEHTO3HO HeynpaBaAemoro runepnapaTvpeosa.
B cBA3n C uem popmmpyeTca KoropTa NauMeHTOB, HYKAAIOWMXCA B XUPYPrUUYECKOM NeveHunn. Y 3TUX NaLUmMeHToB, faxe nocne
NpoBeAeHWA yCNelHOM TPaHCMIaHTaLUMM NOYKM HE MPOUCXOANT HOPMaNM3aLUmMA MUHEPaNbHO-KOCTHBIX HAPYLeHW 1 HabnofaeT-
CA NepcUCTEHUMA rMnepnapaTupeosa C PasBUTUEM TPETUYHOTO rMneprapaTMpeon3a C rmnepkanbUmuemven 1 rnnodocdatemven.
MNapaTtupeounaskTomMmns aBaAeTcA 3GGeKTUBHLIM METOAOM NIEYEHNA TAKENOTO TMNepnapaTnpPen3a, Pe3NCTEHTHOMO K MeMKaMeH-
TO3HOW Tepanuu.

B cTaTbe npeacTaBneH pesysbraT COOCTBEHHOMO AUTENBHOMO HABMOAEHWA 1 KOMIIEKCHOTO MOAXOAA K NIEUYEHMI0 Pa3vuHbIX
GopM r1nepnapatMpeosa (BTOPWUHDBIN 1 TPETWUHbIN) Y NalMeHTa C XPOHUYECKOW 6oMe3Hbio NoYek (5 CTaauns, 3aMecTuTesbHas
novyeyHas Tepanvis MporPamMmmHbIM reMogManM30oM 1 COCTOAHWE NOCe NPOBEAEHWA anioTpaHcinaHTaLmmn Noykn). ObcyxaaoTcs
CNOXKHOCTY AMArHOCTUKA U BO3MOXKHOCT MHOTOKOMIOHEHTHOM Tepanuv MUHepPanbHO-KOCTHBIX HAPYLLIEHUIA MPY XPOHUYECKON
60ne3HI NMoYeKk Ha NPUMepEe KANHUYECKoro ciydas. MpoaeMoHCTPUPOBAHO, YTO TOMbKO KOMIMIEKCHbIN MOAXOA K Npobieve Mo-
XeT aTb NMONOXKUTENbHbIN SGGEKT MeANKAMEHTO3HOO fleUeHns BTOPUYHOTO r1neprnapaTnpeosa, Ho Npm passuTum NepcucTmpy-
foLL|ero TPETUYHOTO MneprapaTMpeosa Nocae anioTpaHCIaHTaL MM NMOYKM NOKa3aHa NapaTpeouaaKTOMMS.

KIMOYEBBIE CITOBA: Knurudeckul ciy4adl; 8mopuyHsIt 2unepndpamupeos; mpemuyHslt 2unepndpamupeos; YUHAKaasuem; napa-
MupeoudIKMOoMUA; 2eMoOUanu3; mpaHcnIaHmMayus NoYKu
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In the treatment of secondary hyperparathyroidism of end-stage chronic kidney disease, vitamin D receptor activation and al-
losteric modulators of the calcium-sensing receptor — inhibit glandular hyperplasia, reduce parathyroid hormone levels, impact
on bone turnover and mineral density. But the use of calcimimetic and vitamin D analogs or mimetics did not reduce the need
for parathyroidectomy for refractory hyperparathyroidism. The enlarged parathyroid gland and gland nodular transformation be-
came refractory to medical therapy and patient need for parathyroidectomy. Tertiary hyperparathyroidism is a state of excessive
secretion of parathyroid hormone after a long period of secondary hyperparathyroidism and renal transplantation.

In this article, we present the case of a Caucasian male with chronic kidney disease (end-stage on chronic hemodialysis and after
kidney transplantation) and different forms of hyperparathyroidism (secondary and tertiary). Our case study shows that only a
multi-interventional strategy is likely to be more effective treatment in cases of severe and refractory to medical therapy hyper-
parathyroidism.

KEYWORDS: Case report; secondary hyperparathyroidism; tertiary hyperparathyroidism; cinacalcet; parathyroidectomy, hemodialysis;
kidney transplantation

BACKGROUND CKD causes a complication cascade, including vitamin D

deficiency,hyperphosphatemia,changesincalcium-sensing

Currently, chronic kidney disease (CKD) is considered  receptor (CaSR) function in the parathyroid glands (PTG),

as a multidisciplinary medical problem rather than just lower gastrointestinal absorption of calcium, increased

a nephrological condition. Renal replacement therapy  synthesis of parathyroid hormone (PTH), hypertrophy and

(dialysis) and kidney transplantation are considered hyperplasia of PTG cells. Such hyperplasia involves PTG cell

complementary in the treatment of ESRD (end-stage renal  transformation accompanied by aggressive growth and
disease). A loss in the number of functioning nephrons in  reduced vitamin D receptor and CaSR expression [1, 2].
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Subjected to a timely initiated treatment, secondary
hyperparathyroidism (SHPT) in most patients can be
controlled by dietary phosphorus restrictions and
pharmacotherapy (phosphate-lowering agents, vitamin
D oral or parenteral formulations, calcimimetics) [3-
5]. However, there is a cohort of patients resistant to
the aforementioned therapy despite the achieved
success in the conservative treatment of CKD and
clear criteria for prescribing and monitoring. Even
after successful kidney transplantation these patients
still have mineral bone disorder and persistent
hyperparathyroidism with a consequent development
of tertiary hyperparathyroidism (THPT) accompanied by
hypercalcemia and hypophosphatemia. In a large-scale
observational retrospective study 18% of patients (108
out of 607 patients) were diagnosed with elevated PTH
levels and 8% (47 patients) had hyperparathyroidism
with hypercalcemia both within the first year after
successful kidney transplantation [6]. Parathyroidectomy
is an effective treatment of secondary and tertiary
hyperparathyroidism resistant to the drug therapy [7].
A described case report demonstrates the challenges in
disease management and the need for timely diagnostics
of the mineral bone disorder and its complications in
patients with CKD. It is also a relatively rare example of
SHPT transition which was successfully treated prior to the
kidney transplantation into tertiary hyperparathyroidism
(THPT) occurred after the allotransplantation, thus leading
to parathyroidectomy.

CASE REPORT

Patient M., born in 1966, with stage 5 CKD on kidney
replacement therapy (chronic hemodialysis), sought
medical attention at the Endocrinology Research Centre
of the Ministry of Healthcare of the Russian Federation in
2009.

At the time of encounter the patient complained
about muscle weakness, bone and joint pain, stiffness in
body movements, and skin pruritus.

Past medical history shows periodic disease (familial
Mediterranean fever) in 1976 and kidney amyloidosis in
1988 according to biopsy. Stage 5 CKD was diagnosed
in 2006; the patient was put on kidney replacement
therapy (chronic dialysis). Above symptoms began to
trouble patient in 2008. After examination the patient was
diagnosed with CKD-mineral bone disorder (CKD-MBD):
secondary hyperparathyroidism with PTH level of 634
pg/mL. Since that time the patient irregularly received
treatment with vitamin D active metabolites (Alfacalcidol 4
ug a week). In 2008 a cadaveric kidney allotransplantation
resulted in acute rejection. A tendency for increased
calcium-phosphorus product has been observed since
2009.

After the patient encounter the following lab tests were
performed:

- PTG ultrasound have revealed signs of four parathyroid
glands hyperplasia; upper right: V.= 1.08 mm3, lower
right: V.= 0.04 mm3, upper left: V = 0.3 mm3, lower left:
d=06cm.

Wrist X-ray showed vascular calcification (3rd stage)

and active nail bone resorption.

Table 1. Laboratory results on the first admission

Test Value
Total calcium (mmol/I) 2,53
Phosphorus (mmol/l) 2,1
Albumin (g/1) 42
PTH (pg/ml) 816,1
Alkaline phosphatase (1U/1) 496
Osteocalcin (ng/ml) over 300
C-terminal telopeptide (CTx)
(ng/ml) 31
25(0OH)D (ng/ml) 7.9
TSH (uIU/mL) 2,1

Hemoglobin (g/1) 90-105 (during EPO therapy)

Bone densitometry showed a decrease (Z-score) in bone

mineral density (BMD) in the lumbar spine (L1-L4) down

to-1.1 SD; in the proximal femur (total hip) down to -2.2

SD; in the femoral neck (neck) down to -2.0 SD; in the

radial bone (Rad 33%) down to -4.0 SD.

Laboratory test results are shown in the table 1.

Clinical diagnosis: CKD-MBD (stage 5) as a result of
kidney amyloidosis (chronic dialysis since 2006, condition
after the kidney transplantation and acute graft rejection in
2008): secondary hyperparathyroidism with hyperplasia of
the four parathyroid glands, hyperphosphatemia, vitamin
D deficiency, decreased (Z-score) bone mineral density of
mixed origin (CKD, hyperparathyroidism) down to -4.0 SD
in the radial bone, nail bone subperiosteal resorption in
both wrists, extraskeletal calcification.

COMMENT: It should be mentioned that patients with
stage 3-5D CKD have increased bone fragility due to both
decreased bone mineral density and deterioration of bone
microarchitecture (with normal and increased mineral
density). Taking this information into account and considering
pathophysiological differences, the term “osteoporosis”should
be used only at early stages of CKD; a consequent decrease
in mineral density should be described as “chronic kidney
disease-mineral bone disorder with decreased bone mineral
density” [8].

The following therapy was recommended, based on
the results of the clinical examination:

1. for secondary hyperparathyroidism
cinacalcet, 30 mg/day;

2. for hyperphosphatemia relief - strict hypophosphate
diet (not more than 800 mg per day) and prolongation
of chronic dialysis sessions;

3. for target calcemia maintenance according to Clinical
Practice Guidelines for Bone Metabolism and Disease
in Chronic Kidney Disease (KDOQI, 2.13-2.37 mmol/L)
- decrease in calcium concentration in the dialysis
solution down to 1.25 mmol/L.

Levels of PTH, serum calcium, serum albumin, and
serum phosphorus were checked monthly.

During follow-up period:

1. the cinacalcet dose was titrated up to 60 mg per day;

2. tocorrectvitamin D deficiency Colecalciferol (50,000 U/
week) was added to the therapy after the phosphorus
level was back to normal;

correction -

Octeonopos 1 octeonatm. 2017;20(2):63-68

doi: 10.14341/0ste09427

Osteoporosis and Bone Diseases. 2017;20(2):63-68




65 | Octeonopos 1 octeonatuu / Osteoporosis and Bone Diseases

KIMHUYECKW CITYYAW

3. after vitamin D deficiency has been corrected (36 ng/
ml), alfacalcidol was added to the therapy (1 pg three
times a week) in order to correct SHPT, providing
normal levels of calcium and phosphorus along with
PTH levels over 300 pg/mL (KDOQI, 2003).

During 6 weeks of the combination therapy, a positive
dynamics of health parameters was observed:

- Clinical data: fewer complaints, no skin pruritus.
Laboratory data: PTH level decreased by 60.2%, [Ca]
x[P] product decreased by 22.03%. Bone-formation (AP,
0OC) and bone-resorption (CTx) marker levels decreased,
vitamin D deficiency was compensated.

Instrumental methods of examination

Wrist X-Ray showed a decrease in vascular calcification

(to stage 2), and fewer signs of nail bone resorption.

Densitometry showed a prominent positive dynamics:

in the L1-L4 up to +5.4%, in total hip up to +6.4%, in

neck up to +4.9%, and in Rad 33% up to +9.3%.

PTG ultrasound revealed a reverse in hyperplasia of

three (1) PTGs, but an increase in the right upper PTG

volume, i.e.V=1.89 mm3 (+75%).

COMMENT: Therefore, improvement was achieved
during the combination therapy. The dynamics and range
of decrease in lab test values generally depend on the PTG
hyperplasia type (diffuse, nodular, or combined). Nodular
hyperplasia development is accompanied by certain drug
therapy resistance. According to the literature and our
findings cinacalcet and vitamin D formulations inhibit PTG
cell proliferation and decrease their activity, also decrease
both hyperplasia and volume of the glands providing
there was no nodular transformation [9, 10]. The nodular
hyperplasia is defined by such surrogate criteria as a
maximum size (over 1 cm in diameter) or volume (over 0.5
cm3) of the gland according to the ultrasound examination
[9, 10].

Our case report evidences that PTGs with the initial
volume less than 1 mm3 decreased in size and were not
detected in the control test, whereas the gland over 1
mm3 increased in size.

On May 27, 2010, the cadaveric kidney allotrans-
plantation was repeated. The graft had primary function,
the induction immunosuppressive therapy included
basiliximab injections at 40 mg doses, the basic therapy
included a calcineurin inhibitor (tacrolimus: starting dose
0.13-0.18 mg/kg/day, then according to drug plasma levels
monitoring), mycophenolate (1.0-1.5 g/day), prednisolone
(30 mg/day with a consequent dose titration down to the
maintenance dose of 5-10 mg/day).

After the calcium-phosphorus metabolism has been
normalized due to the conservative treatment, the
connection with the patient was lost. The patient sought
medical attention again after the kidney transplantation
in August 2010. According to the patient, cinacalcet
was discontinued right after the transplantation but he
received another drug product which exerts the effects on
the calcium-phosphorus metabolism, i.e. alfacalcidol 4 ug/
week.

Laboratory results on 11.08.2010 are shown in table 2.

PTG ultrasound demonstrated only the right upper PTG

which increased up to V= 2.1 mm3.

Clinical diagnosis: CKD-MBD (T1) as a result of kidney
amyloidosis (chronic dialysis in 2006-2010, condition after

Table 2. Laboratory results on August 2010

Test Value
Creatinine (umol/I) 69
GFR (mL/min/1.73m2) 98
Total calcium (mmol/I) 34
Phosphorus (mmol/l) 0.98
Albumin (g/1) 39
PTH (pg/ml) 815
Alkaline phosphatase (1U/1) 416
25(0OH)D (ng/ml) 22.7

the kidney transplantation and acute graft rejection in 2008,
condition after the repeated kidney transplantation on May
27, 2010, graft function is satisfactory): tertiary persistent
hyperparathyroidism with hyperplasia of the upper right
parathyroid gland, hypercalcemia, vitamin D deficiency,
osteoporosis of mixed origin (CKD, hyperparathyroidism,
steroid-induced) with a loss in bone mineral density down
to Z-score -3.4 SD in the radial bone.

COMMENT: As mentioned earlier, successful kidney
transplantation does not always lead to recovery from mineral
bone disorder. Some graft recipients demonstrate persistent
hyperparathyroidism — or  tertiary  hyperparathyroidism
accompanied by hypercalcemia and hypophosphatemia [6].
Development of nodular PTG hyperplasia is a common cause
of such hyperparathyroidism. Taking into account the volume
ofthe upperright PTG, a parathyroidectomy was required prior
to the kidney transplantation. No specific recommendations
for management of patients with THPT after the kidney
transplantation are available so far. However, persistent
hypercalcemia is an indication for an active therapeutic
intervention like in every case of hyperparathyroidism.

Initial recommendations in this case include:

1. maximum limitation in the food which contains
calcium;

2. correct water schedule;

3. alfacalcidol withdrawal;

4. cinacalcet 60 mg/day with dose titration.

During cinacalcet dose titration a tendency for PTH
and calcium blood level decrease was observed; however,
parameters were outside a normal range (table 3).

COMMENT: It should be mentioned that the PTH target
level corresponds to that in the general population whereas
the graft function is adequate. The main aim of cinacalcet
treatment is the normalization of calcium-phosphorus
metabolism parameters. A decrease in the PTH concentration
correlates with the cinacalcet concentration. However, due
to nodular PTG hyperplasia and a decrease in CaSR number
and sensitivity, along with a decrease in vitamin D receptors
number and sensitivity, the gland becomes resistant to the
drug therapy [9, 10]. Parathyroidectomy is a treatment of
choice in PTG drug resistance.

A suspected nodular transformation of PTG cells led to
a decision to perform parathyroidectomy.

On October 11, 2010, parathyroidectomy (the
upper right PTG) was performed.

PTH levels were monitored during the surgery in
order to assess performance of the intervention. Such
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Table 3. Changes in blood calcium and PTH levels during Cinacalcet dose
titration

Cinacalcet dosage PTH Blood calcium
(mg) (ph/ml) (mmol/l)
60 576 29
120 403 2,68
180 298 2,54
210 313 2,51
240 2824 2,56

procedure is usually carried out in the treatment of primary
hyperparathyroidism, however, taking into account
similarities between primary and tertiary condition, it
can be used in hyperparathyroidism after the kidney
transplantation. PTH blood level rapidly decreases after
the surgery, if no other hyperplastic PTGs are present. If
in 10-15 minutes after parathyroidectomy the PTH level
decreased two-fold or more (comparing to the maximum
lever prior to the surgery), the second hyperfunctional PTG
in the patient is quite unlikely. A rapid PTH level decrease
means that the surgery can be finished and there is no
need to remove all PTGs [11, 12].

15 Minutes after parathyroidectomy PTH levels decreased
more than 50% which evidences an adequate PTG removal.

Histological examination of the PTG revealed nodular
hyperplasia in the chief cells.

COMMENT: An active bone tissue recovery takes place
after parathyroidectomy accompanied by the hungry
bone syndrome (increase in AP versus baseline and marked
hypocalcemia). Hypocalcemia can be quite evident in patients
with severe renal hyperparathyroid osteodystrophy.

In the postoperative period the patient experienced
marked hypocalcemia (clinical and laboratory evidence),
so he received high doses of calcium carbonate products
(4 g/day) and vitamin D active metabolites (3 ug/day) with
gradual dose down-titration until a complete withdrawal
(March 2011). Blood calcium, PTH, and AP levels were
controlled during the whole period.

COMMENT: The literature sources discuss a functional
state of the kidney graft in patients after parathyroidectomy.
According to several authors, there is an increase in serum
creatinine levels [13], however, other researchers prove
otherwise: the surgery has no effects on the creatinine level
increase and worsened function [14].

The graft function of our patient was stable and
satisfactory, no significant changes in creatinine levels
were observed (table 4).

Densitometry showed a decrease in BMD: in the L1-L4
down to -1.0 SD; in the total hip down to -2.2 SD; in the
neck down to -2.0 SD; and in the Rad 33% down to -3.2 SD.

Clinical diagnosis: CKD-MBD (T1) as a result of kidney
amyloidosis (chronic dialysis in 2006-2010, condition after
the kidney transplantation and acute graft rejection in 2008,
condition after the repeated kidney transplantation on
May 27,2010, graft function is satisfactory): condition after
parathyroidectomy (the right upper PTG) due to persistent
tertiary hyperparathyroidism, vitamin D deficiency,
osteoporosis of mixed origin (CKD, hyperparathyroidism,
steroid-induced) with a loss of bone mineral density down
to Z-score -3.2 SD in the radial bone.

Table 4. Laboratory results on April 2011

Test Value
Creatinine (umol/I) 71
Total calcium (mmol/I) 221
Phosphorus (mmol/1) 1.1
Albumin (g/1) 43
PTH (pg/ml) 34
25(0H)D (ng/ml) 273

COMMENT: According to the clinical recommendations
on CKD-MBD if the renal graft function is satisfactory,
osteoporosis treatment should be started within 12 months
after the kidney transplantation. The drug therapy is the same
as in general population and depends on the CKD stage [8,
15].

According to the recommendations, both the correction
of vitamin D deficiency and anti-osteoporotic therapy were
initiated (alendronate, a bisphosphonate drug in tablets).
During the follow-up, calcium-phosphorus metabolism
parameters (blood and daily urine) and the graft function
were within normal ranges.

Densitometry in 2012, 2013, and 2014, showed positive
dynamics. According to the bone densitometry in 2014
no decrease in BMD was observed in the lumbar spine, in
the proximal femur and in the femoral neck; the only BMD
decrease was found in the radial bone (an early stage of
osteopenia). Therefore, a decision on a medication-free
period has been made, with the next assessment of BMD
1 year apart.

The patient has received only colecalciferol 10,000 1U/
week.

After the patient sought medical attention in July
2016, a high PTH level (71 pg/mL), vitamin D deficiency
(21.4 ng/mL), and serum creatinine 98 pmol/L with normal
levels of calcium and phosphorus in the blood and urine
were detected.

Densitometry showed a decrease in BMD: in the total
hip down to -1.8 SD; in the neck down to -1.7 SD; in the Rad
33% down to -1.6 SD. No decrease in BMD was observed
inthe L1-L4.

Vitamin D formulations (both active and inactive forms)
and dynamic monitoring were recommended after
patient examination.

CONCLUSION

The described case report clearly demonstrates how
complicated the management of CKD-MBD patients can
be.

The drug therapy (vitamin D and calcimimetic) of
SHPT during CKD in dialysis stage provides prominent
positive dynamics with the normalization of calcium-
phosphorus metabolism parameters, improvement of
hyperparathyroid renal osteodystrophy progression, BMD
recovery and decrease in bone turnover markers. During
the complex treatment a reverse of hyperplasia and/or
hypertrophy of three PTGs was observed; the fourth gland,
however, increased in volume which was an indirect sign
of PTG nodular transformation and monoclonal growth.
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Development of hypercalcemia during persistent THPT
is relatively rare providing a successful SHPT treatment
at the dialysis stage and an adequate function of the
kidney graft after its transplantation. Our clinical report is
an example of SHPT transition (successfully treated prior
to the kidney transplantation) to THPT (after the kidney
allotransplantation) which proves the importance of both
laboratory tests and PTG volume evaluation before the
kidney transplantation. Despite calcemia stabilization and
a tendency for PTH level decrease during calcimimetic
therapy, a decision to perform parathyroidectomy was
made due to suspected PTG nodular hyperplasia which
was later confirmed by histology. Marked hypocalcemia
was observed at the postoperative period due to the
hungry bones syndrome. Normalization of calcium-
phosphorus metabolism parameters was observed after

the syndrome compensation. Kidney graft function was
stable and satisfactory, no significant creatinine level
changes or worsened function were observed after
parathyroidectomy and during dynamic follow-up. The
anti-osteoporotic therapy demonstrated good results in
BMD increase.

Despite complicated management of CKD patients with
different forms of hyperparathyroidism, a personalized
combination approach therefore proves to be successful.
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