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Abstract  A 66 year o ld male with a long standing uncontrolled gastric H pylori infect ion and Crohn’s disease presented 
with nodular lesions in the back. These were removed surgically. Pathologically  the lesion consisted of lymphocytes, giant 
cells with vacuolated cytoplasm and histiocytes. By immunohistochemistry there were stem cells, B cells and CD1a 
Langerhans cells. The diagnosis of Langerhans histiocytosis was made. The giant cells were positive for both CD 20 B cell 
marker and the macrophage marker CD 68 indicat ing that they were derived from B cells. They were strongly positive for H 
pylori antigen. A year later the patient reported with non-itching nodular lesions in the right flank. There was no 
lymphadenopathy or Splenomegaly. A biopsy of the lesion showed a follicu lar center B cell lymphoma. The tumor cells were 
positive for H pylori antigen. He was treated for H pylori infection. He completely recovered and was in good health a year 
later. 
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1. Introduction 
Helicobacter pylori infectionis a major cause of chronic 

gastrit is, pept ic u lcer d isease, gastric cancer and  gastric 
mucosa-associated lymphoid t issue (MALT) lymphoma[1]. 
MALT lymphoma arises from the marg inal zone o f the 
lymphoid follicle. Pathologically, they consist of centrocyte- 
like cells, and lymphoepithelial lesions[2, 3]. In addit ion to 
gastric and intestinal involvement, MALT lymphoma has 
been described in other tissues that include the skin,lung, 
thyroid gland, conjunctiva, orb it and salivary g lands[4-6]. 
Herein we describe a patient with  a long history of H pylori 
infect ion who developed a localizedH. pylori  associated 
cutaneous  Langerhans  h ist iocy tos is  that  was  excis ed 
surgically. A year later he developed  a fo llicu lar B cell 
lymphoma in  a different part of the skin. It was associated 
with H pylori  in fect ion  and  reso lved completely  after 
surgical removal and anti H. pylori drug therapy. As far as 
we are aware this is the firstfollicular B cell lymphoma of the 
skin  associated with  cutaneous H. py lo ri in fect ion . The  
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pathogenesis of the lesion is discussed 

2. Case Presentation 
A 66 year old male with a long standing uncontrolled 

gastric H pylori infect ion and Crohn’s disease presented with 
nodular lesions in the back. These were removed surgically. 
The excised lesion was examined h istologically in H&E 
stained sections and by immunohistochemistry. All reagents 
for the latter were from Dako, Denmark.  Histopathology 
showed small lymphocytes andhistiocytes; some of the latter 
were large giant cells with foamy cytoplasm (Fig 1). Based 
on the H&E stained sections the initial d iagnosis was 
xanthogranuloma. The cells with dendrites were positive for 
CD1a (Fig 2). Based on this finding the diagnosis of 
Langerhans histiocytosis was made.The giant cells and some 
smaller cells were positive for the histiocytes marker CD 68 
(Fig 3). The giant cells were also positive for the B cell 
marker CD 20 (Fig 4). Thus these cells are immature cells 
that may differentiate into B cells or macrophages depending 
on the stimulus. Some were strongly positive for H pylori 
antigen (Fig 5)(Dako Denmark). 

Some cells were positive for S-100 protein. Scattered CD 
34-positive stem cells were identified (Fig 6). There were 
also CD 3 positive T cells. 
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Figure 1.  shows lymphocytes, histiocytes and vacuolated giant cells 
(H&Ex40) 

 
Figure 2.  shows CD1a positive dendritic cells in the dermis and epidermis 
(Immunohistochemistry x 40) 

 
Figure 3.  shows the giant cells are positive for the macrophage marker CD 
68. (Immunohistochemistry x10) 

 
Figure 4.  shows the giant cells and the small lymphocytes are positive for 
the B cell marker CD 20. (Immunohistochemistry x 10) 

 
Figure 5.  shows the giant cells and macrophages are strongly positive for 
H pylori antigen. (Immunohistochemistry x100) 

 
Figure 6.  shows CD34 positive stem cells. Small vessels are also positive 
and act as internal control> (Immunohistochemistry x 40) 

 
Figure 7.  shows nodules of lymphoid cells (H&E x10) 

 
Figure 8.  shows that the tumour cells are a mixture of centrocytes and 
centroblasts (H&E x40) 
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Figure 9.  shows the tumour cells are positive for the B cell marker CD 20. 
(Immunohistochemistry x 40) 

 
Figure 10.  A focus shows BCL2 positivetumour cells. 
(Immunohistochemistry x 40) 

 
Figure 11.  shows the tumour cells are expressing H pylori antigen on the 
cell membrane (Immunohistochemistry x 40) 

Fourteen months later the patient reported with 
non-itching nodular lesions in  the right flank. They measured 
between 0.3 and 0.5 cm in size. He looked well. There was 
no lymphadenopathy or Splenomegaly. A b iopsy of the 
lesion showed a lymphoma composed of nodules of 
lymphoid tissue (Fig 7). The cells of the lymphoma consisted 
of centroblasts and centrocytes (Fig 8). By 
immunohistochemistry the cells were positive fo r the B cell 
marker CD 20 (Fig 9) and BCL 2 (Fig  10).They were also 
positive for H pylori antigen(Fig 11). After surgery, there 
was a residual tumor nodule in the surgical wound. The 
patient was treated with Amoxiclav (Amoxicillin + 
Clavulanic acid) 1.2 g b id intravenously for 5 days, 
Metronidazole 500 mg in fusion, 2 OD for 3 days and 

Pantoprazole as proton pump inhibitor (PPI) 40 mg IV OD 
for 5 days.This was followed by PPI g iven orally for the rest 
of 28 days. At the end of treatment stool examination was 
negative for H pylori; before therapy it was positive. The 
residual lesion disappeared. The patient remained well at 
follow up a year later and had no recurrence o f the 
lymphoma. 

3. Discussion 
The patient presented here is unique and demonstrates a 

spectrum of diseases associated with H pylori infection. 
These included poorly controlled gastric H pylori infection, 
long standingCrohn’s disease, cutaneous Langerhans 
histiocytosis and cutaneous follicular center cell lymphoma. 
We previously reported the association of H pylori infection 
with Langerhans histiocytosis in a 25 years old female with 
cutaneous lesions of 10 years duration[7]. Helicobacter 
pylori was reported in the intestinal mucosa of a patient 
affected by an ulcerative colit is-like phenotype of Crohn's 
disease (CD)[8]. It is doubtful if H pylori infection is a cause 
of Crohn’s disease. Some patients develop Crohn’s disease 
after erad ication of the organis m[9]. For some, this 
suggested that H pylori may protect against Crohn’s disease 
[10]. Our patient had irregular anti H pylori therapy with 
improvement and recurrences.  

When we saw him first we diagnosed his skin lesions as 
xanthogranuloma. After the demonstration of CD 1a positive 
cells by immunohistochemistry we changed our init ial 
diagnosis to Langerhanshistiocytosis.A complex overlap 
exists between xanthogranuloma and Langerhans cell 
histiocytosis, with lesions showing clinical and/or 
pathological features of both disorders[11]. 

The types of cells in the in itial biopsy were a mixture of 
interrelated cells. We identified stem cells that were most 
probably the origin of the various cells.  The cells showing 
the B cell marker were small lymphocytes and surprisingly 
the large foamy histiocytes were positive for CD 20. It is 
known that some histiocytes are derived from B cells. It was 
shown that enforced expression of C/EBPα and C/EBPβ in 
differentiated B cells leads to their rapid and efficient 
reprogramming into macrophages[12]. C/EBPs induce these 
changes by inhibiting the B cell commitment transcription 
factor Pax5, leading to the down-regulation of its target 
CD19, and synergizing with endogenous PU.1, an ETS 
family factor, leading to the up-regulation of its target Mac-1 
and other myeloid markers[12]. We suggest that some of the 
giant cells co-expressing CD 68 and CD 20 had their CD 
marker down regulated but they expressed the CD 68 
macrophage marker.The Langerhans cells are derived from 
the epidermis. There were CD1a negative but S100 positive 
dendritic cells in the dermal infilt rate. 

Human dendritic cells (DCs) represent a rare and 
heterogeneous population of cells that originate from CD34+ 
hematopoietic stem cells. Myeloid DCs differentiate from a 
common progenitor along 2 independent pathways that give 
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rise to CD11c+ blood precursors with or without the 
expression of membrane CD1a[13, 14]. CD11c+CD1a+ DCs 
differentiate to Langerhans cells (LCs) in  the epidermis and 
other epithelial surfaces, whereas the CD11c+CD1a− subtype 
replenishes various tissues with interstitial/tissue dendritic 
cells. The S100 positive and Cd1a negative cells observed in 
this patient are reminiscent of dendrit ic cells in 
RosaiDorfmandisease that are CD 68 and S-100 positive[15]  

We have shown that the patient described here had 
localized cutaneous Langerhans histiocytosis which was 
completely excised. A year later he developed nodular 
lesions in a different part of the skin. This proved to be a 
follicu lar lymphoma. The tumor was expressing H pylori 
antigen. Primary cutaneous lymphomas are usually regarded 
to represent the cutaneous counterpart of extranodal 
marginal zone lymphoma of the mucosa-associatedlymphoid 
tissue (MALT) (4-6).It has been described in  several other 
tissues that include the lung, thyroid g land, conjunctiva, orb it 
and salivary glands[4-6]. The World Health Organization 
and the European Organizat ion for Research and Treatment 
of Cancer (WHO-EORTC) have agreed on  a new 
classification system[5]. The cutaneous B-cell lymphoma 
classifications designated by the WHO-EORTC include: 
primary cutaneous marginal zone B-cell lymphoma; primary 
cutaneous follicle center lymphoma; p rimary cutaneous 
diffuse large B-cell lymphoma, leg  type; and primary 
cutaneous diffuse large B-cell lymphoma. 

Primary cutaneous marg inal zone B-cell lymphoma 
(PCMZL), which includes the previously designated entities 
of immunocytoma, plasmacytoma, and extranodal marginal 
zone B-cell lymphoma of mucosa-associated lymphoma 
tissue (MALT lymphoma), is a neoplasm of bcl-2+, CD10- 
and bcl-6-lymphocytes[4]. This immunophenotype 
facilitates differentiat ion of PCMZL from primary cutaneous 
follicu lar-center lymphomas and from cutaneous lymphoid 
hyperplasias. 

As far as we are aware this is the first cutaneous follicu lar 
B cell lymphoma associated with cutaneous H pylori 
infection. The tumor expressed H pylori antigen. It  was 
incompletely excised but the residual tumor in the surgical 
wound regressed completely after anti H pylori drug 
treatment. The patient is alive and well a year later. 

4. Conclusions 
Primary Cutaneous Follicu lar Lymphoma is type of skin  

cancer that has been dealt conventionally with radiotherapy 
or excision (surgically) and in some instances using 
chemotherapy. In th is case, we use triple therapy (eradication 
of H. pylori). Using of triple therapy reveals that 
nonconventional relationship between H. pylori – host 
interactions that reflects future direction in etiology of 
pathogenesis as well as presenting potential strategies in 
treatment of these lymphomas- Use of Antibiotics in 
treatment of malignancy. 

 

REFERENCES 
[1] Atherton JC. The pathogenesis of Helicobacterpylori-induce

d gastro-duodenal diseases.Annual Review of Pathology 2006; 
1:63–96. 

[2] Isaacson PG, Spencer J. Malignant lymphoma of mucosa-ass
ociated lymphoid tissue. Histopathology1987;11(5):445-62 

[3] Wotherspoon AC, Ortiz-Hidalgo C, Falzon MR, Isaacson PG. 
Helicobacter pylori associated gastritis and primary B-cell 
gastric lymphoma. Lancet1991; 338(8776):1175-6 

[4] Slater D. Primary cutaneous B-cell lymphomas. Arch 
Dermatol.1997;133:1604-1605. 

[5] Willemze R, Kerl H, Sterry W, et al. EORTC classification 
for primary cutaneous lymphomas: a proposal from the 
Cutaneous Lymphoma Study Group of the European 
Organization for Research and Treatment of Cancer. Blood.  
1997;90:354-371. 

[6] Jaffe ES, Harris NL, Stein H, et al,  eds. Pathology and 
GeneticsofTumours of Haematopoietic and Lymphoid 
Tissues. Lyon,France: IARC Press; 2001. World Health 
OrganizationClassification of Tumours. 

[7] Bashir HHS, AL Hassan Lamyaa, Al Hassan AM. Langerha
ns cell histiocytosis (LCH) associated with Helicobacter 
pylori infection. Clinical Reviews and Opinions.2011;3: 
2141-2553. 

[8] Concalves  Oliveira A, Rocha FA, Camargos  Rocha AM, et al. 
Isolation of Helicobacter pylori from the intestinal mucosa of 
patients with Crohn's disease. Helicobacter. 2006; 11: 2–9 

[9] Jovanovic IR, Miloslavljevic TN, Jankovic GP, et al. Clinical 
onset of the Crohn's disease after eradication therapy of 
Helicobacter pylori infection. Does Helicobacter pylori 
interact with natural history of inflammatory bowel diseases? 
Med SciMonit.2001; 7: 137–141. 

[10] Tursi A. Onset of Crohn's disease after Helicobacter pylori 
eradication. Inflammatory Bowel Diseases 2006; 12: 
1008–1009. 

[11] Patrizi A, Neri I, Bianchi F, Guerrini V, Misciali C, Paone G, 
BurnelliR.Langerhans cell histiocytosis and juvenile xanthog
ranuloma. Two case reports. Dermatology.2004;209(1):57-6
1. 

[12] Xie H, Ye MFeng R. Graf T. Stepwise Reprogramming of B 
Cells into Macrophages. Cell. 2004;117: 663-676 

[13] Shortman K and Liu YJ. Mouse and human dendritic cell 
subtypes. Nat Rev Immunol 2002; 2:151–161. 

[14] Caux C, Vanbervliet B, Massacrier C, et al. CD34+ 
hematopoietic progenitors from human cord blood 
differentiate along two independent dendritic cell pathways in 
response to GM-CSF+TNF alpha. J Exp Med 1996; 
184:695–706. 

[15] Mannan AA, KarakAK . Sinus histiocytosis with massive 
lymphadenopathy (RosaiDorfman disease): evidence for a 
dendritic cell derivation? Indian Journal of Pathology & 
Microbiology 2005; 48:300-304

 


	1. Introduction
	2. Case Presentation
	3. Discussion
	4. Conclusions

