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SUMMARY

Introduction The splenic involvement is common in sarcoidosis, but its real frequency is still obscure,
depending doubtless on the method of splenomegaly detection. Splenomegaly may be accompanied
with pain or anemia, leucopenia and thrombocytopenia.

Objective The aim of this study was to investigate the frequency of splenomegaly related to clinical
characteristics of sarcoidosis and to solve the dilemma - whether to introduce medicaments, and when
to perform splenectomy.

Methods The method of the study is a retrospective and prospective analysis of the patients’ material.

Results The study included 540 patients with sarcoidosis in a 20-year period. Of them, 26% had splenom-
egaly detected by computerized tomography screening. Splenomegaly was more frequently registered
in the patients with a longer history of sarcoidosis (38%), as compared to those with a shorter history
of the disease (23%) (p<0.05). Splenomegaly was more frequently registered in the patients with other
extrapulmonary lesions detected (33%) than in those who had no extrapulmonary manifestations of
sarcoidosis (17%) (p<0.01). Indications, possible benefits and complications of splenectomy were ana-
lysed in 11 sarcoidosis patients undergoing this intervention for various reasons, of which the follow-up
period ranged from one to 20 years.

Conclusion Splenomegaly was more frequent in chronic cases or in the patients with established sarcoid
lesions of other extrapulmonary organs. The primary treatment of uncomplicated symptomatic splenic
sarcoidosis includes medicamentous therapy. Occasionally, splenectomy is required. Prognostically,

splenomegaly indicates an unfavorable course of the disease.
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INTRODUCTION

Sarcoidosis is a multisystem granulomatous
disease of unknown etiology. As sarcoidosis
may affect any organ, the abdominal organs
may be involved as well. The spleen is frequent-
ly affected in sarcoidosis, but it is not always
particularly investigated.

The normal human spleen weighs approxi-
mately 150 to 250 grams. The organ must dou-
ble in size before it can be palpated beyond the
costal margin. The term ‘massive splenom-
egaly’ denotes the splenic weight greater than
1,000 grams, or 4 to 6 times the normal weight,
when the spleen is palpable more than 4 cm
bellow the costal margin. Spleens involved
with sarcoidosis rarely exceed two kilograms
in weight, but may also be normal in size.

A slightly enlarged spleen is often asymp-
tomatic. The patients with sarcoidosis of the
spleen develop symptoms which are usually as-
sociated with a massive splenomegaly. These
symptoms include early satiety, left upper-
quadrant fullness, and arch, while extremely
severe pain may be due to splenic infarct sec-
ondary to gastric compression, which may be
the first symptom of the spleen involved with
sarcoidosis [1]. Functional disorders in patients

with splenic infiltration include pancytopenia,
anemia, leukopenia and thrombocytopenia, in-
ducing fatigue and petechiae.

The splenic involvement with sarcoidosis is
probable if the spleen is enlarged on the palpa-
tion or radiography in patients with established
sarcoidosis. As the definite histological diagno-
sis may be established by splenectomy when
necessary, it is important to differentiate be-
tween the splenic involvement with sarcoidosis
and the sarcoid-like reaction, the latter associ-
ated with lymphoma and malignant tumors of
other organs [2].

In patients with sarcoidosis, CT imaging re-
veals heterogeneous splenomegaly with multi-
ple hypovascular nodules. Being hypovascular,
the nodules are mostly discrete, but they may
coalesce and become bigger [3, 4].

The asymptomatic, slightly enlarged spleen
requires no treatment. However, massive
splenomegaly associated with hematological
and immunological complications may require
the treatment with corticosteroids, methotrex-
ate and/or antimalarial drugs, unless the signs
of a spontaneous regression are registered.
It should be kept in mind that even massive
splenomegalies can have a spontaneous remis-
sion [5]. Splenectomy is indicated in the pa-
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tients failing to adequately respond to the applied medi-
camentous treatment, in severe hypersplenism and pain,
prophylaxis for splenic rupture, and neoplastic exclusion.

OBJECTIVE

The aim of this study was to investigate the frequency of
splenomegaly related to clinical characteristics of sarcoido-
sis and to solve the dilemma - whether to introduce medi-
caments, and when to perform splenectomy.

METHODS

The investigated group included patients with the diagno-
sis of sarcoidosis established in the Institute for Pulmonary
Diseases of Vojvodina, Serbia, in the period from 1992 to
2012. The patients selected for the study were submitted
to control examinations and their available medical files
were reviewed. With regard to a long course of the disease,
the collected data were used in two methodological proce-
dures - the retrospective and the prospective one. On the
basis of the retrospective analyses of the patients’ material,
including the medical files (the initial diagnoses and the
tindings on control examinations) of a certain number of
the patients with sarcoidosis, an insight into the former
course of the disease was obtained. The diagnosis of sar-
coidosis was based on the consistent clinical and radio-
logical picture, the histological finding of non-caseating
granulomas in one or more of the affected tissue systems,
and exclusion of other granulomatous conditions mimick-
ing sarcoidosis. The prospective analysis of the patients’
material included further monitoring of their disease
through control examinations of the registered patients.
The comparative analysis of the former condition and the
tindings at control examinations have shed light on the
evolution of the disease and effects of the treatment on
splenomegaly in the patients with sarcoidosis.

RESULTS

There were 540 patients with sarcoidosis (212 males and
328 females) registered over the period from 1992 to 2012.
These patients were submitted to the spleen size assess-
ment by ultrasound of the abdomen. In this group, the
patients with splenomegaly were additionally submitted
to computerized tomography of the abdomen, which con-
tirmed splenomegaly in 140 (26%) of them. No difference
in the frequency of splenomegaly has been registered be-
tween the sexes. Severe pancytopenia was registered in two
patients, who were submitted to splenectomy. In the group
of sarcoidosis patients with a longer follow-up (>2 years)
due to length of the disease, splenomegaly was more fre-
quently registered (38%), compared to the patients with a
shorter (<2 years) disease history (23%) (p<0.05) (Table 1).

In the patients with other extrapulmonary lesions
registered, the frequency of splenomegaly was 33%, as

Table 1. Computerized tomography established splenomegaly in
patients with sarcoidosis

. i Number of patients
Disease history (years) -
Total With splenomegaly
<2 440 102 (23%)
>2 100 38 (38%)
Total 540 140 (26%)

The difference between patients with the disease history of <2 and >2 years:
p<0.05

Table 2. Splenomegaly and other extrapulmonary manifestations in
patients with sarcoidosis

. Number of patients
Extrapulmonary lesions -
Total With splenomegaly
Registered 310 102 (33%)
Unregistered 230 38 (17%)
Total 540 140 (26%)

The difference between the groups with and without other extrapulmonary
lesions registered: p<0.01

compared to 17% in sarcoidosis patients with no other
extrapulmonary lesions registered (p<0.01) (Table 2).

Hemoglobin, hematocrit and leucocyte levels were
similar in sarcoid patients with either normal or enlarged
spleen. Thrombocyte levels were statistically significantly
lower in female sarcoid patients with splenomegaly than
in those with a normal-sized spleen. This difference was
not registered in male patients. A negative correlation was
registered in female patients between hemoglobin, hemat-
ocrit and thrombocyte values and the spleen size, but this
correlation was not found in male patients. Two of 140
patients with splenomegaly had anemia, while neutropenia
and thrombocytopenia were registered in 8 and 14 of 140
patients, respectively. Pancytopenia was registered in 2 pa-
tients. Anemia accompanied with thrombocytopenia was
registered in 2 female patients as well. Generally, 28 of 140
patients with splenomegaly (20%) had altered peripheral
blood values suggesting hypersplenism.

In the further course of the study, 11 patients with sar-
coidosis undergoing splenectomy for a variety of reasons
were followed over the period of 1 to 20 years. This group
included 4 males and 7 females, ranging from 20 to 54
years of age at the time of establishing the initial diagno-
sis. In this group of sarcoid patients with splenomegaly,
the predominant symptoms were the abdominal pain,
weakness and fatigue. Anemia, leukopenia and thrombo-
cytopenia were registered in 2 patients. The immediate
reasons for coming to see a doctor were skin lesions, joint
pains and enlarged lymph nodes. To establish the diagno-
sis of sarcoidosis, biopsy samples of the skin lesions were
taken, and the lungs were also sampled by transbronchial
biopsy in 3 patients. This was due to the fact that 50% of
these patients had a normal chest X-ray finding. In the
patients with splenomegaly, splenectomy was often indi-
cated in order to exclude lymphoma or other malignant
hematological disease, or in cases of massive splenomegaly
with a threatening rupture, or a severe pancytopenia re-
sponding poorly to the applied medicamentous therapy.
The 1-20-year follow-ups of 11 patients with sarcoidosis
submitted to splenectomy has revealed that 55% of the
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patients required no further medicamentous treatment be-
cause sarcoidosis was in remission, or no medicamentous
treatment was recommended either. One fatal outcome
was due to neither sarcoidosis nor splenectomy, but the
patient had a car accident. In other patients of this group,
45% of sarcoidosis cases were resolved by corticosteroids.

DISCUSSION

The recent data suggest the frequency of splenic involve-
ment with sarcoidosis ranges from 10% to over 50% [6].
The palpable spleen is registered in 2-42% of the patients
with sarcoidosis [7]. The study in Serbia reported a palpa-
ble spleen in 1%, and splenomegaly in 4% of the patients
with sarcoidosis [8], while the study in Finland reported
a palpable spleen in 6% of their examined patients with
sarcoidosis [9]. Splenomegaly is more frequently registered
at autopsy 54%, and granulomas in the spleen are found
at autopsy in 38-77% of the patients with sarcoidosis [7,
9, 10]. Longcope and Freiman [10] reported an enlarged
spleen in 65% of the autopsied subjects with sarcoidosis.
In another study of 111 sarcoidosis patients, the spleen was
found to be involved in 53% of the cases [11]. A review
of the literature, comprising 6,074 patients from 29 stud-
ies, shows that splenomegaly is common, but a massive
splenomegaly is rare (approximately 3%) in sarcoidosis
patients with splenic involvement [12]. The age, sex and
race of the patients with splenic sarcoidosis correlate to
other sarcoidosis patients [13]. Splenomegaly due to sar-
coidosis is associated with multiple organs involvement
that almost always includes the lungs, and very often the
liver [13, 14]. The radiological finding of the chest is rarely
normal in sarcoidosis patients with splenic involvement
[15]. The isolated cases of sarcoidosis of the spleen, with
no extrasplenic involvement, have been reported in the
literature, but rarely so [16].

The frequency of radiological abnormalities of the
spleen is unknown, as all examined series are either retro-
spective, or they have a biased selection. The retrospective
analysis of abdominal CT findings in 49 patients with the
tissue-proven sarcoidosis revealed spleen abnormalities in
26 (53%) patients [17]. In their recent studies, Ebert et al.
found nodules in the spleen in 15% of the patients with sar-
coidosis who underwent CT scanning of the abdomen [4].
The nodular lesions correlated with the activity of the dis-
ease [4].

Comparing the contrast CT and MR imaging, the latter
appears to be an equally good, or a slightly better imaging
procedure to detect the nodules in the spleen and liver [18].

Ultrasound of the abdomen has also been applied in
the diagnostic assessment of splenomegaly in 108 patients
with sarcoidosis, detecting the sarcoid involvement of the
spleen in 22 (20.3%) of them [19].

In general, the treatment of splenic sarcoidosis includes
the medicamentous therapy with prednisone, methotrex-
ate and/or antimalarial drugs, providing a good treatment
response. In study of 24 patients with sarcoid splenom-

egaly, a good control of splenomegaly was achieved by
corticosteroid therapy in 17 patients. Methotrexate and
azathioprine are used to treat the patients with intolerance
to corticosteroids, or those with a refractory disease. In
some cases, splenectomy should be indicated. Baughman
et al. [20] detected splenomegaly in 32 of 235 patients with
sarcoidosis; in 11 of 32 patients, the enlarged spleen was
palpable 4 cm below the costal margin and 9 of these pa-
tients had a good response to the applied medicamentous
treatment while 2 patients required splenectomy. Patel [21]
reported a patient intolerant to corticosteroids with a sys-
temic sarcoidosis which also involved the bone marrow,
who responded well to TNF antagonist adalimumab, with
hemoglobin normalization and splenomegaly reduction to
normal levels in a two-year period.

Sarcoidosis of the spleen may cause hypersplenism,
which induces hematological disorders including anemia,
leukopenia, thrombocytopenia or any of their combina-
tions, including pancytopenia [12]. In sarcoidosis, throm-
bocytopenia with splenomegaly is not always the result of
the splenic sequestration of thrombocytes; autoimmune
thrombocytopenia may result from the development of
thrombocyte-associated immunoglobulins. However, a
low frequency of hypersplenism in the patients with sar-
coidosis (range 0-22%) has been reported in the literature
[22], despite the common splenic involvement. Pham et al.
[12] reported 1 case of giant sarcoid splenomegaly treated
by splenectomy in order to control the hematological ab-
normalities. A case with giant splenomegaly, pancytopenia
and hypercalcemia has also been reported. The spleen was
15 cm below the costal margin [23].

Splenectomy is quite rarely indicated by hypersplen-
ism or the symptoms (uneasiness) resulting from the
compression in the abdomen or infarction of the spleen.
It is however unavoidable in cases of the rupture of the
spleen or the splenic artery, which are fortunately rare in
sarcoidosis, with just one report each [24]. On the other
hand, splenectomy should be indicated as a precaution
against the splenic rupture, in cases of a gross enlarge-
ment, severe hypersplenism and pain, indefinite diagnosis
requiring exclusion of a lymphoma or other hematological
malignancies, when the medicamentous therapy failed to
produce a satisfactory response, or it was contraindicated
[6]. In these cases splenectomy is the last treatment option
to be applied. When assessing the indications for it, long-
term benefits and post-splenectomy complications should
be considered. These cases are few and their long-term
follow-up is often difficult [25].

The mortality rate of the patients with splenic sarcoido-
sis seems to be increasing, although the mortality is usu-
ally related to extrasplenic sarcoid involvement, inducing
respiratory insufficiency, bleeding aspergilloma related to
fibrocystic sarcoidosis, or cardiac insufficiency due to pul-
monary fibrosis in terminal stage sarcoidosis. The patients
with splenic sarcoidosis usually have a bad prognosis, due
to persistent, chronic sarcoidosis. Their disease tends to
involve multiple extrapulmonary organs, and they often
have the fibrotic lung disease [26, 27].

281



282

Pavlovi¢-Popovic Z. et al. Splenomegaly in Sarcoidosis: Frequency, Treatment, Prognosis and Long-term Follow-up

CONCLUSION

In our study, the CT screening of the abdomen revealed
the spleen involvement in one fourth of the examined pa-
tients with sarcoidosis. Splenomegaly was more frequent
in chronic cases, or in the patients with established sarcoid
lesions of other extrapulmonary organs. Hypersplenism
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YyecTanocrt, neuyerbe, NPOrHo3a U Ayroroguiibe KAMHUUKO npahere

cnaeHomeranmje y capkonaosm

3opa Masnosuh-Monosuh'? bojaH 3apuh?, 3apaBko KocjepnHa?, [lparaHa Metposuh?
'YHueep3utet y HoBom Cagy, MeguumnHcku dakyntet, Hosu Cag, Cpbuja;

2MHcTuTyT 3a nnyhHe 6onectn BojsopuHe, Cpemcka Kamenuua, Cpbuja;

3MHcTuTyT 3a oHKonorujy BojsogmHe, Cpemcka Kamenuua, Cpbuja

KPATAK CALIPXKA)J

YBopg Kop ocoba obonenvix of capkorao3se ciesnHa je 4ecto
3axBaheHa, anu CTBapHa y4ecTanocT Huje no3Hata, Beh 3aBncu
o[ MeTofe OTKpuBatba. CriieHoMeranuja Moxe 6uty npaheHa
60510M U aHEMIjOM, NIeyKONEHUjOM 1 TPOMOOLIMTONEHN]OM.
Lnn papa Lins nctpaxvisatba je 610 fia ce yTBpaM yuyecTtanoct
CrineHomeranuje y nornegy KNMHUYKMX Of/vKa CapKouaose 1
pa3peLuu Tepanujcka Aunema: fia nv je noTpebHO MeAnKaMeHT-
HO Neyetbe 1 Kaga Tpeba ypaanuTu CreHeKToMMjY.

Mertoge paga bonecHuykmn Matepujan je obpaheH peTpocnek-
TVBHO U NPOCNEKTHBHO.

PesyntaTu Tokom fBafieceToroauLLHEer Nepuopa UCMUTaHO je
540 6onecHuKa ca capkongo3om. Kog 26% ncnmuTtaHuKa Kommjy-
TePCKOM TOMOrpadmjom ycTaHoOBIbEHa je cnneHomeranuja. OHa
je 6una yewha Kog ncnuTaHrKa Koju cy fyro 6onoBanv v ayro
KnuHnYKmM npahenn (38%) y ogHocy Ha 6onecHuke umja je 60-
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nect Tpajana kpahe (23%) (p<0,05). Takohe je 6una yewha Kog
6onecHrKa ca fpyrMm eKkcTpatopakanHum nesujama (33%) y
OBHOCY Ha 6ONECHVIKe Kog, KOjVX Ce HUCY 3Hare Apyre foKaLuje
capkouposHux nesuja (17%) (p<0,01). UHankauwje, oyropoyHe
KOPMCTW 1 KOMM/MKaLwvje aHanusnpaHe cy kog 11 capkoungo-
3HUX 6oNecHVKa Kojma je ypaheHa cnieHeKToMUja 13 pasHUX
pasnora npaheHux y nepuogy of jefHe fo 20 roguHa.
3akmyuak CrnneHomeranuja je 6una yewha y XpOHMYHUM
CNyyajeBrMa, Kao 1 Kog 060Menmnx rae ¢y capkonao3Hm ne-
3ujama 6unu 3axBaheHu 1 gpyru eKcTpanyIMOHaHY OpraHu.
MpumapHa Tepanuvja HeKOMMAMKOBAHMX CE3NHCKMX CapKou-
[03a ca CUMNTOMMMa CacTojyi Ce Of MeAMKaMEHTHOT fleyemsa.
MoHeKap je noTpebHO NprMeHUTH crnneHekToMujy. MporHo3a
cnieHomeranuje je nowa.

KrbyuHe peun: capkono3a; KNMHUYKe Of/MKe; CnlieHOMera-
nvja
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