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angiotension II: organ-especific effects

independent of antihypertensive effects.
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preformed amyloid fibrils9 which

described as «seeding mechanism». Also,

enzyme inhibitory function against SAA

proteins was confirmed in AA type of

amyloid formation and deposition10. All

reported CVID cases with amyloidosis

had a sever status of infectious disease

or underling complications like cor

pulmonale, congestive hepatomegaly,

bilateral bronchiectasis, severe

respiratory failure7 and tuberculosis6.

Recurrent infections could be

considered as the main cause of the

amyloidosis development; although

recurrent infections could be as a

consequence of inadequate IVIG

therapy, long delay diagnosis can also

prone patient to chronic and recurrent

infections7.

We report herein a 50-year old male with

a history of recurrent respiratory tract

infections and diarrhea from early

childhood. The diagnosis of amyloidosis

was made for this patient based on

histopathological findings of renal

biopsy, once he hospitalized due to

edema and massive proteinuria at the

age of 48 years. Renal fine needle

aspiration biopsy revealed deposition of

amorphous pink hyaline eosinophilic

material in glomerulus, tubular basement

membrane (TBM), interstitial area and

vessel walls of arterioles; it was

documented by green appearance fibrils

under polarized light which stained and

bind with Congo red (figure 1). As the

patient experienced several episodes of

infections, immunological studies were

performed which showed significant

decreased in all serum immunoglobulin

levels, compatible with diagnosis of

CVID (table 1). Regular hypo-osmolar
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Dear Editor:

Common variable immunodeficiency

(CVID) is the most prevalent symptomatic

primary antibody deficiency, characterized

by hypogamaglobulinemia, normal or

decreased B-cell number and impaired

antibody response leading to chronic

and recurrent infections, mostly in the

respiratory and gastrointestinal tracts1,2.

However, a significant proportion of

patients manifest features of immune

dysregulation, including polyclonal

lymphocytic infiltration, autoimmunity,

enteropathy and malignancy3.

Secondary amyloidosis is an extremely

rare complication of CVID4, mostly

reported in middle aged males5-7. This

manifestation refers to the extra-

cellular tissue deposition of serum

amyloid A (SAA) protein fibrils with

β-sheet structure, which could be due

to chronic and recurrent infections in

this group of patients8. The self-

assembly by amyloid proteins cannot

progress in the soluble condition of

dissembled precursor proteins alone,

while it is speeded up by seeding with

B) BRIEF CASE REPORTS

Figure 1. Renal glomerule with deposition

of amorphous pink material proved to be

amyloid by Hematoxyline, Eosin staining

(A. X400) and special reacting to Congo-

red stain (B. X400).
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It is considerable that renal AA

amyloidosis in CVID patients commonly

presented with asymptomatic proteinuria,

whilst nephrotic syndrome is present in

more than one fourth of patients at the time

of diagnosis15.  Also, red blood cells count

in urinary sediments and microscopic

haematuria may present in CVID patients

with the AA type, which more prominent

than primary amyloidosis (AL type)15.

The incidence of AA amyloidosis could

be increased with duration of the

underlying disease condition and

associated factors such as long delay

diagnosis. The mean duration of

inflammation before the diagnosis of

amyloidosis is estimated about 8-14

years15. CVID patients usually

experience several episodes of infections

since childhood; it is expected that the

patients had a history of many years

inflammation without appropriate

treatment, which is enough for

progression of AA amyloidosis. The

average age of reported CVID patients

with renal secondary amyloidosis was

intravenous immunoglobulin was started

in addition to prophylactic antibiotics

and cholchicin, which controlled his

renal disease. Moreover, he has not

experienced further episode of serious

infection since last two years.

The clinical manifestations of amyloidosis

are widely dependent to the type of

deposited protein and amount of amyloid

deposition. Variation in the clinical picture

of amyloidosis is related to the type of

precursor involved8,11. Moreover, the

clinical features of amyloidosis vary by the

organ affected; the most common organ

involvement in CVID patients, which are

complicated with amyloidosis, is

kidney5,12. Gastrointestinal (malabsorption,

perforation, hemorrhage and obstruction)6,

joints (arthropathy)13, thyroid7, and gum

were other sites which could be affected by

secondary amyloidosis in CVID. Kidney

organ function does not change with small

amounts of AA amyloid deposition, while

the prognosis of excessive deposition of

AA renal amyloidosis is generally poor

and potentially fatal14.

40.7 ± 10.9 years5-7, which is much

lower than the age of other renal

amyloidosis population (70.7 ± 12.0

years)15.

Glomerular deposition of amyloid

substances in CVID patients had a

significant differentiation from other

individuals with renal amyloidosis. In

these patients, immunoglobulins are

not accompanied in intraglomerular

deposition, while in other diseases

associated with renal amyloidosis,

deposition of IgG and C3 occurred at a

rate of 60% and 45%, respectively.

Furthermore, IgA deposition can be

seen in 50-60% of cases with AA type9.

Control of the underlying inflammatory

disease is the preferred therapy of AA

amyloid, but patients who have

diagnostic criteria of CVID should

receive immunoglobulin replacement

therapy. Administration of IVIG could

dramatically reduce recurrent infections

and subsequent complications in the

patients with antibody deficiency1,2.

Although the usual initial dosage for IVIG

therapy is 300-400 mg/kg per month,

higher doses of 600-800 mg/kg may be

needed in subgroup of patients, especially

in patients with bronchiectasis or chronic

sinusitis. Nonetheless, IVIG may induce

renal damage, especially in patients with

preexisting renal insufficiency. Increased

level of sucrose, blood viscosity and

deposition of immune complex in renal

tissue are the main causes of renal damage

due to IVIG. Therefore treatment of

CVID patients with amyloidosis is a

subject of debate. However, high dosage

of hypo-osmolar IVIG without sucrose

(such as Gummunex or Octagam) is

recommended for prevention of renal

damage in addition with adjustment of

dosage of antibiotics and colchicines. It is

expected that new therapeutic strategies in

addition to IVIG should be commenced

in CVID-amyloidosis patients15. The

biological agents such as tumor necrosis

factor alpha (TNF-α) blocker, Etanercept,

Iododoxorubicin and low-molecular-

weight sulfates (Fbrilex) have been shown

to be effective in treatment of AA-type

renal amyloidosis9, which should be tried

in CVID-amyloidosis patients as well.

Table 1. Patients laboratory finding

Normal range Patient Finding

4-10,000 11,000 WBC (count/mm3)

1,000-6,000 7,700 PMN (count/mm3)

1,000-4,800 3,080 Lymphocyte (count/mm3)

12-16 13.2 Hemoglobin (mg/dl)

450-450 (x106) 288 (x106) Plt (count/mm3)

28-77 88 CD3 (%)

32-62 27 CD4 (%)

2-36 59 CD8 (%)

5-19 10 CD16 (%)

3-14 5 CD19 (%)

700-1,600 251 Serum IgG (mg/dl)

70-400 5 Serum IgA (mg/dl)

40-230 34 Serum IgM (mg/dl)

90-100 98 NBT (%)

50-150 110 CH50 (%)

0.89-1.87 1.31 C3 (g/L)

0.16-0.38 0.31 C4 (g/L)

Up to 20 55 ESR (mm)

Less than 200 347 Triglycerides (mg/dl)

Less than 240 229 Cholesterol (mg/dl)
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Dear Editor, 

Cryptosporidium parvum is an

intracellular protozoan that can

produce gastroenteritis in humans. In

immunodepressed patients the infection

can be severe and lead to persistent

diarrhoea and endanger life. There is

limited experience with the treatment of

this infection in solid organ recipients.

We describe the importance of diagnosis

and early treatment in a case of severe

cryptosporidiosis in a kidney transplant

recipient. To optimise the patient’s

immunological status and resolve the

infection it is necessary to apply

antibiotic treatment, together with the

reduction of immunosuppression. 
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We present the case of a 78 year old

woman with chronic kidney disease,

secondary to chronic interstitial

nephropathy on haemodialysis since

February 2003. She received a kidney

transplant from a deceased donor in

December 2003 with a basal CRP of 2

mg/dl. The patient was being treated

with steroids, mofetil mycophenolate

and tacrolimus. Steroids were

discontinued 3 months post-transplant.

In June 2008 the patient was admitted

with watery diarrhoea without any

pathological substance that had a 7 day

evolution, without fever, vomiting or

abdominal pain. The patient also had

haemodynamic instability and a blood

pressure of 80/50 mmHg, her diuresis

rhythm decreased and renal failure

deteriorated to CRP and plasma urea

levels of 4.3 and 177 mg/dl, respectively.

As diarrhoea persisted in spite of

absolute diet and saline therapy,

treatment with metronidazol and

ciprofloxacin was initiated. The

detection of adenovirus and rotavirus

antigens in faeces, and the culture and

cytotoxicity in direct faeces samples to

Clostridium difficile were negative. In

the analysis of fresh faeces no parasites

were observed. Antigen tests and

quantitative PCR for cytomegalovirus

(CMV) were negative. Finally, and in

view of the poor evolution of the patient,

modified Kinyoun stain (Figure 1)

was used and Cryptosporidium oocysts

were seen in the faeces. Treatment,

therefore, began with paramomycin and

azithromycinuntil for a period of 14

days. Subsequently nitazoxanide was

administered for 6 days and the doses of

mofetil mycophenolate and tacrolimus

Figure 1. Modified Kinyoun stain


