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bacteremia and in a patient with X-linked agammaglobulinemia

Dear Dr. van Leeuwen, Thank you for reviewing our manuscript entitled "Campylobacter jejuni bacteremia and Helicobacter pylori in a patient with X-linked agammaglobulinemia" (EJCMID-D-10-00198).

Hereby you find the revised version of our manuscript. We have considered all the points raised by the reviewer, and gave all the details of the way in which we have handled each of the points below.

We kindly ask you to reconsider our manuscript for publication in your journal. Answers to comments and questions from reviewer #1 -The reviewer suggested adding a sentence to the abstract to prompt physicians to use adapted culture methods and adequate prolonged therapy in the case of antibody deficient patients. Added in Abstract, page 4, line 10.

Kind regards,

-Both in the Abstract and the text information is added to describe the microbiological work-up and a description of the antibiogram of the different strains. Added in Abstract, page 4, and the Case Report, page 6, line 17.

-We agree with the reviewer that the association of Helicobacter and Campylobacter infection in a child with XLA is rarely reported, and could be explained by the geographic origin of the patient. A comment including a new reference to address this is added. Added in the Discussion, page 8, line 17.

-We agree with the reviewer that immunoglobulin substitution of XLA patients should be aimed at higher through levels than we initially reached in this patient (see publication Eijkhout et al). A sentence stressing this is added in text, plus the reference to support this notion. Added in the Case Report, page 6 line 8 & Discussion, page 8, line 9.

-The possibility of neutropenia in XLA is indeed described. Our patient had normal neutrophil counts during the entire course of his disease; this is now added to the Case Report (page 6, line 21).

-Enterovirus infections are potential causes of gastrointestinal complaints and neurological abnormalities in XLA patients. Other pathogens were repeatedly searched for in the feces, blood and the cerebrospinal fluid but never found. 
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Table 1 . Summary of published case reports and series of patients with hypogammaglobulinemia or XLA with Campylobacter or Helicobacter bacteremia

 1 year old Iranian boy with a history of recurrent infections and an absence of peripheral 3 blood B-lymphocytes was diagnosed with XLA. The boy was living in The Netherlands since his fifth.

	ABSTRACT

In the Case Report the results of PCR, culture, et cetera are given (page 6, line 25 & page 7, line 15). with bacteremia caused by Helicobacter and Campylobacter species, see Table 1.[2;3] 9 Recently, we treated a boy with XLA who developed fever, loss of appetite and failure to thrive 10 caused by a combination of H. pylori gastritis and recurrent C. jejuni bacteremia. 8 He had no detectable IgA and IgM. At the age of 10 years he developed epilepsy caused by left 9 occipital lesions, presumably acquired by infections in the past. 10 At the age of 15 years he was admitted to our hospital with progressive loss of appetite, initially 11 ascribed to his anti-epileptic medication. He was severely malnourished (weight / length-ratio -3 Dutch 12 Standard Deviation Score, comparable to Iranian growth charts). Stool antigen test for H. pylori was

13 positive. Endoscopy and biopsies of the gastric antrum, corpus and duodenum showed chronic active 14 inflammation with atrophy and intestinal metaplasia. Cultures of the antrum and corpus were positive 15 for H. pylori as well as for C. jejuni. Biopsies of anthrum and corpus were inoculated on non-selective 16 blood agar media and onto specific H. pylori media (Pylori agar, Biomérieux, France) in a micro-17 aerophilic environment for 7 days. Identification was performed by conventional biochemical reactions 18 according to standard operation procedures.[6] During hospitalization the patient had periods of fever.

negative for enteric parasites, viruses including enteroviruses and pathogenic bacteria. The patient was 25 treated with intravenous meropenem for two weeks, followed by oral erythromycin for another 4 weeks.

26

Repeated blood cultures after ten days were negative. For eradication of H. pylori he additionally received triple therapy with amoxicillin, clarithromycin and omeprazol for one week. H. meropenem (MIC 0.008 mg/L). Ten months later, he again developed a C. jejuni bacteremia. The strain 9 had a similar pattern as the stool isolate, with high level resistance to erythromycin by E-testing (MIC ≥ 10 256 mg/L), but the strain was sensitive to tetracycline. Sequence analysis of part of the 23S rRNA gene 11 revealed an A2058C mutation (position of nucleotide reported as the Escherichia coli equivalent), 12 known to be associated with erythromycin resistance.[7;8] The strain isolated 8 weeks earlier from the 13 feces did not have this mutation. No other pathogens were isolated. He again had complaints of loss of 14 appetite, no diarrhea or skin lesions and some weight loss. Co-trimoxazole prophylactic therapy was 15 switched to azithromycin (for 2 weeks) and later to doxycycline (for 4 weeks), which resulted in clinical 16 improvement and negative stool and blood cultures; now, with a follow-up of 6 months.

(children and adults).[12] C. jejuni is the most frequently isolated pathogen of the Campylobacter 12 species; C. coli, C. lari and C. upsaliensis are less frequently encountered pathogens. Transmission of 13 C. jejuni occurs by ingestion of contaminated food (i.e. chicken and pork), water and unpasteurized 14 milk. Helicobacter infections in children are acquired early in life, mainly via oral-fecal contact. In the 15 Netherlands the prevalence of H. pylori in children is very low (1.2%); most infected children are 16 offspring of non-Dutch parents like our patient.

[13] Our patient had a double infection, which may be 17 coincidental but could also be based on his Iranian background. In Iran, the prevalence of H. pylori was 18 reported to be 58% in healthy 15 year old children.

[14] 

19 Bacteremia with Campylobacter and Helicobacter species is frequently found in XLA patients. sensitive for amoxicillin-clavulanic acid (resistance rate 1 -2%).[9] The strain of our patient had high-25 level resistance to erythromycin (MIC ≥ 256 mg/L). Because of reported difficulties in the phenotypic
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recognition of erythromycin resistant isolates, the presence of the erythromycin resistant C. jejuni was

Mourad-Baars PE, Verspaget HW, Mertens BJ, Mearin ML (2007) Low prevalence of