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Successful treatment in a case of Propionibacterium
acnes-associated sarcoidosis with clarithromycin
administration: a case report
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Abstract

Introduction: Sarcoidosis is recognized as a multiorgan disorder characterized by the presence of non-caseating
granulomas in the involved tissues. It has been suggested that sarcoidosis might be due to the exposure to
infectious or non-infectious agents in genetically susceptible individuals. In particular, Propionibacterium acnes and
Mycobacterium tuberculosis have been considered causative microorganisms. We report a case of P. acnes-associated
sarcoidosis in which a drastic improvement was achieved with clarithromycin administration. A possible mechanism
of clarithromycin action is discussed.

Case presentation: A 78-year-old Japanese-Mongoloid woman with P. acnes-associated sarcoidosis presented with
a persisting fever, joint pains and generalized lymph node swelling. The diagnosis of sarcoidosis was confirmed by
pathological and immunohistochemical studies of a biopsied lymph node. In this case, an oral administration of
clarithromycin was applied. Soon after the initiation of this treatment her symptoms as well as lymph node swelling
disappeared. The clarithromycin treatment was discontinued 3.5 months after its initiation. She is currently in good
condition. The pathological analysis of her lymph node, which was obtained during the clarithromycin treatment,
suggested an apoptosis-inducing effect of clarithromycin on the sarcoid granulomas.

Conclusions: Clarithromycin was found to be effective for treating sarcoidosis and seems to have important
pharmacological effects such as immunosuppression, immunomodulation and induction of apoptosis in addition to
its antimicrobial role. In this case, apoptosis in the sarcoid granulomas induced by clarithromycin administration
might have resulted in satisfactory improvement.

Keywords: Apoptosis, Clarithromycin (CAM), Propionibacterium acnes (P. acnes), Sarcoid granuloma, Sarcoidosis,
Treatment
Introduction
Sarcoidosis is recognized as a multiorgan disorder charac-
terized by the presence of non-caseating granulomas in
the involved tissues [1]. The disease involves predomin-
antly the skin, eyes, lungs and lymph nodes, especially the
hilar lymph nodes. Many studies of sarcoidosis have sug-
gested that it might be due to the exposure to infectious or
non-infectious agents in genetically susceptible individzuals
[1,2]. In particular, Propionibacterium acnes (P. acnes) and
Mycobacterium tuberculosis have been studied extensively
as causative microorganisms. Latent infection of P. acnes
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has been emphasized as a cause of sarcoidosis [3], since
P. acnes is the only microorganism that has been iso-
lated from sarcoid lesions by bacterial culture [4].
Clarithromycin (CAM), a member of the macrolide

family, is a widely used antimicrobial drug. It is also
known to have other important pharmacological effects
such as immunosuppression or immunomodulation [5,6].
We report here a rare case of sarcoidosis in which a dras-
tic improvement was achieved with CAM administration.
A possible mechanism of CAM action including its anti-
microbial, immunosuppressive, immunomodulatory and
apoptosis-inducing effects in the treatment of sarcoidosis
is discussed.
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Case presentation
A 78-year-old Japanese-Mongoloid woman (body weight:
48kg) with a 3-year history of hypertension and hyperlip-
idemia visited our hospital because of a persisting fever
and generalized joint pains which had developed 2 weeks
before initial presentation. She had been treated as having
a common cold at a local clinic for 2 weeks previously,
but her symptoms had not improved. After visiting our
hospital, a drip infusion therapy of cefpirome with oral
administration of loxoprofen was initiated on an out-
patient basis. However, this treatment was not effective
for the fever but caused toxic eruptions on the back of
both her hands. Thus, this treatment was suspended
3 days later. She was admitted 4 days after initial pres-
entation. Neither respiratory nor ocular symptoms were
present. She had past history of panhysterectomy due to
uterine cancer at the age of 38 and a fracture of her left
wrist joint at the age of 68. She had no environmental
or occupational history of beryllium or other metal ex-
posure. A physical examination on admission showed
bilateral inguinal and axillary lymph node swelling and
erythematous eruptions on the back of both her hands.
A chest X-ray showed minimal bilateral hilar lymphaden-
opathy (BHL); however, a chest computed tomography
(CT) scan clearly revealed mild BHL without pulmonary
infiltrates (Figure 1). Since respiratory function tests were
normal, bronchoscopy was not performed. Electrocar-
diogram and ophthalmologic evaluations were normal.
A complete blood cell count showed slight anemia (red
blood cell count, 3.70×1012/L; hemoglobin, 10.8g/dL),
slight leukocytosis (white blood cell count, 11.9×109/L
with 74% neutrophils, 13% lymphocytes, 11% monocytes,
1% eosinophils, and 1% basophils) and normal platelet
count (360×109/L). Elevated levels of erythrocyte sedi-
mentation rate (110mm/hour), C-reactive protein (CRP;
13.73mg/dL; normal range 0 to 0.26mg/dL), soluble-
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Figure 1 Chest X-ray and computed tomography scan images on admi
with clear lung fields. (B) Chest computed tomography scan clearly showing
infiltrates.
interleukin (IL)-2 receptors (s-IL2R; 1300IU/mL; normal
range 124 to 466IU/mL), antinuclear antibodies (×640;
normal range <×40) and ferritin (722ng/mL; normal range
39.4 to 340ng/mL), and reduced levels of serum iron
(34μg/dL; normal range 54 to 181μg/dL) and albumin
(2.5g/dL; normal range 3.9 to 4.9g/dL) were observed.
Serum electrolytes and renal function indices were nor-
mal. Rheumatoid arthritis particle agglutination, anti-
double-stranded deoxyribonucleic acid (DNA), anti-Sm,
anti-thyroglobulin, anti-microsome, anti-Ro and anti-La
antibody titers were within normal limits. No incre-
ments of serum angiotensin-converting enzyme and
lysozyme were seen. The results of an anti-acid fast bac-
terium antibody and a tuberculin skin test were negative
(0×0mm). Serologic tests for syphilis, hepatitis B virus,
hepatitis C virus and human immunodeficiency virus
were negative. Serum Epstein–Barr virus (EBV) and
Chlamydia pneumoniae titers showed prior infection
patterns. The results of serologic studies for Cytomegalo-
virus, Brucella, Legionella, Coxiella burnetii, Mycoplasma
and Toxoplasma were negative. Her urine showed nothing
remarkable.
A positron emission tomography-CT (PET-CT) scan,

which was carried out 4 days after admission, showed
18F-fluorodeoxyglucose (FDG) uptakes in her peripharyn-
geal, axillary, mediastinal, hilar, iliac and inguinal lymph
nodes with splenic involvement. In addition, remarkable
FDG uptake at her submandibular dental roots wearing
ceramic crowns was observed, suggesting chronic peri-
odontitis (Figure 2).
A right inguinal lymph node biopsy specimen, which

was obtained 9 days after the initiation of CAM treatment,
showed non-caseating epithelioid cell granulomas with
abundant multinucleated giant cells (Langhans giant cells)
in the background of epithelioid cells, macrophages, lym-
phocytes and plasma cells (Figure 3A). In the present case,
ssion. (A) Chest X-ray showing minimal bilateral hilar lymphadenopathy
mild bilateral hilar lymphadenopathy (arrows) without pulmonary



Figure 2 Positron emission tomography-computed tomography images on admission. (A) Coronal and sagittal positron emission tomography
images on admission showing 18F-fluorodeoxyglucose uptake in peripharyngeal, axillary, mediastinal, hilar, iliac and inguinal lymph nodes and spleen.
An arrow indicates 18F-fluorodeoxyglucose uptake at submandibular dental roots, suggesting submandibular periodontitis. (B) Fused positron emission
tomography-computed tomography image showing left hilar lymph node swelling with moderate 18F-fluorodeoxyglucose uptake. (C) Fused positron
emission tomography-computed tomography image showing remarkable 18F-fluorodeoxyglucose uptake in the spleen.
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Figure 3 Histopathology of the lymph node. (A) Langhans giant cells with various degrees of eosin stainability are seen. One giant cell (black
arrow) shows moderately eosinophilic condensed cytoplasm, and another one (blue arrow) has a remarkably eosinophilic condensed cytoplasm
with multiple condensed nuclei. Hematoxylin and eosin stain (under×20 magnification objective). (B) The sarcoid granuloma consisting of
epithelioid cells is somewhat ill defined from surrounding tissue. Lymphocytes are seen surrounding the sarcoid granuloma, which is reminiscent
of cellular immune reaction. Hematoxylin and eosin stain (under×40 magnification objective).
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the sarcoid granulomas were somewhat diminished in
size and number, and ill defined from surrounding tissue
(Figure 3B). In addition, some of the giant cells showed
condensed heterochromatin (pyknosis; Figure 3A), mul-
tiple fragmented nuclei (apoptotic bodies; Figure 4A)
and multiple nuclear remnants with indistinct nuclear
configurations in the eosinophilic condensed cytoplasm
(Figure 4B). These findings indicate that the giant cells
were, although atypical, in the apoptotic process accord-
ing to the features described by Wyllie et al. [7]. These
degenerated giant cells appeared to have transformed into
eosinophilic homogenous substances with fibrotic config-
uration (that is, hyaline-like degeneration; Figure 4C). The
degenerating/degenerated giant cells showed slightly in-
creased stainability with periodic acid–Schiff (Figure 4D).
Neither acid-fast bacterium nor fungus was demonstrated
by Ziehl–Neelsen and Grocott stains (not shown). Immu-
nohistochemical staining for Mycobacterium tuberculosis
showed a negative result (not shown). EBV-encoded small
ribonucleic acid (RNA) was not detected in the sarcoid
granulomas (not shown). To demonstrate the presence of
P. acnes in the granulomas, the lymph node specimens
were tested by immunohistochemistry using a specific
monoclonal antibody against P. acnes lipoteichoic acid
(PAB antibody). PAB-positive reaction products were
A

C

Figure 4 Histopathology of the lymph node. (A) Multiple fragmented
degenerated giant cell (arrow) with fibrotic configuration. Hematoxylin an
eosinophilic degenerated giant cells (blue and black arrows) showing ind
stage of degeneration. One cell (blue arrow) shows fibrotic configuration.
eosin stain (under×20 magnification objective). (C) Black arrows indicate t
degeneration) with fibrotic configuration. Nuclear remnants are barely vis
cells to hyaline-like degeneration is shown. Hematoxylin and eosin stain (
(black arrow) and a degenerated giant cell (blue arrow) showing increased
magnification objective).
observed preferentially in the degenerated homogenous
substances. Small positive dots were scattered sparsely in
the sarcoid granulomas (Figure 5).
Since a considerable number of plasma cells were

admixed with lymphocytes in the lymph node, immuno-
histochemical staining was carried out for immunoglobu-
lin (Ig) G, IgA, IgM, IgD and IgG4 to dispel the possibility
of IgG4-related disease (Figure 6). Infiltrated plasma cells
were positive for IgG, IgA, IgM, IgD and IgG4 at different
degrees. Positive reactions for IgG4 were only occasionally
seen in the plasma cells, thus negating the possibility of
IgG4-related disease. Some of the giant cells and degen-
erated homogenous substances were positively stained
with anti-IgG antibody, and the reaction was more
intense in degenerating/degenerated giant cells than in
intact ones (Figure 6A). The giant cells were faintly
stained with anti-IgD antibody (Figure 6B) but not with
anti-IgA (not shown), anti-IgM (not shown) and anti-IgG4
(Figure 6C) antibodies.
In this case, an oral administration of CAM (200mg at

12-hour intervals) coupled with acetaminophen (400mg
at 12-hour intervals) was empirically initiated on the
day of admission. After the initiation of this treatment,
her fever rapidly subsided coupled with the disappear-
ance of joint pains and toxic eruptions within 1 week.
B

D

condensed nuclei (apoptotic bodies) are seen in the eosinophilic
d eosin stain (under×40 magnification objective). (B) Two
istinct nuclear configurations, which are probably in the advanced
Yellow arrows indicate relatively intact giant cells. Hematoxylin and
hree eosinophilic homogenous degenerated substances (hyaline-like
ible. Morphological transition from degenerating/degenerated giant
under×20 magnification objective). (D) A degenerating giant cell
periodic acid–Schiff stainability. Periodic acid–Schiff stain (under×20



HE P. acnes

HE P. acnes
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Figure 5 Propionibacterium acnes within sarcoid granulomas in the lymph node. Hematoxylin and eosin staining (left) and immunostaining with
PAB antibody specific to Propionibacterium acnes (counterstained with hematoxylin) (right) are shown pairwise. (A, B) Square indicates an eosinophilic
homogenous degenerated substance (hyaline-like degeneration). Positive reaction products (brown dots) are located preferentially in the
hyaline-like degeneration (under×40 magnification objective). (C, D) In the sarcoid granuloma, a small positive dot is seen in an epithelioid cell
(red arrow). Some fine reaction products are sparsely scattered in the sarcoid granuloma. A black arrow indicates a Langhans giant cell
(under×40 magnification objective). Abbreviations: HE, hematoxylin and eosin; P., Propionibacterium.
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The elevated levels of CRP returned to normal within
2 weeks and elevated s-IL2R levels were remarkably de-
creased within 3 weeks (Figure 7). She was discharged
25 days after admission and followed as an out-patient.
Administration of acetaminophen was suspended at
the time of discharge. The levels of s-IL2R returned to
normal within 2 months. The follow-up PET-CT scan
2 months after admission showed minimal FDG uptake
in her bilateral hilar lymph nodes and distinct uptake
at submandibular dental roots and in peripharyngeal
lymph nodes. The FDG uptake in her spleen also dis-
appeared (Figure 8). CAM treatment was discontinued
3.5 months after its initiation. No unfavorable adverse
effects were observed with CAM. During the course of
illness, the patient was found to have urinary bladder
cancer, which was successfully removed by endoscopy
in the urologic department of another hospital. Her
levels of s-IL2R remained slightly elevated (less than
750IU/mL) after cessation of CAM treatment without
any symptoms. She stopped visiting our hospital
1.5 years after initial presentation because of traffic in-
convenience to visit the hospital. Recently, she visited
our hospital to undergo medical check-ups and was
told that she was in good condition.
Discussion
Although the exact cause of sarcoidosis is still unknown,
the current working hypothesis suggests that it is caused
by alteration of the immune response after exposure to
environmental, occupational or infectious agents in
genetically susceptible individuals. Among the infectious
agents, mycobacterial and propionibacterial organisms are
most commonly implicated as potential etiologic agents
[1-4,8-10]. In particular, P. acnes is the only microorgan-
ism that has been isolated from sarcoid lesions [4]. Many
fragments of P. acnes nucleic acids have been detected in
sarcoid lymph nodes by quantitative polymerase chain re-
action [11-13] and in situ hybridization [13]. All available
evidence has suggested the concept that the disease results
from an exaggerated Th1 immune response to specific
antigens [1,2,8,14]. Moller et al. suggested that IL-12
induction and amplification of Th1 responses probably
play an important role in the granuloma development
in sarcoidosis through the effect of interferon-γ (IFN-γ)
on macrophage activation [15]. The fact that the sarcoid
granulomas can be experimentally induced in mice by
administration of a recombinant trigger-factor protein
of P. acnes lends supportive evidence for hypersensitivity
to P. acnes [16].
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Figure 7 Clinical course during admission. After the initiation of clarithromycin treatment, the fever subsided within 1 week. The elevated
levels of C-reactive protein returned to normal within 2 weeks and elevated soluble-interleukin-2 receptor levels were remarkably depressed
within 3 weeks. Abbreviations: CAM, clarithromycin; CRP, C-reactive protein; s-IL2R, soluble-interleukin-2 receptor.
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Figure 6 Immunohistochemical staining of the lymph node for immunoglobulin G, immunoglobulin D and immunoglobulin G4.
(A) Degenerating giant cells (yellow arrows) and degenerated homogenous substance, possible hyaline-like degeneration (black arrows), are
moderately positive for immunoglobulin G. By contrast, an intact giant cell (white arrow) is negative for immunoglobulin G. Infiltrated plasma cells
are distinctly positive for immunoglobulin G (under×20 magnification objective). (B) The giant cell (arrow) is faintly positive for immunoglobulin
D (under×20 magnification objective). (C) The giant cells are negative for immunoglobulin G4. The immunoglobulin G4-positive plasma cells are
sporadic in frequency (under×20 magnification objective). Abbreviations: IgD, immunoglobulin D; IgG, immunoglobulin G; IgG4,
immunoglobulin G4.
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Figure 8 Positron emission tomography and fused positron emission tomography-computed tomography images 2 months after admission.
Drastic resolution in axillary, mediastinal, iliac and inguinal lymph nodes is shown. The spleen (yellow arrow) shows no 18F-fluorodeoxyglucose uptake.
However, submandibular dental roots (blue arrow) and peripharyngeal lymph nodes (black arrow) still show 18F-fluorodeoxyglucose uptake.
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In the present case, P. acnes was detected immunohis-
tochemically using PAB antibody. Positive reaction prod-
ucts were found preferentially in eosinophilic degenerated
homogenous substances. The presence of P. acnes in
the lymph node seems to be the supportive evidence for
diagnosing sarcoidosis. Furthermore, its presence in the
lymph node indicates that the sarcoidosis was caused by
P. acnes infection. The pathology of the lymph node in
this case was key to understanding the degenerative
process of Langhans giant cells. Some of the degenerating/
degenerated giant cells showed apoptotic features. In
addition, morphological transition from degenerated
giant cells to hyaline-like substances was also observed.
Thus, many giant cells were seen to undergo apoptosis
due to the CAM treatment. Taking into account the
apoptosis in the giant cells, it is possible that epithelioid
cells might also have been involved in apoptosis. However,
it was difficult to identify apoptotic features in individual
epithelioid cells in the granulomas at the light microscopic
level. The presence of IgG and IgD in the giant cells might
be related to the apoptotic process because IgG was
stained more intensely in the degenerating/degenerated
giant cells as well as in the hyaline-like substances than
in the intact giant cells. The presence of IgG and IgD in
the giant cells might be due to incorporation of Igs by
endocytosis or increased permeability of the cell mem-
brane. In this connection, the incorporation of M-protein
(IgG), possibly by endocytosis, has been demonstrated by
immunoelectron microscopy in various bone marrow cells
such as erythroblasts, monocytes, reticulum cells, mega-
karyocytes, and stromal cells in a case of IgG-κ type
multiple myeloma [17]. Thus, it is not surprising that the
IgG and IgD were detected immunohistochemically in the
giant cells. Non-specific reaction for IgG and IgD seems
improbable because no positivity for IgG4, IgA, and IgM
was demonstrated in the giant cells by the same immuno-
histochemical procedure. The exact mechanism and the
significance of incorporated Igs remain to be elucidated,
but this may reflect the degree of degeneration of the giant
cells.
In the present case, typical clinical features for sarcoid-

osis such as pulmonary, ocular or cutaneous lesions were
not observed. Moreover, her levels of serum angiotensin-
converting enzyme and lysozyme were not elevated. How-
ever, the PET-CT scan clearly showed axillary, mediastinal,
hilar, iliac and inguinal lymph node swellings with massive
splenic involvement. The diagnosis of sarcoidosis was
made histopathologically based on the presence of non-
caseating epithelioid granulomas with abundant Langhans
giant cells in her lymph node. Although histologic evi-
dence is mandatory for a definitive diagnosis of sarcoid-
osis, the histologic findings are not sufficiently specific to
make the diagnosis, since non-caseating granulomas are
found in a number of infectious diseases. In the present
case, such a possibility was ruled out by negative serologic
tests for Brucella, Legionella, Coxiella burnetii, Myco-
plasma and Toxoplasma species. Serologic tests for
EBV and Chlamydia pneumoniae showed prior infection
patterns. In addition, EBV-encoded small RNA was nega-
tive in the sarcoid granulomas. Legionella infection was
unlikely because the patient had no pneumonia at presen-
tation. Leishmaniasis is also unlikely because this disease
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is non-endemic in Japan and parasitized histiocytes were
not observed in the biopsied lymph node. Although P.
acnes seems to be a potential etiologic agent, other viral,
bacterial and environmental agents and genetic suscep-
tibility might be also involved in the development of
sarcoidosis in a complex manner.
In general, sarcoidosis can either remit spontaneously or

become chronic, with exacerbation and remission. Two-
thirds of the patients with sarcoidosis generally have a
remission within a decade after diagnosis with few or no
consequences. Remission occurs in more than half of
the patients within 3 years [2]. In most cases, patients
with sarcoidosis are not disabled by the illness, so the
decision and selection of its treatment should be provided
with discretion. A variety of drugs including corticosteroids,
methotrexate (MTX), azathioprine, thalidomide, cyclophos-
phamide, cyclosporine, hydroxychloroquine, chloroquine,
nonsteroidal anti-inflammatory drugs and anti-tumor ne-
crosis factor (TNF)-α blockers have been tried [2]. Bachelez
et al. [18] reported that in 12 patients with cutaneous
sarcoidosis treated with minocycline, a clinical response
was observed in 10 patients, which consisted of complete
responses in eight patients and partial response in two
patients. The use of minocycline and its analogues have
also been proposed because of their antimicrobial and
immunomodulatory effects [18]. Recently, it was reported
that minocycline treatment for sarcoidosis reduced the cir-
culating levels of IL-12p40 and interferon (IFN)-inducible
protein-10, thus emphasizing the immunomodulating
rather than antimicrobial effects of the drug [19]. In the
present case, we started CAM treatment without a def-
inite diagnosis of sarcoidosis at the time of admission.
The diagnosis of sarcoidosis was only confirmed patho-
logically 2 weeks after the initiation of CAM treatment.
Soon after the initiation of this treatment, CAM was
found to be effective; the fever rapidly subsided with de-
pressed levels of CRP and s-IL2R. Baba et al. [20] reported
a case of sarcoidosis with multiple endobronchial mass
lesions which disappeared after treatment with CAM
coupled with minocycline. However, there has been no
report documenting a drastic effect for sarcoidosis after
a single CAM administration. Although acetaminophen
might have played a role in depressing the fever to a cer-
tain extent, the drug itself has no immunomodulatory or
immunosuppressive effect. Thus, CAM was thought to
have played a major role in improving sarcoidosis.
Recently, we reported a case of MTX-related EBV-

associated Hodgkin-like lymphoma, in which complete re-
mission was achieved after withdrawal of MTX coupled
with CAM administration [21]. We emphasized that
CAM has important pharmacological effects such as
immunosuppression or immunomodulation in addition
to an antimicrobial role. It is postulated that CAM can
influence the cytokine networks and enhance the activities
of natural killer cells and cytotoxic T-cells [22]. Many
investigators have reported immunosuppressive or immu-
nomodulatory effects of CAM in patients with cancers
[23,24] or tumor-bearing animals [22]. In brief, CAM can
decrease the production of IL-1 [5,21,25], IL-2 [6,26,27],
IL-5 [26], IL-6 [5,6,21,24,26,27], IL-8 [6,28], TNF-α
[5,21,24,26,29], transforming growth factor-β [29] and
matrix metalloproteinase 9 [29], and increase the pro-
duction of IL-4 [22], IL-12 [23] and IFN-γ [22,23]. In
the present case, the level of cytokines was not investi-
gated. However, the pathology of the biopsied lymph
node was very suggestive to understand the mode of
action by CAM; the sarcoid granulomas clearly showed
apoptotic degeneration in Langhans giant cells. In this
connection, CAM has been reported to induce apop-
tosis of activated human lymphocytes [30]. Here, atten-
tion should be paid to the fact that the lymph node
biopsy was carried out 9 days after the initiation of
CAM treatment. This means that CAM had already
exerted its pharmacological effect on the sarcoid granu-
lomas at the time of biopsy. In other words, pathological
findings of the lymph node represented the healing
process by CAM treatment.
In the present case, the PET-CT images consistently

showed distinct FDG uptake at the submandibular dental
roots, suggesting the presence of chronic periodontitis.
Concomitant FDG uptake in peripharyngeal lymph nodes
seemed to be related with chronic periodontitis. P. acnes
is known to be indigenous to the skin, it is also considered
to be important in the etiology of periodontal diseases. In
this case, the possibility that the chronic periodontitis
might have been a focus of P. acnes infection cannot be
ruled out.

Conclusions
The present case provided helpful clues in the treatment
of P. acnes-associated sarcoidosis. CAM was found to be
effective for treating sarcoidosis, and seems to have im-
portant pharmacological effects such as immunosuppres-
sion, immunomodulation and induction of apoptosis in
addition to its antimicrobial role. The pathological analysis
of the lymph node, which was obtained during the CAM
treatment, demonstrated an apoptosis-inducing effect of
CAM on the sarcoid granulomas. This effect might have
resulted in satisfactory improvement in this case.

Consent
Written informed consent was obtained from the patient
for publication of this case report and accompanying im-
ages. A copy of the written consent is available for review
by the Editor-in-Chief of this journal.

Abbreviations
BHL: Bilateral hilar lymphadenopathy; CAM: Clarithromycin; CRP: C-reactive
protein; CT: Computed tomography; EBV: Epstein–Barr virus;



Takemori et al. Journal of Medical Case Reports 2014, 8:15 Page 9 of 9
http://www.jmedicalcasereports.com/content/8/1/15
FDG: 18F-fluorodeoxyglucose; IFN-γ: Interferon-γ; Ig: Immunoglobulin;
IL: Interleukin; MTX: Methotrexate; PET: Positron emission tomography;
RNA: Ribonucleic acid; s-IL2R: Soluble-interleukin-2 receptors; TNF: Tumor
necrosis factor.

Competing interests
The authors declare that they have no competing interests. All authors have
no sources of funding from CAM-related pharmaceutical companies.

Authors’ contributions
NT carried out the clinical treatment, follow-up and collecting data, and
was also a major contributor in writing the manuscript. MN carried out the
lymph node biopsy. MK and YE performed the histochemistry and
immunohistochemistry and are the major contributors for the pathological
diagnosis. All authors read and approved the final manuscript.

Acknowledgements
The authors would like to thank Prof. H K Ooi (School of Veterinary Medicine,
Azabu University) for helpful reviewing and preparation of the manuscript.

Author details
1Division of Hematology, Department of Internal Medicine, Imai Hospital,
Tanaka-cho 100, Ashikaga, Tochigi 326-0822, Japan. 2Department of Surgery,
Imai Hospital, Tanaka-cho 100, Ashikaga, Tochigi 326-0822, Japan.
3Department of Anatomic and Diagnostic Pathology, Dokkyo Medical
University School of Medicine, Mibu-machi, Shimotsuga-gun, Tochigi
321-0293, Japan. 4Department of Human Pathology, Tokyo Medical and
Dental University, 1-5-45, Yushima, Bunkyo-ku, Tokyo 113-8510, Japan.

Received: 18 August 2013 Accepted: 12 November 2013
Published: 15 January 2014

References
1. Hunninghake GW, Costabel U, Ando M, Baughman R, Cordier JF, du Bois R,

Eklund A, Kitaichi M, Lynch J, Rizzato G, Rose C, Selroos O, Semenzato G,
Sharma OP: ATS/ERS/WASOG statement on sarcoidosis. Sarcoidosis Vasc
Diffuse Lung Dis 1999, 16(2):149–173.

2. Iannuzzi MC, Rybicki BA, Teirstein AS: Sarcoidosis. N Engl J Med 2007,
357(21):2153–2165.

3. Negi M, Takemura T, Guzman J, Uchida K, Furukawa A, Suzuki Y, Iida T,
Ishige I, Minami J, Yamada T, Kawachi H, Costabel U, Eishi Y: Localization of
Propionibacterium acnes in granulomas supports a possible etiologic link
between sarcoidosis and the bacterium. Mod Pathol 2012, 25(9):1284–1297.

4. Homma JY, Homma JYC, Abe C, Chosa H, Ueda K, Saegusa J, Nakayama M,
Homma H, Washizaki M, Okano H: Bacteriological investigation on biopsy
specimens from patients with sarcoidosis. Jpn J Exp Med 1978, 48(3):251–255.

5. Culić O, Eraković V, Parnham MJ: Anti-inflammatory effects of macrolide
antibiotics. Eur J Pharmacol 2001, 429(1–3):209–229.

6. Kanoh S, Rubin BK: Mechanism of action and clinical application of
macrolides as immunomodulatory medications. Clin Microbiol Rev 2010,
23(3):590–615.

7. Wyllie AH, Kerr JFR, Currie AR: Cell-death: the significance of apoptosis.
Int Rev Cytol 1980, 68:251–306.

8. McGrath DS, Goh N, Foley PJ, du Bois RM: Sarcoidosis: genes and
microbes―soil or seed? Sarcoidosis Vasc Diffuse Lung Dis 2001, 18(2):149–164.

9. du Bois RM, Goh N, McGrath D, Cullinan P: Is there a role for
microorganisms in the pathogenesis of sarcoidosis? J Intern Med 2003,
253(1):4–17.

10. Drake WP, Newman LS: Mycobacterial antigens may be important in
sarcoidosis pathogenesis. Curr Opin Pulm Med 2006, 12(5):359–363.

11. Ishige I, Usui Y, Takemura T, Eishi Y: Quantitative PCR of mycobacterial and
propionibacterial DNA in lymph nodes of Japanese patients with
sarcoidosis. Lancet 1999, 354(9173):120–123.

12. Eishi Y, Suga M, Ishige I, Kobayashi D, Yamada T, Takemura T, Takizawa T, Koike
M, Kudoh S, Costabel U, Guzman J, Rizzato G, Gambacorta M, du Bois R,
Nicholson AG, Sharma OP, Ando M: Quantitative analysis of mycobacterial
and propionibacterial DNA in lymph nodes of Japanese and European
patients with sarcoidosis. J Clin Microbiol 2002, 40(1):198–204.

13. Yamada T, Eishi Y, Ikeda S, Ishige I, Suzuki T, Takemura T, Takizawa T, Koike
M: In situ localization of Propionibacterium acnes DNA in lymph nodes
from sarcoidosis patients by signal amplification with catalysed reporter
deposition. J Pathol 2002, 198(4):541–547.

14. Zissel G, Prasse A, Müller-Quernheim J: Sarcoidosis-immunopathogenetic
concepts. Semin Respir Crit Care Med 2007, 28(1):3–14.

15. Moller DR, Forman JD, Liu MC, Noble PW, Greenlee BM, Vyas P, Holden DA,
Forrester JM, Lazarus A, Wysocka M, Trinchieri G, Karp C: Enhanced
expression of IL-12 associated with Th1 cytokine profiles in active
pulmonary sarcoidosis. J Immunol 1996, 156(12):4952–4960.

16. Minami J, Eishi Y, Ishige Y, Kobayashi I, Ishige I, Kobayashi D, Ando N,
Uchida K, Ikeda S, Sorimachi N, Karasuyama H, Takemura T, Takizawa T,
Koike M: Pulmonary granulomas caused experimentally in mice by a
recombinant trigger-factor protein of Propionibacterium acnes. J Med
Dent Sci 2003, 50(4):265–274.

17. Takemori N, Saito N, Tachibana N, Hayashishita N, Miyazaki T: A case report
of multiple myeloma, with special reference to M-protein-containing
dense bodies in erythroid cells: an immunoelectron microscopic study.
J Clin Electron Microsc 1987, 20(2):151–167.

18. Bachelez H, Senet P, Cadranel J, Kaoukhov A, Dubertret L: The use of
tetracyclines for the treatment of sarcoidosis. Arch Dermatol 2001,
137(1):69–73.

19. Miyazaki E, Ando M, Fukami T, Nureki S, Eishi Y, Kumamoto T: Minocycline
for the treatment of sarcoidosis: is the mechanism of action
immunomodulating or antimicrobial effect? Clin Rheumatol 2008,
27(9):1195–1197.

20. Baba K, Yamaguchi E, Matsui S, Niwa S, Onoe K, Yagi T, Hattori T, Ozawa H,
Hara K: A case of sarcoidosis with multiple endobronchial mass lesions
that disappeared with antibiotics. Sarcoidosis Vasc Diffuse Lung Dis 2005,
23(1):78–79.

21. Takemori N, Kaneko H, Nakamura M, Kojima M: Complete remission of
methotrexate-related Epstein–Barr-virus-associated Hodgkin-like lymphoma
following withdrawal of MTX coupled with clarithromycin administration.
Case Rep Hematol 2012, 2012:658745. doi:10.1155/2012/658745.

22. Hamada K, Mikasa K, Yunou Y, Kurioka T, Majima T, Narita N, Kita E:
Adjuvant effect of clarithromycin on chemotherapy for murine lung
cancer. Chemotherapy 2000, 46(1):49–61.

23. Majima T, Mikasa K, Hamada K, Konishi M, Maeda K, Sakamoto M, Yoshimoto E,
Murakawa K, Ueda K, Kita E, Narita N: Changes of cytokine mRNA in
peripheral blood mononuclear cells from unresectable non-small cell lung
cancer patients before and after clarithromycin therapy. Jpn J Chemother
1999, 47(6):345–348.

24. Sakamoto M, Mikasa K, Hamada K, Teramoto S, Konishi M, Maeda K,
Tsujimoto M, Hirai T, Mori K, Ueda K, Sawaki M, Kita E, Narita N: Long-term
clarithromycin treatment for cancer cachexia of inoperable non-small
cell lung cancer patients. Jpn J Chemother 1996, 44(12):879–882.

25. Takeshita K, Yamagishi I, Harada M, Otomo S, Nakagawa T, Mizushima Y:
Immunological and anti-inflammatory effects of clarithromycin: inhibition
of interleukin 1 production of murine peritoneal macrophages. Drugs Exp
Clin Res 1989, 15(11–12):527–533.

26. Morikawa K, Zhang J, Nonaka M, Morikawa S: Modulatory effect of
macrolide antibiotics on the Th1- and Th2-type cytokine production.
Int J Antimicrob Agents 2002, 19(1):53–59.

27. Sugiyama K, Shirai R, Mukae H, Ishimoto H, Nagata T, Sakamoto N, Ishii H,
Nakayama S, Yanagihara K, Mizuta Y, Kohno S: Differing effects of
clarithromycin and azithromycin on cytokine production by murine
dendritic cells. Clin Exp Immunol 2007, 147(3):540–546.

28. Kikuchi T, Hagiwara K, Honda Y, Gomi K, Kobayashi T, Takahashi H, Tokue Y,
Watanabe A, Nukiwa T: Clarithromycin suppresses lipopolysaccharide-
induced interleukin-8 production by human monocytes through AP-1 and
NF-κB transcription factors. J Antimicrob Chemother 2002, 49(5):745–755.

29. Sassa K, Mizushima Y, Kobayashi M: Differential modulatory effects of
clarithromycin on the production of cytokines by a tumor. Antimicrob
Agents Chemother 1999, 43(11):2787–2789.

30. Ishimatsu Y, Kadota J, Iwashita T, Nagata T, Ishii H, Shikuwa C, Kaida H,
Mukae H, Kohno S: Macrolide antibiotics induce apoptosis of human
peripheral lymphocytes in vitro. Int J Antimicrob Agents 2004, 24(3):49–55.

doi:10.1186/1752-1947-8-15
Cite this article as: Takemori et al.: Successful treatment in a case of
Propionibacterium acnes-associated sarcoidosis with clarithromycin
administration: a case report. Journal of Medical Case Reports 2014 8:15.


	Abstract
	Introduction
	Case presentation
	Conclusions

	Introduction
	Case presentation
	Discussion
	Conclusions
	Consent
	Abbreviations
	Competing interests
	Authors’ contributions
	Acknowledgements
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


