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Eosinophilic oesophagitis in children: respondersrad non-responders to swallowed
Fluticasone.
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Eosinophilic Oesophagitis (EO) is characterisedabge numbers of eosinophils

in oesophageal mucosa in response to food or idlzdggens. Treatment with
elimination diet or corticosteroids lead to improwent in some children, but

their efficacy is not optimal. AIM: of this studyg to identify clinical,

endoscopic and/or histological features associat#dresponse to treatment

with swallowed fluticasone propionate. PATIENTS ANMETHODS: In the last 12 years
34 children (M/F 25/9) with EO were treated withtitasone propionate spray 250
ug/puff by inhaler without spacer, three puffs thtieges a day for 6 weeks, and
returned for a follow-up endoscopy. At histologyd&3hem were found to be
responders to therapy (73.5%) and 9 were non-refgsenAnthropometric
characteristics, symptoms at presentation, endaseop histological data at
baseline between responders and non-respondersorepared. RESULTS: Age, sex,
height, duration and type of main symptom at prizgem, type of allergy and
number of allergens, peripheral eosinophil countsexum IgE were similar in
responders and non-responders. At baseline histdilodings responders had a
more severe inflammation: median peak eosinopljis/power field was higher (76
vs 44 in non responders p=0.04), eosinophilic nalbsacesses were present in a
significantly higher number of responders (p=0.849 peak mast cells/ high
power field was significantly higher (p=0.001). CONJSIONS: Clinical
characteristics of children with EO at baselineengmilar in responders and
non-responders, but a more severe inflammatiomsophageal mucosa was
associated with a higher response rate to flutiaseatment.
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The expression of Axl receptor tyrosine kinase inflences the tumour phenotype
and clinical outcome of patients with malignant pleral mesothelioma.
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Background:Recent preclinical studies identified,Axtyrosine kinase receptor
implicated in tumour progression and epitheliaktesenchymal transition, as a
putative therapeutic target in malignant pleurasateelioma (MPM), an
invariably fatal malignancy with limited treatmesyitions. Here, we studied the
expression of Axl and its ligand Gas-6 (growth sirsggnal-6) in primary
specimens of MPM, correlating their expression lewath tumour phenotype and



clinical outcomes.Methods:Two independent cohdrtsoasecutive patients
diagnosed with MPM were studied: a derivation cbbomposed of 63 cases and a
validation set of 35 cases. Clinical variablesunahg patients' demographics,
tumour stage, histotype, performance status (P8)aid Gas-6 staining were
tested for predicting overall survival (OS) usimguariate and multivariate
analyses.Results:In the derivation cohort, Ax| (8Q) but not Gas-6
overexpression (P=0.35) emerged as a univariagnpsatic factor for OS,

together with stage (P=0.05), PS (P<0.001) hypaaibaemia (P<0.001) and anaemia
(P<0.001). Multivariate analyses confirmed Axl aaguression (P=0.01), PS
(P=0.01), hypoalbuminaemia (P<0.001) and anaensii.(8) as independent
predictors of OS. The prognostic role of Axl ovagreession was externally
validated in an independent cohort (P=0.03).Conafu®verexpression of Axl is
found in the majority of MPM specimens and influesipatient's survival
independently from other established prognostitofac Such information may
support patient selection for future trials.
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NLRP1 polymorphisms in patients with asbestos-assated mesothelioma.

Girardelli M, Maestri |, Rinaldi RR, Tognon M, Baldni R, Bovenzi M, Crovella
S, Comar M.

Institute for Maternal and Child Health-IRCCS "Bufbarofolo”, University of



Trieste, Trieste, Italy. comar@burlo.trieste.it.

BACKGROUND: An increasing incidence of malignantsathelioma (MM) cases in
patients with low levels of asbestos exposure sstgghe interference of

alternative cofactors. SV40 infection was detectsd;o-morbidity factor, only

in 22% of asbestos-MM patients from a North-Eastity area. An additional
mechanism of injury related to asbestos exposukéMhdevelopment has been
recently associated to inflammatory responsescipatly driven by interleukin

(IL)-1 beta (3) activated within the inflammasonoenplex.NLRP3 inflammosome has
been described as the intracellular sensor forsasdable to induce

inflammasome activation and IL-13 secretion whileRR1 is expressed in lung
epithelial cells and alveolar macrophages and iriers to the immune response

and to survival/apoptosis balance. This study psepdo evaluate the impact of
known NLRP3 and NLRP1 polymorphisms in the indiabsusceptibility to
asbestos-induced mesothelioma in subjects fronparepdemic area for MM.
METHODS: 134 Italian patients with diagnosis of wi®lioma due (MMAE, n=69) or
not (MMAF, n=65) to asbestos, 256 healthy Italidqwold donors and 101 Italian
healthy subjects exposed to asbestos (HCAE) weretgeed for NLRP1 (rs2670660
and rs12150220) and NLRP3 (rs35829419 and rs10By4fbymorphisms.
RESULTS: While NLRP3 SNPs were not associated tsatielioma, the NLRP1
rs12150220 allele T was significantly more frequartMMAE (0.55) than in HCAE
(0.41) (p=0.011; OR=1.79) suggesting a predispoefatt of this allele on the
development of mesothelioma. This effect was anaglitvhen the NLRP1 rs2670660
allele was combined with the NLRP1 rs12150220 al{pE0.004; OR=0.52).
CONCLUSION: Although NLRP3 SNPs was not involvednesothelioma predisposition,
these data proposed NLRP1 as a novel factor pgseialved in the development

of mesothelioma.
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Different Expression and Function of the Endocannaimoid System in Human
Epicardial Adipose Tissue in Relation to Heart Disase.
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BACKGROUND: The endocannabinoid system reportedthy$a role in the
pathogenesis of cardiovascular diseases. Thisrsystexpressed also in adipose
tissue, which could thus be involved in cardiaodigrs through modulation of
metabolically triggered inflammation. The curretudy aims to determine the
relevance of the endocannabinoid system in epiabadipose tissue in heart

disease. METHODS: Expression of the endocannabneaiglptors CB1 and CB2, and of
the endocannabinoid-degrading enzyme, fatty acidamydrolase, and activation

of protein kinase A (PKA), phospholipase C (PLGhtpin kinase C (PKC),

endothelial nitric oxide synthase (eNOS) and inbigc{i)NOS, and extracellular
signal-regulated kinases 1 and 2 (ERK1/2) (a merab#re reperfusion-injury



salvage kinase pathway), were analyzed by Westetnnpatients after coronary

artery bypass surgery (ischemics; N = 18) or valugiery (nonischemics; N = 15)

and in preadipocytes isolated from epicardial asipitssue. RESULTS: In

ischemics, the CB1-to-CB2 expression ratio shiftedard CB1 and was accompanied
by higher PKA activation. In contrast, in nonischesnCB2, fatty acid

amidohydrolase, PLC and PKC, and ERK1/2 were upadgtl Moreover, NO production
and INOS-to-eNOS ratios were higher in preadipajtem ischemics. CONCLUSIONS:
These results show a different modulation and fonatg of the endocannabinoid
system in ischemics compared with nonischemicscelewhile CB2, PLC and PKC,
ERK1/2, and eNOS are more strongly expressed iamgatwithout ischemic heart
disease, high CB1 and PKA expression is assocwtedow survival

intracellular pathway activation and high iNOS eation in ischemic heart

disease patients. The changes in the endocanndlsiystem in ischemics may
contribute to cardiac dysfunction and thereforgesents a potential

therapeutic target.

Copyright © 2012 Canadian Cardiovascular SocietfpliBhed by Elsevier Inc. All
rights reserved.
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Epidermal growth factor receptor (EGFR) gene mateti analysis is critical for
guiding the treatment of lung adenocarcinoma. krgday clinical practice, EGFR
testing is frequently centralized in referral ladtories that may receive
paucicellular cytologic specimens, often fixed arieus ways. We conducted a
search for EGFR mutations in 108 cytologic sampfdang adenocarcinoma from
different hospitals using the TheraScreen EGFR29kiese samples included 80
(74.1%) fine-needle aspirations, 13 (12%) pleusalte fluids, 13 (12%)

bronchial washings, and 2 bronchial brushings. Sdraples were fixed in ethanol
(n =79), Duboscg-Brasil (n = 18) or formalin (r18); 1 was unfixed. Ninety-two
(85.2%) were amplified, 16 (14.8%) were not. Mudas were detected in 22
(23.9%) of 92 amplified samples, 9 containing libss 200 cancer cells, and 4
with less than 50% cancer cells. DNA was amplifred2 of 18
Duboscqg-Brasil-fixed samples. These findings indichat cytologic specimens
are adequate for EGFR testing when a highly seesitssay is used, even if they
are paucicellular or not optimally fixed.

PMID: 22912354 [PubMed - indexed for MEDLINE]
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Japanese encephalitis virus RNA detected in CulexXmens mosquitoes in Italy.
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Mosquitoes collected in northern Italy were screkfoe flavivirus RNA. Positive
amplicons were sequenced and found most similaustet flavivirus (ISF), Usutu
virus (USUV) and surprisingly also to Japanese pnalktis virus (JEV). The
sequence (167 bp), obtained from one pool of Cpipiens, was found identical
to JEV strains from bats in China. Unfortunatelgiidnal sequence data or
virus isolations were not obtained in this studgnfirmation of potential
introduction of JEV to Italy and other European minies is urgently needed.

PMID: 22835438 [PubMed - indexed for MEDLINE]
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Extra-osseous Ewing sarcoma of the thyroid gland miicking lymphoma recurrence: a
case report.
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Extra-osseous Ewing sarcomas/peripheral primiteagroectodermal tumors
(EOES/pPNETS) are high-grade malignant tumors fannarious organs, such as
the lung, skin, intestine, kidney and female genitect; however, to the best

of our knowledge, only two cases have previousBnbdentified in the thyroid
gland. We describe a case of primary EOES/PNETRethyroid gland in a
66-year-old man with a previous history of larged lymphoma. During a
routine follow-up examination, the patient undertam ultrasound cervical scan
showing a solid nodule of the left thyroid lobe €lime-needle aspiration

biopsy of the nodule suggested a neuroendocrinertutistological and
immunohistochemical examination of the surgicakgpen supported a diagnosis of
EOES/PNET, which was further confirmed by the dest@tion of EWSR1 gene
translocation by means of fluorescent in situ hyilzetion and by the detection

of glycogen particles and neurosecretory granwesndans of electron



microscopy. Total body computed tomography and reagmesonance imaging
excluded the involvement of other sites, and tlueeeh diagnosis of primary
EOES/PNET of the thyroid gland was made.This pafsr discusses the main
differential diagnoses, including lymphoma recucesrother small round cell
tumors (primary or metastatic), and a thyroid |aalon of an EWS/PNET from
another organ.

Copyright © 2012 Elsevier GmbH. All rights reserved
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Differentiated thyroid cancer (DTC) is an importahhical entity in our
population (Novara, Piedmont, Italy) which is claesized by important
environmental influences, as iodine deficiency (#dy subsequent
supplementation, thyroiditis and occupational exjpesTo evaluate the features
of DTC in our population 20 years after the iodprephylaxis pondering the
effects of the introduction of the new guidelines diagnosis and management of
DTC after 2005. 322 patients [244 females, agem{e&D) 53.8 + 15.8 years]
treated for DTC in a tertiary care center betwe@d/land 2010 were
retrospectively evaluated. Medical history, dempgres, and pathological
features were considered. Patients were subdividedwo groups: A (n = 139,
diagnosis 1997-2005) and B (n = 183, diagnosis 2P080). The population of
group A showed a mild 1D, while normal iodine statas recorded in group B. A
significant increase in histological tumor-assabthyroiditis was found from
group Ato B (p = 0.021). Recurrent or persistaaedses were found to be
correlated with lymph nodes metastases and/ortandidisease at diagnosis,



stimulated thyroglobulin levels at the first follewp and an additional
radioiodine therapy. Twenty percent of our patiemese females employed in
textile industries. The tumor-related inflammateomd the occupational exposure
should be considered as important factors in thiegoenesis of DTC. Further
studies are required in order to confirm our firgdin

PMID: 22315013 [PubMed - in process]
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A case-control histological study on the effects gfhlebotomy in patients with
chronic hepatitis C.
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OBJECTIVE: The aim of this study was to assessatteal effectiveness of
long-term phlebotomy by comparing histological imyement (HI) in 69 Caucasian
HCV-RNA-positive CHC patients undergoing phlebotoamyeceiving an
interferon-based therapy without virological resp@inonresponders to

interferon therapy(IBT-NR)].

METHODS: HI was defined by at least one point reducof the staging score or,
in the case of unchanged stage, by at least twdgmeduction of the grading

score (Knodel's Activity Index) and was retrospeslyy evaluated by comparing
two consecutive (56 + 28 months apart) liver biepsrom 30 phlebotomized and
39 IBT-NR patients.

RESULTS: HI was observed in 15 of 30 (50%) pati¢rgated with phlebotomy and
in six of 39 (15%) IBT-NR subjects (P=0.002). Ferttmore, AST, ALT, and GGT
serum levels were significantly reduced only ingttdtomized patients @

0.003) at the time of the second biopsy. Univargaté multivariate analysis
showed that histological grading score before fine(&8=0.001) and phlebotomy
(P=0.002) were independently predictors of HI.

CONCLUSION: HI induced by long-term phlebotomy efigely exceeds that
spontaneously occurring in patients IBT-NR confimghthe efficacy of iron
depletion in attenuating CHC progression when otierapies have failed.

PMID: 22002003 [PubMed - indexed for MEDLINE]
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Reciprocal potentiation of the antitumoral activities of FK866, an inhibitor of

nicotinamide phosphoribosyltransferase, and etopode or cisplatin in
neuroblastoma cells.
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NAD is an essential coenzyme involved in numeroesatiolic pathways. Its
principal role is in redox reactions, and as stich mot heavily "consumed" by
cells. Yet a number of signaling pathways thatdpabout its consumption have
recently emerged. This has brought about the hgsaghihat the enzymes that
lead to its biosynthesis may be targets for antieatherapy. In particular,
inhibition of the enzyme nicotinamide phosphoriddsgnsferase has been shown
to be an effective treatment in a number of prézdinstudies, and two lead
molecules [N-[4-(1-benzoyl-4-piperidinyl)butyl]-3<{pyridinyl)-2E-propenamide
(FK866) and (E)-1-[6-(4-chlorophenoxy)hexyl]-2-cya8-(pyridin-4-yl)guanidine
(CHS 828)] have now entered preclinical trials.,Xleé full potential of these
drugs is still unclear. In the present study weehavestigated the role of

FK866 in neuroblastoma cell lines. We now confilattFK866 alone in
neuroblastoma cells induces autophagy, and itstefeee potentiated by
chloroquine and antagonized by 3-methyladenineyatdwn-regulating
autophagy-related protein 7. Autophagy, in this elpgeems to be crucial for
FK866-induced cell death. On the other hand, &isgipotentiation of the

effects of cisplatin and etoposide is given by &atment of cells with

ineffective concentrations of FK866 (1 nM). Theeetf of etoposide on DNA damage
is potentiated by FK866 treatment, whereas theeffeFK866 on cytosolic NAD
depletion is potentiated by etoposide. Even maikirsgly, cotreatment with
etoposide/cisplatin and FK866 unmasks an effechivochondrial NAD depletion.

PMID: 21685314 [PubMed - indexed for MEDLINE]
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Increased detection sensitivity for KRAS mutationsnhances the prediction of
anti-EGFR monoclonal antibody resistance in metastic colorectal cancer.
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Frattini M.
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PURPOSE: KRAS mutations represent the main causesgdtance to anti-epidermal
growth factor receptor (EGFR) monoclonal antibodMsAbs) in metastatic

colorectal cancer (NCRC). We evaluated whetherlhiggnsitive methods for KRAS
investigation improve the accuracy of predictiohamti-EGFR MoAbs efficacy.
EXPERIMENTAL DESIGN: We retrospectively evaluatdojective tumor responses in
MCRC patients treated with cetuximab or panitumurk&AS codons 12 and 13 were
examined by direct sequencing, MALDI-TOF MS, mutantiched PCR, and engineered



mutant-enriched PCR, which have a sensitivity $%6200%, 0.1%, and 0.1%,
respectively. In addition, we analyzed KRAS coddn BRAF, and PIK3CA by direct
sequencing and PTEN expression by immunohistoctigmis

RESULTS: In total, 111 patients were considerede®isequencing revealed
mutations in codons 12 and 13 of KRAS in 43/111epés (39%) and BRAF mutations
in 9/111 (8%), with almost all of these occurrimgiionresponder patients. Using
highly sensitive methods, we identified up to 18iadnal KRAS mutations
compared with direct sequencing, all occurringannmesponders. By analyzing
PIK3CA and PTEN, we found that of these 13 patienwid not show any
additional alteration in the PI3K pathway.

CONCLUSIONS: The application of highly sensitivethmls for the detection of
KRAS mutations significantly improves the ident#tmn of mCRC patients
resistant to anti-EGFR MoADbs.

PMID: 21632860 [PubMed - indexed for MEDLINE]
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Thyroid incidentaloma identified by ¥F-fluorodeoxyglucose positron emission
tomography with CT (FDG-PET/CT): clinical and pathological relevance.
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OBJECTIVE: The percentage of patients with thyradicer incidentally diagnosed
during a (18) F-fluorodeoxyglucose Positron Emissiomography with computed
tomography (CT) (FDG-PET/CT) for nonthyroid diseassnges between 26% and 50%.
DESIGN: Retrospective assessment of the clinicdlgathological features of
thyroid incidentalomas at FDG-PET/CT, aiming tontiy potential predictors of
malignancy.

PATIENTS: Fifty-two patients with incidental thyuptake at FDG-PET/CT were
retrospectively included [38 W, age 64-1 + 12-5yéaean + SD)]. An arbitrary
cut-off level of 5-0 for the 'maximum standardizgdake value' (SUV max) was
chosen to differentiate benign from malignant tunsoComplete thyroid function,
neck ultrasonography (US) features, and cyto-logjiohl results were reported

for all cases.

RESULTS: In our institution, the prevalence of gemtal thyroid (18)
F-fluorodeoxyglucose ((18) F-FDG) uptake was ne&rl§6%. The prevalence of
focal uptake correlated with greater risk of madigay (P < 0-01). In

particular, the euthyroidism (P < 0-003) and a Stk >5-0 (P < 0-0001) were
associated with the diagnosis of thyroid canceffuBely increased FDG-PET/CT
uptake in the thyroid was related to benign coodsi

CONCLUSIONS: The presence of focal uptake with Highv max and euthyroidism
correlate with high likelihood of malignancy. Parfong a neck US would have to
be recommended in all patients with euthyroidism an incidental FDG-PET/CT
focal thyroid uptake. We do not suggest to use FEE3/CT as a screening tool for



thyroid cancer in the general population, becadig®th its high cost and low
incidence of thyroid incidentaloma at FDG-PET/CT.

© 2011 Blackwell Publishing Ltd.
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Fluorescence in situ hybridisation in the cytologial diagnosis of
pancreatobiliary tumours.
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AIMS: To assess the sensitivity, specificity, pegitand negative predictive

values of fluorescence in situ hybridisation (FISHJ conventional cytology in
identifying bile duct stricture malignancies.

METHODS: Brushing samples were collected from 6depés by means of endoscopic
retrograde cholangiopancreatography, and assegs®#dgically and by means of a
multi-probe FISH set. The cytological diagnosesavgositive, negative and
suspicious, whereas criteria for FISH positivityreuamore than five polysomic
cells or more than 10 trisomic cells for chromossrd®r 7.

RESULTS: Forty-eight of the 64 patients showeddhiggical or clinical signs of
malignancy. The sensitivity of cytology was high%a) if suspicious cases were
considered positive, but was significantly lowearthithat of FISH if suspicious
cases were considered negative (58% versus 90%;,@5% The specificity of
cytology was 81% (positive and suspicious) or 1d@&gative and suspicious), and
the specificity of FISH was 94% (p = 1). FISH yiettone false negative result
(isolated chromosome 7 trisomy). FISH allowed anilef diagnosis of 9/12
cytologically inconclusive cases.

CONCLUSIONS: Our findings suggest using FISH in ¢hse of bile duct strictures
cytologically negative or inconclusive; a FISH diagis of malignancy should

only be made in the presence of polysomic pattern.

PMID: 21519286 [PubMed - indexed for MEDLINE]
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Serological evidence of vertical transmission of J@nd BK polyomaviruses in
humans.
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Monga G, Viscidi R.
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Vertical transmission of JC virus and BK virus lha@®n investigated by few

authors, with conflicting results. We performedombined serological and

genomic study of 19 unselected pregnant womenltagidriewborns. Blood and urine
samples were collected during each gestationaésten from the pregnant women.
Umbilical cord blood, peripheral blood, urine arasapharyngeal secretion

samples were taken from newborns at delivery atedt &fweek and 1 month of

life. Polyomavirus DNA was detected by nested PE&tyomavirus IgG-, IgM- and
IgA-specific antibodies were measured in materndlmewborn serum samples using
a virus-like-particle-based ELISA method. BKV ar@\JDNA were detected in urine

from 4 (21%) and 5 (266) women, respectively. BKV and JCV seroprevalermges

the pregnant women were 84and 426, respectively. Using a rise in the 1gG
level or the transient appearance of an IgA or rgponse as evidence of

infection in the newborn, we detected BKV and J@#éctions in four (2%) and

three (186) newborns, respectively. Three infants had sgroé evidence of
infection with both BKV and JCV. In two of the fopossible BKV-infected
newborns, the mothers seroconverted during pregnaritle another mother was
viruric and IgA seropositive. The mother of ondloé three possible
JCV-infected newborns was viruric and IgA seropwsjtanother mother was
viruric. These results suggest JC virus and BKs/oan be transmitted from
mother to newborn during pregnancy or soon afteh bi

PMID: 21307224 [PubMed - indexed for MEDLINE]

18. Arch Pathol Lab Med. 2010 Dec;134(12):1818€k#: 10.1043/2009-0551-OAR1.1.

Reliability and reproducibility of the edmondson grading of hepatocellular
carcinoma using paired core biopsy and surgical r&stion specimens.

Pirisi M, Leutner M, Pinato DJ, Avellini C, CarsabaToniutto P, Fabris C,
Boldorini R.

Department of Clinical Medicine, University of East Piedmont "A. Avogadro,”
Novara, Italy. mario.pirisi@med.unipmn.it

CONTEXT: It has been claimed that the EdmondsonStether grading system (EGS)
values should be obtained preoperatively to s@atents with hepatocellular
carcinoma for liver transplantation. However, E@&ability in biopsy specimens
has been questioned.

OBJECTIVE: To verify the reliability of the EGS wugj core biopsy specimens and
its reproducibility among pathologists.

DESIGN: Paired biopsy and surgical specimens obthirom 40 patients (subset 1)
were retrieved by means of computer-aided seartiegbathology records and
blindly and independently reviewed. The EGS interragreement was measured
usingxk statistics. After having held a consensus meepatjjologists graded an
additional 21 paired hepatocellular carcinoma speaos (subset 2).



RESULTS: Analyzing subset 1, pathologists gaveisaantly lower EGS grades to
the biopsy specimens (P < .001), for which the nleskagreement was 32.5% (

= 0.021), which increased to 82.5%= 0.186) if only 2 categories were
considered (low grade, EGS I-1I; high grade, E@8V). The observed agreement

in the case of the surgical specimens was 52i5680(0.199), which increased to
62.5% = 0.275) when the low- and high-grade scores wemgeade The observed
agreement between the assessments of paired l@odssurgical specimens was

50.0% for pathologist Ik(= 0.057) and 35.0% for pathologist% 0.078).

Merging the EGS grades did not improve the strenfthe agreement. Analyzing
subset 2 (after the consensus meeting), the olztkagreement between

pathologists improved more on biopsies (76.8%,0.614) than on surgical

specimens (61.9%; = 0.434).

CONCLUSIONS: The EGS is easily underestimated ne taopsy specimens, and
interrater disagreement between pathologists caiglbédicant unless consensus
meetings are held.

PMID: 21128781 [PubMed - indexed for MEDLINE]

19. J Med Virol. 2010 Dec;82(12):2127-32. doi: IM2/jmv.21923.

BK virus sequences in specimens from aborted fetuse

Boldorini R, Allegrini S, Miglio U, Nestasio I, Pagotti A, Veggiani C, Monga G,
Pietropaolo V.

Faculty of Medicine, Department of Medical Sciendgsiversity Amedeo Avogadro
of East Piedmont, Novara, Italy. renzo.boldorini@maipmn.it

Given the conflicting results of the few publishetddies, the aim of this
retrospective molecular-based study of 10 aboeagsés that underwent complete
autopsy and 10 placentas was carried out to daterminether BK polyomavirus
(BKV) can be transmitted transplacentally. Therintption of pregnancy was due

to a miscarriage (five cases) or a prenatal diagraisevere intrauterine
malformations (five cases). Samples from the bitaéart, lung, thymus, liver,

and kidney were taken from each fetus, and two &swere obtained from all of
the placentas. The presence of BKV was investigayatdeans of PCR using primers
specific for the transcription control region (TC&)d viral capsidic protein 1

(VP1) and DNA extracted from formalin-fixed, paratfembedded tissue. BKV genome
was detected in 22 of 60 samples (36.6%) from séteses (70%), regardless of
the cause of abortion: VP1 was amplified in 12 des(b4%), TCR in seven (32%),
and both in three (14%). VP1 was also detecteschepdacental sample. BKV
sequences were most frequently detected in hedtuag (five cases), but

sequence analyses of TCR and VP1 revealed a hggeelef genomic variability
among the samples taken from different organs la@gltacenta. These results
indicate that BKV can cross the placenta duringpamcy and become latent in

fetal organs other than the kidney and brain (joesly considered the main

targets of BKV latency). This may happen in earggmancy and does not seem to



be associated with an increased risk of abortion.

PMID: 20981804 [PubMed - indexed for MEDLINE]
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Peritoneal psammocarcinoma diagnosed by a Papanienl smear: a case report.

Riboni F, Giana M, Piantanida P, Vigone A, SuricoBdldorini R.

Unit of Obstetrics and Gynecology, Maggiore Hodpited University School of
Medicine "Amedeo Avogadro," Novara, Italy. frrib@tin.it

BACKGROUND: Serous psammocarcinoma is a rare vadaapithelial neoplasia that
can arise from the ovaries or peritoneum. It isabizrized by massive psammoma
body formation, invasiveness and low grade cytadgatures.

CASE: A 70-year-old woman was admitted to our hiagpa bimanual examination
with cervicovaginal smear was performed. The smearsaled neoplastic cells

with psammoma bodies; afterward, endocervical tagetrevealed microaggregates
of epithelial neoplastic cells with psammoma bod&smputed tomography of the
abdomen showed a diffuse peritoneal carcinosis hefttovarian calcification.

An exploratory laparotomy was carried out. Finahpéogic findings showed
peritoneal serous psammocarcinoma with ovarianantpl

CONCLUSION: Our report suggests that a Pap smeaplegy a role in the detection
of peritoneal psammocarcinoma and underlines trefgiance of psammoma bodies
as a cytologic marker of this rare tumor.

PMID: 20518416 [PubMed - indexed for MEDLINE]
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Phlebotomy improves histology in chronic hepatiti<C males with mild iron
overload.

Sartori M, Andorno S, Rossini A, Boldorini R, Bozad&C, Carmagnola S, Del Piano
M, Albano E.

Gastroenterology Unit, Azienda Ospedaliero-Univarg& Maggiore della Carita,
Corso Mazzini, 18, 28100 Novara, Italy. sartori@&uedu

AIM: To investigate the usefulness of mild iron tmn and the factors
predictive for histological improvement followindniegbotomy in Caucasians with
chronic hepatitis C (CHC).

METHODS: We investigated 28 CHC Caucasians witlsigegntly elevated serum
aminotransferase levels and non responders tmsuitable for, antiviral

therapy who underwent mild iron depletion (ferriiror = 70 ng/mL) by long-term
phlebotomy. Histological improvement, as definedableast one point reduction
in the staging score or, in case of unchanged stegat least two points

reduction in the grading score (Knodell), was eatdd in two subsequent liver



biopsies (before and at the end of phlebotomy, /486 mo apart).

RESULTS: Phlebotomy showed an excellent safetyilprdflistological improvement
occurred in 12/28 phlebotomized patients. Only siadsponded to phlebotomy. At
univariate logistic analysis alcohol intake (P 8341), high histological

grading (P = 0.01) and high hepatic iron concemnatHIC) (P = 0.04) before
treatment were associated with histological impnoget. Multivariate logistic
analysis showed that in males high HIC was the pragictor of histological
improvement following phlebotomy (OR = 1.41, 95% CI03-1.94, P = 0.031).
Accordingly, 12 out of 17 (70%) patients with HIGo»= 20 micromol/g showed
histological improvements at the second biopsy.

CONCLUSION: Male CHC Caucasian non-responders tivieal therapy with low-grade
iron overload can benefit from mild iron depletioylong-term phlebotomy.

PMCID: PMC2816272

PMID: 20128028 [PubMed - indexed for MEDLINE]
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Role of HPV testing in the follow-up of women treatd for cervical dysplasia.

Ribaldone R, Boldorini R, Capuano A, Arrigoni S, @io A, Surico N.

Obstetric and Gynecological Unit, Maggiore Hospétat University of Eastern
Piedmont, Novara, Italy.

PURPOSE: The aim of study was to investigate fagboedicting persistence or
relapse of disease after cervical conisation fghigrade squamous

intraepithelial lesions (CIN 2 or 3).

METHODS: The study involved 78 women with high-ggatjuamous intraepithelial
lesions, conservatively treated with loop electm&®on procedure for cervical
conisation and subsequent with CO(2) laser-vaptooisaf the cervical bed.
Histological specimens were totally included andrained by an experienced
pathologist. To evaluate the efficacy of treatmém, patients were examined

with colposcopy and Pap smear 4 months after syayeat with PCR to search for
and genotyping of HPV, 10 months after treatment.

RESULTS: During the post-treatment follow-up, tlygotogic examination showed
persistent/relapsing disease in six patients (7.8%@Qnly 1 case, the deep

margin of the cone was considered positive for CI6P6). Ten months after
treatment, viral typing revealed the persistenceigi-risk HPV in all of these
patients. Conversely, the viral follow-up of théet 72 patients without
persisting/relapsing disease after treatment disddow-risk HPV genotypes in

6 cases, high-risk HPV in 2 cases (2.7%), wherezssé&s had positive margins
for CIN (9.7%). The risk of persistence and relapS€IN in the group with
positive margins was not statistically significéiat= 0.87), whereas it was in

the group with HR-HPV positive (P = 0.000048).

CONCLUSION: HPV testing is the most sensitive me&identifying persistence or
relapse early and is therefore capable of optigigHow-up after the

treatment of high-grade CIN.
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Viral infection in bone marrow transplants: is JC virus involved?

Mischitelli M, Fioriti D, Anzivino E, Bellizzi A, Barucca V, Boldorini R, Miglio
U, Sica S, Sora F, De Matteis S, Chiarini F, Pigduao V.

Department of Public Health Sciences, SapienzadJysity, Rome, Italy.

Hemorrhagic cystitis is characterized by hematdua to inflammation of the
bladder. In bone marrow transplants, this disem$iaked to the infection by

human polyomavirus BK, whereas the role of the hupayomavirus JC is unclear.
The transcriptional control regions of both virusegtain important cellular
transcription factor binding sites that undergan@agement process generating
suitable variants that could be more active foaieplication and for the

onset of hemorrhagic cystitis. In this study uridained from seven patients

with bone marrow transplant were examined. Polyaraa\genomes were quantified
by PCR and viral loads were compared. The transeni@l regions of both viruses
were amplified and sequenced to determine the pcesef variants. Subtypes of
polyomaviruses were determined by amplification aaguencing of the viral
protein 1 region. The results showed that fourevkes patients were positive

for BK DNA, two of seven patients had BK and JC DBEAd one of seven had JC DNA.
Positive samples were amplified and sequenced ssigety for transcriptional
regions. The viral archetype was always found ith mruses. Finally, typing
showed that BK virus subtype | infected patienthvidK, whereas JC virus
genotype IA and genotype 1B were found in patierfescted with JC. The data
suggest that new and different approaches arersghjta improve the morbidity

and mortality caused by polyoma-associated hemgieleystitis, since it known
that BK virus is involved in the onset of hemorritagystitis, whereas the role

of JC virus should be investigated further.

(c) 2009 Wiley-Liss, Inc.
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Mutations in the external loops of BK virus VP1 andurine viral load in renal
transplant recipients.

Tremolada S, Delbue S, Castagnoli L, Allegrini Sgiv U, Boldorini R, Elia F,
Gordon J, Ferrante P.

Department of Public Health-Microbiology-Virologyniversity of Milan, Milan,
Italy.

Polyomavirus-associated nephropathy (PVAN) is eomepmplication that occurs



after renal transplantation and is induced by reattbn of the human
polyomavirus BK (BKV). The structure of the viramsid protein 1 (VP1) is
characterized by the presence of external loops,[H; EF, GH, and HI, which
are involved in receptor binding. The pathogenesSRVAN is not well

understood, but viral risk factors are thoughtley @ crucial role in the

onset of this pathology. In an attempt to bettetarstand PVAN pathogenesis,
the BKV-VP1 coding region was amplified, clonedda&a®equenced from the urine of
kidney transplant recipients who did, and did detyelop the pathology. Urine
viral loads were determined by using real time ¢tztive PCR (Q-PCR). Amino
acid substitutions were detected in 6/8 patiemtd,&@7 controls. The BC and EF
loop regions were most frequently affected by maitest, while no mutations were
found within the GH and HI loops of both patientsl@ontrols. Some mutations,
that were exclusively detected in the urine of PVp&lients, overlapped with
previously reported mutations, although a corretabetween changes in amino
acids and the development of PVAN was not founéhéJviral loads were higher
than that of the proposed cut-off loads for idecaifion of patients that are

at a high risk of developing PVAN (10(7) copies/nlipth in the PVAN and control
groups, thus confirming that urine viral load ig aaiseful predictive marker

for the development of PVAN.

PMCID: PMC2783606
PMID: 19780025 [PubMed - indexed for MEDLINE]
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Primary vulvar Ewing's sarcoma/primitive neuroectodermal tumor in a
post-menopausal woman: a case report.

Boldorini R, Riboni F, Cristina S, Allegrini S, &attini S, Muscara M, Ruspa G.

Department of Pathology, Maggiore Hospital, UniitgrSchool of Medicine Amedeo
Avogadro, Novara, Italy.

Ewing's sarcomas/peripheral primitive neuroecto@ttomors (ES/pPNETS) are
high-grade malignant neoplasms rarely found outdideskeletal system. Only 12
cases of vulvar ES/pPNET have so far been repaatkithvolving children or
women of child-bearing age. We describe the case5@&-year-old woman who was
admitted to our hospital for the local excisioraodcm vulvar mass, originally
thought to be a Bartholin's gland cyst. It was sgbgntly found to consist of

small round cells positive for anti-CD99 antibotiyls suggesting a diagnosis of
ES/pPNET. The demonstration of EWSR1 gene transtomaby means of fluorescent
in situ hybridization excluded small-cell carcingmsguamous cell carcinoma of
the small type, Merkel cell carcinoma, and lymplasbit lymphoma. After surgery,
the patient received six cycles of polychemother@py radiotherapy; she is

still alive and well after 1 year of follow-up. Ofindings underline the

crucial role of molecular biology techniques in th#erential diagnosis of

small round cell tumors in these unusual locations.

Copyright 2009. Published by Elsevier GmbH.
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Genomic mutations of viral protein 1 and BK virus rephropathy in kidney
transplant recipients.

Boldorini R, Allegrini S, Miglio U, Paganotti A, \ggiani C, Mischitelli M, Monga
G, Pietropaolo V.

Department of Medical Sciences, University Amedeodadro of East Piedmont,
Novara, Italy. renzo.boldorini@med.unipmn.it

Genomic variability in the viral protein 1 regiohBK polyomavirus (BKV) may
change the ability of the virus to replicate. Tigngicance of such changes

was studied in clinical samples taken from kidmaps$plant patients with and
without BKV nephropathy. A 94 base-pair fragmenvioél protein 1 was amplified
from 68 urine, 28 blood, and 12 renal biopsy sasfrlem eight patients with BKV
nephropathy, and from 100 urine samples, 17 bloaktlaree renal biopsy samples
from 41 of 218 controls. The DNA was sequencedthacamino acid changes were
predicted by the Expert Protein Analysis Systengmam (ExXPASy, Swiss Institute
of Bioinformatics, Geneva, Switzerland). Singledasir mutations were detected
more frequently in the samples from the BKV neplatby patients than in the
controls, and this was the only statistically siigaint finding of the study (P

< 0.05), thus suggesting a greater genetic ingiaml BKV nephropathy
associated strains. The amino acid changes weréddied at random in both BKV
nephropathy patients and controls. However, onaréis@cid-to-asparagine
substitution at residue 75 was detected in all $asngf the one patient with
BKV-associated nephropathy, who developed diseasggssion confirmed by
histology, and not in any of the other patient@ntcol samples. Whether this
specific amino acid change plays a role in disel@serves further study.

2009 Wiley-Liss, Inc.
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Detection, distribution, and pathologic significane of BK virus strains isolated
from patients with kidney transplants, with and without polyomavirus-associated

nephropathy.

Boldorini R, Allegrini S, Miglio U, Paganotti A, \ggiani C.

Department of Medical Science, University SchooVi&dicine "Amedeo Avogadro” of
Eastern Piedmont, Novara, Italy. renzo.boldorini@meipmn.it

CONTEXT: BK virus strains or regulatory region sequae variations may play a



role in the pathogenesis of polyomavirus-associaggghropathy (PVAN), although
no definite relationship has yet been demonstrated.

OBJECTIVE: To investigate the pathologic significarof BK virus strains and
regulatory region sequence variations.

DESIGN: Eight (3.5%) of 226 patients with renahisplants developed PVAN; the
remaining 218 cases were used as controls. Fromeatients who developed PVAN,
70 urine samples, 63 blood samples, and 17 reapshisamples were taken, and
682 urine samples, 677 blood samples, and 101 bémady samples were taken
from the control cases. Amplification and sequesita@lyses of regulatory region
were obtained, and the sequences were analyzegl thgirBasic Local Alignment
Search Tool program.

RESULTS: The WWT strain was more frequently det@atePVAN cases than in the
control cases (urine: 88.5% vs 22.1%; blood: 85v8%40%; renal biopsies: 77.8%
vs 0%), and the AS and WW strains were only isdl&tem controls. Strain 128-1
was frequently associated with JC virus coinfectrohoth groups (PVAN: 78.3%;
controls: 98%). Major WWT rearrangements were detem 29.6% of the urine
samples, 30.4% of the blood samples, and one bamady from the PVAN cases,
but in only one urine sample from the controlsehtisn of 8 base pairs (P

block) was found in all 128-1 strains; WW and ASevarchetypal in 78.9% and
57.7% of the samples, respectively.

CONCLUSIONS: Although the study included only 8 PN'&ases, regulatory region
sequence variations seem to be frequent and indepenf the development of the
disease, and the WWT strain seems more frequezitlied to the development of
nephropathy than other strains.

PMID: 19415951 [PubMed - indexed for MEDLINE]
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Clarithromycin resistance of Helicobacter pylori stains isolated from children'
gastric antrum and fundus as assessed by fluoresdan-situ hybridization and
culture on four-sector agar plates.

Caristo E, Parola A, Rapa A, Vivenza D, RasellDBndi E, Boldorini R, Oderda
G.

Department of Pediatrics, Universita del Piemontier@ale, Novara, Italy.

AIM: To assess validity of culture on four-sectgaaplates and fluorescent
in-situ hybridization (FISH) test, and clarithronnyecesistance rate in
Helicobacter pylori strains isolated from childierthe last 10 years.
METHODS: In the last 5 years, gastric biopsy spetisnfrom antrum and fundus
were taken from 89 consecutive children (medianSygears) with H. pylori
gastritis and from 21 controls. Culture was perfednon 176 gastric biopsies (89
from antrum, 87 from fundus) on four-sector agaitgs, and FISH test with DNA
ProbeMix. After its validity was evaluated, FISHt&vas applied on additional
119 biopsies from 68 children (68 from the antr&h from the fundus) stored in
the Pathology archive in the previous 5 years.

RESULTS: Culture was positive in 157 of 176 biopg®ensitivity: 89.2%, 95%
confidence interval (CI) 85-94). In 33 of 89 chédr(37%) resistant strains



were found in one or both gastric sites. FISH ¢ext positive in 148 of 176
biopsies from infected children (sensitivity 84.196%CI 79-89) and in none of
42 biopsies from controls (specificity 100%). Wregplied on archive biopsies,
FISH test was positive in 96 of 119 (80.7%, 95%&I8B). Total children
harboring resistant strains in the last 10 yearsisaessed by FISH test, were
66 of 157 (42%). Mixed infection with both sensitignd resistant strains were
found in 40 children (25%) and in 12 of them resiststrains were in the fundus
only.

CONCLUSIONS: Culture on four-sector agar plates tgH test had a high
sensitivity and specificity and showed co-presesfcgensitive and resistant
strains. In one-third of children with mixed infext, the resistant strains

were in the fundus only. Clarithromycin resistasbeuld be assessed in biopsies
both from the antrum and the fundus, utilizing ahliopsies only can
underestimate its prevalence.

PMID: 19166422 [PubMed - indexed for MEDLINE]
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Primary choroid plexus papilloma of the sacral nere roots.

Boldorini R, Panzarasa G, Girardi P, Monga G.

Department of Medical Sciences, University SchddVedicine Amedeo Avogadro,
Novara, Italy. renzo.boldorini@med.unipmn.it

The authors describe a unique case of a choroxipleapilloma of the sacral
nerve roots. This 60-year-old woman was admittetiéchospital because of a
1-year history of sacral pain, rectal and urindadber retention, and

paradoxical episodic incontinence. Physical exatdnaevealed sensory
abnormalities in the S-2 dermatomes and poor racilbladder sphincter
contractions. Contrast-enhanced spinal MR imaghugved a well-circumscribed,
ovoid, homogeneously enhancing mass at the S1e? denggesting a diagnosis of
ependymoma or schwannoma, and surgery allowedlémification and complete
removal of a soft gray mass intimately adherinthesacral nerve roots.
Histological examination revealed a tumor consgsthpapillary structures

lined by a single layer of columnar cells, withimmmunophenotype that satisfied
the diagnostic criteria of choroid plexus papillomAdter diagnosis,
contrast-enhanced brain MR imaging excluded thegoree of a primary choroid
plexus papilloma in the cerebral ventricles, thulgag out a drop metastasis
along the CSF pathways. A review of the literaticenot reveal any similar
cases of choroid plexus papilloma, and so the asithiso discuss the inclusion
of primary or metastatic papillary tumors in thizugual location as part of the
differential diagnosis.

PMID: 19119933 [PubMed - indexed for MEDLINE]
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Presence and expression of JCV early gene large Tn#igen in the brains of
immunocompromised and immunocompetent individuals.

Delbue S, Branchetti E, Boldorini R, Vago L, ZeRj)iVeggiani C, Tremolada S,
Ferrante P.

Department of Biomedical Sciences and Technologjes;ersity of Milan, Milan,
Italy.

JC virus (JCV) is a polyomavirus that asymptomdiiiaafects up to 80% of the
worldwide human population and establishes lateémelye kidney. In the case of
host immunodeficiency, it can cause progressivdifacal leukoencephalopathy
(PML), which is a fatal demyelinating disease @& tentral nervous system. In
an attempt to understand better PML pathogenedig@N infection, the presence
of the JCV genome and expression of the early piatiein in the brain of
deceased individuals, with and without HIV infectiovas investigated. Sixty
autopsy samples of brain tissues were collected 6 HIV-positive PML
patients, 15 HIV-positive patients with other ndagical diseases, 15
HIV-positive patients without neurological disordgand 15 HIV-negative
individuals who died from diseases unrelated tocd@ral nervous system. By
means of specific Real Time Polymerase Chain Raadthe JCV genome was
detected in 14 of 15 PML brains, three of 15 HI\&jtiwe brains (with and
without neurological diseases), and 1 of 15 HIVateg brains. JCV genotyping
was also performed. Expression of the early JCVepmdl' Antigen was verified by
a specific immunohistochemistry assay, and it voasidl in the brain tissues from
12 PML cases and one case with other neurologisabde. The data obtained
demonstrate that infection of the brain with JCY aetso be observed in the
brains of HIV-negative individuals, without neurgloal disorders. However,
viral protein expression was limited to PML braargd to one brain from a
patient with other neurological disease, suggegtiagJCV can also be present
in the brains of patients without PML.

PMCID: PMC2597165
PMID: 19040292 [PubMed - indexed for MEDLINE]
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Complications post renal transplantation: literature focus on BK virus
nephropathy and diagnostic tools actually available

Mischitelli M, Bellizzi A, Anzivino E, Fioriti D, Boldorini R, Miglio U, Chiarini
F, Di Monaco F, Pietropaolo V.

Department of Public Health Sciences, La Sapienzadusity, Rome, Italy.
monicamischitelli@virgilio.it

Clinical diagnosis of kidney transplants relatédesses is not a simple task.
Several studies were conducted to define diseasksanplications after renal
transplantation, but there are no comprehensiveetjnes about diagnostic tools
for their prevention and detection. The Authorshi$ review looked for the



medical literature and pertinent publications intigalar to understand the
role of Human Polyomavirus BK (BKV) in renal faieiand to recognize analytical
techniques for BK virus associated nephropathy (BKY detection.

PMCID: PMC2268664
PMID: 18315864 [PubMed - indexed for MEDLINE]
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Latent human polyomavirus infection in pregnancy: nvestigation of possible
transplacental transmission.

Boldorini R, Veggiani C, Amoruso E, Allegrini S, §lio U, Paganotti A, Ribaldone
R, Monga G.

Scienze Mediche, Facolta di Medicina e Chirurgiay&ta, Italy.
renzo.boldorini@med.unipmn.it

AIMS: The purpose of the study was to investightettansplacental transmission
of the human polyomaviruses JCV and BKV.

METHODS: Urine and blood samples from 300 pregmarhen underwent cytological
analysis to search for 'decoy cells', nested PORetatify presence and

genotype of isolated polyomaviruses, and sequemalysis of the transcription
control region. Nested PCR was also used to stuelyimbilical cord blood of all
their newborns.

RESULTS: Decoy cells were identified in only onenersample (1/300; 0.33%);
polyomavirus DNA was detected in 80 urine sampik€sg%) corresponding to BKV
alone in 28 samples (9.3%), JCV alone in 49 san(@@8%) and both JCV-BKYV in
three samples (1%). Blood samples were positide inases (5.6%), corresponding
to BKV alone in 10 (3.3%), and JCV alone in 7 (2)3Rearrangements of the
transcription control region were found in only ameary JCV strain,

consisting of the insertion of 13 bp at D block,end®as point mutations were
identified in 11 BKV and 11 JCV strains detectemhirurine. Sequence analysis of
the BKYV strains detected in blood samples reveal2@ bp insertion of P block
(P42-61) in human chromosomes 20 (five cases) ar(thiee cases); two JCV
strains had single bp point mutations. The searcpdlyomavirus DNA in

umbilical cord blood samples was always negative.

CONCLUSIONS: Polyomavirus DNA was frequently degecin pregnancy, whereas
genomic rearrangements were rare, and no eviddnangplacental transmission
of polyomavirus was obtained.

PMID: 18038319 [PubMed - indexed for MEDLINE]
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Clinical pattern of celiac disease is still changim

Garampazzi A, Rapa A, Mura S, Capelli A, ValoriBgldorini R, Oderda G.



Department of Pediatrics, Universita del Piemontiet@@ale, Novara, Italy.

The clinical presentation of celiac disease indrieth changed in the last

decades of the 20th century. To ascertain whethanges are still in progress,
we analyzed symptoms at presentation and ageg@iahas in 307 children
receiving diagnoses of celiac disease for the 2@sears. The prevalence of
typical forms of celiac disease decreased in tls¢ gecade, particularly in the
past 5 years (from 76% in 1987-1990 to 44%, P €@L). Age at diagnosis (5.9,
P =0.01) and silent forms (10.6%, P = 0.003) t&grificantly increased in the
past 5 years. Histological examination showed desae subtotal and increased
partial villous atrophy prevalence (P = 0.02).
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Increased interleukin-10 in Helicobacter pylori infection could be involved in
the mechanism protecting from allerqgy.

Oderda G, Vivenza D, Rapa A, Boldorini R, BonsignpBona G.

Department of Pediatrics, Clinica Pediatrica,Ursi@rdel Piemonte Orientale,
Novara, Italy. oderda@med.unipmn.it

BACKGROUND: A protective effect of Helicobacter pyl infection against allergic
diseases has been reported. The increasing ineéderahildhood allergy in
developed countries may be a result of reducedutiinon of the immune system

by early chronic infections, with the protectivéeet of gastrointestinal

microbes being mediated by regulatory T lymphocwied production of interleukin
(IL)-10. To elucidate a possible mechanism involiregrotecting against the
development of atopy, we measured expression aDlin gastric mucosa of
children with H pylori gastritis.

PATIENTS AND METHODS: Gastric biopsies were perf@udnduring endoscopy in 48
children (median age, 9 years), 32 of whom had ldrpgastritis and 16 of whom
served as controls. Interferon-gamma (IFN-gammdgrlieukin-1beta (IL-1beta),
and IL-10 were measured in tissue homogenate biytidaii/e

reverse-transcriptase polymerase chain reactiorRR). The amounts of
IFN-gamma, IL-1beta, and IL-10 transcripts wererdifi@d via competitive RT-PCR
with use of dilution series of specific competitors

RESULTS: Expression of IFN-gamma and IL-10 wereicantly higher in H
pylori-infected children. No direct correlation Wwiage was found, but a further
increase in IL-10 expression was found in H pylofected children older than 4
years, whereas in control subjects, IL-10 expresgdaded to be lower in older
children. IL-1beta expression was similar in inéetthildren and control

subjects. In H pylori-infected children, the prearate of allergy was

significantly higher in children with lower cytokenexpression in gastric

mucosa.

CONCLUSIONS: In children, H pylori-induced inflamioay response is associated
with development of cell-mediated immunity of T4het 1 type, as demonstrated by
increased IFN-gamma expression. The significamitygased expression of gastric



IL-10 in H pylori-infected children and its furthercrease in older children
suggest that this chronic infection may influenicel0 production even beyond
the age of 4 years. H pylori may be one of thedidas with the potential to
modulate immune responses.
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Fallopian tube torsion and hematolsalpinx in a menpausal woman.

Fortina E, Riboni F, Leo L, Catinella A, Surico Boldorini R.
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Pure Sertoli cell tumour of the ovary with Meigygmdrome.
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Chromosome 11 segmental paternal isodisomy in amrmigtes from two fetuses with
omphalocoele: new highlights on phenotype-genotym®rrelations in
Beckwith-Wiedemann syndrome.

Grati FR, Turolla L, D'Ajello P, Ruggeri A, Mioz2d, Bracalente G, Baldo D,
Laurino L, Boldorini R, Frate E, Surico N, LarizkzaMaggi F, Simoni G.

Unita' di Citogenetica e Biologia Molecolare, Lastmrio TOMA, Busto Arsizio,
Varese, ltaly. fgrati@tomalab.com

BACKGROUND: The phenotypic variability in BeckwitWiedemann syndrome (BWS)
reflects the genetic heterogeneity of the mechamibimh by default leads to the
deregulation of genes located at 11p15.5. Gengbjyeeotype correlation studies

have demonstrated an association between omph&anoe CODKN1C/p57 mutations or
hypermethylation. Paternal uniparental disomy 11RP11) has been described only
in the mosaic condition with both uniparental anghbental cell lines, and no
association with omphalocoele has been pointed out.

METHODS: Two cases are presented here, in whichterpal segmental UPD11 was
detected by molecular investigation of amniotiédloell cultures after the

presence of apparently isolated omphalocoele wasaked in the fetuses by

ultrasound scan. Further studies were performeadolitional autoptic

feto-placental tissues to characterise the digiohwof the uniparental cell

line and to unmask any biparental lineage in otdelocument in more detail the



as yet unreported association between omphaloeod@UPD11.

RESULTS: Results on the UPD distribution profil@sied that the abdominal organs
have a predominant uniparental constitution. Thrsdttion could mimic the

effect of CDKN1C/p57 inactivation, causing the oralaltoele.

CONCLUSION: New genotype-phenotype correlations rg@érom the investigated
cases, suggesting that molecular analysis be exdetocall cases with fetal
omphalocoele in order to establish the incidenggU®D11 in complete BWS and in
monosymptomatic/mild forms.

PMCID: PMC2598040
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Shoulder MR arthrography: in vitro determination of optimal gadolinium dilution
as a function of field strength.

Stecco A, Brambilla M, Puppi AM, Lovisolo M, Boldar R, Carriero A.

Radiology Department, Maggiore della Carita HodpEastern Piedmont
University, Novara, Italy. astecco@sirm.org

PURPOSE: To find the optimal contrast agent dilutio maximize signal intensity
(S1), signal-to-noise ratio (SNR), and contrastitise ratio (CNR) in shoulder

MR arthrography using MR systems operating at thfie magnetic field strengths.
MATERIALS AND METHODS: Autoptic human glenohumetlagaments were inserted in
eight egg-shaped 20-mL phantoms filled with sadéind gadolinium
diethylenetriaminepentaacetic acid bismethylam@&@-DTPA-BMA) in different
dilutions of 0.5, 1, 2, 2.5, 5, 12.5, 50 mmol/ljtey simulate the shoulder

articular capsule. These phantoms were insertedeit®o plastic 240-mL

phantoms filled with water. MRI was performed 08-00.5-, 1.0-, 1.5-, and

3.0-T MR systems using a three-dimensional gradieht (GRE)-T1-weighted pulse
sequence. Sl, SNR, and CNR were determined.

RESULTS: Peak Sl and SNR were found at 5 mmol/litéth the exception of the
0.2-T scanner, where the maximum was at 2 mmaol/lReak CNR was observed at 1
mmol/liter for the 3-T scanner, at 2 mmol/liter tbe 0.2- and 0.5-T scanners,

and at 5 mmol/liter for the remaining scanners.

CONCLUSION: The optimal Sl and SNR are providedbliymol/liter contrast agent
dilution. Peak CNR was found in a range betweendlsammol/liter dilutions,
depending on the strength of the magnetic field.

PMID: 17152058 [PubMed - indexed for MEDLINE]
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Histopatholoqy of gastric and duodenal Strongyloide stercoralis locations in
fifteen immunocompromised subijects.

Rivasi F, Pampiglione S, Boldorini R, Cardinale L.



Department of Pathologic Anatomy and Forensic MedicSection of Pathological
Anatomy, University of Modena and Reggio Emilia, déna, Italy. rivasi@unimore.it

CONTEXT: Strongyloidiasis is a worldwide parasitiéection affecting
approximately 75 million people. In Italy, it wasone prevalent in the past
among rural populations of irrigated areas.

OBJECTIVE: To determine the histopathologic alters of the gastric and
duodenal mucosa associated with the presenceafdgipides stercoralis
parasites.

DESIGN: Fifteen cases of strongyloidiasis were olesgin immunocompromised
patients during a recent 6-year period in Italyst8rcoralis was found
histologically in gastric biopsies (10 cases), gaatrectomy (1 case), and in
duodenal biopsies (9 cases). In 5 cases the pavea# present both in gastric
and duodenal biopsies. Four patients were affdegdgmphoma, 2 by multiple
myeloma, 2 by gastric carcinoma, 1 by chronic migeleukemia, 1 by
sideroblastic anemia, 1 by colorectal adenocarcaydnby chronic idiopathic
myelofibrosis, 1 by chronic gastritis, 1 by gastricers, and 1 by rheumatoid
arthritis in corticosteroid therapy. No patient vedfected by human
immunodeficiency virus infection. Strongyloidiasigs not clinically diagnosed.
RESULTS: Histologic examination revealed severatisas of S. stercoralis
larvae, many eggs, and some adult forms. All thrages were located in the
gastric and/or the duodenal crypts. Eosinophildtiafing into the lamina
propria were found in all cases; their intensityswarrelated with the

intensity of the infection.

CONCLUSIONS: Histologic diagnosis of strongyloideamust be taken into
consideration when examining both gastric and doaldeiopsies in
immunocompromised patients, to avoid the developrokan overwhelming infection
of the parasite, which is dangerous for the liféhaf patient.

PMID: 17149952 [PubMed - indexed for MEDLINE]
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High accuracy of noninvasive tests to diagnose Hetibacter pylori infection in
very youngd children.

Dondi E, Rapa A, Boldorini R, Fonio P, Zanetta 8e@la G.

Pediatric Department, University of Piemonte Ormdstand Microbiology
Laboratory "Maggiore della Carita" Hospital, Novaitaly.

OBJECTIVE: To validate the (13)C-urea-breath-t€H 1) and stool antigen test
(HpSA) in children aged 5 years or younger, agamsisive histologic study and
rapid-urease-testing or culture.

STUDY DESIGN: On all consecutive children aged &rgeor younger undergoing
endoscopy in 1 single center during the last 7&3dJBT and HpSA were
performed.

RESULTS: Of a total of 184 children (median agey&ars, range 0.2-5.5), 30
were Helicobacter pylori-positive (16.3%). Sensiyivand specificity of UBT



were 93.3% (95%CI 77.9%-99.2%) and 95.5% (90.9)98:2h a cutoff of 5 per
thousand, but specificity increased to 98.1% (94996%) with a cutoff of 8 per
thousand. Sensitivity and specificity of HpSA w8B23% (77.9%-99.2%) and 98.7%
(95.4%-99.8%).

CONCLUSION: Accuracy of noninvasive tests in ourgse-center study were
satisfactory: specificity of UBT improved with atoif at 8%, and sensitivity of
HpSA was high when determined locally without taorsation after long or
inadequate storage that could impair results.

PMID: 17137899 [PubMed - indexed for MEDLINE]

41. Gut. 2007 May;56(5):693-8. Epub 2006 Nov 29.

Heterozygous beta-globin gene mutations as a riskdtor for iron accumulation
and liver fibrosis in chronic hepatitis C.

Sartori M, Andorno S, Pagliarulo M, Rigamonti C,Z&ola C, Pergolini P, Rolla R,
Suno A, Boldorini R, Bellomo G, Albano E.

Gastroenterology Units, Ospedale Maggiore dellat&aMovara, Italy.

Comment in
Gut. 2007 May;56(5):613-4.

BACKGROUND: Iron accumulation is a well-known rigkctor for the progression of
chronic hepatitis C (CHC) to fibrosis. However, fivefibrogenic role of the

genes controlling iron homeostasis is still congrsial.

AIM: To evaluate the relative role of haemachroma¢HFE), ferroportin and
beta-globin gene mutations in promoting iron acclatimn and fibrosis in

patients with CHC.

METHODS: Genetic analysis was performed togethén tiie assessment of hepatic
iron content and histology in 100 consecutive HhtHaody and hepatitis B

surface antigen-negative patients with biopsy-pnoR&iC.

RESULTS: Among the patients investigated, 12 wetedozygous for various
beta-globin gene mutations (39[C-->T], IVS1.1[G-}>82 7 bp deletion and
IVS1.6[T-->C]) and 29 carried HFE (C282Y, H63D a8@5C) gene mutations. One
further patient was heterozygous for both HFE (Hpa8bBd beta-globin (39[C-->T])
variants, whereas 58 had the wild-type allelesadl the genes. Hepatic iron
concentration (HIC) and hepatic stainable iron vwgaificantly higher (p<0.05)

in patients with CHC carrying beta-globin mutatidhan in those with HFE
mutations or the wild-type alleles. Multivariateadysis confirmed that the

presence of beta-globin mutations was independastigciated with both HIC (p =
0.008) and hepatic-stainable iron (odds ratio (BR}); 95% CI 1.56 to 23.92; p

= 0.009). Moderate/severe fibrosis or cirrhosibdlss score >2) was observed

in 48 of 100 patients. Logistic regression demaitstt that age (OR 1.05; 95% CI
1.02 to 1.09; p<0.005) and beta-globin mutationR @09; 95% CI 1.22 to 20.3; p
= 0.025) were independent predictors of the sewefifibrosis.

CONCLUSIONS: Heterozygosis for beta-globin mutasia;a novel risk factor for
both hepatic iron accumulation and the progreswdibrosis in patients with

CHC.
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Capillary hemangioma of the aortic valve: false preperative diagnosis of
endocarditis.

Vivirito M, Boldorini R, Rossi L, Caimmi PP, BerrdirM, Teodori G.

Department of Cardiac Surgery, Maggiore della @atibspital, Novara, Italy.
mvivirito@libero.it
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Freqguent alterations in the expression of serine/tteonine kinases in human
cancers.

Capra M, Nuciforo PG, Confalonieri S, Quarto M, ihi M, Nebuloni M, Boldorini
R, Pallotti F, Viale G, Gishizky ML, Draetta GF, Biore PP.

Istituto FIRC di Oncologia Molecolare, Milan, Italy

Protein kinases constitute a large family of regpriaenzymes involved in the
homeostasis of virtually every cellular processo\gusion of protein kinases

has been frequently implicated in malignant tramaggion. Within the family,
serine/threonine kinases (STK) have received coatipaty lesser attention,
vis-a-vis tyrosine kinases, in terms of their innevhent in human cancers. Here,
we report a large-scale screening of 125 STK, s&deto represent all major
subgroups within the subfamily, on nine differgrgeds of tumors ( approximately
200 patients), by using in situ hybridization astie microarrays. Twenty-one
STK displayed altered levels of transcripts in tuspdrequently with a clear
tumor type-specific dimension. We identified thpegterns of alterations in
tumors: (a) overexpression in the absence of egjesn the normal tissues (10
kinases), (b) overexpression in the presence akssmpn by normal tissues (8
kinases), and (c) underexpression (3 kinases)c&elenembers of the three
classes were subjected to in-depth analysis oetdaage collections and showed
significant correlations between their altered espron and biological and/or
clinical variables. Our findings suggest that @tem in the expression of STK

is a relatively frequent occurrence in human tumarsong the overexpressed
kinases, 10 were undetectable in normal contraisaae therefore ideal
candidates for further validation as potential é&sgof molecular cancer

therapy.

PMID: 16912193 [PubMed - indexed for MEDLINE]
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Detection of Dirofilaria (Nochtiella) repens DNA bypolymerase chain reaction in
embedded paraffin tissues from two human pulmonarjocations.

Rivasi F, Boldorini R, Criante P, Leutner M, Panijoge S.

Department of Diagnostic and Laboratory Service lamensic Medicine, Section of
Pathological Anatomy, University of Modena and Redgmilia, Modena, Italy.
rivasi@unimore.it

We here report two new cases of human pulmonaoyfildiriasis in men aged 62 and
64 from Northern and Central Italy, respectivelptiBwere asymptomatic and the
infections were discovered incidentally when cliadtographs taken for another
reason revealed the presence of a coin lesioninfina clinical diagnosis was
oriented towards a lung tumour, and an excisianaj biopsy after thoracotomy
was necessary for the final diagnosis. Pathololgictile lesion consisted of a
roundish subpleural infarct with a central thrombattery containing sections

of an immature nematode: Dirofilaria repens wagliged histologically in one
case, the necrotic condition of the worm allowimdyagenus identification,
Dirofilaria, in the other case. In both samplesRPahalysis amplified a 246 bp
product, specific for the IpS insert 11 of D. repehhe authors stress the role

of PCR in the diagnosis of this parasite from garafamples, also in cases in
which identification of the species was not posstiyy conventional morphology
due to poor conservation of the worm. These cag@esent the first PCR-based
diagnosis of D. repens in a human pulmonary dawafisis on samples embedded in
paraffin.

PMID: 16907864 [PubMed - indexed for MEDLINE]
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Fatal splenic rupture in a pregnant woman with hemalobin C/beta-thalassemia and
myeloid metaplasia.

Boldorini R, Bozzola C, Gallarotti E, Ribaldone R.

Department of Medical Science, University SchooVigdicine Amedeo Avogadro of
Eastern Piedmon, Novara, Italy. renzo.boldorini@meigpmn.it

Splenic rupture with intraperitoneal hemorrhaga fatal condition that is

rarely encountered during the third trimester @&gorancy; its pathogenetic
mechanisms and causes are largely unknown. Wetrgpasse of splenic rupture in
a pregnant woman that caused the death of the maxtldechild. The patient was a
carrier of double heterozygosis for hemoglobin Gikbalassemia. Spleen and
liver enlargement due to extramedullary hematop®i®as found at autopsy. Our
data suggest that rare and hidden hematologicd#isbshould be considered as
possible causes of splenic enlargement and rugtureg pregnancy.
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A malignhant fibroleiomyoma of the testis.

Avanzi GC, Castello L, Sainaghi PP, Bergamascodld&ini R, Bartoli E.

Dipartimento di Medicina e Sperimentale, Universieh Piemonte Orientale, A
Avogadro, Novara, Italy.

The patient described has a 2-cm, hard, painledgl@alose to an atrophic
testis that had been present for > 10 years, stiggesactive disease,

recently associated with fever of undeterminediongth constitutional
symptoms. Extensive examinations of pleural, spiwadl bronchoalveolar fluids;
bacterial and mycobacterial cultures; bone biopsied computed tomography
scans were inconclusive. Orchiectomy demonstratezhgiotropic large B-cell
lymphoma (CD19+CD20+CD79a+) in the context of aiperibroleiomyoma. The
symptoms abated after the first of 4 rituximab d¢tigns. Reports suggest that
benign tumors can be harbingers of angiotropic lyompa or facilitate its onset.
To date, no testicular or epididymal primary siés lbeen reported for
angiotropic lymphoma.

PMID: 16640821 [PubMed - indexed for MEDLINE]
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Human leukocyte antigen distribution analysis in Naoth Italian brain Glioma
patients: an association with HLA-DRB1*14.

Guerini FR, Agliardi C, Zanzottera M, Delbue S, &aige, Tinelli C, Boldorini R,
Car PG, Veggiani C, Ferrante P.

Laboratory of Molecular Medicine and Biotechnologn C. Gnocchi Foundation
IRCCS, S. Maria Nascente, Milan, Italy. fguerini@daocchi.it

Human leukocyte antigens (HLA) are widely expressaltisurface molecules that
present antigenic peptides to T-lymphocytes anduladel the immune response
against inflammatory and malignant disease. Fretyjeénmoral cells express
antigens that are recognized by the immune sydteffective immune response
could be the result of defects in antigen presemtan those subjects with
peculiar HLA alleles, which, owing to mechanismattare still unknown, are
unable to carry out their function. Only a few sagdon glioma and HLA
association have been performed to date. The amara$tudy was to characterize
a group of Italian Caucasian patients with gliotoanvestigate a possible
association between HLA antigens and cerebral glitomorigenesis in Italian
patients. HLA typing of class | and class Il loaswdone by molecular typing
performed on blood DNA from 36 glioma patients fraprthern Italy. The data
obtained were compared with HLA frequencies takemfthe database of northern



Italian organ donors.A positive association betwideA-DRB1*14 and the presence
of symptomatic cerebral glioma was observed (p02,00dds ratio = 2.48, 95%
confidence interval: 1.09-5.45). This is the fitstian report on a

case-control data study of HLA distribution conehaton a group of glioma

patients and a first step in defining a possibl@ivement of HLA in

susceptibility to brain glioma in the Italian pogatibn.

PMID: 16314951 [PubMed - indexed for MEDLINE]
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Distribution, characterization and significance ofpolyomavirus genomic sequences
in tumors of the brain and its covering.

Delbue S, Pagani E, Guerini FR, Agliardi C, MancRsd@orghi E, Rossi F,
Boldorini R, Veggiani C, Car PG, Ferrante P.

Laboratory of Molecular Biology and Biotechnolod@on Carlo Gnocchi Foundation,
IRCCS, Milan, Italy.

The etiology of brain tumors and meningiomas i wtiknown. Several factors

have been considered, such as genetic predispoatitich environmental risk

factors, but the hypothesis that one or more irdastagents may play a role in
tumor pathogenesis has also been investigatedefliner emphasis was placed on
the neurooncogenic family Polyomaviridae and thesence of human polyomavirus
DNA sequences and JCV mRNA were examined in matighaman brain biopsies.
Italian patients affected with different types eoplasias of the brain and its
covering were enrolled. The patients underwentisargumor excision and the
presence of the polyomavirus genome in biopsy dner dody fluids was evaluated
by PCR. In addition, the genomic organization o¥/J&as examined in depth, with
the aim of providing information on genotype distition and TCR rearrangements
in the population affected with intracranial negphs. On the whole,

polyomavirus DNA was found in 50% of the biopsy@peens studied, JC virus DNA
and BK virus DNA were amplified in 40.6% mainly gilastomas and 9.4% of the
tissue specimens, respectively, while none of thpdy specimens tested

contained Simian virus 40 DNA. Genotype 1 and MAdCR organization were the
most frequent in the population enrolled. Althowgbause and effect was not
demonstrated and the specific role of the virusasains unknown, the findings
appear to confirm the hypothesis that JCV and Bk\Md be important co-factors

in tumor pathogenesis.

(c) 2005 Wiley-Liss, inc.
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Glioblastoma multiforme of the conus medullaris ina child: description of a case
and literature review.




Stecco A, Quirico C, Giampietro A, Sessa G, BoldidR, Carriero A.
SCDU Radiologia, AO Maggiore della Carita, Novdtaly.

We describe a case of glioblastoma multiforme efdbnus medullaris in a child.
MR imaging showed at the T12-L1 level an intramé&dylmass with signal
alteration, with only two nodules of contrast entement. The finding was
consistent with astrocytoma. Pathologic evaluatvas consistent with
glioblastoma multiforme. Nine months after the statreatment, the patient
showed leptomeningeal recurrence. This case apfmebesunusual for both the
hysto-type and the nonspecific MR imaging features.

PMID: 16155176 [PubMed - indexed for MEDLINE]
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[Cutaneous spreading of a chordomal.

[Article in French]
Gattoni M, Astolfi S, Tiberio R, Boldorini R, Pig Eeigheb G.

Cliniqgue Dermatologique, Universita del Piemonté®tale A. Avogadro, Hopital
Maggiore della Carita, Novara, Italie. dermogattdi@ro.it

INTRODUCTION: Chordomas are rare extradural bomedts arising from notochord
remnants, the embryonic structure forming the aabaxis of the spine. They
represent 0.1p. 100 of all intra-cranial tumorse Thordoma is a locally

malignant cancer that tends to invade the surragnt$sues. Its localization

in the skin is exceptional.

OBSERVATION: A 56 year-old man developed a nut-8izegetating nodule on the
nasal groove. This lesion appeared a few month®aoig surgery for a
frontoglabellar relapse of a chordoma that had ldgees six years earlier at the

base of the skull.

DISCUSSION: We report this case because of thenesiseof cutaneous involvement
and the particular conditions in which it occurridnay have been due to

tumoral seeding during the previous surgical irgations.

PMID: 16142102 [PubMed - indexed for MEDLINE]
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Are sequence variations in the BK virus control re@pn essential for the
development of polyomavirus nephropathy?

Boldorini R, Veggiani C, Turello E, Barco D, Monga

Department of Medical Sciences, University SchddWedicine and Surgery, Amedeo



Avogadro of Eastern Piedmont, Novara, Italy.

BK virus replication is regulated by the noncodautrol region (NCCR); major
NCCR rearrangements could modify the strength i@ veplication, having a role
in the development of polyomavirus-associated ngpdthy (PAN). Urine (n = 34),
blood (n = 32), and renal biopsy samples (n = A@nf5 transplant recipients
with PAN underwent nested polymerase chain reatticearch for the NCCR
region. Sequence analysis was performed on all N€&fnents obtained. Decoy
cells were evaluated semiquantitatively in urind BAN staged in renal biopsy
specimens; the results were related to the pressertéype of NCCR sequence
variations. Major NCCR rearrangements were founarine (9/75 [12%]), blood
(7/30 [23%]), and renal biopsy (4/15 [27%]) sampie8 cases; 2 cases had only
unrearranged strains. Neither the detection andoeuf decoy cells nor the PAN
stage were related to the specific type of NCCRisrge rearrangements. NCCR
rearrangements do not seem essential for the davelat of PAN.

PMID: 16040304 [PubMed - indexed for MEDLINE]
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Periodic assessment of urine and serum by cytolo@aynd molecular biology as a
diagnostic tool for BK virus nephropathy in renal transplant patients.

Boldorini R, Brustia M, Veggiani C, Barco D, Andari$, Monga G.

Department of Medical Sciences, Faculty of Medi@and Surgery, Amedeo Avogdro
University of East Piedmont, and Unit of NephrolpByalysis and
Transplantation, Maggiore Hospital, Novara, Itagnzo.boldorini@med.unipmn.it

OBJECTIVE: To investigate the significance of patyavirus (PV) viruria and
viremia by morphologic, immunohistochemical and ecolar analysis (multiplex
nested-polymerase chain reaction) in renal trangjplatients.

STUDY DESIGN: Urine (n=328), serum (n=53) and idnapsies (n=24) from renal
transplant patients (n=106) were studied.

RESULTS: Decoy cells were found in 53 samples (168%h 19 patients (18%); viral
DNA was amplified in all urinary samples and disad BK virus (BKV) (n=24), JC
virus (JCV) (n=16), and JCV and BKV DNA (n=13). BKNas the prevailing genotype
in patients with a high frequency of decoy cellretion (p = 0.001). JCV

excretion correlated with a low number (p = 0.04d 8KV with a high number of
decoy cells (p=0.003). PV DNA was amplified from'=3® serum samples (56.6%); BKV
was the prevailing genotype (p = 0.04). On 24 rbigbsies (18 from the decoy
cell-negative and 6 from the decoy cell-positiveugy) PV nephropathy (PVN) was
identified and BKV DNA amplified in 4 biopsies, dtbm the group with a high
frequency of decoy cell excretion. PVN was not tded in renal biopsies from

the decoy cell-negative group.

CONCLUSION: PV infection is frequent in renal tratent patients. The BKV
genotype in urine and serum is significantly redaie a high frequency and high
number of decoy cells. PVN occurs only in patiesith BKV viremia and a high
number and frequency of decoy cell excretion ineirin the absence of decoy
cells, PVN can be excluded. Cytologic analysisrofelis an important



diagnostic tool for screening renal transplantgyas at risk of PVN.

PMID: 15966283 [PubMed - indexed for MEDLINE]
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Gender and liver fibrosis in chronic hepatitis: therole of iron status.

Rigamonti C, Andorno S, Maduli E, Capelli F, BolooR, Sartori M.

Internal Medicine Unit, University Amedeo AvogadrbEast Piedmont, Novara,
Italy.

BACKGROUND: The role of gender in the progressidfilarosis in chronic
hepatitis C is still under investigation.

AIM: To investigate whether gender affects the pesgion of liver disease
and/or hides other risk factors.

METHODS: A prospective series of 121 consecutivieepés with chronic hepatitis
C underwent liver biopsy. Grading and staging tmoaic hepatitis were each
evaluated according to Ishak'’s classification.

RESULTS: In univariate and multivariate analysistioe whole group of patients,
male gender was not associated either with sigmfitiver fibrosis (Ishak's

score > 2) or with cirrhosis (Ishak's score > 4).t@e contrary, in univariate
analysis on patients aged < or = 50 years, maldegemas nearly significantly

(P = 0.06) predictive of liver fibrosis, whereasvis not in patients > 50

years. Hepatic iron grading, along with age, wasdapendent factor associated
with fibrosis. Moreover, the values of all the \adniies which describe iron

status were significantly higher in males aged < 80 years in comparison with
females of the same age.

CONCLUSIONS: In chronic hepatitis C, male gendeyoe predictive of liver
fibrosis only in patients aged < or = 50 years. Agnéibrogenetic factors hidden
by gender, iron status could play a major role.

PMID: 15948811 [PubMed - indexed for MEDLINE]
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Fine needle aspiration cytology in the diagnosis ofon-Hodgkin's lymphomas of
the muscle: a report of 2 cases.

Bozzola C, Boldorini R, Ramponi A, Monga G.

Department of Medical Sciences, Faculty of Medi@and Surgery, Amedeo Avogadro
University of East Piedmont, Novara, Italy.

BACKGROUND: Primary skeletal muscle lymphoma hasrbeeported in very few cases.
Although such imaging techniques as computed toapdgr and magnetic resonance
imaging can supply diagnostic indications, the nmekable data are obtained by

means of muscle biopsy investigations. Fine neasibiration cytology (FNAC) has



not been considered before for the diagnosis othaugmphoma.

CASES: In case 1, 60-year-old man presented wittagses in the pectoral muscle
and neck. FNAC of the neck mass was performed.didgnosis was non-Hodgkin's
diffuse B-cell lymphoma of the muscle; the diagsasas confirmed by surgical
biopsy of the pectoral muscle. In case 2, a 70-g&ghman presented with a mass
in the quadriceps muscle. The results of FNAC adwsispicion of lymphoma, and
a muscle biopsy confirmed the presence of a norgkats B-cell lymphoma.
Immunohistochemistry identified it as non-Hodgkimarginal zone B-cell lymphoma
of MALT type.

CONCLUSION: FNAC can be a valuable starting pomiruscle involvement by
lymphoma because of the possibility of obtainingemnial by means of multiple
aspirations without causing patients any discomfort

PMID: 15839632 [PubMed - indexed for MEDLINE]
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Kidney and urinary tract polyomavirus infection and distribution: molecular
biology investigation of 10 consecutive autopsies.

Boldorini R, Veggiani C, Barco D, Monga G.

Department of Medical Science, University SchooVigdicine Amedeo Avogadro of
Eastern Piedmont, Novara, Italy. renzo.boldorini@meipmn.it
<renzo.boldorini@med.unipmn.it>

CONTEXT: Distinct human polyomavirus genotypes eadiferent diseases in
patients with renal transplants: BK virus (BKV) sas tubulointerstitial

nephritis and ureteral stenosis, whereas both @S WCV) and BKV are
responsible for hemorrhagic cystitis. These findinguld result from a

selective infection of kidney and urinary tract segts by JCV or BKV.
OBJECTIVE: To verify this hypothesis, 10 complaiaselected, consecutive
autopsies from 9 immunocompetent patients andigéngaiffected by acquired
immunodeficiency syndrome were investigated.

DESIGN: Samples from kidneys (n = 80), renal pefais 20), ureter (n = 40),
and urinary bladder (n = 30) obtained from 10 coo#ee autopsies were
investigated by means of multiplex nested polymedmin reaction to detect
polyomavirus DNA and to distinguish different specof the Polyomavirus genus.
In situ hybridization and immunohistochemistry walgo carried out to define

the viral status of the infected tissues.

RESULTS: Polyomavirus DNA was detected in all af #ubjects (positive samples
ranging from 2 to 7 samples), for a total of 4380 samples (25.3%),

distributed as follows: urinary bladder (10/30, 33%nal pelvis (6/20, 30%),
ureter (10/40, 25%), and kidney tissue (17/80, 2M4g found that JCV was most
frequently detected overall (23/43 samples, 53.&886)was also detected most
frequently within the kidney (8/17 positive samplég%), the renal pelvis (5/6
positive samples, 70%), and the ureter (7/10 pesgamples, 70%), whereas BKV
was found in 14 samples (32.5%), and it was thegilieg genotype in urinary
bladder (6/10 positive samples, 60%). CoinfectibBKV-JCV was found in 6
samples (14%). Immunohistochemistry and in siturilalyation returned negative



results.

CONCLUSIONS: The viruses JCV and BKYV latently pstsandomly in kidney and
urinary tract. Distinct diseases induced by themdde related more closely to
molecular viral rearrangements than to the topdycaghistribution of latent

viruses.

PMID: 15628910 [PubMed - indexed for MEDLINE]
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Aggressive angiomyxoma of the vulva.

Ribaldone R, Piantanida P, Surico D, Boldorini R]dnbo N, Surico N.

Clinics of Gynecology and Obstetrics, Maggiore Htamf Novara, Department of
Medical Sciences, University of Eastern Piedmoottsa Mazzini 18, Novara,
Italy. clinost@maggioreosp.novara.it

BACKGROUND: Aggressive angiomyxoma is a rare sisfue tumour that carries a
high risk of local relapse. It is a slowly growiagd locally infiltrating

tumour.

CASE: We describe the case of an aggressive ppénceal angiomyxoma arising
in a 36-year-old woman. The patient had a masgtieat before, during and after
her pregnancy. Transperineal surgery was perforifieel resection margins were
free of disease.

CONCLUSION: Our case confirms what has previouglgrbpublished concerning the
possible hormone-dependence of this neoplasm. Gineepositive estrogen and
progesterone receptor status of this tumour, wiecarisider hormonal treatments

in the case of a future relapse.

PMID: 15581991 [PubMed - indexed for MEDLINE]
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Sequence analysis of the JC virus transcriptionalantrol region detected in
urine from HIV-positive patients.

Omodeo-Zorini E, Boldorini R, Vigano P, Mena M, Bgm E, Andorno S, Monga G.

Department of Medical Sciences, Faculty of Medi@and Surgery, University of
East Piedmont Amedeo Avogadro.

OBJECTIVE: To investigate the correlation betweamscriptional control region
(TCR) types and virus replication and the role efr@ased host immunity in
inducing TCR changes.

STUDY DESIGN: In a previous study, urine specim&onm 78 unselected
HIV-positive patients were independently evaludigaytology,
immunohistochemistry and nested polymerase chaictios (n-PCR) to detect the
presence of polyomaviruses. The JC virus (JCVel@rgegion was positive in



44/78 (56%) urine specimens by n-PCR. In the ctstmly, these cases further
underwent to n-PCR to detect TCR, and the amplirediucts were sequenced. The
JCV types identified were compared using: (1) motpyic evidence of replication
(decoy cells and/or immunohistochemical stainingedfs detected using anti-SV

40 antiserum), and (2) patients' immune status (@l counts).

RESULTS: TCR was successfully amplified in 30/44esa(68%). TCR sequence
analysis disclosed 6/30 archetype (20%) and 24/3tetypelike sequences, the
latter distributed as follows: 4 G2 (4/30, 13%)wi-->A substitutions in the C
sequence (nt 9), and 20 CY (20/30, 67%) with A-suBstitutions in the F

sequence (nt 19). There were no correlations wilphologic evidence of viral
replication or immune status.

CONCLUSION: The present study indicated that TCRrine samples from PML-free
HIV-positive subjects are archetypes or archetigelimmune suppression does

not seem to influence minor changes in the TCR gen@nd single by mutations do
not change JCV replication activity.

PMID: 14674067 [PubMed - indexed for MEDLINE]

58. Lupus. 2003;12(11):851-3.

The two hit hypothesis in the antiphospholipid syncbme: acute ischaemic heart
involvement after valvular replacement despite antoagulation in a patient with
secondary APS.

Bordin G, Boldorini R, Meroni PL.

Department of Internal Medicine, Azienda Ospedali®r Gerardo, Presidio
Ospedaliero 'Bassini', Cinisello Balsamo, Milaajyit
g.bordin@bassini.hsgerardo.org

A patient with the antiphospholipid syndrome (AR8)whom a nonfatal myocardial
infarction ensued after valvular heart replacengespite anticoagulation, is
described. The report further stresses the ro®ofomitant risk co-factors in
inducing thrombotic events and points out that icaratgery might represent a
potential major risk for myocardial ischaemic damagAPS.

PMID: 14667102 [PubMed - indexed for MEDLINE]
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Molecular characterisation of JC virus strains deteted in human brain tumours.

Boldorini R, Pagani E, Car PG, Omodeo-Zorini E, @orE, Tarantini L, Bellotti
C, Ferrante P, Monga G.

Dipartimento di Scienze Mediche Facolta di Median@hirurgia Universita del
Piemonte Orientale Amedeo Avogadro, Novara, ltahapatol@starnova.it

AIMS: The aim of this study was to evaluate thesprece and significance of JC



virus (JCV) in human brain tumours.

METHODS: Histology, immunohistochemistry (IHC) anmublecular biology techniques
were employed to examine specimens of tumour tjigsergheral blood and
cerebrospinal fluid taken from 22 patients withhmairy neuro-epithelial tumours.
Furthermore, the coding viral protein (VP1) regand non-coding transcription
control region (TCR) of JCV genome isolated frora thmours were submitted to
sequence analysis in order to detect viral reagar@ts or mutations.

RESULTS: JCV genome was found in nine of the 22aumnspecimens (40.9%),
including eight astrocyte-derived tumours (seveoljhstomas and one
astrocytoma) and one oligodendroglioma, and indiiine 15 cerebrospinal fluid
specimens (13.3%) with positive tumour tissue (gir@blastoma and one
astrocytoma). Sequence analysis of JCV VP1, wha amplified in seven tissue
samples and the two cerebrospinal fluid samplegaled only genotype 1 (four
la and three 1b), whereas TCR was amplified iniséxie samples and only one
cerebrospinal fluid sample. TCR sequence analyaspossible in four cases and
identified three Mad-4 and one type Il sequendesTitCR genomic structures of
JCV isolated from cerebrospinal fluid were the sas¢hose sequenced from
corresponding tumour tissue, thus indicating a iptesserebrospinal fluid
dissemination of neoplastic cells carrying viral BN

CONCLUSIONS: Our results suggest a possible rol&®f in the induction of brain
tumours, especially in those originating from bregétis normally targeted by

JCV infection.

PMID: 14506971 [PubMed - indexed for MEDLINE]
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Papillary thyroid carcinoma identified after Sistru nk procedure: report of two
cases and review of the literature.

Aluffi P, Pino M, Boldorini R, Pia F.

Department of Otorhinolaryngology, University oERionte Orientale, Novara,
Italy. orl@maggioreosp.novara.it

Thyroglossal duct cysts represent the most comroogenital cervical
malformations. Carcinomas arising in the thyroghbsiict cysts are rare
neoplasms characterized by a relatively non agiyeebghavior with rare lymph
node spread. Approximately 1% of thyroglossal cgst#tain a carcinoma. The most
frequent histological type is papillary carcinoraagounting for about 80% of
cases. Currently, most authors agree about theiapy origin ex novo from
ectopic thyroid tissue in the cyst. In most cabesdiagnosis of thyroglossal
duct carcinoma (TDC) is not made until histopathyatlal examination has been
performed on a resected cyst without any suspetit@dal sign of malignancy.
The definition of the correct surgical treatmenttftese carcinomas is still
controversial; most authors maintain that reseatio; TDC with the Sistrunk
procedure can be considered oncologically adequia¢® dealing with a
differentiated carcinoma without extracapsular siwwa and/or lymph node
metastases and with a normal thyroid. We presemtages of papillary thyroid
carcinoma identified after resection of a thyroghiscyst according to the



Sistrunk procedure and managed with different satgpproaches according to
the different sites of the tumors. In addition, dvgcuss appropriate
therapeutic strategies in light of the most reckata in the literature.

PMID: 12841674 [PubMed - indexed for MEDLINE]
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Moderate alcohol consumption increases oxidativerass in patients with chronic
hepatitis C.

Rigamonti C, Mottaran E, Reale E, Rolla R, CiprigniCapelli F, Boldorini R,
Vidali M, Sartori M, Albano E.

Internal Medicine Unit, Ospedale Maggiore dellai@aiNovara, Italy.

The mechanisms by which alcohol consumption worsiemgvolution of chronic
hepatitis C (CHC) are poorly understood. We havestigated the possible
interaction between hepatitis C virus (HCV) andaethl in promoting oxidative
stress. Circulating IgG against human serum albuy®A) adducted with
malondialdehyde (MDA-HSA), 4-hydroxynonenal (HNE-A)Sor arachidonic acid
hydroperoxide (AAHP-HSA) and against oxidized caligin (Ox-CL) were evaluated
as markers of oxidative stress in 145 CHC patiesits different alcohol
consumption, 20 HCV-free heavy drinkers (HD) withbwer disease, and 50
healthy controls. Anti-MDA 1gG was increased in Cld&tients irrespective of
alcohol intake as well as in the HD group. CHC gras with moderate alcohol
intake (<50 g ethanol/d), but not HD, also had icgntly higher values of
anti-AAHP-HSA, anti-HNE-HSA, and anti-Ox-CL IgG &05) than controls. A further
elevation (P <.001) of these antibodies was evide@HC patients with heavy
alcohol intake (>50 g ethanol/d). Anti-AAHP andig@k-CL IgG above the 95th
percentile in the controls were observed in 24%6% of moderate and 58% to 63%
of heavy drinkers but only in 6% to 9% of the abvstes. The risk of developing
oxidative stress during CHC was increased 3-foldnoglerate and 13- to 24-fold

by heavy alcohol consumption. Heavy drinking CH@eas had significantly more
piecemeal necrosis and fibrosis than abstainefBidei piecemeal necrosis was
4-fold more frequent among alcohol-consuming pasievith lipid
peroxidation-related antibodies than among thosleowt these antibodies. In
conclusion, even moderate alcohol consumption ptesnoxidative stress in CHC
patients, suggesting a role for oxidative injuryhie worsening of CHC

evolution by alcohol.

PMID: 12829985 [PubMed - indexed for MEDLINE]
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Evaluation of liver fibrosis in chronic hepatitis C with a computer-assisted
morphometric method.

Maduli E, Andorno S, Rigamonti C, Capelli F, Mor&l Colombi S, Nicosia G,



Boldorini R, Abate M, Sartori M.

Clinica Medica Generale, Universita degli Studi Bemonte Orientale Amedeo
Avogadro, Ospedale Maggiore della Carita di Novara.

Objective methods are needed to quantitativelysastbee burden of fibrous

tissue in liver biopsy specimens and its changees akatment. The aim of this
study was to assess the validity of a computesesbsimorphometric method in
the evaluation of liver fibrosis in patients withronic hepatitis C. Sixty-nine

liver biopsy specimens stained with Sirius red weraluated by two independent
observers with a computer-assisted morphometribodetto measure the percentage
of fibrous tissue in the optic fields examined (@is ratio). Furthermore, 11

pairs of liver biopsy specimens obtained before a&tel treatment from patients
with chronic hepatitis C were evaluated with monpietry by two independent
observers in order to assess in which directiorofiis changed. In the 69
patients, the correlation of the morphometry-meaddibrosis ratio pairs by the
two observers was high (r = 0.781). However, tliledinces between paired
values were large, reaching +/- 5% in 95% of instan The fibrosis ratios
observed with morphometry by the two examinersatated poorly with the Ishak's
staging score. The two examiners agreed in 10folt acnstances in judging in
which direction fibrosis had changed. In conclusiasing our present technique
of computer-assisted morphometry, the quantitaisBgessment of the percentage
extension of fibrous tissue was not sufficientlgw@ate. However,
computer-assisted morphometry proved to be usdiehvevaluating the direction
of fibrous changes in pairs of liver biopsy speaisi&om patients with chronic
hepatitis C before and after treatment.

PMID: 12532562 [PubMed - indexed for MEDLINE]
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Lytic JC virus infection in the kidneys of AIDS suljects.

Boldorini R, Omodeo-Zorini E, Nebuloni M, Benignj ago L, Ferri A, Monga G.

Dipartimento di Scienze Mediche, Facolta di MedicanChirurgia, Universita
Amedeo Avogadro del Piemonte Orientale, Novardy.lta
renzo.boldorini@med.unipmn.it

Our objective was to investigate the role of thenhn polyomavirus JC virus as a
possible cause of renal damage in AIDS subjecttoldigy, immunohistochemistry,
and molecular biology were used to evaluate thguieacy of viral infection,
genotypes, viral status, and the presence of megeraents or point mutations in
specific genomic regions of strains isolated fr@mal tissue. Formalin-fixed,
paraffin-embedded sections of postmortem renalisy@ts obtained from 111
unselected AIDS patients were stained for routiselogy and with anti-SV40
antibody. The immunohistochemically positive speamswere further investigated
by means of nested polymerase chain reaction ffareint polyomavirus genomic
regions (large T, transcriptional control regiondairal protein 1).

Furthermore, the sequences of transcriptional obregion and viral protein 1



were also analyzed. Immunohistochemistry was p@siti seven cases (6.3%), four
of which showed morphological evidence of viralliggtion (intranuclear
inclusion bodies and/or intratubular cellular castsall seven cases, only
epithelial tubular cells (with and without inclusibodies) and cellular casts

were stained. The JC virus genome was identifiegdddymerase chain reaction in
five of the seven immunohistochemically positivees transcriptional control
region and viral protein 1 were amplified in, resipeely, three and four cases.
Transcriptional control region sequence analysisaked major rearrangements in
all three cases, with duplications of all the taiional factor-binding

sites, whereas no point mutations were found irvites protein 1 region, which
was characterized as Type 1A in all cases. Fofirstdime in AIDS subjects,

this study shows that although rarely, JC virusregaticate in renal tissue.
Molecular biology revealed major rearrangementhiantranscriptional control
region that, together with other unknown factomyld justify the increased
pathogenicity of this human polyomavirus.

PMID: 12527711 [PubMed - indexed for MEDLINE]
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[BK virus encephalitis in an HIV-seropositive patient. Preliminary datal.

[Article in Italian]
Garavelli PL, Boldorini R.
Strutture Complesse di Malattie Infettive, ASO Migg della Carita, Novara.

The BK virus (BKV) belongs to the family of the goma group. Although up to 60%
of AIDS patients excrete BKV in the urine, therevddeen few reports of

infection of kidney, lung, retina, brain and peepal blood mononuclear cells.

We report the case of a 37 year-old male HIV pesigatient with BKV

encephalitis. This diagnosis should be consideredlDS patients with signs of
cerebral disease.

PMID: 11989130 [PubMed - indexed for MEDLINE]
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Different patterns of renal damage in type 2 diabeais mellitus: a multicentric
study on 393 biopsies.

Mazzucco G, Bertani T, Fortunato M, Bernardi M, trear M, Boldorini R, Monga G.

Dipartimento di Scienze Biomediche e Oncologia Uay&acolta di Medicina e
Chirurgia, Universita di Torino, Torino, Italy.

The frequency of various types of renal changgmirents with type 2 diabetes
is not clearly defined in the literature. Reportistrepancies likely are



caused by ethnic and geographic factors. Howewdiciges used in nephrological
centers for the selection of patients to undergalrbiopsy also may have an
influence. The present study reports 393 renaldsoin patients with type 2
diabetes performed in a group of centers in norgeva Italy using different
(restricted [CRPs] or unrestricted [CUP]) biopsyiges. On the basis of light
microscopic, immunofluorescence, and ultrastruttimdings, cases were
subdivided into three classes characterized byithgence of diabetic
glomerulosclerosis (class 1), prevailing vascudatefioarteriolosclerotic) and
ischemic glomerular changes (class 2), other glataeephritides superimposed on
diabetic glomerulosclerosis (class 3a), or glon@rephritides without the
presence of diabetic glomerulosclerosis (classAlhough no significant
differences were found for class 2 (detected in B 16% of patients from CRPs
and the CUP, respectively), the frequency of tineotwo classes was strongly
biased by the biopsy policy. Class 1 was foundd%h2and 51% of cases, and class
3in 57% and 33% of cases from CRPs and the Cldpectively. Moreover, class 3a
was more common (67%) in the CUP, and class 3b T8%RPs. Our findings may
explain conflicting data from the literature ané thfluence that type of

adopted biopsy policy may have on an epidemioldgealuation. This study helps
clarify the frequency of renal changes in patiewitd type 2 diabetes and

suggests more extensive use of renal biopsy tarotghable prognostic

indications and plan a rational therapeutic apgroac

Copyright 2002 by the National Kidney Foundatiarg. |
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Iron, hepatic stellate cells and fibrosis in chror hepatitis C.

Rigamonti C, Andorno S, Maduli E, Morelli S, Pitt&uNicosia G, Boldorini R,
Sartori M.

Clinica Medica Generale, Universita del Piemonte@ale A. Avogadro, A.O.
Maggiore della Carita, Corso Massini 18, 28100 Nay#aly. crigamo@tin.it

BACKGROUND/AIMS: In patients with chronic hepatit{, hepatic iron concentration
correlates with liver fibrosis. However, it is ndéar whether this correlation

merely reflects the presence of more active diseaseon exacerbates chronic
hepatitis C virus (HCV)-induced damage throughvation of hepatic stellate

cells and regeneration of hepatocytes.

MATERIALS AND METHODS: We studied 72 HCV-positiveapents, staged according to
the Ishak's score system. We measured hepaticamoecentration with
spectrophotometry and evaluated the number of leegtatlate cells (using

monoclonal antibody against alpha smooth muscia)aatd proliferating

hepatocytes (using monoclonal antibody against XiB@n and ferritin serum

levels were also determined.

RESULTS: Hepatic iron concentration correlatedistiatlly with ferritin serum

level (r =0.59, P <0.001), with grading (r = 0.47< 0.001) and staging (r =

0.51, P < 0.001) scores for chronic hepatitis elnole group of patients.



Hepatic iron concentration correlated positivelyhnstellate cell number (r =

0.55, P = 0.004) and Ki67-positive hepatocyte nunfbe 0.36, P = 0.08) in
patients with chronic hepatitis C and low gradingrs (< 3).

CONCLUSIONS: In patients with chronic hepatitis @ldow grading score, hepatic
iron could play a role in the activation of hepatiellate cells and in the
progression of fibrosis.

PMID: 11886429 [PubMed - indexed for MEDLINE]
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Molecular characterization and sequence analysis giolyomavirus strains isolated
from needle biopsy specimens of kidney allograft epients.

Boldorini R, Omodeo-Zorini E, Suno A, Benigni E, lNgoni M, Garino E, Fortunato
M, Monga G, Mazzucco G.

Department of Medical Sciences, Faculty of Medicldeiversity Amedeo Avogadro
of East Piedmont, Novara, Italy.

We retrospectively examined 29 renal allograft byoppecimens from 42 kidney
transplant recipients by means of molecular biaagchniques (nested
polymerase chain reaction), immunohistochemicalyaig(anti-SV40 antibody),
and histologic examination to evaluate the presehpelyomaviruses (PVs),

viral genotypes, genomic mutations, and their gatio significance. PV genomes
were found in six cases (21%); restriction fragmength polymorphism analysis
characterized 4 as JC virus (JCV) and 2 as BK \(BK&/). The latter also were
positively stained immunohistochemically and showestologically typical
intranuclear viral inclusions; JCV cases were nggaDNA sequence analysis
revealed only minor changes in the 4 JCV casesc{®&types and 1 JCV type 3,
not associated with a known pathogenic genotypeijdentified 2 specific

variants in the BKV isolates (AS and WW strainsivéa the different histologic
findings (mixed inflammatory infiltration in the A&d no inflammation in the WW
strain), we speculate that different BKV strainsymause differential damage in
transplanted kidneys. Finally, the negative higia@nd immunohistochemical
JCV results, as well as the absence of viral maratiindicate that JCV renal
infection is latent in transplant recipients.

PMID: 11601133 [PubMed - indexed for MEDLINE]
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[Hepatosplenic cat-scratch disease in the immunocgratent adult].

[Article in Italian]
Zaccala G, Rizzo G, Boldorini R, Garavelli PL, Canmi M.

Strutture Complesse di Medicina Interna Il, Azie@kpedaliera Maggiore della



Carita, Novara.

Atypical manifestations of cat-scratch disease Hmeen described in children

and immunosuppressed adults. We report the fisst ofhepatosplenic

cat-scratch disease in an immunocompetent suldiectonstration of diversity of
this infection. A 33-year-old man presented withlpnged fever, lymphadenopathy
and multiple hypodense lesions of liver and spleartrasonographic imaging.

The hepatic biopsy showed non-specific inflammategctions including
granulomata and stellate necrosis. Anti-Bartorefisbodies have been found.

The therapy with clarithromycin and doxycycline foany weeks was effective for
hepatic lesions. A month ago a history of a catadrwith the presence of a

skin lesion has been reported.

PMID: 11552311 [PubMed - indexed for MEDLINE]
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Multiple small intestinal stromal tumours in a patient with previously
unrecognised neurofibromatosis type 1: immunohistdiemical and ultrastructural
evaluation.

Boldorini R, Tosoni A, Leutner M, Ribaldone R, SuriN, Comello E, Min KW.

Dipartimento di Scienze Mediche Facolta di Mediagn@hirurgia, Universita
Amedeo Avogadro del Piemonte Orientale, Novardy.lenapatol@starnova.it

Neurofibromatosis type 1 could be associated witlitiple gastrointestinal

stromal tumours, although their presence is nosiclemed among the major
diagnostic criteria. We present here a case ofgead-old female complaining

of abdominal pain, with about 100 small intestistabmal tumours. This finding
prompted us to suspect a neurofibromatosis whichakaically confirmed
afterwards. Light microscopy examination revealdoMagrade stromal tumour with
skeinoid fibres. Mixed neural-interstitial cells G&jal origin or,

alternatively, neural differentiation of intersditicells of Cajal are

discussed on the basis of immunophenotype (CD1QD84+) and ultrastructure. A
2-year follow-up did not indicate an aggressiverseun the case of this

neoplasm.

PMID: 11523947 [PubMed - indexed for MEDLINE]
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Molecular characterization and sequence analysis @folyomavirus BKV-strain in a
renal-allograft recipient.

Boldorini R, Zorini EO, Fortunato M, Bernardi M, Sa A, Benigni E, Monga G,
Mazzucco G.

Dipartimento di Scienze Mediche Facolta di Median@hirurgia, Universita



"Amedeo Avogadro" del Piemonte Orientale, Novataly!|

The significance of polyomavirus (PV) infection wasestigated in a 53-year-old
patient who underwent renal transplantation andtveaded with triple
immunosuppressive therapy (tacrolimus, prednisand,azathioprine). A renal
biopsy taken because of the suspicion of acutetrefeshowed focal

inflammatory interstitial infiltration, tubulitisand tubular cell nuclear

changes consistent with the hypothesis of viradtbn. Both the tubular and
decoy cells identified by means of urinalysis pesly stained for anti-SV40
antibody. Polymerase chain reaction performed erDNA extracted from renal
tissue and isolated from urine showed the presehar antigenic variant (AS)

of the BKV archetype after sequence analysis ofrdmescription control region
(TCR). On the basis of the diagnosis of BKV infeatiimmunosuppressive therapy
was reduced. The patient's renal function imprcvedi was still stable 8 months
later when urinalysis showed only a few decoy ¢c&llsich were found to be
infected by JC but not BK virus. These data sugtjedtonly the BKV, probably
favoured by immunosuppressive therapy (tacrolimee)ses renal damage. It is
worth underlining that even small and sporadicl\genome mutations may lead to
pathologic effects.

Copyright 2001 by W.B. Saunders Company.
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Chronic hepatitis C treated with phlebotomy alone:biochemical and histological
outcome.

Sartori M, Andorno S, Rigamonti C, Boldorini R.

Department of Internal Medicine, University of Piemte Orientale A. Avogadro,
Ospedale Maggiore della Carita, Novara, Italy.s&@fauser.edu

BACKGROUND: In patients with chronic hepatitis @gthistological outcome of
long term phlebotomy is unknown.

AIM: To investigate biochemical and histologicaldings before and after
phlebotomy in chronic hepatitis C.

PATIENTS: Twenty-four non-haemochromatotic patiemith chronic hepatitis C were
treated with long-term phlebotomy alone.

RESULTS: Hepatic iron concentration had decreasedl patients who underwent a
second liver biopsy, two years after iron depleti@s attained and maintained.
Histological grading score decreased in four pédiemas unchanged in two, and
increased in five. Histological staging score dasesl in two patients, was
unchanged in five, and increased in four. Pretreatrhigh serum selenium level
predicted the reduction of the inflammatory gradsegre in univariate analysis
(p=0.008, while low serum aspartate aminotransée(ps0.02) and low propeptide
of procollagen 1l (p=0.08) levels predicted thelaf progression of liver

fibrosis. Furthermore, when iron depletion was heal; significant reductions of
serum levels of aminotransferase, gamma glutaragbkterase (-47%), propeptide



of procollagen lll, alpha foetoprotein, seleniunrgvebserved in 24 patients. No
changes in serum hepatitis C virus-RNA levels Weuad.

CONCLUSIONS: Phlebotomy alone seems to be efficecio suppressing progression
of chronic hepatitis C in some patients. Phlebotommiyonly induces iron

depletion, but it even modifies serum levels ofeotttace elements involved in

the balance between oxidant and antioxidant presess
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Dirofilariasis due to Dirofilaria repens in Italy, an emergent zoonosis: report
of 60 new cases.

Pampiglione S, Rivasi F, Angeli G, Boldorini R, émsati RM, Pastormerlo M,
Pavesi M, Ramponi A.

Dipartimento di Sanita Pubblica Veterinaria e Rad@ Animale, Universita di
Bologna, Italy.

AIMS: Sixty new cases of human dirofilariasis daeirofilaria repens,

occurring in Italy between 1990 and 1999, are priesk This is the most

extensive case study of this zoonosis reporteddmadie by a single study group.
The aim is to utilize this large experience to elcterize the different
histopathological findings in the parasitic lesiomsnan.

METHODS AND RESULTS: Diagnosis was performed ortdimgical sections of the
nematode enclosed in the nodules excised at bmpsyrgery. The nematode was
located in the subcutaneous tissue (49 casesgpidelymis (two cases), the
spermatic cord (two cases), the lung (two caske)bteast (two cases), the
omentum (two cases) and under the conjunctivaleigsne case). The majority of
cases (46) were from Piedmont; the remainder were Emilia-Romagna, Sardinia,
Sicily, Tuscany, Apulia and Lombardy. The histopddigical features of the

lesions are described and the clinical and epidegiical aspects of the

zoonosis are discussed. The prevalence in Itajgireral and in the area of
Piedmont in particular, comprising the provinceg\efssandria, Asti, Novara and
Vercelli, which is one of the most severely affelcéeeas of the world, is
emphasized. The evident increase in the numbeas#in the last few years is

a clear indication that it is an emergent zoonosis.

CONCLUSIONS: We recommend that each and everyaaserved be recorded, to
enable the true extent of human dirofilariasistatylto be assessed, and that

a reference centre be set up in the area to cofiatdata. The importance of

the histopathologist's role in the diagnosis isssed.
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Beta amyloid precursor protein and patterns of HIV p24 immunohistochemistry in
different brain areas of AIDS patients.




Nebuloni M, Pellegrinelli A, Ferri A, Bonetto S, Blorini R, Vago L, Grassi MP,
Costanzi G.

Pathology Unit, 'Ospedale Civile', Vimercate, ttehi®loghy Unit, 'L. Sacco’
Institute of Medical Science, University of Milataly.

OBJECTIVES: To evaluate the correlation between imatistochemical positive
patterns (globular and filamentous structures)atétamyloid precursor protein
(beta-APP), used as a marker of axonal damagehardifferent distribution of

HIV p24 antigens, in three different brain area®\tidS patients.

METHODS: Eighteen AIDS patients with HIV-relatedabr lesions were included in
the study. Forty-nine sections from basal ganfiantal cortex and hippocampus
were selected. After microwave oven pre-treatmibietsections were incubated
with anti-HIV p24 and anti-beta-APP monoclonal baties; the reactions were
developed with peroxidase/3,3'diaminobenzidine. gtstivity was graded by
semi-quantitative scores. Double immunohistochehsi@aning was used to
evaluate the co-localization of the antigens.

RESULTS: HIV p24 immunohistochemistry was positivel4 of 49 sections (89%),
with a prevalence of interstitial positive cellsdgrositive microglial nodules

in 27 and 13 sections respectively. beta-APP-p@sgtructures were
demonstrated in 23 of 44 sections (52%) with HNated lesions, and were absent
from the five sections without viral expressionolllar and filamentous lesions
were observed in 21 of 23 sections and 10 of A8negespectively. Moreover, a
high grade of globular type lesion was relatedri@l@vated presence of diffuse
interstitial HIV p24-positive cells in basal garggldouble immunohistochemical
reactions demonstrated the co-localization of BdR&- globules and HIV p24
antigens.

CONCLUSIONS: The data obtained confirm the coexgesof beta-APP and viral
antigens in particular areas of the brain with H&lated lesions; there is a

strict correlation between beta-APP globules (iatiliy chronic cerebral damage)
and the interstitial pattern of HIV p24 immunohitemistry.
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Primitive cerebral melanoma: case report and revievof the literature.

Greco Crasto S, Soffietti R, Bradac GB, Boldorini R

Section of Neuroradiology, Department of Neurosogertniversity of Turin,
Turin, Italy.

BACKGROUND: Central nervous system primary malignaelanoma accounts for
approximately 1% of all the cases of melanoma;mspo the literature are

relatively rare.

CASE DESCRIPTION: A 74-year-old man was hospitalibecause of an episode of
aphasia. The neuroradiologic examinations demdssti@round homogeneous lesion
extending near the left sylvian fissure. He hagxiwacranial abnormalities.



The patient underwent a neurosurgical procedurdlatlimor was macroscopically
totally excised. Pathological examination of theggzal specimen revealed a
histological appearance similar to that of melanofdiagnosis of primary CNS
melanoma was made after careful dermatologic ahthagmologic examination,
which ruled out presence of cutaneous or choraigdhnoma. The patient did not
receive any further treatment and he is free dfatie 2 years after diagnosis.
CONCLUSIONS: We report a case of primary cerebralamoma of the left temporal
lobe; clinical, neuroradiological, and histologiGaldings are discussed with

review of the literature. Primary melanoma of tH¢SCmay present either with
localized intra/extra-axial mass lesions or wittnimgeal spread, which carries

a worse prognosis. The prognosis of cerebral pueihelanoma is variable,
although it is common opinion that primitive cerglmelanoma has a better
prognosis than cutaneous melanoma, with two casiliterature surviving 9

and 12 years.
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Chronic hepatitis C is mild in menstruating women.

Sartori M, Andorno S, Rigamonti C, Grossini E, Ni@0G, Boldorini R.

Institute of Medicine, Amedeo Avogadro UniversitydaMaggiore della Carita
Hospital, Novara, Italy. sartori@mail.fausernet.a@vit

BACKGROUND AND AIMS: Women with chronic hepatitis @ay have a slower rate of
disease progression than men. We have previoustpuigrated a relationship
between hepatic iron concentration and liver filgas patients with chronic
hepatitis C. Our aim was to compare hepatic higiolbndings, iron status and
other factors putatively capable of determininggsbeerity of chronic hepatitis
between menstruating women and men of comparable ag

METHODS: We studied 21 consecutive hepatitis Cs/{tdCV)-RNA positive
menstruating women and 24 consecutive HCV-RNA pa@sinen of comparable age, who
underwent liver biopsy for chronic hepatitis C. éthol intake was recorded and
blood tests, HCV genotyping, serum iron, unsataraten binding capacity, serum
ferritin, hepatic iron concentration, and livertbisgy were evaluated.

RESULTS: Menstruating women showed lower grading fZ- 1.5 vs 3.6 +/- 2, P =
0.09) and significantly lower staging (1.38 +/-1LMs 2.42 +/- 1.64, P = 0.037)
scores than men of comparable age. Among the faptdatively capable of
determining the severity of chronic hepatitis, otiig hepatic iron

concentration correlated with the hepatic histalagaging in a multivariate
analysis. Iron-depleted women (transferrin satarati 20% and/or serum ferritin

< 9 micrograms/L) showed significant lower hepaigtologic grading (1.75 +/-

0.7 vs 3.23 +/- 1.55, P = 0.027) and staging (8//3..03 vs 1.77 +/- 1.01, P =
0.026) scores than women with normal iron status.

CONCLUSIONS: Menstruating women with chronic hefigiC may have a milder
disease compared to men of comparable age, pos&bause of menstrual blood
loss and lower hepatic iron concentration. Wometh whronic hepatitis C and

iron deficiency have a milder disease compareddmen with normal iron status,



suggesting that iron deficiency results in a sloveg¢e of disease progression.
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Lymphoepithelioma-like carcinoma of the breast. Anunusual pattern of
infiltrating lobular carcinoma.

Cristina S, Boldorini R, Brustia F, Monga G.

Dipartimento di Scienze Mediche, Facolta di MedicenChirurgia, Universita del
Piemonte Orientale Amedeo Avogadro, Novara, Italy.

A case of breast carcinoma, showing both lymphbepdma-like and lobular
infiltrating carcinoma, is described, which mustdigtinguished from the
medullary carcinoma with which it shares some festusuch as the strong
lymphocytic infiltration, but not sharp circumsdigm, syncytial growth

pattern, nuclear pleomorphism, and high mitotie.réinlike the lymphoepithelial
carcinoma of the nasopharynx and some lympho-dtha-like carcinomas of the
lung, stomach, salivary glands, and thymus, it du@seem to be connected with
Epstein-Barr virus (EBV) infection, as shown by atge results of both in situ
hybridization and polymerase chain reaction. Tieisplasia may be defined as a
peculiar form of lobular carcinoma, therefore, mapresentative of an unusual
microscopic pattern than a distinctive clinicopatigic entity in itself.
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Hormonal modulation of GM-CSF receptor alpha-chainin in vitro models of
endometrial cancer.

Baj G, Arnulfo A, Boldorini R, Nicosia G, Villa LMalavasi F, Surico N.

Laboratory of Gnecological Oncology, DepartmenMeafdical Sciences, University
A. Avogadro of Eastern Piedmont, Novara, Italy.

Granulocyte-macrophage colony-stimulating factdvi(GSF) is a cytokine that
stimulates the proliferation and differentiationbmine marrow progenitors.
Moreover, the presence and activity of GM-CSF amddaceptor (GM-CSF-r) has
been documented on tissues and cell lines of eheamepoietic origin. In this
paper we studied the expression and putative fdBM>CSF and GM-CSF-r in
endometrial cancer. The modulation of GM-CSF-r alghain upon progesterone
treatment suggests a role for GM-CSF and its recepthe pathogenesis and
development of endometrial cancer.
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[Intestinal stromal tumors with skenoid fibers in patients with type |
neurofibromatosis: histological and ultrastructural evaluation of a case].

[Article in Italian]
Boldorini R, Tosoni A, Ribaldone R, Surico N, LeetrM, Nebuloni M, Monga G.

Dipartimento di Scienze Mediche Facolta di Mediagn@hirurgia Amedeo Avogadro
del Piemonte Orientale, Novara.
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Etiology of microglial nodules in brains of patiens with acquired
immunodeficiency syndrome.

Nebuloni M, Pellegrinelli A, Ferri A, Tosoni A, Betto S, Zerbi P, Boldorini R,
Vago L, Costanzi G.

L. Sacco Institute of Biomedical Sciences, Univgref Milan, L. Sacco
Hospital, Italy.

Microglial nodules associated with opportunisticl &flV-related lesions are
frequently found in the brains of AIDS patients.Wwé&ver, in many cases, the
causative agent is only presumptively suspectedraiewed 199 brains of AIDS
patients with micronodular lesions to clarify thetrology by
immunohistochemistry (to Toxoplasma gondii, cytoalegirus, herpes simplex virus
I/1l, varicella zoster virus and HIV-p24 core priolg PCR (for herpetic viruses
and Mycobacterium tuberculosis) and electron mawpyg. Productive HIV infection
was observed in 110 cases (55.1%): 30 cases wikbplasma gondii encephalitis,
30 with cytomegalovirus encephalitis, eight withltiplle cerebral diseases,

while in the remaining 42 cases HIV was the onlthpgenetic agent.
Multinucleated giant cells (hallmark of HIV infeoti) were found in the MGNs of
85/110 cases with HIV-related lesions; the remagr#ik cases had only p24
positive cells but no multinucleated giant celistiese latter cases the
micronodular lesions had been initially attributedhe main opportunistic

agent found in the brain, or defined as subacutegmmalitis. Individual

microglial nodules positive for an opportunistidhpegen were generally negative
for HIV antigens. In 13 cases no opportunistic agerHIV productive infection
was found. In these cases, PCR and electron mapygsxamination for HIV and
other viral infections were negative. Our data ssfghat
HIV-immunohistochemistry should be used for theletyical diagnosis of
micronodular lesions in AIDS brains, even in thegence of other pathogens.
After extensive search, the etiology of the mici@ghodules remains unknown in
only a small percentage of cases.
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Mixed follicular and parafollicular thyroid carcino ma.

Vitri P, Galimberti A, De Pasquale L, Vago L, Bolto R, Bastagli A.

Il Dept. of General Surgery L. Sacco Hospital, Wmsrty of Milan, Italy.
kozman.vitripat@iol.it

A rare case of mixed follicular-parafollicular tloyd carcinoma which occurred
in a 50-year-old man, is reported. The ultrastmattaspects of the tumor
showed: a biphasic growth pattern with microfolliand solid areas; the
coexpression of thyroglobulin and calcitonin anmigién the same follicle-like
structures; the presence of neuroendocrine granuiesovilli and
intracytoplasmic canaliculi bordered by microvillihese characteristics lead us
to a diagnosis of mixed follicular-parafolliculdryroid carcinoma.
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JC virus in human glial-derived tumors.

Caldarelli-Stefano R, Boldorini R, Monga G, Merdiage, Zorini EO, Ferrante P.

Fondazione Don C. Gnocchi, IRCCS, Cattedra di \dg@, Universita di Milano,
Milan, Italy.

To investigate the presence and the role of polyomnses JC (JCV), BK (BKV),
and the simian polyomavirus (SV40) in human bramdrs, samples from 25
glial-derived tumors (10 astrocytomas, 5 ependynsrhaligodendrogliomas, and 5
glioblastomas) were examined by means of moletitdogy and
immunohistochemistry. Nested PCR of the large T)(lefion and its sequence
analysis showed JCV in 6 cases (4 astrocytomalsgddendroglioma, and 1
ependymoma), while the transcriptional control oagiTCR) was amplified only in
1 astrocytoma, the oligodendroglioma, and the epmioda, one of which
(astrocytoma) also stained positively by immunadaeemistry (JCV LT). TCR
sequence analysis of the oligodendroglioma showkt\arearranged structure not
related to a known viral strain, while the astrocya and the ependymoma
disclosed a JCV Mad-4 strain that is known to irdbrain tumors in animals. We
suggest that JCV could have played a role in thieqognesis of these brain
tumors.
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Cytologic and biomolecular diagnosis of polyomavirg infection in urine specimens
of HIV-positive patients.

Boldorini R, Zorini EO, Vigano P, Nebuloni M, Meih4, Monga G.

Dipartimento di Scienze Mediche, Facolta di MedicenChirurgia, Universita del
Piemonte Orientale Amedeo Avogadro, Novara, Italy.

OBJECTIVE: To evaluate the frequency of human pwlgwirus reactivation in urine
specimens from HIV-positive patients; compare #resgivity of cytology,
immunohistochemistry and molecular biology; diffetiate viral genotypes; and
correlate the results with urinary cytologic abnalitres.

STUDY DESIGN: Urine specimens from 78 unselected{dbsitive patients were
evaluated by means of cytology, immunohistochemestid nested polymerase chain
reaction (n-PCR) to evaluate the presence of polyamses. Restriction fragment
length polymorphism (RFLP) was carried out in gesitases in order to
differentiate BK virus (BKV) from JC virus (JCV).[ cells and serum creatinine
levels were evaluated as indices of immune statdgenal function,

respectively, whereas the presence of red blodsl wels used as an index of
urogenital damage.

RESULTS: Cytologic evidence of polyomavirus infectiwas found in 17 samples and
immunohistochemically confirmed in 9; another 6obggically negative cases were
detected by means of immunohistochemistry. Inagkes, only one or two cells
showed typical viral inclusions or positive stagnim-PCR identified 44

positive samples, thus confirming all of the cytpéally and
immunohistochemically positive cases and detegimlgomavirus genome in a
further 21. RFLP detected 39 JCV, 1 BKV and 4 JOKMBnfections. No correlation
was found between the presence or type of polyamsand immune status, but red
blood cells were found more frequently in the pesithan in the negative

samples. Serum creatinine levels fell within thenmal range in all cases.
CONCLUSION: Molecular biology is the most sensitteel for detecting
polyomavirus urinary infection in HIV-positive patits and the only reliable
method of differentiating JCV and BKV viral genogg
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BK virus renal infection in a patient with the acquired immunodeficiency
syndrome.

Nebuloni M, Tosoni A, Boldorini R, Monga G, CarsdnaBonetto S, Abeli C,
Caldarelli R, Vago L, Costanzi G.

L. Sacco Institute of Biomedical Sciences, Pathgldgit, Milan, Italy.
BACKGROUND: We describe herein a patient with tleguared immunodeficiency

syndrome and renal failure due to biopsy-provenvBis (BKV) infection. Three
months after the diagnosis of the renal viral ititeg, his condition remained



unchanged. Although BKYV has previously been shawpet associated with ureteral
stenosis and renal damage in renal transplantpsiti our knowledge, the
literature contains only 3 cases describing thegee of BKV lesions in the
kidneys of immunosuppressed patients who had ni¢ngone transplantation.
METHODS: The presence of BKV infection was demaatsidl by means of histology,
immunohistochemistry with polyclonal anti-SV40 datily, immunoelectron
microscopy, polymerase chain reaction, and enzyncégavage with BamHlI.
RESULTS: Histologic examination revealed interatitnflammatory infiltrates

and tubules with enlarged and eosinophilic nuclei.

CONCLUSIONS: The high frequency of latent BKV intien and its reactivation
during immunosuppression suggest that the podgibilits involvement in renal
damage should be considered in immunocompromisiehps
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[Human microsporidiosis: emergence of a new opportistic microorganism in
patients infected with the human immunodeficiency wus (HIV)].

[Article in Italian]
Boldorini R, Tosoni A.
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Evaluation of iron status in patients with chronichepatitis C.

Sartori M, Andorno S, La Terra G, Boldorini R, LeoR, Pittau S, Zecchina G,
Aglietta M, Saglio G.

Department of Biological and Clinical Sciences, \wmsity of Turin, Italy.
sartori@mail.fauser-net.novara.it

Comment in
Ital J Gastroenterol Hepatol. 1998 Aug;30(42-40

AIM: To evaluate the prevalence of iron overloadimonic hepatitis C and its
relationship with liver histology.

PATIENTS AND METHODS: Serum iron, unsaturated itmnding capacity and ferritin
levels were determined in 204 consecutive anti-tigp& virus positive

subjects, whereas hepatic iron concentration, lepestological grading and

staging, hepatitis C virus genotypes were furtisseased in a subgroup of 50

patients who underwent liver biopsy for chronic &igys.

RESULTS: An increase in the serum markers of ir@tatolism was more frequently
found in subjects with aminotransferase activiibeve the normal range,

whereas hepatic iron overload, established by diregatic iron determination,



was found only in 9/50 (18%) patients with chronepatitis C. No serum iron
marker could reliably predict hepatic iron stofeatients with mild iron

overload usually showed active hepatitis and filstoshereas iron overload was
not present in patients without fibrosis or withryenild fibrosis. Two out of

nine patients with iron overload were shown to btalthalassaemia heterozygous,
and two were heterozygous carriers of a putatiesrttehromatosis gene mutation
(His63Asp).

CONCLUSIONS: Many anti-hepatitis C virus positivatients with elevated
aminotransferase activities have serum ferritielewabove the normal range,

but only a minority of patients with chronic hepiatiC have a mild iron

overload. In chronic hepatitis C, a relationshigslexist between hepatic iron
content and liver fibrosis.
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Microglial nodular encephalitis and ventriculoencealitis due to cytomegalovirus
infection in patients with AIDS: two distinct clini cal patterns.

Grassi MP, Clerici F, Perin C, D'Arminio Monforte Xago L, Borella M, Boldorini
R, Mangoni A.

| Clinica Neurologica, Clinica di Malattie Infetey Anatomia
Patologica-Istituto di Scienze Biomediche, Milaitaly.

In patients with AIDS, cerebral infection due tdayegalovirus (CMV) results in
two distinct neuropathological patterns: microghaddular encephalitis (MGNE)
and ventriculoencephalitis (VE). In order to idéntlinical features to

facilitate the differential diagnosis of these ttwoms of CMV encephalopathy in
living patients, we retrospectively reviewed thimickl records of 18 patients
with MGNE or VE diagnosed at autopsy. We identified following clinical
features as distinguishing the two encephalopatfig¢dGNE manifests earlier
than VE; (2) the onset of MGNE is acute, whereasoiiset of VE is insidious;

(3) the onset of MGNE is marked by confusion anigtiden, which do not occur in
VE; (4) VE is frequently associated with radicultpa which is absent in MGNE;
and (5) VE is associated with more marked altenatia cerebrospinal fluid

(high protein levels and pleocytosis). The earlyrobgical manifestations of
MGNE should prompt a search for systemic CMV infattwhich may lead to earlier
treatment.

PMID: 9770148 [PubMed - indexed for MEDLINE]

87. Ital J Gastroenterol Hepatol. 1998 Jun;30(3):31

Flutamide-induced acute hepatitis: investigation orthe role of immunoallergic
mechanisms.

Pontiroli L, Sartori M, Pittau S, Morelli S, Boldar R, Albano E.



Institute of Medicine, University of Turin, Novarkaly.

Comment in
Ital J Gastroenterol Hepatol. 1998 Jun;30(3:91

Flutamide is a nonsteroidal antiandrogen drug usé¢loe treatment of prostatic
cancer. Hepatotoxic reactions due to flutamide Hmeen reported with an
incidence ranging from 1% to 5%. These reactiorsugually reversible upon
withdrawal of the drug but can occasionally be-tlieeatening. The mechanism of
flutamide-associated hepatotoxicity is not welbbtished. We report a case of

a 69-year-old man with prostatic carcinoma in whtrtamide induced an acute
hepatitis which resolved completely soon after deithdrawal. In this patient,

we have studied the possible involvement of an imohagical mechanism in causing
flutamide hepatitis by investigating the presentceirculating antibodies

directed against reactive metabolites of flutantidand to liver proteins with
enzyme-linked immunosorbent assay technique. Aihpin the present case, we
have failed to detect IgG reacting with rat livecrosomes incubated in vitro

with flutamide, this does not completely rule cue possibility of an
immunological involvement in flutamide hepatotokyciThe possibility of severe
flutamide-related injury, independently of the urigi@g pathogenic mechanism,
strongly suggests the need for careful monitorihliver enzymes in patients
taking this drug.
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VZV fulminant necrotizing encephalitis with concomiant EBV-related lymphoma and
CMV ventriculitis: report of an AIDS case.

Nebuloni M, Vago L, Boldorini R, Bonetto S, Costatz

Pathology Unit, L. Sacco Institute of Medical Sa@enUniversity of Milan,
Italy.

A case of AIDS with varicella zoster virus fulminiarecrotizing encephalitis
associated with cytomegalovirus ependymitis-subéymeiitis and a periventricular
Epstein-Barr virus-related lymphoma is describetke patient had no herpes
zoster cutaneous eruptions and died three daysth#®nset of symptoms.
Varicella zoster virus and cytomegalovirus antigerese found by
immunohistochemistry in the same area around atiegeriventricular lesion; a
periventricular lymphoma, large B cell type, wasoabbserved. In situ
hybridization with Epstein-Barr virus-encoded- RNgt®be was positive in about
40% of the neoplastic cells. The association opégirelated lesions in the

same cerebral region should be consistent in Al&s®€ with acute neurological
symptoms.
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[Pleomorphic adenoma of the nasal septum].

[Article in Italian]
Pisani P, Dosdegani R, Ramponi A, Boldorini R, Pia

Clinica ORL 2 Facolta di Medicina e Chirurgia, Ueirsit di Torino, Ospedale
Maggiore di Novara.

Pleomorphic adenoma is the most frequent form mituin the major and minor
salivary glands. It can occasionally appear in o#iites corresponding to areas
with ectopic salivary tissue. A case is presenfguamorphic adenoma of the
nasal septum recently observed by the authors. @en@moval of the tumor
lesion, with the entire support base, careful lpigtbological evaluation, a
battery of immunohistochemical tests and a longtilow-up constitute the
correct approach to this pathology.
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Renal Encephalitozoon (Septata) intestinalis infeiin in a patient with AIDS.
Post-mortem identification by means of transmissiorlectron microscopy and PCR.

Boldorini R, Monga G, Tosoni A, Didier ES, Nebuldvij Costanzi G, Mazzucco G,
Orenstein JM.

Dipartimento di Scienze Mediche, Facolta di MedacenChirurgia di Novara,
Italy.

We describe the occurrence of renal EncephalitogBeptata) intestinalis
infection in a 35-year-old AIDS patient who diedhvdisseminated tuberculosis.
The patient did not complain of specific symptomgolving the kidney or lower
urinary tract during life, but at autopsy, lightaroscopic examination of the
kidney revealed numerous small round or oval boid¢ise tubules and tubular
cell cytoplasm that were interpreted as intracetlpiotozoa. Transmission
electron microscopy of tissue retrieved from pamaéimbedded samples identified
these organisms as microsporidia belonging to tieeghalitozoonidae family, but
did not allow definitive identification of the spges of infecting parasite.

This was made possible only by means of Southethlybridization after the
polymerase chain reaction, which recognized theayocganism as E.

intestinalis.

PMID: 9672195 [PubMed - indexed for MEDLINE]
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[Post-infantile giant cell hepatitis. Clinical andhistological response to
immunosuppressive therapy].

[Article in Italian]
Pittau S, Morelli S, Venturini E, Boldorini R, Sart M.
Dipartimento di Scienze Biomediche ed Oncologia UapdJniversita, Novara.

Giant cell transformation of hepatocytes combinétth wariable degrees of
hepatocyte necrosis and liver fibrosis is distywathcommon in adults. In this
age group it has most often been associated withraonunity, drug reaction and
viral infection. Prognosis is considered quite sewvanging from mild fibrosis
to established cirrhosis. We report a case of gialhthepatitis that occurred

in a 30 yrs old man, who had been taking ticlopdior 3 years. The causative
role of the drug is uncertain because aminotraaséedid not fall after
withdrawal. The patient fulfilled most of the crii@for a diagnosis of
autoimmune hepatitis and was treated accordingly priednisolone and
azathioprine. Immunosuppressive therapy led tanécel, biochemical and
histological response.

PMID: 9586424 [PubMed - indexed for MEDLINE]
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PCR detection of JC virus DNA in the brain tissue ba 9-year-old child with
pleomorphic xanthoastrocytoma.

Boldorini R, Caldarelli-Stefano R, Monga G, Zocthi Mediati M, Tosoni A,
Ferrante P.

Department of Medical Sciences, University of Mauk¢ Novara, Italy.

Pleomorphic xanthoastrocytoma (PXA) is a rare aaldbhmor of young adults with
a slow growth and a good prognosis. Due to its jpachistopathological

findings, the tumor resemble to the lytic phaserofressive multifocal
leukoencephalopathy (PML), a JC Virus (JCV) indudease. For these reasons,
the presence of JCV genoma and viral particles weaeched for by means of
nested polymerase chain reaction (nPCR) and etentroroscopy (EM) in a
9-year-old child with PXA. Although EM did not realeany viral particles, nPCR
did reveal genomic sequences of the LT, R, and ¥Bibns of JCV. Sequence
analysis showed that the R region was mutatednegthect to the archetypal form
thus yielding the Mad 4 variant of JCV previousiported as being oncogenic in
animals. We suggest that JCV may have played andhe development of this
tumor.

PMID: 9584961 [PubMed - indexed for MEDLINE]
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Hepatic histology of patients with HIV infection ard chronic hepatitis C treated
with interferon.

Boldorini R, Vigano P, Monga G, Nebuloni M, CargielGubertini G, Migliaretti
G, Costanzi G.

Dipartimento di Scienze Mediche, Facolta di MedicenChirurgia di Torino, sede
di Novara, Italy.

AIMS: To evaluate the histological changes sediver biopsies after

interferon (IFN) treatment in patients with chrohigpatitis C and human
immunodeficiency virus (HIV) infection.

METHODS: Twenty four intravenous drug users withactic hepatitis C were
investigated histologically before beginning a 1@nth course of IFN treatment
and 18 months later. Twelve were HIV positive, withopportunistic or other
viral infections (group A), and 12 were HIV negatiigroup B).

RESULTS: According to alanine amino-transferaseceatrations, four sustained
responders and eight non-responders were founebupd; six sustained
responders, five relapsers, and one non-respongler faund in group B. HCV RNA
became negative in one sustained responder of gkaul in the six sustained
responders of group B. When histological findingbiopsies performed before
therapy and 18 months later were compared, nofgignt changes in the mean
value of Knodell's index and subindices were foumgroup A, whereas in group B
Knodell's index, piecemeal necrosis, and focal teegdiular necrosis decreased
significantly.

CONCLUSIONS: In chronic hepatitis C, coinfectiontkvHIV showed a tendency
towards a lower response to IFN, although thisnditireach statistical
significance; however, none of the HIV positiveipats developed cirrhosis
during the follow up and this should be consideredinical management of such
patients.

PMCID: PMC500169
PMID: 9389973 [PubMed - indexed for MEDLINE]
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GASG, the ligand of Axl and Rse receptors, is expssed in hematopoietic tissue
but lacks mitogenic activity.

Avanzi GC, Gallicchio M, Cavalloni G, GammaitonilLeone F, Rosina A, Boldorini
R, Monga G, Pegoraro L, Varnum B, Aglietta M.

Dipartimento di Scienze Mediche, Facolta di Medicthh Novara, Italy.

GASBG, a gene previously identified as growth arsgsfcific, has been
demonstrated to be the ligand of Axl, a novel tyrekinase receptor widely
expressed in both normal and neoplastic hematapdietue. We have observed
previously that GAS6 mRNA was present in whole bora@row. This preliminary



finding prompted us to investigate the presendB8AE6 in hematopoietic tissue
and the possible role of this molecule in contngjlthe proliferation of
hematopoietic precursors. We report here that tbeem GASG6 is diffusely
present in hematopoietic tissue, both in stroméliarhematopoietic cells, and
that, among these cells, positivity is observethe@gakaryocytes and
myelomonocytic precursors. Furthermore, our datgest that GAS6 is not a
growth factor for hematopoietic progenitors or sted fibroblasts. Despite the
fact that both the Axl receptor and its ligand, @BA&re expressed in
hematopoietic tissue, the biological role of theteractions remains to be
determined.

PMID: 9357964 [PubMed - indexed for MEDLINE]
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Liver iron influences the response to interferon atha therapy in chronic
hepatitis C.

Fargion S, Fracanzani AL, Sampietro M, Molteni \gl@orini R, Mattioli M, Cesana
B, Lunghi G, Piperno A, Valsecchi C, Fiorelli G.

Institute of Internal Medicine and Medical Physithqgdogy, University of Milan,
Maggiore Hospital IRCCS, Italy.

OBJECTIVE: To define whether there is any relati@tween the iron status of
patients with hepatitis C virus (HCV) chronic livdisease and their response to
interferon therapy.

DESIGN: To evaluate the long-term response to t gemterferon therapy with
addition of phlebotomies after 3 months of treathiieat that time alanine
aminotransferase (ALT) had not normalized in a grolipatients with

HCV-positive chronic liver disease whose iron stdtad been characterized.
SETTING: A northern Italian hospital.

PARTICIPANTS: Fifty-eight anti-HCV-positive patien{four HCV-RNA negative) with
biopsy proven chronic hepatitis and no evidendeoof overload as indicated by
normal transferrin saturation at the time of emnelht in the study.

INTERVENTION: Three times a week intramuscular atien of alpha interferon 3 MU
for 1 year with addition of phlebotomies (350 miékgtill iron depletion if

after 3 months of interferon therapy ALT had notmalized.

RESULTS: A long-term response was observed in 1@@b62 patients who completed
the treatment, four HCV-RNA negative and 15 positiVhe four RNA-negative and
seven of the 15 RNA-positive long-term respondeis leen treated with

interferon alone, and the other eight also witkepbtomies. At univariate

analysis only HCV genotype, gamma-glutamyltransplege and liver iron
concentration were significantly associated witkpanse whereas sinusoidal iron
deposition was of borderline significance. No aggamn was found with sex,

age, duration of disease, histology, Knodell scwemsferrin saturation %,

serum ferritin, hepatocytic iron score, and par@h score. HCV-RNA serum

levels, measured in 29 patients, did not correldtie response. At multivariate
analysis liver iron concentration was still sigo#int and one unit reduction of

liver iron concentration (natural logarithm transhed) was associated with 2.95



odds ratio of response.

CONCLUSION: These results indicate that iron inliier is more closely related
to response to interferon than the other variatdesidered, including HCV
characteristics.

PMID: 9187884 [PubMed - indexed for MEDLINE]
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HIV encephalitis and HIV leukoencephalopathy are asociated with distinct
clinical and radiological subtypes of the AIDS denwtia complex.

Grassi MP, Clerici F, Boldorini R, Perin C, Vago'Arminio Monforte A, Borella
M, Nebuloni M, Mangoni A.
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Renal changes in patients with acquired immunodefiency syndrome: a post-mortem
study on an unselected population in northwesterntdly.

Monga G, Mazzucco G, Boldorini R, Cristina S, Glaca A, Fortunato M, Motta M,
Campobasso O.

Dipartimento di Scienze Biomediche e Oncologia Um&ezione di Anatomia
Patologica Torino, Italy.

The renal pathologic features of 120 consecutiaekppsied patients affected by
acquired immunodeficiency syndrome was investigatelight microscopic
analysis. Variously associated renal changes veenedfin 82 patients (68.3%).
Glomerular changes were present in 25. The follgwdiagnoses were made:
mesangial glomerulonephritis (16 patients), defingdhe presence of deposits

in the mesangium and/or mesangial cell prolifergtraembranous
glomerulonephritis (4 patients), cirrhotic glomerstlerosis (2 patients); and
lupuslike glomerulonephritis (3 patients). Glomaruliseases seemed to be
significantly associated with chronic hepatitidiger cirrhosis. Interstitial
inflammation was present in 19 cases: chronic pyagaritis (2 patients), focal
nephritis (5 patients), multiple cortical absceq3egatients), granulomatous
nephritis (5 patients). Cryptococci were found ne@nd undetermined
microorganisms in two cases of multiple corticad@sses. Atypical mycobacteria
were found in two cases of granulomatous nephMigotic infections were
identified in another 6 patients, in whom they dat elicit any inflammatory
response. It is worth stressing that, althoughowerigeneralized infections are
common in patients with acquired immunodeficiengydsome, only cryptococci and
atypical mycobacteria also frequently involve tienley. Focal tubular necrosis
was observed in 15 patients. Benign nephrosclevesssthe most common vascular
change (27 patients). Changes recalling hemolrois and localized
intravascular coagulation were found in three argbatients, respectively. Our



data, dealing with a European Caucasian populatmmsiderably differ from

those reported in North American literature, inragch as we found no cases of
human immunodeficiency virus nephropathy. Convgrseimune-mediated glomerular
diseases were frequent, in agreement with recediest on renal biopsy

specimens from AIDS patients with acquired immuriiegency syndrome. This type

of infections, supplies multiple sources of antgémat may stimulate immune
complex formation and, therefore, glomerular dissas

PMID: 9071721 [PubMed - indexed for MEDLINE]
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Systemic infection by JC virus in non-HIV induced mmunodeficiency without
progressive multifocal leukoencephalopathy.

Bordin G, Boldorini R, Caldarelli Stefano R, Omodéarini E.

Divisione di Medicina Interna, Azienda Ospedalibtaggiore della Carita di
Novara.

Reactivation of latent JC virus in immunodeficisnbjects can lead to a
demyelinating disease following lytic oligodendrteynfection. It is known as
idiopathic CD4+ lymphocytopenia and rarely occargmmunosuppressed patients
who are not infected by HIV. We describe a casgeo$istent idiopathic CD4+
lymphocytopenia in an HIV-negative 65-year-old womaAt autopsy, polymerase
chain reaction analysis evidenced JC virus DNAidm&y, brain and liver

although there were no signs of progressive muhifteukoencephalopathy or
evidence of oligodendrocyte infection. While hesadise was not HIV-induced, it
closely resembled AIDS in terms of the nature efithmune derangement and the
clinical picture. The case also evidences the nestain of JC virus infection

in non-HIV-related immunosuppression in cerebral/anextracerebral sites:

liver infection seems to be particularly relevants it has not yet been
recognized as a common target of JC virus infeatioa source of virus

spreading. The absence of any sign of progressulgfotal leukoencephalopathy
was remarkable: histological examination failedlisclose demyelination or

other progressive multifocal leukoencephalopatranges, and the search for JC
virus DNA with in situ methods also gave negatigsults. The lack of lytic

brain infection in this case would seem to supgwthypothesis that the
expression of progressive multifocal leukoencepbatioy is directly dependent on
the presence of HIV infection.

PMID: 9284596 [PubMed - indexed for MEDLINE]
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Idiopathic CD4+ lymphocytopenia and systemic vasciiis.

Bordin G, Ballaré M, Paglino S, Ravanini P, Dulipldalosso MC, Boldorini R,
Monteverde A.



Il Divisione di Medicina Generale, Ospedale Maggjddovara, Italy.

The syndrome defined as "idiopathic CD4 lymphocgtup’' (ICL) is a rare disease
of unknown aetiology, often associated with sewkgression of immune defences
and the occurrence of opportunistic infections.a8ecis reported wherein a

severe immunodeficiency syndrome with persisteiopathic CD4+ lymphopenia
developed in a woman suffering from systemic micogsc polyarteritis; no signs
of HIV 1/2 or HTLV I/ll infection were evident. Thpatient died of widespread
opportunistic infections. The association of ICLtlwwasculitis has never been
reported until now. A link between the two diseasasnot be ruled out.

PMID: 8708590 [PubMed - indexed for MEDLINE]
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Immunoactoid glomerulopathy in a HIV-infected patient: a novel association.

di Belgiojoso GB, Genderini A, Bertoli S, BoldoriRi, Tosoni A, Vago L.
Nephrology Service, L. Sacco Hospital, Milan, Italy
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Intracellular protozoan infection in small intestinal biopsies of patients with
AIDS. Light and electron microscopic evaluation.

Boldorini R, Tosoni A, Mazzucco G, Cernuschi M, &@aello P, Maran E, Costanzi G,
Monga G.

Dipartimento di Scienze Mediche, Facolta di MedicanChirurgia di Novara,
Italy.

Small intestinal biopsies of 21 patients with acediimmunodeficiency syndrome
(AIDS) with light microscopic findings diagnostic suspicious for parasite
infection were investigated by transmission elaettracroscopy (TEM). TEM
allowed us to identify and specify the genus aretis of involved parasites in

16 out of the 21 cases: 7 Cryptosporidium parvuii@nterocytozoon bieneusi and 4
Isospora belli. Cryptosporidium was easily ideetifion light microscopy (LM),
and only slightly influenced by parasite burderlirthe 7 cases; TEM confirmed
LM diagnosis and made it possible to charactetieeparasites as C. parvum. The
identification of Microsporidium on LM in our case&s related to the burden of
parasite; its presence was certainty identified a@ases and suspected in 3.

TEM allowed to identify these parasites as E. hishdntracytoplasmic coccidia
could be detected with certainly in semithin sewio all 4 cases, but TEM was
always needed to specify the infectious agent bslli. In 5 cases the

suspicious of protozoan infection on LM (3 microsg@, 1 intracytoplasmic



coccidia and 1 Cryptosporidium) was not confirmgdrEM. Our data suggest that
TEM is an appropriate diagnostic tool in this fielidpathology and necessary in
most of the cases.

PMID: 8739472 [PubMed - indexed for MEDLINE]
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Ultrastructural evidence of thyroid damage in amiodarone-induced thyrotoxicosis.

Cappiello E, Boldorini R, Tosoni A, Piraneo S, Basooni R, Raggi U.

Divisione di Cardiologia, Istituto di Scienze Biodiehe Luigi Sacco, Ospedale
Luigi Sacco, Milano, Italy.

Amiodarone-induced thyrotoxicosis occurs in 2-12 dfpatients on chronic
amiodarone treatment. In most cases its pathogersaslated to iodine

overload in the presence of preexisting thyroidasbralities, such as
multinodular or diffuse goiter or autonomous nodéeminority of patients show
apparently normal glands or pictures of non-autoimenthyroiditis. However,
there is recent evidence of a direct toxic efféa@miodarone, with consequent
release of iodothyronines into the circulation. W/port a patient with
amiodarone-induced thyrotoxicosis with toxic thgreiffects demonstrated by
electron microscopy in a fine-needle aspiratiorpbjo There were three main
pathologic findings: multilamellar lysosomal incloiss, intramitchondrial
glycogen inclusions--both ultrastructural findirigdicating thyroid cell
damage--and a microscopic morphological pattethybid cell hyperfunction. No
inflammatory changes were found. Plasma thyrogiadalels were high. The
patient proved to be a non responder to simultamadministration of
methimazole (starting dose 30 mg/day) and potaspenthlorate (1000 mg/day for
40 days), while still taking amiodarone, thus pdivg evidence against a
possible pathogenetic role of iodine overload. Desthasone (starting dose 3
mg/day) was added to methimazole. After three nattthyroidism had been
restored and plasma thyroglobulin level substdgtadcreased. Subsequent
subclinical hypothyroidism developed, which peksilsafter stopping antithyroid
treatment and required substitution treatment {ewiothyroxine. In view of the
primary role of lysosome function in the proteo$ysf thyroglobulin molecules
and of the energy-requiring carrier-mediated transpf monoiodotyrosine across
the lysosomal membrane for iodine salvage andliziton, we suggest that the
pathological lysosomal and mitochondrial changeseoled could be an
ultrastructural marker for subsequent hypothyraeidis amiodarone-induced
thyrotoxicosis. Our observations suggest the usefid of ultrastructural

thyroid evaluation and serial plasma thyroglobdiaterminations to thoroughly
evaluate the underlying pathogenetic mechanismasindarone-associated
thyrotoxicosis with apparently normal thyroid glan#/loreover, more knowledge of
its pathogenesis could improve both prognostidiftation and treatment
guides.

PMID: 8778159 [PubMed - indexed for MEDLINE]
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[The human tail. Report of a case of coccygeal raiposition in childhood].

[Article in Italian]

Falzoni P, Boldorini R, Zilioli M, Sorrentino G.

Facolta di Medicina, Universita degli Studi - Noaar

The authors explain a little patient's case of gdgnia by back-position of the
coccyx; the patient underwent an operation of paréisection with favourable
clinical outcome. According to classification, tineated case corresponds to

vestigial tail.
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PCR detection of JC virus DNA in brain tissue frompatients with and without
progressive multifocal leukoencephalopathy.

Ferrante P, Caldarelli-Stefano R, Omodeo-ZorirW&go L, Boldorini R, Costanzi
G.

Institute of Medical Microbiology, University of Nén, Italy.

Progressive multifocal leukoencephalopathy (PMLg demyelinating disease of

the central nervous system, which is thought ta besult of the reactivation

of JC virus (JCV), a human polyomavirus. The diseascurs in individuals with
immunosuppression and in recent years there hasaremcrease in PML cases due
to AIDS. A nested polymerase chain reaction (n-P@&y employed to detect JCV
and BK virus (BKV) DNA in brain tissue collected gimortem from 28 AIDS patients
with PML and from 13 patients without PML, but witther diagnoses, including
solid tumors, Alzheimer's disease, thromboembolisygcardial infarction and

acute cerebrovascular diseases. All 28 brain spaw@rfrom the patients with PML
were positive for JCV DNA when tested by n-PCR Hnde of the latter were also
positive for BKV DNA. These results were confirmiegan enzyme restriction
analysis and a DNA hybridization assay. Intere$ying this study, JCV DNA was
also found in 6 brain tissue specimens from 4 sbj@ith diseases unrelated to
PML or AIDS. All the brain specimens from the camtgroup were negative for BKV
DNA. The results confirm that the n-PCR is a us#fol for PML diagnosis. The
presence of JCV DNA in the brain tissue of patienitaout PML is particularly
important since it indicates that JCV could berate the brains of
immunocompetent individuals. Moreover, detectiosiafultaneous presence of JCV
and BKYV in the brain tissue of the patients with P#monstrates that BKV may
also infect the human brain without causing anyaag@mpt neurological disease.

PMID: 8551272 [PubMed - indexed for MEDLINE]
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[Myoepithelial-epithelial carcinoma of the parotid: cyto-histological description

of a case].

[Article in Italian]

Zocchi M, Nicosia G, Ramponi A, Pisani P, Boldori

Servizio di Anatomia Patologica, Azienda Ospedalidaggiore della Carita di
Novara.

We report a case of epithelial-myoepithelial cavana of the parotid gland
arised in a 72 years-old woman, in which the diagwas suspected on
fine-needle aspiration and confirmed on surgicatgpen. Immunohistochemical
evidence for the dual differentiation (glanduladanyoepithelial) of the tumour
was obtained both on surgical specimen and cytodbgaclusion. Morphological
features and proliferating index (MIB1) analysiggest that this case is an
intermediate grade malignant neoplasm. Main diffead diagnosis of the
epithelial-myoepithelial carcinoma with predomidgrdiear cell tumours of the
salivary glands were discussed.
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Acute hepatic and renal failure caused by Pneumocys carinii in patients with
AIDS.

Boldorini R, Guzzetti S, Meroni L, Quirino T, Crisa S, Monga G.

Dipartimento di Scienze Mediche, Il Facolta di Meda e Chirurgia di
Novara-Universita di Torino, Italy.

Clinical and pathological findings are describedwo AIDS patients with
Pneumocystis carinii infection who received propleyic treatment with nebulised
pentamidine and developed unusual hepatic and faihaie. Histological
examination showed clumps of P carinii massivelstalzting hepatic sinuses and
portal vessels in the first patient, and merulat @ertubular capillaries in

the second. These findings could explain the urudumécal features,
characterised by acute hepatic and renal failure.

PMCID: PMC502963
PMID: 8537506 [PubMed - indexed for MEDLINE]
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Pattern of glomerular involvement in human immunoddiciency virus-infected
patients: an ltalian study.

Casanova S, Mazzucco G, Barbiano di Belgiojoso Gitd/M, Boldorini R, Genderini
A, Monga G.

Laboratorio di Microscopia Elettronica, OspedaleMalpighi, Bologna, Italy.

Renal biopsy specimens from 26 adult human immuin@édecy virus (HIV)-infected
patients with glomerular involvement were revievirean the files of three
hospital pathology services in Northern Italy. e patients were Italian and
most (19 of 26 patients) were intravenous drugaddihe types of glomerular
lesions were as follows: minimal-change glomerutbpdtwo cases), mesangial
proliferative glomerulonephritis (GN) with scantymunoglobulin deposits (four
cases), and various patterns of immune complex-atediiglomerulonephritis,
including postinfectious GN (six cases), membraobigrative GN (one case),
membranous GN (three cases), immunoglobulin (Igephropathy (four cases), a
mixed membranous and proliferative (three cases)dédfuse proliferative
lupus-like pattern with subendothelial depositg] amraluminal thrombi (two
cases) or subepithelial and subendothelial depsits case). None of the
patients had evidence of HIV-associated nephrop&hy study confirms previous
observations on the low incidence of HIV-associateghropathy among white
HIV-infected patients in Europe, where immune caerphediated GN seems to
predominate. Apart from the frequent electron nscaopic observation of
endothelial tubuloreticular structures, none ofréygorted lesions could be
distinguished on morphologic grounds from thoseua@eg in uninfected patients.
The high variability of the glomerular lesions ufpdethe need for accurate
diagnosis for the clinician confronted with an Hpdsitive patient with

suspected glomerular involvement.
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108. Pathol Res Pract. 1994 Dec;190(12):1208-ktudsion 1212-3.

Renal and hepatic angiomyolipomas in a child withouevidence of tuberous
sclerosis.

Monga G, Ramponi A, Falzoni PU, Boldorini R.

Dipartimento di Scienze Mediche, Il Facolta di Meda e Chirurgia di Novara,
Universita di Torino, Italy.

A renal neoplasia, displaying the typical featuweangiomyolipoma (an
admixture of smooth muscle cells, mature adipocgtestangles of thick-walled
blood vessels) was found in a nine-year-old boyaddition, cytoplasmic
crystalloid structures and HMB 45 positivity weoaihd in smooth muscle cells.
Similar findings were also observed in a small Hedhi the liver. According to
literature data, angiomyolipoma is very rare inai@n and almost exclusively
associated with tuberous sclerosis. Our case sutiggshe diagnostic
hypothesis of angiomyolipoma can not be disregavdeeh a renal mass is



identified in a young patient even in a clinicatisg other than tuberous
sclerosis.
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Effects of storage with University of Wisconsin seoition on human saphenous vein
endothelium.

Santoli E, Vago T, Boldorini R, Sala E.
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Effects of eradication of Helicobacter pylori on gatritis in duodenal ulcer
patients.

Solcia E, Villani L, Fiocca R, Luinetti O, BoldoiiR, Trespi E, Perego M,
Alvisi C, Lazzaroni M, Bianchi Porro G.

Dept of Pathology, IRCCS Policlinico S. Matteo, Rawtaly.

The incidence and mean score of Helicobacter py#bated, active
antroduodenitis, lesions of superficial antral leglium and duodenal
gastric-type metaplasia were higher in endoscoipigdies from a large series of
patients with duodenal ulcer, when compared witlmgetomatic patients or
patients with non-ulcer dyspepsia. In 65 out op@8ents with duodenal ulcer
who could be followed up, H. pylori was eradicatisithg a combination of
amoxycillin, 3 g daily, metronidazole, 1 g dailyydaomeprazole, 20 mg daily.
Rapid and permanent (6-month follow-up) abolitidriboth gastroduodenitis
activity and lesions of the gastric surface epitirelwas observed in these 65
patients. There was also a progressive decredstalnmmune-inflammatory
cells but without a substantial change in duodgaatric-type metaplasia.
Similar, but transient and quantitatively less pirment, improvements were
observed in the antroduodenal mucosa, which haal teeeporarily cleared of H.
pylori by treatment with omeprazole alone. Convigrsacreased gastritis
activity, epithelial lesions and immune-inflammataeell scores were found in
the short term in the corpus mucosa, which wagleatred of H. pylori after
omeprazole treatment. It is concluded that, ofvidn@ous H. pylori-related
mucosal changes, antroduodenitis activity and bepighelial lesions most
closely reflect the severity of mucosal damagearedprobably the most
important factors in duodenal ulcerogenesis. To@mplete and rapid suppression
after bacterial eradication may be a key factgragventing ulcer relapse.
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[Incidentally discovered adrenal masses: a diagnastand therapeutic protocol].

[Article in Italian]

Bastagli A, Boldorini R, De Pasquale L, GalimbéttiPiraneo S, Vitri P, Rovati
V.

V Cattedra di Anatomia Patologica, Ospedale Luagc® Universita degli Studi di
Milano.
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Ultrastructural studies in the lytic phase of progressive multifocal
leukoencephalopathy in AIDS patients.

Boldorini R, Cristina S, Vago L, Tosoni A, Guzzedti Costanzi G.

V Cattedra di Anatomia e Istologia Patologicatigt di Scienze Biomediche L.
Sacco, Ospedale Sacco, Milano, Italy.

Brain fragments from eight cases (four autopsiekfaar biopsies) of patients
with acquired immune deficiency syndrome (AIDS)WC virus (JCV) lytic
infections were examined ultrastructurally. Patacefforts were made to look
for virions and their subcellular distribution iells not usually involved by
papovavirus infection. The cellular and subcellalistribution of virions was
investigated with emphasis on cell types not nolyredsociated with papovavirus
infection. The pattern of JCV infection was asdulk: 1) oligodendrocytes;
nucleus only, 7 cases; cytoplasm only, no casesst2ycytes (normal and
"bizarre"); nucleus and cytoplasm, two cases; dgp only, four cases; 3)
macrophages; nucleus and cytoplasm, one casejastopnly, four cases; and 4)
neurons; nucleus and cytoplasm, two cases; cytopbesy, three cases.
Perivascular, endothelial, ependymal, and micrbgklis were never infected.
Our ultrastructural data indicate that cell typ#seo than oligodendrocytes can
be involved productively by JCV in the lytic phasfgorogressive multifocal
leukoencephalopathy (PML) in AIDS patients. Neutadls, especially, can be
infected productively by the JCV, and this shoutdcbnsidered in clinical
interpretation of cortical symptoms and signs isp&cted or proven cases of
PML.
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Ultrastructural changes in the duodenal mucosa of W/-infected children.




Fontana M, Boldorini R, Zuin G, Tosoni A, CostafziPrincipi N.
Fourth Pediatric Department, University of Milan dileal School, Italy.

We studied the ultrastructure of duodenal biopgcspens from six HIV-infected
children with chronic gastrointestinal symptomsmaAnomorphic pattern of
microvillar damage (short and irregular microvijbjned at their bases) was
seen in all cases, even when the mucosa was nomznventional histology.
Among nine HIV antibody negative children, a simjpattern was seen only in
three out of four celiac children with severelyoatnic mucosa. No viral,
bacterial, or protozoan pathogen was found. In Hifécted children
tubuloreticular inclusions were also seen in enelahcells. These
ultrastructural changes could help to accountterdgastrointestinal symptoms

in HIV-infected children.
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[Disseminated pneumocystosis. 3 cases in HIV ser@itive patients].

[Article in French]
Quirino T, Capetti A, Boldorini R, lemoli E, Aimawa M, Vigevani GM.
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[Anatomo-pathological features of JCV infection inpatients with acquired
immunodeficiency syndrome (AIDS). Histological, imminohistochemical, and
ultrastructural study including the in situ hybridi zation techniqgue of 54 AIDS

autopsies].

[Article in Italian]

Boldorini R, Cristina S, Vago L, Trabattoni GR, Gawi G.
Cattedra di Anatomia patologica, Ospedale L. Sacddilano.

Anatomopathological aspects of the JCV infectiosubjects with AIDS. An
histologic, immunohistochemical, ultrastructuratian situ hybridization study

of 54 AIDS autopsies. Among 700 AIDS autopsiesqgened in our institute from
1984 till 1991 54 brain tissue of definite PML caseere extensively studied. In
10 cases formalin-fixed paraffin sections were impsiained with genus-specific
anti-simian virus (SV) 40 antiserum and hybridizeditu with DNA probes for
JCV respectively. Labeling patterns were genemsltyilar in ICC and ISH: in

early and typical cases mainly oligodendroglia begl virus, whereas labeling

of neurons and endothelia was absent. Nuclei ataplasmic processes of bizarre



astrocytes were occasionally labeled by ICC andiiStpical and lytic lesions.
Electron microscopic study performed in 7 casesaretnated round and rod-shaped
particles of papovavirus in the nuclei of oligodey@ytes; membrane-bound
cytoplasmic collections of papovavirus were seefewastrocytes. In 4 brain
biopsies of "possible” PML on histology, a definii@gnosis was performed only
using ICC, ISH and EM: therefore, we stress thigybf all these techniques

as a diagnostic tool in HIV-related brain lesidAathogenetic hypothesis on the
development of PML in HIV-infected patients arecalsported.
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University of Wisconsin solution and human saphenaivein graft preservation:
preliminary anatomic report.

Santoli E, Di Mattia D, Boldorini R, Mingoli A, Tasi A, Santoli C.

Department of Thoracic and Cardiovascular Surder$acco Hospital, Milan,
Italy.

Endothelial damage of human saphenous vein (HSkihglthe preparation for
bypass grafting could affect graft patency. Impngvihe preservation of HSV
could provide a longer and better patency of canpadery bypass grafts. An
electron microscopic comparative analysis of theot$ of three different
preservatives on HSV morphology was carried orriteoto determine the best
method to prevent or minimize possible endothelgahage. Distal segments of
HSVs were harvested from 15 patients with a "na&bduechnique. Each segment
was divided into seven specimens after a low pressigtension with saline
solution. The first of them was fixed immediatefiea harvesting with 2.5%
glutaraldehyde solution, for basal evaluation. €hrere fixed after 30 min and
three after 5 h preservation at 4 degrees C in@@ous, oxygenated, and
heparinized blood (AOHB), b) heparinized salinauioh with papaverine (HSSP)
and c) University of Wisconsin solution (UWS). Té@ecimens preserved in AOHB
showed marked endothelial cell detachment and aetal cell loss after both
preservation times (30 min and 5 h). The specinpeeserved in HSSP for 30 min
showed no alteration in endothelium in 12 casedgevehpartial endothelial
detachment with intracellular edema was presetitariast 3 cases; all 5 h
specimens showed only a few remnants of endothedll. The specimens
preserved in UWS for 30 min showed a morphologymarmable to specimens preserved
in the saline solution for the same time; in the $pecimens a well preserved
endothelium was found in 11 cases and partial érdiat detachment and
subendothelial edema in the other 4.(ABSTRACT TRWYED AT 250 WORDS)
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Duodenal biopsy specimens in HIV-infected patients.
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AIDS-defining diseases in 250 HIV-infected patientsa comparative study of
clinical and autopsy diagnoses.

d'Arminio Monforte A, Vago L, Lazzarin A, BoldoriR, Bini T, Guzzetti S,
Antinori S, Moroni M, Costanzi G.

Clinic of Infectious Diseases, L. Sacco Hospitatjuersity of Milan, Italy.

OBJECTIVE: To evaluate the correlation betweenicdéihand autopsy findings in
250 AIDS patients.

METHODS: Clinical and autopsy diagnoses of AIDShdiely diseases in 250 AIDS
patients who died in Milan between May 1984 andréaty 1991 were compared.
RESULTS: Pneumocystis carinii (PCP) and oesophagggalidiasis were the most
frequent clinical diagnoses, while cytomegalovif@G#1V) infection was observed
in almost half of the autopsies. Forty-seven pet oéthe diseases found at
autopsy had not been diagnosed during life; CM¥atibn, mycoses, HIV-specific
brain lesions, cerebral lymphomas and progressiéfocal leukoencephalopathy
(PML) had a higher rate of non-diagnosis in lifé1Z visceral infection

accounted for the majority of the diseases notgeized in life. In contrast,
clinically diagnosed PCP, oesophageal candidiagista a lesser degree, brain
toxoplasmosis were often not found at autopsy,ipysmdicating a significant

rate of recovery and prevention of relapse. Findacterial pneumonia and
sepsis, although not AIDS indicator diseases, wbserved in approximately
one-third of the autopsies.

CONCLUSION: Considerable differences in the frequyeand type of the
AIDS-defining diseases diagnosed during life andcst mortem were found.
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Primary papillary serous tumor of the peritoneum. Report of a case.

Boldorini R, Cristina S.
Servizio di anatomia patologica dell'Ospedale lccaMilano.

In the present report we describe a rare papifiargus tumor of the peritoneum
occurring in a woman without evidence of ovarianplasia. Histochemical,



immunohistochemical and ultrastructural findings eported, with particular
emphasis on electron microscopic results and dnithportance in the
differential diagnosis with malignant mesotheliomas
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Hypophyseal pathology in AIDS.

Mosca L, Costanzi G, Antonacci C, Boldorini R, GawbN, Cristina S, Liverani C,
Parravicini C, Pirolo A, Vago L.

3rd Chair of Morbid Anatomy and Histopathology, &g of Medicine, Milan
University, Italy.

One hundred and eleven pituitary glands of pati€@@8smales, 18 females; mean
age 32 years, 5 months) who died of fully develofpHaS or ARC were examined
under light microscopy with the aid of immunohigtemistry. On post mortem
(p-m.) examination a wide series of multiorganraliens was noticed.
Microscopically various lesions in both adeno- aedrohypophysis were seen.
These ranged from vessel damage to secondarigstearsc infections, neoplasms
and functional derangements. Necrotic lumps duedent infarction could appear
in both parts of the gland, while old fibrous scaustained a previously
overcome necrosis. Different pathogens (mainly fuoguld be seen either within
the gland or arising from its meningeal surroundirifxamples of tumour
pathology were provided by microadenomas, gliobmftas; the frequency of
adenomas (11.7%) was similar to that typical oflggnThe functional

impairment was mainly connected with ACTH cell hygasia, which seems in
keeping with corticoadrenal or ACTH-receptor damage
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Wernicke's encephalopathy: occurrence and pathologal aspects in a series of 400
AIDS patients.

Boldorini R, Vago L, Lechi A, Tedeschi F, Trabatt@GR.
V Cattedra di Anatomia patologica dell'Universitavilano.

BACKGROUND: Wernicke encephalopathy (WE), acutedminaemorrhages) and chronic
(proliferation of capillaries) is actually consigdras a not uncommon, and

curable, condition in several diseases, and ngtiordlcoholic patients. Why
serotoninergic nuclei, and whether blood brainibafBB) are involved were our
guestions.

METHODS: In a dramatic series of AIDS cases wectete380 brains, all belonging

to drug addicted subjects. In all Thiamine admraisdn had been under 20 mg



pro die and by oral way. In the cases considenggorunistic infections were
present in the 40%, and/or HIV specificity in tH&/a.

RESULTS: "Acute" WE was found in nearly the 10%l pgdtients presented with CNS
lesions, other than those of WE, but HIV specifieitas found only in 5. They

all showed changes in Choroid Plexus, namely dlters of various type of the
cuboid epithelium, such as swelling, disruptiorpénplasia.

DISCUSSION: WE is set in connection with pyruvatewsmulation at capillary
level, likely bound to the Thiamine deficiency andhe lack of energy thus
induced. Apart from obvious haemorrhagic asped&s €tudies in WE are lacking.
Choroid structure is not merely a permeable men&(&S$F is not a filtrate). Our
findings would suggest that Thiamine plays a roléhe energy supply to BB.
Moreover, the existence of free nerve endings tjinabhe ependyma for the
release and uptake of monoamines, allows to contideslective involvement of
serotoninergic neurons as somehow connected tthttreid plexus changes
described.
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Primary central nervous system lymphomas in AIDS.

Rizzardini G, Boldorini R, Vivirito MC, Berta L, \gevani GM, Milazzo F.
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