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1. Hepatic expression of ghrelin, adiponectin and its receptors in
patients with nonalcoholic fatty liver disease

Zamora-Valdés D,' Moreno-Portillo M,? Bermejo-Martinez L,? Pichardo-
Bahena R,' Baptista-Gonzalez H,' Ponciano-Rodriguez G,* Uribe M,
Méndez-Sanchez N'.!' Liver Unit, Biomedical Research and Pathology
Departments, Medica Sur Clinic & Foundation, Mexico City, Mexico. 2
Surgery Departament, General Hospital “Dr. Manuel Gea Gonzalez”,
Mexico City, Mexico. * Clinical Investigation Center, National Institute of
Perinatology, Mexico City, Mexico. * Faculty of Medicine, National
Autonomous University of Mexico, Mexico City, Mexico.

Background and aim: Nonalcoholic fatty liver (NAFLD) is a chronic
disease of growing importance around the world because of its relation
with obesity and insulin resistance. Adiponectin and ghrelin are hor-
mones that participate in hepatic lipid metabolism, and their expres-
sion in liver tissue could have important effects in NAFLD. The aim of
this study was to evaluate hepatic ghrelin, adiponectin and AdipoR ex-
pression in patients with NAFLD, comparing them with normal sub-
jects. Material and methods: A cross-sectional clinical study was per-
formed at the Liver Unit of the Medica Sur Clinic and Foundation in
patients with clinical-pathological diagnosis of NAFLD and controls.
Patients were classified according to their clinical-pathological diag-
nosis in three groups: normal liver, nonalcoholic hepatic steatosis and
nonalcoholic steatohepatitis (NASH). Adiponectin, AdipoR1, Adi-
poR2 and ghrelin mRNA levels were assessed by PCR-RT in all biop-
sies. Statistical analysis was made with central tendency measures and
the Mann-Whitney U-test due to the characteristics of the sample. We
considered significant differences with a p-value <0.05. Results: We
studied 21 subjects, 3 had a normal liver biopsy, 14 with nonalcoholic
steatosis and 4 with NASH. Patients with NAFLD exhibited greater
levels of HOMA-IR and triglycerides (p<0.05). We observed a nonsig-
nificant trend towards higher ghrelin expression in patients with
NASH > nonalcoholic steatosis > normal. Patients with NASH had sig-
nificantly higher mRNA adiponectin levels than normal subjects
(p<0.05). No difference was observed between the groups according to
AdipoR expression. Conclusions: Adiponectin overexpression was
observed in patients with NASH, suggesting a compensatory hepato-
cellular response to insulin resistance in an inflammatory environ-
ment. Although nonstatistically significant, higher ghrelin expression
was detected in patients with NASH, thus, despite hypoghrelinemia, in
situ production might participate in hepatic fatty acid deposition.

2. Assessment of the effect of medical treatment on nutritional
status and body composition of hepatitis C-infected patients

Flores Hernandez LM, Torres Ibarra R. Departamento de Infectologia
Centro Médico Nacional La Raza. México, D.F.

Background: Since the beginning of this century, there was growing
concern for study dietary effect on liver diseases and its nutrimental
supply for energy intake. Unfortunately, the potential benefits offered
by harsh nutrimental diet are still a matter of controversy in clinical
hepatology. Objective: To assess the nutritional status and body com-
position among chronically Hepatitis C Virus (HCV)-infected patients,
who received combination therapy with pegylated interferon
(peginterferon) alpha 2a plus Ribavirin. Material and methods:
Twenty eight HCV-infected patients were evaluated in a longitudinal
and prospective study, conducted between January and April 2006. All
individuals were enrolled at the time they start combination therapy
with peginterferon alpha 2a plus ribavirin. Patients were subjected to
clinical, dietary and nutritional evaluations, which include measure-
ments of anthropometrical, hematological and biochemical markers, as
well as advising in feeding plans according to their nutrimental re-
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quirements. Results: Seventeen out of the 28 patients (60.7%) were
females and 11 (39.3%) were males; mean age was of 46.5 £ 9.3 years.
Clinical evaluation showed no alteration in 29% of cases; whereas
mild, moderate and severe alterations account for 25% (7), 42% (12)
and 4% (1) of cases, respectively. By dietary evaluation, nutritional
risk was identified in 17 patients (60.7%), but absent in the remaining
11 patients (30.3%). Nutritional status appraisal revealed 2 cases (7%)
of malnutrition, 18 cases (54%) of obesity and 9 patients (29%) within
normal status throughout the study. Body composition by mid-arm
muscle area (MMA) measurements at the start of study was normal in
3 patients (11%), depleted in 13 (46%) and increased in 12 (43%); in
contrast at the end of the study, body composition was normal for only
two patients (7%), depleted in 10 (36%) and increased in 16 (57%).
Similarly, initial percentages of fat mass were normal in 4 patients
(14%), lessened in 6 (21%) and augmented in 18 (64%); percentage of
individuals with normal fat mass fell to 2% at the end of study, as less-
ened fat mass reach up 32% and augmented fat mass practically re-
mained constant (61%). Normal waist-to-hip ratio (WHR) was present
in 13 individuals (46%) and abnormally high in 15 (54%), but re-
mained unaffected during the therapy course. At begin of study, hema-
tological analysis revealed 8 cases of anemia (29%), 12 cases of leuko-
penia (43%), 13 cases of lymphopenia (46%) and 3 cases of thromb-
ocytopenia (11%); by the end of study, anemia cases (12) increased to
43%, leucopenia, lymphopenia and thrombocytopenia reached up
reached up levels of 57% (16 cases), 64% (18 cases) and 18% (5 cas-
es), respectively. Biochemical analysis showed normal ALT values for
50% of patients (14) at begin of study, and this was slighly increased
to 54% (15) by the end of study; initial hypertriglyceridemia and hy-
peruricacidemia were present in 18% (5) and 36% (10) of cases, but fi-
nal percentages were diminished 14% (4) and 29% (8) of cases, re-
spectively. Hypercholesteremia was present in 2 patients (7%) and re-
mained unaltered throughout evaluation trial. Conclusions:
Preliminary results of this study show the biochemical and nutritional
alterations in patients provoked by medical treatment. The MMA
showing a trend to increase, suggesting interstitial fluid retention, and
gradual depletion of fat mass were the most relevant alterations. Dur-
ing therapy, patients were very likely to present any of the following
signs: anemia, leukopenia, lymphopenia and thrombocytopenia. Tak-
ing into account these features will allowed clinicians to take a better
nutritional approach of this kind of patients, in order to establish inter-
ventions at nutritional level, which in turn must lead to normalization
of the aforementioned parameters and to diminishing the adverse ef-
fects of medical therapy. Finally, an improved quality of life must be
addressed for these patients.

3. Atopy as a predictor for beneficial response to interferon alpha
therapy in Slovak patients with hepatitis B

Pijak MR,' Hrusovsky S,? Gazdik F,2 Oltman M3 . ! First Department of
Internal Medicine, University Hospital, Bratislava, Slovakia. 2> Slovak
Medical University, Bratislava, Slovakia.? Department of Gastroenterolo-
gy, University Hospital, Bratislava, Slovakia.

Background: Similarly to atopy, HBeAg-positive chronic hepatitis B
(CHB) is also characterized by a skewing of the immune system to-
wards a Th2 phenotype. Thus, we aimed to determine whether the
presence of atopy might influence HBeAg/antiHBe status and outcome
of antiviral therapy. Methods: We studied 73 treatment-naive patients
with CHB, 39 men and 34 women aged 16-60 years (mean 32 years)
with a positive HBV-DNA assay (Digene). Serological markers HBeAg
and anti-HBe were tested by ELISA (MONOLISA, Sanofi Pasteur. The
atopic status was determined on the basis of 2 or more positive skin
prick tests from a panel consisting of 7 aeroallergens. After baseline
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evaluation, all patients were treated with interferon-alpha (IFN) 10
MIU thrice weekly for 24 and 48 wks respectively, depending on
HBeAg status. Results: The prevalence of atopy in the entire cohort
was 34 %. In the subgroup of HBeAg-positive patients the prevalence
of atopy was significantly higher than in the HBeAg-negative patients
(61.5% vs 2.9%, p< 0.0001, Chi-square test). One year after completion
of the treatment, HBV-DNA was undetectable in 32.8 % of all patients.
The proportion of responders was significantly higher among atopic pa-
tients than in non-atopic patients (52% vs 22.9%, p=0.012, Chi-square
test). Conclusions: Consistently with the Th1/Th2 paradigm, our re-
sults demonstrated an inverse association between anti-HBe positivity
and atopy. This finding and higher response rate to IFN in atopic pa-
tients lead us to conclude that both strong Thl and synchronous co-
stimulatory Th2 activities may be required for a successful HBV elimi-
nation.

4. Triple therapy with interferon alfa 2° ribavirin and amantadine
in chronic hepatitis C in nonresponders and relapse patients
Cisneros Garza L, Arada Campos A, Lopez Hernadez P, Vazquez
Farias E. Departament of Gastroenterology. UMAE. Centro Médico
del Noreste No. 5. Instituto Mexicano del Seguro Social.

Introduction: The standard therapy for the treatment of hepatitis C are
ineffective in almost 50% of patients . Amantadine, one antiviral agent
that is has shown in some studies activity for hepatitis C virus join
with interferon and ribavirin is useful in nonresponders and relapse pa-
tients with sustained virological response around from 13% to 29%. o
date the optimal therapy in patients with chronic hepatitis C, not re-
sponders or undergoes relapse to the therapy with interferon and rib-
avirin it continues being a problem without solving. Objective: To de-
termine the security and effectiveness of the triple therapy with inter-
feron, ribavirin and amantadine in patients with chronic hepatitis C
nonresponders and relapse. Materials and methods: The study includ-
ed 30 patients , with an mean age of 41 years (18 - 64 years) , 17 wom-
en (55.5%) and 13 men (44.4%). 26 patient with genotype 1 (85%), 3
patient with genotype 2 (11%), and 1 patient with genotype 3 (3.7%).

The study population include two groups of patients : Nonre-
sponders: 23 patients (76%) and patients with relapse when sus-
pending the treatment: 7 patients (23.3%) The administered therapy
was pegilated interferon alfa 2a 180 mcg/week , ribavirin VO 1,000
mg/day (weight <75 kg) or 1,200 mg/day (weight >75 kg) and
amantadine VO 200 mg/day (100 mg twice day) during 48 weeks.
All the patients had detectable HCV RNA by PCR (+), the patients
were followed and PCR determination’s being made at week 12 to
determine early viral response (EVR), defined like HCV RNA un-
detectable or less than two logarithms with respect to the basal val-
ue, determinations at 48 week of treatment , defined like end of
treatment response (ETR) and another 6 months after treatment:
sustained virological response (SVR) was defined as undetectable
serum HCV- RNA by PCR. Results: 30 patients were included, 1
patient stopped treatment for plaquetopenia, and another patient
died by cause nonrelated to the hepatic disease. The preliminary
data show in the group of nonresponders an EVR of 60%, and in the
relapse group of 85%, with ETR in nonresponders of 17%, and 42%
in relapse group. The results of SVR is in nonresponders 4% and in
relapse group 28%. The presented adverse effects were: significant
anemia (<10 gr/dL in 37% (10/27), and severe anemia (<8.5 gr/dL )
in 0%, leucopenia in 51% (14/27) of patients, plaquetopenia in
14% (4/27), ith ALT normalized in 25.9% (7/27) to the 12 weeks of
treatment. Conclusions: The preliminary results show an early viral
response and end of treatment response equal to the previous pub-
lished studies, but the sustained virological response is lower than
de other studies. The adverse effects are the same to those of the
conventional therapy with interferon and ribavirin alone. Although
controlled studies are required it could be another therapeutic alter-
native in not responders and relapse patients.

5. Long-term follow-up of patients receiving an orthotopic liver
transplant for hepatitis C cirrhosis treated with anti-IL2-R
antibodies during immunosuppressive induction.

Olivera-Martinez MA, Chan-Nufiez LC, Leal-Villalpando RP,
Vilatoba-Chapa M, Gamboa A. Departamento de Gastroenterologia
Instituto Nacional de Ciencias Médicas y Nutricion México, D.F.

Background: Hepatitis C is the main indication for liver transplantation
worldwide and the intensity/type of immunosuppression (IS) has been
associated with early and aggressive recurrence in the post-liver trans-
plant (LT) period. The use of anti-Interleukin-2 receptor antibodies
(anti-IL2-R), in the induction phase of IS has been debated in these set-
tings; conflicting results regarding rejection and recurrence have been
reported. Aim: 1) To evaluate the long-term outcome of patients receiv-
ing a LT for hepatitis C, treated during the induction phase of IS with ei-
ther Daclizumab or Basiliximab. 2) To analyze the disease recurrence
and acute rejection during follow-up. Methods: 14 patients were includ-
ed, mean age 45.5 years (range 33-58), 5 women. Four patients received
Basiliximab (20 mg on day 0 and 5 post-LT) and 10 Daclizumab (1 mg/
kg on day 0 and 5 post-LT) in addition to standard IS (tacrolimus 0.075
mg/K/d and metil-predinosolone). For the purpose of the study rejection
was defined as the persistent elevation of GGT, alkaline phosphatase
and AST/ALT, corroborated by liver biopsy after ruling out biliary ab-
normalities. This study analyzed the time elapsed between LT and rejec-
tion, grade, long term survival, therapy for acute rejection, recurrence of
hepatitis C and timing between LT and its documentation. Results: Four
patients (28.5%) presented with hepatocellular carcinoma; 2 diagnosed
incidentally in the explanted liver and two received pre-LT treatment: 1
radiofrequency ablation, 1 surgical resection. Six patients (42.8%) pre-
sented hepatitis C recurrence with a mean time of 17.5 months (range 4-
30). All recurrences were diagnosed biochemically (including HCV-
RNA) and histologically. No episodes of rejection presented during fol-
low-up (1-52 months). Two cases of cholestatic fibrosing hepatitis were
documented. One of them presented early recurrence of hepatitis C (4
months), the other one had late recurrence (12 months). Long term sur-
vival is similar to that of patients transplanted for non-hepatitis C liver
disease. Discussion and Conclusion: This study suggests that the use of
anti-IL2-R in the induction of IS after LT is not a major factor favoring
recurrence of hepatitis C. Neither is an important issue when time for re-
currence is analyzed. Recurrence rate is similar to that reported else-
where (50-90%). Timing for recurrence seems delayed in our study al-
though this might be secondary to the small number of patients. Our
data add support to the knowledge that variables other than the aggres-
siveness during induction therapy might be responsible of hepatitis C
recurrence. Larger randomized trials are needed to confirm our results.

6. Long-term follow-up of liver transplant (LT) patients receiving
anti-IL2-R antibodies during the induction phase of immunosup-
pression. Clinical characteristics, rejection episodes and survival
analysis.

Olivera-Martinez MA, Chan-Nufiez LC, Leal-Villalpando RP,
Vilatoba-Chapa M, Gamboa A. Departamento de Gastroenterologia
Instituto Nacional de Ciencias Médicas y Nutricion México, D.F.

Background: Acute rejection is a common complication after liver
transplantation (LT) presenting in 17-70%. Furthermore steroid-resis-
tant rejection is a cause of lower graft survival. The use of anti-Inter-
leukin 2-Receptor antibodies (anti-IL2-R) in the induction phase of
immunosuppression (IS) has been described to decrease rejection epi-
sodes after LT. Long-term follow-up reports of patients induced with
these agents are scarce and anecdotal. Aim: 1) To evaluate the long-
term outcome of patients receiving either Basiliximab or Daclizumab
as part of the induction phase of IS after LT. 2) To analyze the factors
associated with acute rejection. 3) To analyze the survival and recur-
rent disease in this population. Methods: 33 LT patients received stan-
dard IS with tacrolimus 0.075 mg/K/d and metil-predinosolone plus
either Basiliximab (20 mg on day 0 and 5 post-LT) or Daclizumab (1
mg/Kg on day 0 and 5 post-LT). Etiology of liver disease, number and
grade of acute rejection episodes, primary disease recurrence and sur-
vival (Kaplan-Meier) were analyzed. Results: 14 patients (42%) trans-
planted for hepatitis C cirrhosis, 9 (27%) for primary biliary cirrhosis,
2 (6%) for Wilson’s disease, 2 (6%) for primary sclerosing cholangitis,
2 (6%) for hemochromatosis and 1 (3%) for each of the following: al-
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coholic, autoimmune and Caroli’s disease. Mean age was 42 years
(range 17-63), 18 women. Median follow-up: 52 months (range 1-77).
11 patients received basiliximab and 21 daclizumab, one patient re-
fused to receive anti-IL2-R. Four patients presented acute rejection;
one presented an early (day 26 after LT) episode while 3 other patients
presented with late (more than 3 months after LT) rejection (one epi-
sode each), all were associated with non-compliance with IS. Six pa-
tients with hepatitis C recurred during follow-up (42.8%). No other
etiology presented recurrence. Long-term survival showed no statisti-
cally significant differences when all etiologies were compared.
Among the patients receiving anti-IL2-R no graft was lost to rejection.
Discussion and Conclusion: Anti-IL2-R are safe to use during the in-
duction phase of IS after LT regardless of the etiology of the liver dis-
ease. The only episode of early rejection occurred during an episode of
sepsis and can be explained by de novo synthesis of interleukins in-
duced by the systemic inflammatory status of the patient. Non-compli-
ance with IS was the main factor for late rejection presentation. Pa-
tients transplanted for hepatitis C have a recurrence rate similar to that
reported elsewhere and cannot be attributed to the use of anti-IL2-R
alone. Larger randomized trials are needed to confirm our results.

7. Detection of collateral vein flow of the esophagus by endoscopic
ultrasound in patients with esophageal varices eradicated by
banding

Cruces-Giron R, de La Mora Levy G, Gonzalez-Angulo A, Pulido
Moncayo M, Acosta Porras M, Goémez Hernandez J, Carrillo Navarro
J, Ramirez Miranda M, Nazzar Lemus I, Bravo Chavez B, Mendieta
Loépez T, Rodriguez Vanegas G, Rojas Mendoza F. Department of
gastroenterology and therapeutic endoscopy. General Hospital “Dr.
Manuel Gea Gonzalez.” SSA, Mexico City.

Introduction: he endoscopic treatment of esophageal varices
(EV) with banding was introduced in 1986, demonstrating until the
moment security and effectiveness, with the inconvenience of the
reported recurrence from the 15 to 65%; influencing in this the
presence of collateral esophageal veins. Objective: To detect by
endoscopic ultrasound (EUS) collateral veins of the esophagus in
patients with previously esophageal varices eradicated by banding.
Study design: Transverse, descriptive and analytic, with measures
of central tendency. Methods: During the understood period of
May of 2005 to May of 2006, all the patients that previously their
esophageal varices were eradicated by endoscopic banding, were
included, an endoscopic ultrasound was done( EUS), taking into
account gender, age, etiology of the hepatic cirrhosis, grade of he-
patic (Child) inadequacy, number of banding sessions necessary for
the eradication of EV, as well as the number of months after the
last banding session. By EUS was evaluated the presence of per-
iesophagic collateral veins (small adjacent glasses to the muscularis
characteristic of the esophagus) of light (> 2 mm of diameter), se-
vere (* 2 mm of diameter) type; collateral esophageal veins (big
veins separated from the muscularis characteristic of the esopha-
gus) of light (< 5 mm of diameter), severe (* 5 mm of diameter)
type, perforating (those that have penetrated the wall of the esoph-
agus and they are connected with peri and paraesophageal veins,
veins of the union esophaogastric junction (EGJ), diameter of the
azygos vein, as well as endoscopic findings. Results: 30 patients
were included, 17 of those an radial EUS was carried out and in 14
a linear EUS was done, 21 were men, with a medium age of 63,
(range: 3 -78), most of them with ethylic etiology and in functional
class Child B; they were light periesophagic veins in 13 and severe
in 4, paraesophagic light veins in 15 and severe in 3, perforating
veins in 14 patients, with diameters in these of 3.83 £ 1.8 mm, di-
ameter of veins of the EGJ of 3.12 + 1.7 mm, with diameter in the
azygos vein of 6.78 £ 1.94 mm. Conclusions: According to other
reported studies, a more narrower endoscopic follow-up has to be
taken to the 4 patients with severe periesophagic veins and in the
14 patients with perforating veins, due to more risk of esophageal
varices recurrence, for what could be advisable to carry out EUS in
patients after eradication of EV via endoscopic banding, so a poste-
rior to banding follow-up plan can be determine.

8. Hepatitis B, hepatitis C and HIV in substance abuse patients in
Mexico

Campollo O, Hernandez G, Pérez-Gomez R, Aceves EJ, Diaz-Barriga
L, Balanzario MC, Roman S, Panduro A. Centro de Estudios de
Alcoholismo y Adicciones, CUCS, Universidad de Guadalajara,
Antiguo Hospital Civil de Guadalajara, and Centros de Integracion
Juvenil A.C.

Prevalence of viral hepatitis and HIV infections in the general sub-
stance abuse population in Mexico seems to be low. Prevalence of
hepatitis C virus in the general population in Mexico is 1.2% whereas
HIV prevalence is 0.3%. In a previous study we found a prevalence of
viral hepatitis of 0.9% and HIV of 12% in a sample of 322 drug ad-
dicts where 2.5% of the patients were injection drug users (IDU). No
other similar study has been reported in the last 5 years. Methodology:
We sampled all patients attending actively a rehabilitation program at
Youth Integration Centers (Centros de Integracion Juvenil) from 10
treatment centers in West Central Mexico who voluntary accepted par-
ticipating in the study. A structured history was used to investigate the
pattern of drug use and presence of risk factors. Blood sampling start-
ed in December 2005. Results: We studied 159 patients (127 male, 32
female), with a mean age of 27.7 years; 62% of the patients had used
some kind of substance for over 5 years of time, 13.6% from 3-5 years,
and 12.1 had been active users for 2-3 years. There were 6 (3.8%) in-
jection drug users (IDU).Latest drug use was: cocaine (27.7%), alcohol
(19.5%), methamphetamine (16%), cannabis (14.5%). There was fam-
ily history of substance abuse in 72% of the patients. There were 20
(12.6%) patients positive for some infection: 19 (12%) for HCV, 4
(2.5%) for HIV and one patient positive to HBV. Those positive for
HCV, HBV and HIV tended to have multiple risk factors including tat-
toos (70%), piercing (35%), promiscuity (25%), STD (15%), surgical
procedures (10%), unsafe sex (10%). Only one antibody positive pa-
tient was IDU. In a sub-group of 30 subjects in prison prevalence of
HCV was 40%, HBV 3.3 % and HIV 6.6%. Conclusions: Prevalence
of hepatitis C and HIV antibodies among substance and drug users at-
tending CIJ clinics in West central Mexico is high. HCV positive cas-
es have increased in the past 5 years. So far intravenous drug use is not
very common in this population and thus does not seem to be as fre-
quent a risk factor as other factors such as tattooing, piercing and risky
sexual practices.

9. Putting the fibrotest into practice

Nufiez-Nateras R,' Gutierrez-Reyes G,' Olivera Martinez M,? Robles-
Diaz G,' Wolpert E,? Fridman L,?> Hernandez B,? Gutiérrez-Ruiz MC,?
Corona C,? Kershenobich D'.' Unidad de Medicina Experimental,
Facultad de Medicina UNAM, Laboratorio de Higado, Pancreas y
Motilidad (HIPAM). 2 Clinica Lomas Altas México D.F. 3 Universidad
Autonoma Metropolitana Unidad Iztapalapa México D.F.

Aim: To explore the clinical utility of the Fibro-Actitest to become an
integral part of the assessment of chronic hepatitis C patients (CHC).
Methods: We included 333 consecutive outpatients with CHC referred
to a Gastroenterology Clinic with Fibro-Actitest performed at their first
evaluation. Results: Forty seven patients (14%) had minimal or absent
fibrosis (FO-F1), 107 (32%) moderate fibrosis (F2) and 179 (54%) ad-
vanced fibrosis (F3-F4). Most patients (66%) had an Actitiest * 2. Cross
tabulation revealed that 62% of patients with advanced fibrosis had ab-
normal aminotransferases (ALT), whilst 71% of patients with minimal
fibrosis had normal ALT (p<0.001). A direct Spearman correlation oc-
curred between the increased fibrosis score and the levels of a2-macro-
globulin (p<0.001). Sensitivity and specificity of ALT for fibrosis were
62% (1C 95% 56-67) and 70% (IC 95% 56-81) and for a2-macroglobu-
lin 76% (IC 95% 71-81) and 75% (IC 95% 61-85), respectively. All pa-
tients with cirrhosis scored F4. Conclusions: The majority of patients
with CHC consulted for evaluation at an advanced stage of the disease.
The use of ALT to stage and monitor patients with CHC can lead to an
inaccurate estimation of fibrosis in more than a third of the patients. De-
termination of a2-macroglobulin enhances the predictability of fibrosis
but still overlooks >20% of cases. Our analysis favors the use of the Fi-
bro-Actitest instead of any single determination of their components.
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10. Interferon * pegylated and ribavirine modulate the production
of interleukin-8 by peripheral blood mononuclear cells from
patients with chronic hepatitis C

Ramirez Iglesias MT,' Montafio Loza A,' Cruz Castellanos S,! Sixtos
S,'Mufioz RM,' Nufiez Nateras R,> Martinez Garcia R,? Kershenobich
D,? Gutiérrez Reyes G* ! Instituto Nacional de Ciencias Médicas y
Nutricion, Salvador Zubiran and HIPAM Laboratory, Experimental
Medicine; Faculty of Medicine-UNAM. ? Hospital General de México.
Mexico City.

Introduction: Hepatitis C virus infection (HCV) is the most relevant
cause for the development of cirrhosis and hepatocellular carcinoma.
Resistance to the antiviral therapy has been associated the non- structur-
al protein 5A (NS5A). It has been report that NS5A not only induces IL
8 production in vitro but also represses the antiviral action of interferon
alpha (INF alpha). Protein NS4 blocks the Thl response trough IL 10
secretion by monocytes. Aim: To investigate the effect of pegylated in-
terferon (peglFN)-alpha 2 and ribavirine on IL-8 production by periph-
eral blood mononuclear cells (PBMC) from patients with chronic hepa-
titis C (CHC). Materials and methods: We evaluated 28 patients with
CHC. They were classified according their response to antiviral treat-
ment in two groups: non-responders (NR=12) and responders (R=16).
PBMC were obtained from peripheral blood by isolation with Ficoll-
Hypaque, the cells were cultivated at 37°C and 5% CO, and saturated
humidity for 24 hr during 0, 2, days, 1, 3, 6, 12 months of treatment and
6 months following. The supernatants were collected and used to deter-
mine IL-8 by ELISA. Dates were analyzed with the Wilcoxon test. Re-
sults: IL-8 secretion were significant different between Responders (R)
and Non Responders (NR) at 2 days of treatment: 6773 + 4355 pg/mL vs
5172 £ 911 pg/mL (P=0.05), at 3 months 7677 £+ 11733 pg/mL vs 3029
+ 1695 pg/mL (P=0.008), and at 6 m 5485 £ 975 pg/ml vs 4567 £ 914
pg/mL (p=0.023). At 6 m following, IL-8 production was more elevated
in NR vs R: 4183 + 6081 pg/mL vs 742 + 720 pg/mL (P=0.05). Conclu-
sions: Patients with chronic hepatitis C responders to treatment have a
consistent inflammatory/chemotactic response. In non responders to
treatment showed an increase in IL-8 which could participate in the inhi-
bition of the antiviral activity treatment

11. Predictors of advanced liver fibrosis and cirrhosis in chronic
hepatitis C Patients: Influence of metabolic disturbances

Loaeza del Castillo A, Sanchez Osorio M, Sanchez Avila F, Castro
Narro G, Garcia Leyva J, Meixhueiro Daza A, Uribe Esquivel M.
Departamentos de Medicina, Gastroenterologia y Patologia. Instituto
Nacional de Ciencias Médicas y Nutricion “Salvador Zubiran”.

Background: The rate of liver fibrosis (LF) progression in chronic hep-
atitis C patients (CHC) is variable, this variability has lead to search the
risk factors for accelerated fibrosis. Diabetes, obesity and elevated se-
rum triglycerides are associated with non-alcoholic fatty liver disease,
in CHC this metabolic disturbances could add to HCV liver-induced
damage. Aim: To identify predictors of advanced fibrosis and cirrhosis
in CHC patients. Method: Consecutive CHC patients with HCV-RNA
detectable in serum and a liver biopsy performed before treatment were
included. LF and inflammatory activity were scored by means of
METAVIR staging system. The association between advanced fibrosis
(F « 2) and cirrhosis (F4) with the following variables were investigat-
ed: gender, age at infection (in patients with known duration of infec-
tion acquired by blood transfusion), ALT elevated or persistently nor-
mal (ALT normal in at least three separated serum samples during a 6
month period), diabetes, glucose intolerance, hypertriglyceridemia,
metabolic syndrome (obesity, diabetes/glucose intolerance, hypertrig-
lyceridemia), overweight (body mass index * 25 < 30 kg/m?) and obe-
sity (body mass index * 30 kg/m?). For statistical analysis logistic re-
gression were used. Results: One hundred and fifty nine patients were
studied with a mean age of 49.34 + 12.37 years-old, 95 (60%) were fe-
male. One hundred seventy (74%) patients had elevated ALT and 42
(26 %) had persistently normal ALT. Mean HCV-RNA was 518000 Ul/
mL (8000 — 11100000), 80% of patients were infected with HCV geno-
type 1, 15% genotype 2, 4% genotype 3 and 1% genotype 5. Mean se-
rum glucose, total cholesterol, HDL and LDL cholesterol were 94 mg/

dL (67 — 347), 159 mg/dL (39 — 254), 39 mg/dL (12 — 83) and 92 mg/
dL (20 — 172), respectively. Twenty percent of patients were diabetics
(n=32), 6% (n=9) had glucose intolerance, 15 % (n=24) had hypertrig-
lyceridemia and 16 % (n=26) had hypercholesterolemia. Median of
body mass index was 27 kg/m? (17.5 — 40.8), 47% (n=75) of cases had
overweight and 25 % (n=40) were obese. Twenty one percent (n=34) of
patients had metabolic syndrome. Stages of LF were as follows: FO
19% (n=30), F1 30% (n=48), F2 14% (n=23), F3 13% (n=21) and F4
23% (n=37), 81 (51%) patients had advanced fibrosis. Diabetes is a pre-
dictor of advanced fibrosis (RM=3.47, IC 95%; 1.39 — 8.67, P=0.008)
and of cirrhosis (RM=2.9, IC 95 %; 1.13 — 7.42, P=0.03). Elevated ALT
is a predictor of cirrhosis (RM=3.82, IC 95 %; 1.26 — 11.56, P=0.01)
and the presence of moderate-severe inflammatory activity in liver bi-
opsy was associated with advanced LF (RM=2.5, IC 95%; 1.26 — 5, P=
0.009). Conclusions: Elevated ALT is a predictor of cirrhosis in CHC
patients. The prevalence of diabetes, overweight, obesity, metabolic
syndrome and dyslipidemia in our group of patients was high. Diabetes
is a predictor of advanced liver fibrosis and cirrhosis in CHC patients.
In the Mexican population with high prevalence of diabetes this associ-
ation must be taken into account in the approach of CHC patients.

12. Inflammatory response of peripheral blood mononuclear cells
from patients with chronic hepatitis C (CHC)

Gutiérrez Reyes G,' Ramirez Iglesias MT,?> Montafio Loza A,?> Cruz
Castellanos S, Sixtos S,> Mufioz RM,? Nufiez-Nateras R,' Morales-
Rochlin N,' Kershenobich D'. 'Instituto Nacional de Ciencias Médicas
y Nutricion, Salvador Zubiran. 2HIPAM Laboratory, Experimental
Medicine; Faculty of Medicine-UNAM, Hospital General de México.
Mexico City.

Introduction: Hepatitis C constitutes a serious world health problem.
Hepatitis C pathogenesis includes an immunological component which
plays a central role in the host responses to viral infections. The origin
of bacterial endotoxemia in CHC patients can be a multifactorial pro-
cess where lipopolysaccharide (LPS) could arrive from an exogenous
or endogenous source. Aim: To identify the production of pro- and
anti-inflammatory cytokines production by peripheral blood mononu-
clear cell (PBMC) from CHC patients and their response to LPS. Ma-
terials and methods: We included 34 CHC patients anti-HCV(+) and
ARN-HCV(+) naive to antiviral treatment. PBMC were isolated with
Ficoll-Hypaque and were cultivated at 37°C and 5% CO, and saturated
humidity for 24 hr with and without LPS (1pug/mL) in RPMI 1640. Su-
pernatants were collected and used to determine the secretion for IL
1b, TNF-a, INF g, IL 8, IL 6, IL 4, IL 10 and TGF-b by ELISA. Statis-
tical analysis of data was made using the Wilcoxon test. Results: No
differences were observed on the PBMC secretion of IFN-g and IL 4
with or without LPS stimulus after 24 h of treatment. No significant
differences were observed between the control and LPS treatment after
24 h on IL 1b, TNF-a, IL 10 and TGF-b secretion while IL 6 and IL 8
secretion were increased 4 folds approximately, 1840 + 2143.1 pg/mL
vs 5635.5 + 5197 pg/mL (p=0.001) and 8333.1 = 7222.8 pg/mL vs
404333.3 + 26491.5 pg/mL (p=0.01) respectively. Conclusion: Our
results confirm that endotoxines activate the pro inflammatory cytok-
ines secretion and could enhance the inflammatory process induced by
the HCV.

13. Cryoglobulinemia in subjects with chronic hepatitis C virus
infection

Cerda E, Cabiedes J, Sanchez-Avila F, Hernandez A, Alvarez-Jiménez
R, Chavez-Tapia N, Garcia-Leiva J, Meixueiro A, Loaeza A, Sanchez-
Osorio M, Castro G, Vargas F, Uribe M. Departament of Gastroentero-
logy, Instituto Nacional de Ciencias Médicas y Nutricion “Salvador
Zubiran”, Mexico City.

Background: The spectrum of extrahepatic manifestations of chronic
hepatitis C virus (HCV) infection is wide, mainly due to mixed cryo-
globulinemia (MC). More than 40% of HCV-infected patients have a
high level of circulating cryoglobulins, but only a few percentage have
symptoms due to this condition, mainly skin, joint, renal and neuro-
logic affection. This variability had been related to viral and host fac-
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tors. In Mexico the frequency of MC and its clinical presentation is un-
known. Objective: To evaluate the prevalence of cryoglobulinemia and
its clinic impact in a group of mexican patients with chronic HCV in-
fection. Methods: Were included ninety patients with chronic HCV in-
fection, confirmed with positive serum HCV RNA levels, 59% female,
with a median age of 69 + 13 years, suitable to receipt combined antivi-
ral therapy. Levels of cryoglobulins were measured in all patients. The
mainly manifestations of MC was investigated in all the cases. Demo-
graphic, biochemical and viral factors associated with the presence of
CM was analyzed. Results were expressed in mean = SD and frequen-
cies. Groups with and without cryoglobulins were compared using the
Mann-Whitney U test or the Fisher exact test. Results. Thirteen pa-
tients (14.5%) had high levels of serum cryoglobulins, but only four of
these showed symptoms (membranoproliferative glomerulonephritis,
arthritis, purpura and polyneuropathy in one; mononeuritis multiplex y
arthritis in other one; focal and segmental glomerulosclerosis with pro-
liferative component in other; and sicca syndrome in the last one). Sig-
nificant differences were observed in age, with oldest patients in cryo-
globulins group (56 + 7 vs 47 + 13 years, p=0.001), patients older than
59 years have 28% more risk to develop MC (OR 1.28, IC 95% 1.030-
1.589). In patients with cryoglobulinemia, the prevalence of non-1
HVC genotipe was 31% vs 17% (p=0.23), and smooth-muscle anti-
body was present in 30.7% vs 13% (p=0.09). Conclusion: Prevalence
of cryoglobulinemia in mexican patients in a third level hospital is,
lesser than the others reports in literature, and only 4% had symptoms,
mainly with renal, joint and neurologic involvement. These data are
different from the other series, where skin lesions are the most com-
mon. Age and tendency to have SMA were the unique factors with sig-
nificant difference associated with presence of cryoglobulinemia. It is
necessary perform trials with more number of patients in order to
found differences in other variables. In addition, other question for an-
swer is if there will be improvement in manifestations of cryoglobu-
linemia and decrease in their levels with antiviral therapy.

14. Black bean extract inhibits liver fibrosis after CCl, induced
injury

Arroyo Curras, N,' Lopez Reyes AG,' Cano BC,' Guajardo SG,' Islas
JF,', Morales OV,! Morales Garza L,' Grijalva G,> Galvez Gastelum
FJ,*Moreno Cuevas JE'. 'Laboratorio de Terapia Celular, Division de
Ciencias de la Salud, Instituto Tecnoldgico y de Estudios Superiores
de Monterrey (ITESM), 2Hospital Militar de Guadalajara, *Instituto de
Biologia Molecular y Terapia Génica, Centro Universitario de
Ciencias de la Salud, Universidad de Guadalajara.

Introduction: Cirrhosis is a distortion of the liver normal architecture
caused by oxidative-stress processes originated by the Kuppffer cell’s
free radicals and release of inflammatory cytokines. This inflammato-
ry response is accompanied by an extreme fibrosis produced through
the paracrine action of fibrogenic factors generated by main hepatic
cells. The increasing fibrosis generates qualitative and quantitative
changes in the extracellular matrix, as a result of and increases of type
I and IV collagens. The regulation of these proteins is crucial to the
pathogenesis of the diseases. Over the last years, the effects of antioxi-
dative compounds like flavonoids, flavones and phenolic derivates has
been studied as hepatoprotective and antifibrotic activators. Method-
ology: Wistar rats (90-100g) were divided into five different groups
and received different doses of intraperitoneal CCl, shots over eight
weeks; in addition, in three of the five groups, 7 mg/kg of bean skin
extract, 70 mg/kg of bean skin extract and 70 mg/kg of quercitine was
given. At the end of the experimental stage, fibrosis was assessed
through histological and morphometric analysis. The fibrogenic gene
expression was measured trough real time QRT-PCR. Results: Intrap-
eritoneal CCl, caused severe changes in the liver architecture, showing
interstitial fibrosis, inflammatory infiltrate and collagen deposits. The
qualitative and quantitative histological analysis demonstrated that the
high been skin dosage receiving rats (70 mg/kg) decrease the liver col-
lagen deposit, reducing significantly the fibrosis by 20% in comparison
with the control group. By molecular analysis, clearly it is observed
that the low presence of interstitial collagen is inherent to a low gene
expression, because the relative collagen I and IV fibrogenic gene ex-

pression were 8.93 and 1.3 (damaged groups) and 20.15 and 4.7 respec-
tively in the control group. The 70 mg/kg of quercitine treated animals
showed the same tendency to the one exhibited by the animals treated
with high bean extract dosage but with less notorious results. In the case
of 7 mg/kg bean extract, far from being beneficial, it caused toxicity
(demonstrated by the high fibrosis levels) and increasing mortality. Con-
clusions: The bean extract, under an adequate dosage, can be a good ther-
apeutic alternative to the cirrhosis treatment, since it reduces significant-
ly the histological and genetic progress of the disease. It is clear that the
extract diminishes mortality in treated animals. The use of antioxidants
derived form our black bean extract, given in low dosages after damage
induction, may lead to the production of pro-oxidant compounds, as a re-
sult of a poor metabolism, thus associating to an increased liver damage.

15. Early virologic response is independent of baseline alt levels in
patients with chronic hepatitis C treated with combination therapy
Garcia Leiva J, Sanchez Avila F, Montafio-Loza A, Chavez-Tapia N,
Cerda E, Meixueiro-Daza A, Sanchez M, Loaeza A, Castro Narro G,
Vargas Vorackova F, Uribe M. Departamento de Gastroenterologia
Instituto Nacional de Ciencias Médicas y Nutricidon México, D.F.

Background: Approximately 30% of patients with chronic hepatitis C
(CHC) have persistently normal aminotransferases levels. Natural history
of liver fibrosis in patients with normal alanine aminotransferase (ALT)
is uncertain. This group of patients usually has been excluded from the
clinical trials and data related to the effectiveness of the combined antivi-
ral therapy are limited. Aim: To compare the early virologic response
(EVR) rate during antiviral combination therapy between patients with
normal and elevated ALT levels. Patients and methods: This is a pro-
spective, open label study. Adult patients with positive antibodies for
hepatitis C virus (HCV), detectable HCV RNA by PCR in serum and liv-
er biopsy compatible with CHC were included. Normal ALT levels were
considered when two o more determinations were in the normal range
over at least six months. All liver biopsies were evaluated according to
METAVIR score. A * 2 score in activity and/or fibrosis were considered
as significant. Patients were treated with PEG-IFN alpha-2b (Peglntron®;
Schering-Plough 1.5 pg/kg/week) and ribavirin (Cotronak® ¢ 10.6 mg/
kg/day). EVR was defined as serum HCV RNA below lower level quan-
tification (LLQ < 5 IU/mL) at week 12 on-therapy. Significant adverse
event was considered when dose reduction/discontinuation were re-
quired. Patients who withdrawal treatment were considered as non re-
sponders. Categorical variables were compared using *?and continuous
variables with student’s t test. The results are expressed in mean + stan-
dard deviation. A p value < 0.5 was considered as statistically significant.
Results: 90 patients were included, 46 had normal ALT and 44 had ele-
vated ALT. Baseline characteristics were similar between patients with
normal and elevated ALT: female sex (60 vs 52%), age (48.9 = 13.4 vs
49.2 £ 13.2 years), body mass index (27.3 + 4.8 vs 27.3 £ 5.2), viral load
(1.6 £2.1 x 10°vs 1.2 = 1.9 x 10°IU/mL) and genotype 1 (73 vs 84%).
EVR was achieved in 75% of the patients without statistical differences
between patients with normal and elevated ALT. The incidence of signif-
icant adverse events was similar in both groups, including severe neutro-
penia in 9 (10%) patients, anemia in 4 (4%), bicitopenia in 3 (3%), trom-
bocitopenia in 2 (2%), and other events in 9 (10%). Almost third part of
patients with normal ALT had advanced fibrosis in liver biopsy. Factors
associated with failure of EVR were fibrosis score * 2 (p=.002) and gen-
otype 1 (p=0.002). Conclusions: In the studied population, ALT level
was not a predictive factor to achieve EVR. The elevated frequency of
significant fibrosis observed in patients with normal ALT and an EVR
rate similar to those with elevated ALT, suggest that the antiviral treat-
ment in these patients could be indicated independently of the ALT lev-
els. The decision to allocate treatment with peginterferon alfa and ribavi-
rin should be based on multiple factors rather than on ALT levels alone.
This work has been sponsored by Schering-Plough.

16. Wilson’s disease: Analysis of the first described cohort of
native mexican patients.

Garcia Leiva J, Zepeda Gomez S, Meixueiro-Daza A, Olivera Martinez
MA, Torre Delgadillo A. Departamento de Gastroenterologia Instituto
Nacional de Ciencias Médicas y Nutricion México, D.F.
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Wilson’s disease (WD) is an autosomal recessive disor-
der of copper metabolism characterized by liver and neurologic in-
volvement with a prevalence about 1:30,000. It is said to be common-
est in Eastern European Jews, Sicilians, southern Italians, Arabs, Japa-
nese, Chinese and Indians. Reports of WD in natives of central and
south America are scarce and anecdotal. Aim: to investigate the pres-
ence of WD in native Mexican patients (at least 3 generations born in
Mexico). Methods: In a retrospective protocol we studied patients la-
beled with cryptogenic liver disease from 1980 to 2002. Demograph-
ics, clinical presentation, biochemical profile, image studies and ther-
apy were determined. Results: We identified 11 patients with WD; in
7 of them the disease was familial (family A=3, family B=2, family
C=2) and sporadic in other 4. The clinical ad laboratory findings var-
ied but were not different from those reported elsewhere. Nine patients
started D-penicillamine and improved clinically and biochemically, 2
patients are on dietary management and 2 underwent liver transplanta-
tion. Brain MRI on 4 patients showed alterations in basal ganglia. In
the transplanted patients, these brain lesions reversed in a follow-up
MRI 6 months after transplant. Conclusions: This is the first cohort of
native Mexican patients reported with WD. Further epidemiologic
studies are needed to determine the prevalence of the disease in the
Mexican general population.

17. A frequent haplotype of the gene encoding the nuclear bile salt
receptor FXR is associated with gallstone susceptibility in a
Mexican but not in a German population

Méndez-Sanchez N,' Zamora-Valdés D,' Kress R,2 Rocha J,2> Kovacs
P,? Stumvoll M, Méssner J,> Lammert F,* Wittenburg H,? Uribe M".
'"Medica Sur Clinic & Foundation, Mexico City, Mexico. ? University
of Leipzig, Department of Medicine III, Leipzig, Germany. 3
University of Leipzig, Department of Medicine II, Leipzig, Germany. *
University of Bonn, Department of Internal Medicine I, Bonn,
Germany.

Cholesterol gallstone susceptibility is determined by the combination
of predisposing alleles of lithogenic (LITH) genes and environmental
factors. From quantitative trait locus mapping in inbred mice, we iden-
tified the gene encoding the nuclear bile salt receptor FXR as a candi-
date gene for a Lith locus on chromosome 10. In the current study we
aimed to explore an association of genetic variation of FXR and gall-
stone prevalence in humans. To detect single nucleotide polymor-
phisms (SNPs), we employed systematic sequencing of FXR in 24 sub-
jects. Gallstone carriers and age- and sex-matched control subjects
from a Mexican and a German population were genotyped employing
the TagMan method. Haplotypes were reconstructed using the PHASE
software. Significance levels were determined by logistic regression.
Sequencing of FXR in the screening population revealed seven SNPs
that were genotyped in all subjects from the Mexican (n = 156) and the
German (n = 368) populations. All SNPs complied with the Hardy-
Weinberg equilibrium. We identified three common haplotypes that
accounted for >95% of all haplotypes observed. In the Mexican popu-
lation, the most common haplotype FXR-/ was associated with gall-
stone prevalence (gallstone carriers 88%, controls 78%; P = 0.02, rela-
tive risk 2.1, 95% confidence interval 1.1 — 3.9). In contrast, FXR-1
displayed no association with gallstone prevalence in the German pop-
ulation (gallstone carriers 95%, controls 96%). In conclusion, our
study supports an association of FXR alleles and cholelithiasis in se-
lected populations. Therefore, the bile salt receptor is a potential target
for prevention and non-surgical management of cholelithiasis in genet-
ically predisposed patients.

18. Pylephlebitis: 1 Case report

Altamirano Gomez JT, Zapata Irisson L, Venegas J, Herndndez N,
Sierra RM, Martinez LA, Rodriguez A, Poblano M, Balcazar R,
Gonzalez-Angulo A. Hospital Juarez de México. México, D.F.

Background: Pylephlebitis (PF) or septic thrombosis of the portal
vein (PV) is the blockage of the hepatic portal flow by a septic throm-
bi. Usually caused by suppuration or inflammation of the structures
that drain through the PV and adjacents sites. Many morbid conditions

leads to PV thrombosis and can be divided on 3 categories: 1) Condi-
tions that cause PV damage and posterior thrombosis (ie intraabdomi-
nal sepsis), 2) PV intrinsic anomalies (ie. stenosis or athresia), 3) He-
reditary or acquired hypercoagulability states (leading cause among
adults); 8-15% of the cases are idiopathic. Clinical presentation of PF
varies from asymptomatic patient (because of the hepatic artery buffer
to the low PV flow) to portal hypertension sings and symptoms (va-
riceal bleeding as the most frequent presentation). Materials and
methods: Twenty five years old male, butcher, family history of dia-
betes. Tobacco, illicit drugs, tattoos, piercing, surgeries, sexual expo-
sition, blood transfusion or trauma was denied. Alcohol consumption
for 9 years (70gr/week). Past history, one month with colicky abdomi-
nal pain, intermittent fresh blood passage and mucus through the
stools. Patient was referred from another institution to be studied for
jaundice and fever for the past 4 weeks of unknown etiology. At ad-
mission; BP 100/50 mmHg, HR 110x", T 38°C, RR 25x". Physical ex-
amination, generalized jaundice, mental status preserved, right pleural
effusion, torax and abdominal wall with spider webs, collateral red
venous in abdomen, painless liver enlargement (5 cm below the right
costal border), splenomegaly and ascites. Digestive bleeding was not
found. He developed cardio-respiratory deterioration due to sepsis and
bacteremia, requiring vasoactive drugs, broad-spectrum antibiotics
and mechanical ventilation support at ICU. Results: WBC 15,740
(5200-12000), Granulocytes 91%, Lymphocytes 5.6%, Hb 11.9 gr/dL
(12-18), MCV 88.8Ft, HMC 30.9 Pg, Platelet count 206,000, Bands
17%, toxic granulations present, and granulocytes vacuolation +.
LFT’s: Total Bilirrubin 6.77mg/dL (0.01-1.0), Direct Bilirrubin 3.7
mg/dL (0.01-0.30) Albumin 2.82 mg/d (3.5-5), Amilase 65 U/L (28-
100), Cholesterol 140 mg/dL (140-200), BUN 10.7mg/dL (8-18) Creat
0.82 mg/dL (0.8-1.4), Alkaline phosphatase 492 U/L (95-117), GGT
753 U/1 (7-32), AST 45 U/1 (5-37,) ALT 98 U/L (5-50), INR 1.39. Vi-
ral agents HIV, HCV and AgsHVB were negative. Blood culture: E.
Coli (multi-resistance, sensitive to Imipenem). Ascitic fluid: 345 cells,
45% Granulocytes, Glucose 103 mg/dL, total proteins 420 mg/dL,
SAAG >1.1. Doppler Color US: hepatomegaly, heterogeneous liver
pattern, PV diameter 15 mm, hyperechogenic image on the PV lumen
involving the right and left branches with multiple collateral veins.
Spleen volume 988 cc. Ascitic fluid detected. Abdominal CT revelead
hepato-splenomegaly, and PV luminal thrombi. Endoscopy: small
esophageal varices and severe congestive gastropathy . Colonoscopy
was performed because of fresh blood passage on stools, yielded only
a small polyp on descending colon (diameter 3 mm). Polyp histopa-
thology: Inflammatory polyp. Discussion: Among the multiple etiolo-
gies of PV thrombosis, sepsis-associated are extremely rare. The diag-
nosis has to be highly suspected in patients with abnormal liver func-
tion tests in an appropriate clinical setting. The main causes of sepsis
in this selective patients group are related to complicated colonic di-
verticular disease, appendicitis and abscesses close to the PV. The
present case had a positive E. Coli hemoculture , and broad spectrum
antimicrobial agents were used, Imipenen treatment was selected to re-
solve the sepsis. Substantial improvement was seen 10 days after anti-
biotics and anticoagulation with acenocumarine was initiated. At
present, the clinical utility of anticoagulant therapy represents a con-
troversial issue. Nevertheless, it has been reported that some patients
have partial or total PV thrombosis recanalization with anticoagula-
tion. Actually the patient is alive and stable conditions under portal
hypertension treatment at the outpatient clinic.

19. The effect of artificial bezoar (Gallstone powder) on prolifera-
tion of human pancreatic cancer — an in vivo study on nude mice
Vitek L, Zelenka J, Lenicek M, Zadinova M. Charles University of
Prague.

Introduction: Bile pigments, including bilirubin and biliverdin, con-
tribute importantly to the defense against oxidative stress. Moreover,
recent clinical studies suggest that mildly elevated serum bilirubin lev-
els might protect from certain forms of cancer. Artificial bezoar (pow-
dered bovine gallstones, also known as Nui Huang) is used in tradition-
al Chinese medicine for centuries for its antipyretic and anti-inflamma-
tory properties. In the present study, we investigated the effect of
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artificial bezoar on proliferation of pancreatic cancer. Methods: The
study was performed on nude mice (strain CD-1, n=5 in each group)
subcutaneously xenotransplanted with human pancreatic adenocarci-
noma cell line PaTu. After successful attachment and growth initiation
of cancer cells, the mice were treated with daily oral administration of
water suspension of powdered bovine gallstones (Artificial bezoar,
Biopharma, Australia) (50 mg/kg b.wt.) containing more than 50% of
Ca bilirubinate. The control group did not receive any treatment. The
primary endpoint was the survival time (assessed by Kaplan-Meier sur-
vival analysis). Simultaneously, tumor size progression during the first
24 days (measured every 3 days) was analyzed (by repeated measures
ANOVA with Holm-Sidak post-hoc testing). Results: As compared to
controls, mice treated with artificial bezoar survived significantly long-
er (39.3 £ 8.2 vs 45.8 £ 0.9, p=0.009). Both groups differed significant-
ly in tumor size already since 3rd day after initiation of artificial bezoar
therapy. The most pronounced difference in tumor size was detected at
24th day of therapy (0.88 + 0.36 vs 3.29 + 2.20 cm?, p=0.029 in artifi-
cial bezoar vs control group, respectively). Conclusions: In our experi-
mental model of human pancreatic cancer, substantial antiproliferative
effect of orally administered artificial bezoar was demonstrated. These
results suggest that bile pigments might contribute to the protection
from pancreatic cancer. This work was supported by a grant No.
209071 given by the Czech Ministry of Education.

20. Biphasic pattern of psoriatic arthritis during treatment with
interferon and ribavirin for chronic hepatitis C (166)

Pijak MR,! Hrusovsky S,? Gazdik F,2 Oltman M3. ! First Department of
Internal Medicine, University Hospital, Bratislava, Slovakia. > Slovak
Medical University, Bratislava, Slovakia. * Department of Gastroente-
rology, University Hospital, Bratislava, Slovakia.

Background: Only a few case reports have been reported describing
association of psoriasis with chronic hepatitis C (CHC). It is not clear,
however, if it was causal association or coincidence. A more striking
association of psoriasis in the setting of HCV infection has emerged
during interferon-(IFN) treatment. We describe biphasic pattern of clin-
ical course of psoriatic arthritis(PsA) in a patient with HCV associated
mixed cryoglobulinemia and its relationship to treatment with interfer-
on-(IFN) and clearance of the of the virus. Case report: A 44-year-old
Caucasian man with a long history of CHC developed dramatic worsen-
ing of his PsA in association with the two courses of IFN and ribavirine
treatment. The failure of the antipsoriatic treatment and persisting vire-
mia necessated discontinuation of the first course of IFN treatment with
subsequent improvement of PsA. During the second course of treat-
ment, the same initial deterioration was observed. However, after two
months the PsA started to improve despite of continuation of IFN treat-
ment. On review 36 months after termination of the treatment the pa-
tient continues in virological remission and his PSA remains in remis-
sion too, without any treatment. Conclusions: This case adds further
evidence that IFN can provoke PsA, especially when additional precip-
itating factors such as infection are involved. The close temporal rela-
tionship between improvement of PsA and elimination of HCV infec-
tion indicates the possibility of a direct pathogenetic link between the
HCV and PsA. Hence, HCV infection should be considered in all indi-
viduals with psoriasis or PsA who have risk factors for HCV infection.

21. Withdrawn
22. Withdrawn
23. Withdrawn
24. Withdrawn
25. Withdrawn
26. Withdrawn

27. Insulin sensitizers in the treatment of non-alcoholic fatty liver
disease: A systematic review.

Chavez-Tapia NC,' Barrientos-Gutierrez T,> Montafio-Reyes MA,?
Tellez-Avila F1,' Garcia-Leyva J,! Misael Uribe!. ! Departamento de
Gastroenterologia. Instituto Nacional de Ciencias Médicas y Nutricion
Salvador Zubiran, Ciudad de México, México. > School of Public
Health. University of Texas. USA. 3 Instituto de Educacion Media
Superior, Ciudad de México, México.

Background: Nonalcoholic fatty liver disease (NAFLD) is an increas-
ingly recognized condition that may progress to end-stage liver dis-
ease, ranging from simple steatosis to steatohepatitis, advanced fibro-
sis, and cirrhosis. Currently there is no consensus regarding effective
therapy for NAFLD; attempts are being made to direct treatment to-
ward avoiding or correcting risk factors, including insulin resistance
and decreasing hyperinsulinemia hepatoprotective effects. Aim: We
performed a comprehensive systematic review to establish the evi-
dence available about the clinical effectiveness of insulin sensitizers in
NAFLD. Search strategy: Electronical databases Medline (1966-
March 2006), EMBASE (1988-March 2006), Cinahl (1982-March
2003), Educational Resource Information Center (ERIC) (1966-March
2006), Information Science & Technology Abstract (LISTA) (March-
1967 2006), Cochrane Database of Systematic Reviews (CDSR), Co-
chrane Controlled Trials Register (CCTR), Database of Abstracts of
Reviews of Effects (DARE) (1994 2006), Dissertions in Proquest and
First Search databases and Literatura Latinoamericana y del Caribe en
Ciencias de la Salud (LILACS). The authors also searched reference
list and abstract from main gastrointestinal meetings. Study selection
criteria: The selection criteria were: (1) studies of clinical trials using
anyone or combination of insulin sensitizers in subjects with NAFLD;
(2) sample of adult patients; (4) published in full manuscript form or
abstract; and (5) English, Spanish, German and French language only.
Results: Twelve studies were candidates to be evaluated. Two studies
compare the utility of metformin versus diet, biochemical improve was
observed, but not in histology. Five trials evaluate the use of metfomin
in single arm studies, biochemical and insulin resistance were im-
proved. The use of thiazolidinediones were evaluated in five studies,
all of them show significative improvement in liver function tests, in-
sulin resistance and image scores of liver steatosis. Conclusions: Cur-
rent information do not support the use of insulin sensitizers in treat-
ment of NAFLD, evidence from lack-methodological studies indicate
that metformin could be useful, and until more high quality studies us-
ing thiazolidinediones show beneficial effects this therapy has can not
be recommended.

28. Abnormal liver function tests (LFTs) of unknown origin.
Usefullness of liver biopsy

Rivera Irigoin R, Méndez Sanchez IM, Ubifia Aznar E, Fernandez
Moreno N, Vera Rivero FM, Garcia Fernandez G, Sanchez Cantos A.
Service of Gastroenterology and Hepatology. Hospital Costa del Sol.
Marbella. Spain.

Introduction: In most patients with elevated liver function tests
(LFTs) with unknown cause, a defined diagnosis is rarely reached with
a subsequent specific therapy. Aim of the study: To valorate if the his-
tologic information given and the liver biopsy modified the prior ther-
apeutical attitude in this group of patients. Material and methods:
Retrospective cohort-study including patients with abnormal LFTs of
unknown origin referred for liver biopsy from January-2002 to Janu-
ary-2005. Knodell histologic score was used to assess the liver dam-
age: slight histologic damage (FO-F1) and moderate to severe damage(
F2-F4) . Statistical analysis with SPSS 12.0 package. Results: Thirty-
eight patients were enrolled, medium age 40-yr-old, male 55.3%. A
slight histologic damage (FO-F1) was found in 76.3% of patients in
spite of 23.7% with a moderate to severe damage( F2-F4). In 5 out of
38 patients (13.2%) liver biopsy gave an ethiologic diagnosis, as fol-
lows: drug-induced hepatitis, M. tuberculosis granulomatous hepatitis,
alcohol-induced hepatitis, primary biliar cirrhosis (PBC) and an adult-
hood ductopenia respectively. Four out of 38 biopsied patients
(10.5%) received specific medical treatment: therapeutical flebotomies
in 2 patients with severe steatosis and haemosiderosis, anti-tubercu-
lous specific therapy for M. tuberculosis granulomatous hepatitis in 1
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patient and ursodeoxicholic acid (UDCA) in 1 patient with PBC. Me-
dium AT, ALT, AF, bilirrubin and GGT levels were 61.4 U/L, 89.9 U/
L, 166.2 U/L, 1.4 mg/dl and 143 U/L respectively. Percutaneous ultra-
sound-guided liver biopsy was followed by no complications in our
series. No clear relationship was found between blood tests profile and
a specific etiology of the abnormality in LETs. Conclusions: In our
experience liver biopsy helps in clarifying the etiology of LFTs abnor-
malities in 13.2% of the patients with otherwise unknown cause, simi-
lar to other published series. The information given by the liver biop-
sy carries a 10.5% change in the therapeutic attitude.

29. Ethanol up-regulates HCV replication and gene expression
trough a mechanism that involves COX-2

Trujillo Murillo KC,' Alvarez Martinez O,' Barrera Saldafia HA,' Bos-
ques Padilla FJ,> Martinez Rodriguez HG,' Ramos Jiménez J,* Rincon
Sanchez AR,* Rivas Estilla AM'. ! Departamento de Bioquimica, Fa-
cultad de Medicina, UANL, Monterrey, México. ? Servicio de Gas-
troenterologia. 3 Departamento de Infectologia, Hospital Universitario
“Dr. José E. Gonzalez”, UANL, Monterrey, México. 4 Universidad de
Guadalajara, Jalisco, México.

Background: Despite strong epidemiological evidence the mecha-
nisms by which alcohol accelerates liver damage in patients with hep-
atitis C remains unknown. The availability of the HCV replicon sys-
tem containing hepatic cells has provided a unique opportunity to in-
vestigate the interaction between alcohol and HCV replicon expression.
One plausible mechanism through which alcohol consumption may fa-
vor the progression and exacerbation of HCV infection is oxidative
stress. Recently, the activation of cyclooxygenase-2 (COX-2) has been
implicated in the HCV-associated hepatocellular carcinoma. Aims: We
evaluated the effect of ethanol on HCV expression and the role of cy-
clooxygenase-2 (COX-2) expression and activity on ethanol-treated
HCV replicon expressing cells.

Methods: We used the Huh7 HCV replicon cells and parental
cells. Cells were incubated with or without ethanol (100, 150 and
200mM) for 24, 48 and 72 hours. At the end of this time, HCV RNA
quantification and protein expression were measured by Real-time RT-
PCR (TagMan probes) and Western blot (using anti-HCV NPTII, anti-
HCV NS5A, anti-actin and anti-COX-2 antibodies). Cell viability also
was quantified by alamarblue reduction. After ethanol treatment, the
levels of prostaglandin E, (PGE,), the product of COX-2 activity were
quantified. Results: Our results showed that ethanol (150mM) treat-
ment stimulated HCV replicon expression at both HCV-RNA (up to
4.36 times) and protein levels (up to 4.0 times) and this effect was time
dependent. There was no cytotoxic effect of ethanol at the concentra-
tion of 150mM on the cells. To investigate the possible mechanism (s)
responsible for alcohol-mediated up-regulation of HCV RNA and pro-
tein expression in Huh7 HCV replicon cells, we examined COX-2 ex-
pression and activity in presence or absence of ethanol. We observed
that COX-2 protein and PGE, levels were induced in Huh7 HCV repli-
con cells while they were almost undetectable in parental cells. Inter-
estingly, we found that ethanol up-regulated COX-2 protein and PGE,
levels in Huh7 replicon cells whereas the addition of ethanol to paren-
tal cells had no significant impact on COX-2 protein and PGE, levels.
Furthermore, ethanol treatment showed an additive effect in COX-2
protein expression and activity induced by HCV viral proteins and in
turn increased HCV viral expression. Our results suggest that COX-2
expression is involved in ethanol-induced HCV RNA and protein ex-
pression. Conclusions: We suggest that ethanol increases HCV repli-
cation at least in part by up-regulating a key cellular regulator of oxi-
dative stress pathway known as COX-2 or its products. This work was
supported by «PAICYT SA1010-04 and PROMEP/103.5/04/2590».

30. Replication and genic expression of the hepatitis C virus
regulated by the participation of cyclooxygenase 2 (COX-2)
Alvarez Martinez O,' Trujillo Murillo KC,' Mufioz Espinoza L,?
Velazquez Vadillo JF,! Rivas Estilla AM!'. ' Departamento de
Bioquimica, Facultad de Medicina, UANL, Monterrey N.L. México.
Servicio de Medicina Interna. 2 Unidad de Higado, Hospital Universitario
«Dr. José E. Gonzalez», UANL, Monterrey Nuevo Leon México.

Background: The Hepatitis C infection represents one of the main
causes of chronic hepatitis, cirrhosis and hepatocellular carcinoma
(HCC) in the world. Cyclooxygenase 2 (COX-2) is an enzyme in-
volved in the inflammatory process. The principal activity is the bio-
synthesis of prostaglandins; this enzyme has angiogenics properties
related to the survival and the development of diverse types of cancer
including the HCC. This last property has waked up great importance
in the investigation due to the potential inhibitor use of COX2 like
therapy against the cancer, process that also appears in the patients
with hepatitis C. One has seted out, an association between the anti-in-
flammatory process and the regulation of the expression of proteins of
the HCV, nevertheless the findings are contradictory. The elucidation
of this interaction is important to understand the molecular mecha-
nisms by means of which the HCV is able to maintain an infection per-
sistent in infected patients. Aims: Evaluate the roll of the cyclooxyge-
nase 2 enzyme in the replication and expression genic of the Hepatitis
C Virus, in the replicon subgenomic system. Methods: The Huh-7
cells are hepatoma human cells, we used Huh-7 replicon cells express
HCV replicon and parental Huh-7 cells (without replicon), were ex-
posed a concentration of 4mM of aspirin (AAS), (inhibiting of COX-
2), and incubated during 24, 48 and 72 hours with the purpose of eval-
uating the effect of this agent in the levels of the RNA and proteins of
the HCV. Later, the expression of the VHC at transcripcional level was
analyzed quantifying the viral RNA by means of RT-PCR in Real
time. At post-traduccional level was identified the expression of viral
proteins (NPTII, NS5A) and cellular proteins (Actina, COX2) by
Western blot. In addition, to evaluate the enzymatic activity of protein
COX-2, the quantification of the intracellular levels of E, prostaglan-
din was made (PGE,). Results: We were observed that in the Huh-7
cells that lack the expression of viral proteins, the COX-2 expression
was almost imperceptible, in opposition to the findings found in the
cells of hepatoma that express proteins of the VHC, where was ob-
served an increase in the expression of enzyme COX-2 dependent of
the time (0-72h). This increase in the expression of COX2, found sin-
gle in the cells that express replicon, correlates directly with an in-
crease in the levels of the viral RNA and the effect is proportional ac-
cording to the time (0 - 72h). When we treated the HCV replicon cells
with 4mM of AAS by a period of 0 to 72h, was observed that the in-
hibitor of cyclooxygenase diminished the levels of viral RNA and vi-
ral proteins according to the time of exposition, its greater effect ob-
taining to 72h. In the same way, was evident that the activity of en-
zyme COX-2, diminished as the time of exhibition with AAS.
Conclusions: In our system we suggest, that the COX-2 on-expression
is by cause of the time and correlates with an increase in the viral pro-
tein expression. Our results suggest it inhibition of COX-2, half-full by
aspirin, diminishes the expression of the RNA and proteins of the
HCV; the effect on the enzymatic activity of protein COX-2 is even
decreasing approval the time of exhibition with the AINEs. Therefore,
we propose that enzyme COX-2 is involved in the positive regulation
of the transcripcional and post-traduccional expression of the HCV.
This work was supported by “PAICYT SA1010-04 and PROMEP/
103.5/04/2590”.

31. Liver steatosis in overweight/obese children

Rivera R, Ubifia E, Navarro JM, Tapia L, Mendez I, Fernandez N,
Vera F, Perea E. Service of Gastroenterology and Hepatology.
Hospital Costa del Sol. Marbella. Spain.

Objectives: 1) The prevalence of liver steatosis in overweight/
obese children 2) Correlations liver steatosis with risk factors of
cardiovascular, biochemical parameters and life’s styles. Material
and methods: We performed a transversal study of 116 patients
with overweight or obesity (IBM>P90) (64 males and 52 females)
between 6-14 years old (mean 10,47). Anamnesis, questionnaire
over life’s styles and physical exploration including arterial blood
pressure were recorded. Transaminase, TSH, uric acid and lipidic
levels were tested in all patients. Oral glucose tolerance test, in-
sulinemic resistence (HOMA) and insulinemic sensitivity
(QUICKY) were tested in group of obesity patients. All children
underwent an ultrasonographic study of the liver. Results: The
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prevalence of liver steatosis was 37,9%. Values of transaminase
above the elevated levels (ALT, AST and/or GGT) were present in
13,3% of the group with US liver steatosis, and this group was
showed bigger grade of US liver steatosis(Grade 11:44,4%; Grade
111:22,2%). The correlations the biochemical parameters in the sub-
jects, grouped according to the presence or not of liver steatosis are
illustrated in table I and II. Triglycerides, LDL, total cholesterol,
GPT, hyperinsulinemic, HOMA and metabolic syndrome were sig-
nificantly higher among patients US fatty liver. In rest parameters,
including exercise and diet, the differences were not statiscally sig-
nificant. Logistic regression selected metabolic syndrome and hy-
perinsulinemic as factors independently associated with fatty liver
(OR:182% and OR:4,3% respectively).

Table I. Biochemical parameters.

Parameter No steatosis(Mean)  Yes esteatosis(Mean)  p value T-Student.
Triglycerides 90.53 113.67 0.056
HDL 54.19 51.41 0.268
LDL 97.48 82.49 0.004
Total cholesterol 169.28 155.81 0.029
GOT 24.62 26.07 0.252
GPT 21.32 28.65 0.026
GGT 16.37 16.93 0.680
Uric acid 5.30 5.49 0.424
TSH 2.83 3.00 0.461

Table I1. Group of patients with oral glucosa tolerante test.

Parameter No steatosis(Mean) Yes esteatosis(Mean)  p value T-Student.
Basal glucose 89.39 91.56 0.224
Insulin 16.50 23.66 0.033
HOMA 3.92 5.73 0.010
QUICKI 0.321654 0.31037 0.092

Conclusion: The prevalence of fatty liver is 37,9%. The metabolic
syndrome and hyperinsulinemic are risk factors associated with fatty
liver in children.

32. Profitability of liver biopsy in patients with chronic hepatitis C
virus infection

Rivera Irigoin R, Ubifia Aznar E, Méndez I, Garcia G, Vera F, Navarro
IM, Fernandez F, Fernandez N, Sanchez A. Service of Gastroenterology
and Hepatology. Hospital Costa del Sol. Marbella. Malaga. Spain.

Objectives: 1) In all patients, clinical basal data were recorded. 2) De-
scribe the indications for biopsy in our patients and the reasons for
nontreatment after biopsy were identified the indications 3) Analyzed
whether the decision to start treatment was influenced by the histolog-
ical grade of the lesion 4) We also analyzed whether there is any asso-
ciation between histological grade and transaminase levels. Material
and methods: We performed a descriptive retrospective study of liver
biopsies performed in patients with chronic hepatitis C virus (HCV)
infection from January 2002 to January 2005. Results: A total of 215
patients were included with chronic hepatitis C. Mean age was 42,05
years (72,6% males, 27,4% females). The indications for biopsy were
transaminase levels elevated in 83,3% and transaminase levels normal
in 16,2%. The percentage of patients who received nontreatment after
liver biopsy was 25,1% and the causes of nontreatment were: histolog-
ical minimal lesions(50%), want the patient to know the histological
lesion (9,25%), the patient don’t want to start the treatment (9,25%),
descendents (9,25%), missing (9,25%), alcoholism (5,55%), depres-
sion (3,70%), thyroid pathology (1,85%) and treatment with phleboto-
mies (1,85%). The histological results were as follows: GO (1,9%), G1
(27,6%), G2 (48,1%), G3 (21,4%) and G4 (1%); FO (8,6%), F1
(28,1%), F2 (41%), F3 (18,1%) and F4 (4,3%). There was differences
significant between transaminase levels and fibrosis stage (¢ 2 vs <2),
there been fibrosis advanced (Fe¢ 2) in 41,66% of the patients with

transaminase levels normal (p<0,02). Conclusion: The 83,3% of liver
biopsies performed in patients were transaminase levels elevated Until
in 25,1% of the patients nontreatment after liver biopsy; been to pre-
vent these decision with indepent histological grade in 38,5%. The
41,66% of the patients with transaminase levels normal showed fibro-
sis stage >2.

33. Withdrawn

34. Tuberculosis post-liver transplantation associated to syndrome
of inappropriate antidiuretic hormone secretion (SIADH): diffi-
cult management disease, case report.

Rossano A, Ladron de Guevara L, De la Paz R, Aquino S, Martinez M,
Gorraez M, Diliz H. Centro Medico Nacional “20 de Noviembre”
ISSSTE, México, D.F.

Introduction: Tuberculosis (TB) is a serious opportunistic infec-
tion in transplant patients; the incidence rate in underdeveloped
countries is 0.35% to 15%. The mortality can be as high as 40%.
We report a female patient with miliary tuberculosis and hyponatre-
mia. Case presentation: Female patient, 45 years old, resident
from Veracruz, 8 months post- OLT because Primary Biliary Cir-
rhosis. She was on three-drug immunosupression (Tacrolimus,
Prednisone and Mycophenolate Mofetil). She presented low grade
fever, dyspnea, unknown weight loss and general weakness. She
was checked by a local general practitioner who prescribed one
week amoxicillin. No improvement was noticed and diarrhea was
added to the symptoms as well as abdominal pain. She was referred
to specialized care and hospitalized. Infectious testing results came
back negative, including hemoculture and acid-fast smears, as well
as CMV, EBV and herpes serology. A decrease in plasma sodium
level was noticed from 130 mEq/l to 117 mEq/L four days later.
She was medicated with a quinolone and improved symptoms, fe-
ver resolved and she was sent home. Six weeks later the patient re-
turned with fever, sweating, productive cough and no gastrointesti-
nal symptoms. Plasma sodium level was 116 mEq/L and urinary so-
dium 117 mEq/L. Plasma sodium decreased to 106 mEq/L and she
developed headache, nausea, restlessness, irritability, muscle
cramps, hyporeflexia and confusion. Hyponatremia, euvolemic and
hyposmolar was diagnosed (plasma osmolality 234 mmol/L, uri-
nary osmolality 210 mmol/L). Acid-fast smears were repeated and
results were positive, chest radiograph and contrast enhanced com-
puter tomography showed pulmonary infiltration. TB treatment
started with four-drug regimen (isoniazid + rifampint+ pyrazina-
mide + ethambutol) but hyponatremia persisted. Contrast enhanced
suprarenal computer tomography was normal, plasma ADH, aldos-
terone and cortisol levels and urinary density were performed and
SIADH was diagnosed. Mineralocorticoid treatment was started
and improved all neurological symptoms. The patient is asymptom-
atic and monthly acid-fast smears negative while on TB treatment.
Conclusions: TB incidence shows an increase in immunosupressed
patients. TB rates in solid organ transplantation are considered
0.8%. It is known that TB can spread fast by hematological seeding
through the body. Suprarenal involvement was suspected but not
supported by all testing done. SIADH diagnosis was concluded
based on symptoms, urinary sodium measurement and urine osmo-
lality. We performed a fully literature search and no case study
similar to this was found. We consider this the first report where
post-OLT presents with military TB and SIADH. It is important to
empathize that early clinical suspicion leads to an opportune diag-
nosis and to a successful and safe treatment with careful immuno-
supression monitoring.

35. Inhibition of HCYV replication and gene expression by RNA
interference

Elizondo Gonzéalez R,' Trujillo Murillo KC,?> Rivas Estilla AM,?
Zapata Benavides P,' Flores Gonzalez MS,' Mendoza-Gamboa E,!
Trejo Avila LM!. ! Laboratorio de Inmunologia y Virologia, Facultad
de Ciencias Biologicas. 2 Departamento de Bioquimica, Facultad de
Medicina, UANL, Monterrey, Nuevo Ledn, México.
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Background: Hepatitis C virus (HCV) is a significant cause of mor-
bidity and mortality, infecting over 170 million people worldwide.
The best therapy available at present uses a combination of interferon-
* (INF-+) and ribavirin, but only half of the patients treated (50-55%)
show a sufficient antiviral response. Small interfering RNAs (siRNA)
are an efficient tool to specifically inhibit gene expression by RNA in-
terference. RNA-directed antiviral strategies are likely to successfully
block the HCV replication cycle. Aims: we inhibited of HCV RNA
and viral proteins levels in HCV replicon expressing cells using RNA
interference. Methods: We used the human hepatoma cell line (Huh-
7) that expresses a subgenomic replicon of HCV. Cells were transfect-
ed with different concentrations of RNA interference (RNAi) (100 and
200 nM). The RNAi was directed against the NS5B region of the viral
genome, because this protein is responsible of viral replication. After
2, 4 and 6 days post-transfection HCV RNA quantification and protein
expression were measured by semiquantitative RT-PCR and Western
blot (using anti-HCV NS5B and anti-actin antibodies). Cell viability
also was quantified by Tetrazolium Salt Reduction (MTT) assay. Re-
sults: In transient transfection experiments using RNAi against NS5B
region, we observed that the concentration of 100nM did not affected
the HCV RNA levels, however, the concentration of 200nM inhibited
HCV RNA levels and this effect was observed two and four days after
transfection. We also monitored HCV protein expression and we ob-
served that RNAi of 100nM and 200nM suppressed NS5B protein ex-
pression more strongly six days after transfection. Conclusions: Syn-
thetic siRNA against NS5B inhibited replication and viral proteins and
thereby become a powerful strategy against HCV.

36. Hepatitis B and C prevalence in blood donors in Veracruz,
Mexico

Valerio-Urefia J,! Vasquez-Fernandez F,' Pérez-Sosa JA,' Cortazar-
Benitez, LF', Prieto-Murguia EG', Chavez-Tapia N,> Guzman-Ramon
D,? Jiménez-Mufioz E,* Ocejo-Rodriguez A3. 'Hospital Regional de
Veracruz (SESVER). ? Instituto Nacional de Ciencias Médicas y de la
Nutricion Salvador Zubiran. 3 Centro Estatal de la Transfusion
Sanguinea (SESVER).

Background: Cirrhosis and other chronic liver diseases are important
causes of death in Mexico. The main etiological agent related to them
is Hepatitis C virus (HCV), whose prevalence has been associated with
socioeconomic status and geographic situation. Most of the epidemio-
logical studies that had been conducted in Mexico refer the prevalence
in the north and center of the country, with a few evidence of the south
region. The aim of the study was determinate the prevalence of Hepa-
titis C virus and B virus in blood donors in Veracruz, Mexico. Meth-
ods: A retrospective study was made in the Veracruz City’s Blood
transfusion state center. Serologic tests detecting Hepatitis B surface
antigen (AgSHB) and HCV virus were performed. We enrolled all
blood donors that presented in the period from January 1 to December
315 2005. We obtain the follow demographic variables: sex, age, mar-
ital status, schooling and previous screening for HCV and B virus.
More than three sexual partners, tattoos, IV drugs use or high risk sex-
ual practice were considered as risk factors. A descriptive analysis was
made with the SPSS/PC program 10.0 version (SPSS Inc., Chicago,
IL). Results: A total of 8650 blood donors were tested for HCV and B
virus in the Veracruz City’s Blood transfusion state center. Of them,
93% were man and 7% women, with a mean age of 32.6 (9.9 DE).
None of the individuals had a risk factor. We found 101 positive cases
to hepatotropic viruses; the prevalence of AgSHB was 0.57%, corre-
sponding to 5 men at 19 — 40 years. The prevalence of HCV was 1.1%
(88 men and 8 women), corresponding to 96 donors at 19 — 62 years.
Among the individuals with a positive test for HCV, 76% had only el-
ementary school. From all the individuals with a positive test, only
2.97% had a previous screening for HCV and B virus. Conclusion:
Our study was conducted among a low risk population. We found a
similar prevalence to that reported in other regions of Mexico; the
poor education was the only factor associated to seropositivity. It will
be important to implement a prevention and health education refer to
opportune diagnose, because of the low rate screening detection of
HCV and B virus.

37. Clinical significance of elevated alanine aminotransferase in
Mexico. Preliminary report

Nufiez-Nateras R,'! Serrano-Luna J, Gutierrez-Reyes G,' Aguirre-
Valadez J, Farfan B, Olivera Martinez M,> Robles-Diaz G,' Wolpert
E,> Fridman L,> Hernandez B,> Gutiérrez-Ruiz MC,? Corona C,?
Kershenobich D'. ! Unidad de Medicina Experimental, Facultad de
Medicina UNAM, Laboratorio de Higado, Pancreas y Motilidad
(HIPAM). 2 Clinica Lomas Altas México D.F. 3 Universidad Autonoma
Metropolitana Unidad Iztapalapa México, D.F.

Background/Aim: In the clinical setting serum aminotransferase ac-
tivity is frequently used as an indicator of liver disease. In this study
we analyze the prevalence and etiology of elevated alanine ami-
notransferase (ALT) in a Gastroenterology Clinic. Methods: We in-
clude the first ALT determination processed in 10,991 individuals,
5613 (51%) females, utilizing Vitros 250 chemistry system (Ortho-
Clinical Diagnostics). Values of ALT >72 IU/L for males and > 52 U/
L for females were considered elevated. Results: ALT elevation was
found in 1351 cases (12.3%), mean age 45 (range: 21-84) years, being
more common in males (710, 53%, p=0.004). The etiology of ALT el-
evations was Viral Hepatitis in 291/1351 (21.2%) (HVA: 16%, HVB:
3% and HCV: 81%), Metabolic Syndrome and/or Obesity in 271/1351
(20%), Alcoholic Liver Disease 11/1351 (0.8%) Autoimmune and oth-
er Liver Diseases in 281/1351 (21%). Unexplained 497/1351 (37%).
According to gender, a female predominance was found among VHC
patients (65%, p=0.001), and a male predominance among the Meta-
bolic Syndrome ones (70% p=0.001). Conclusions: Significant gender
frequencies in ALT elevations related to virus (females) or metabolic
syndrome (males) are recognizable. Unexplained ALT elevations are
found in a high proportion of patients that can not be attributed to vi-
ral or non alcoholic fatty liver disease. This group requieres follow up
and further studies to elucidate the etiology.

38. Prevalence of risk factors for chronic viral hepatitis among
patients consulting general practitioners in Mexico.

Nufiez-Nateras R,' Gonzéalez-Benitez E,> Suarez-Santamaria S,?
Serrano-Luna J,' Gutierrez-Reyes G,' Kershenobich D'. ' Unidad de
Medicina Experimental, Facultad de Medicina UNAM, Laboratorio de
Higado, Pancreas y Motilidad (HIPAM). 2 Division Médica, Schering
Plough México, D.F.

Introduction: The control of chronic viral hepatitis B and C became
a public policy issue since the etiology and natural history of these
viral infections were recognized and there deleterious effects on hu-
man health are being appreciated by policy makers, medical practi-
tioners and public health specialists. Objectives: To conduct a study
to determine the prevalence of risk factors known to be associated
with chronic viral hepatitis that may increase the probability of get-
ting the disease. Material and methods: Volunteers recruited
through 100 General Practitioner’s (primary care physician) partici-
pated in a face to face survey, a questionnaire that included 11 dif-
ferent questions regarding risk factors for chronic viral hepatitis ap-
plied to a total of 155,339 adults aged 18-65 years. Results: Overall,
37,466 (24.1%) individuals were found at risk, 3148 (2.0%) had a
blood transfusion before 1992 and 3862 (2.5%) were transfused after
1992; 3818 (2.5%) reported to have been in contact with chronic vi-
ral hepatitis infected patients; 4,670 (3.0%) reported more than 10
different sexual partners; 3,592 (2.3%) suffered sexually transmitted
diseases; 2756 (1.8%) consumed cocaine; 1516 used IV illegal drugs;
298 (0.2%) were on long-term kidney dialysis; 285 (0.2%) had solid
organ transplant; 3699 (2.4%) reported a previous liver disease;
13,640 (8.8%) had a history of tattooing, body piercing or acupunc-
ture treatment. Conclusions: There is a great potential for promont-
ing education on viral hepatitis and risk reductions within the gener-
al practitioner’s practices. The risk assessment survey is an effective
tool to identify intervention programs. An effective public health ap-
proach should include investigation of risk factors, diagnosis and
medical treatment of chronic viral hepatitis by the general physician.
This study was supported by an unrestricted grant of Schering
Plough, Mexico.
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39. Frequency of hepatitis C genotype and its response to
treatment in the liver unit of University Hospital

Muiioz Espinosa LE, Chen Lopez C, Mendoza Fuerte E, Martinez
Resendis M, Cordero Pérez P, Ramirez Gutiérrez A. Unidad de
Higado, Hospital Universitario “Dr. José E. Gonzalez”, UANL.
Monterrey, Nuevo Ledn, México.

Introduction: Hepatitis C virus (HCV) is one of the leading causes of
end stage liver disease in México and around the world. Eighty percent
of patients with acute hepatitis will develop chronic hepatitis. There
are 6 genotypes and more than 100 subgenotypes. The aim of this
study was to know the frequency of genotypes and their outcomes to
antiviral treatment in the northeast of the country. Material and meth-
ods: This is a retrospective study in which we analyze 290 patients,
who had HCV diagnosis, from the Liver Unit of University Hospital.
There were included those patients who had have the HCV diagnosis
by PCR quantification. Were excluded those patients who didn’t have
follow up and untreated patients. We excluded 193 patients because
they didn’t have genotype. Our analyzed variables were, age, gender,
biopsy, genotype; viral load, AST and ALT who were analyzed ac-
cording to the algorithm of the HCV consensus of NIH. The used treat-
ments were, peginterferon alfa2a (PEG-IFN2a, 180ug/wk) plus ribavi-
rin (RBV, 800-1200mg qd), peginterferon alfa-2b (PEG-IFN2b, 1.5ug/
kg/wk) plus RBV, interferon alfa2a (IFN2alfa, 3MU/tiw) plus RBV,
natural alfa interferon (MIFN, 3MU/tiw) plus RBV, MIFN plus RBV
plus timosyn (Tim, 1.6 ug/biw). monotherapy PEG-IFN2a, PEG-
IFN2b and IFN2alfa. Patients with Genotype 1 (G1) were treated for
48 weeks and patients with non genotype 1 (nonG1) for 24 and 48
weeks. (eleven patients participated in controlled protocols of antiviral
treatment). Results: Ninety seven patients were included, the charac-
teristics of the global group were, 39 (40%) men and 58 (60%) women,
mean age 45 (4-69). The genotype most frequently found was G1, 70
(72%) and subtype la 35 (36%). Genotype 2 was found in 12 (12%),
genotype 3 in 12 (12%). Out of 43 treated patients, 31 (72%) were G1
and 12 (27%) nonG1. In the treatment group 20/43 patients had cirrho-
sis, 75% (15/20) was G1 and 25% was nonG1. The outcome by geno-
type, for G1 there was achieved an end of treatment response (ETR) in
16/31 (51%), the sustained virological response (SVR) in 14/31 (45%)
and non response (NR) in 14/31 (45%).Two out of sixteen patients
who had ETR, presented relapse. One (3%) patient with G1 stopped
treatment because of ascitis and neutropenia, although she had viro-
logical response on week 24. For nonG1 8/12 (66%) had SVR and 4/
12 (33%) NR. Twenty patients out of 31 Gl were treated with
PEGIFN+RBYV, 3 with PEGIFN, 12/20 achieved an early virological
response (EVR), 13/23 (56%) ETR, 11/23 (45%) SVR, and 1 did not
finish treatment. The mayority of patients who had EVR had SVR
(83%). In 3 patients who didn’t have evaluated ETR, 2 had SVR. Eight
patients were treated with non pegylated interferon (nonPEG-IFN), 7
with IFN+RBV and | with IFN+RBV+Tim. Three out of eight (37%)
had SVR and 5/8 NR. In nonG1, five received PEGIFN+RBV and 2
PEGIFN. Five out of 6 had ETR and Five/7 (71%) patients had SVR.
In nonG1 who received nonPEG-IFN were 5/12(41%) patients, 2 re-
ceived IFN, 2 IFN+RBV and 1 MIFN+RBV. Three out of 5 (60%) pa-
tients had SVR and 2/5(40%) NR. Conclusions: Genotype 1 and sub-
types 1b and la were the most frequently . The SVR on G1 were supe-
rior in patients who received pegylated interferons, but not as high as
previously reported on the literature. The majority of patients who had
EVR had SVR. The sample should be amplified to confirm the results.

40. Treatment with alpha natural interferon and ribavirin in
patients with chronic hepatitis C

Muiioz Espinosa LE, Ramirez Gutiérrez JA, Chen Lopez C, Mendoza
Fuerte E, Cordero Pérez P. Unidad de Higado, Hospital Universitario
“Dr. José E. Gonzalez”, UANL. Monterrey, N.L. México.

Introduction: There is an increasing population of patients with chron-
ic hepatitis C (CHC) who are non-responders (NR) to antiviral treat-
ment, specially those with genotype 1 (G1). The aim of this study was
to treat in a pilot study mostly previously CHC NR patients with alpha
natural interferon (Multiferon) plus ribavirin (RBV). Material and

methods: Seven patients (4 female, 3 males) with a mean age of 45.4
years (31-56) with CHC: 5 with cirrhosis 2 with chronic hepatitis re-
ceived Multiferon 6 MU/day s.c. monday to friday for 4 weeks, fol-
lowed by 3 MU/3xw for 44 weeks (total 48 wk). Five patients previ-
ously received Peginterferon alpha 2a or 2b (PEG-IFN). One patient
received both PEG-IFN 2a and 2b for 48 weeks each being NR. Four
patients did not showed early virological response (EVR) at 12 wk on
PEG-IFN alpha 2a or 2b, therefore treatment was stopped. All patients
were G1: 3:1a; 1:1a/Lb, 2:1b, in one patients genotype 1 could not be
subclassified. Results: One patient was NR to Multiferon, she was pre-
viously NR to PEG-IFN alpha 2a and 2b. Three patients showed EVR
to Multiferon and RBV (basal viral load-BVL- 1,590,000:33,400 and
1,002,950 IU/mL respectively; all of them <6001U/mL at wk12) one or
these patients exhibited a breakthrough during treatment with PEG-
IFN alpha 2a and the other 2 patients had not shown EVR to previous
treatment. One female patient on liver transplant waiting list was start-
ed on low dose Multiferon (1 MU/3xw) and 800 mg RBV, due to
thrombocytophenia treatment was stopped at wk 23 for 11 weeks, it
was then restarted and she completed 34 wk of treatment
(BVL:110,000 IU/mL at wk 12:29,000 IU/mL at wk 43: cualitative
HCV-PCR:Negative). Two patients have received antiviral treatment
for less than 12 weeks (1 naive; 1 previously NR at wk 24 with PEG-
IFN alpha 2a). Two out of seven patients have completed 48 wk of
treatment one was NR and one had EVR and viral load at wk 48 is
pending. Adverse effects were very similar to previous PEG-IFN treat-
ments. Conclusions: Although this is a small pilot group it is impor-
tant to note that in previously NR patients 75% (3/4) exhibited an EVR
at wk 12 with multiferon and RBV so we think it is worthwhile to in-
crease experience treating with alpha natural IFN and RBV in these
patients.

41. Utility of terlipresine and albumin in a group of patients with
hepatorenal syndrome

Galindo Marines SL, Mendoza Fuerte E, Muifioz Espinosa LE. Centro
Regional para el Estudio de las Enfermedades Digestivas (CREED),
Unidad de Higado Hospital Universitario, Universidad Auténoma de
Nuevo Ledén, Monterrey, Nuevo Leon, México.

Introduction: The Hepatorenal Syndrome (HRS) is a complication of
stage liver disease. There are two forms of presentation: Type 1 is
characterized by the onset of renal failure with a duration of two weeks
and the survival is less than 10%. Esplacnic dilation leads to kidney’s
vasoconstriction; the administration of the esplacnic vasoconstrictor
terlipresine could improve the kidney function in these patients. Ob-
jective: To evaluate the effectiveness of the infusion of terlipresine
and albumin to revert the HRS, the tolerability and side effects. Mate-
rials ands methods: Eight patients admitted with the were diagnosis
of acute kidney failure and liver cirrhosis. Patients were initially man-
aged with albumin (1-1.5 gr/kg), furosemide in infusion or 40 mg (tid)
or dopamine to renal perfusion dosage and IV liquids. HRS was diag-
nosed when there was no improvement after 48 hours according the
criteria of the International Ascites Club and treatment was started
with terlipresine in increase doses of .5 to 2 mg every 4 hours IV (with
an interval of 24 to 72 hours for the increase if the creatinine did not
drop « 1 mg/dL). Analysis of age, gender, etiology, presence of ad-
verse effects to terlipresine was done. Child-Pugh and MELD scales
and levels of serum creatinine; were evaluate at beginning and end of
treatment. Successful treatment was defined when an improvement in
renal function with decrease in serum creatinine * 1.5 mg/dL or 20%
decrease of basal creatinine. Results: Eight patients with renal failure
5 with HRS all were men, with and average age 55 (range 41-66). Al-
coholic etiology in 3, 1 with NASH, hepatitis C virus in 1. At admis-
sion MELD was 34.6 + 7.4 and Child-Pugh of 10.8+ 3.8 and at the end
of treatment MELD 32.6 + 7.9, and Child-Pugh 10.8 + 4.9 points (Ta-
ble 1), Days in hospital 21 (2-38). Accumulated terlipresine dosage
was 41 mg + 35.10 with 9.4 + 7.5 days of infusion. Creatinine at ad-
mission was 4.4 mg/dL + 0.84 with 3.1 + 1.4 mg/dL at discharge. A
decrease in Child-Pugh, MELD and serum creatinine was evident in
patients who responded to treatment (Table I). In 3 patients the basal
serum creatinine drop 34, 48.6 y 69.75% respectively. Side effects
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were pain and abdominal distention in 2 patients, one with an accumu-
late doses 20 mg at 4 day of infusion and another with 26.5 mg at 10
day. (The latter had a successful treatment); tachycardia in 1 patient
with and accumulate dosage of 15 mg at second day, terlipresine was
stopped. Only one patient died of HRS (20%) Another patient died of
sepsis and liver failure two weeks after the HRS reversed. One patient
was transplanted, another one is alive and without renal dysfunction
and the last one has no follow up after he was discharged from hospi-
tal. Conclusions: Treatment with terlipresine and albumin reversed
HRS in 3 of 5 patients (60%), with side effects in 60% of cases that re-
quired stopping treatment. The death for HRS occurred in 1 of 5 pa-
tients (20%) as opposed to 90% reported in patients with HRS and
conventional treatment. In one patient it was a bridge to liver trans-
plantation. Further prospective studies are needed, with a bigger num-
ber of patients to value the efficacy and incidence of complication of
terlipresine in the treatment of HRS.

Table I. Child. Pugh, MELD and serum creatinine

Success to
treatment (3) Child-Pugh Meld Serum creatinine
Pre-treatment 133+1.24 38+3.4 4.4+ .79 mg/dL

Post-treatment 9+£32 333+9.07  2.1+.68 mg/dL
Without success to treatment (2)

Pre-treatment 7+2.89 29.6 £10.6 4.5+ 1.27 mg/dL
Post-treatment 9+5.6 31.5+99 4.5+ .57 mg/dL

42. Evaluation of the antioxidative and hepatoprotective effect of
Herbs from North-Eastern of region México

Cordero P, Mufioz LE,' Torres L,' Rivas AM,? Trujillo K,? Salazar R,?
Noemi Waksman N3. ! Liver Unit. ? Department of Biochemistry. ?
Department of Analytical Chemistry, University Hospital “Jose
Eleuterio Gonzalez”, Universidad Auténoma de Nuevo Leon,
Monterrey, Mexico.

Several studies have examined the effects of plants used traditionally
by herbalist to treat diseases of the liver. The aim was to evaluate the
antioxidative and hepatoprotective effects of herbs from north-eastern
region of Mexico. Materials and methods: Ethanoholic extracts from
different parts of Centauria americana (1), Juglans mollis (2), Turnera
diffusa (3), and Florencia cernua (4), were studied for possible antiox-
idative and hepatoprotective effects. Antioxidative effects were mea-
sured spectrophotometrically in terms of ascorbate equivalents by the
absorbance reduction of 2,2’difenyl-1-picryhydrazyl radicals (DPPH).
The hepatoprotective effect was evaluated through the carbon tetra-
chloride (CCl,) toxic effect over the Huh7 cellular line, previously
treated with different doses of extract (10,100, 1000, and 5,000 * g/mL)
and measured through the of alanin aminotransferase (ALT) and aspar-
tate aminotansferase (AST) liberation in the supernatent of cellular cul-
ture. Results: All the extracts were compared vs. a toxicity control
group which consisted of Huh7 cells treated with CCl, (20mM). All the
extracts showed an antioxidative effect by the DPPH method: (1) 45.6
+ 25 ascorbate equivalents, (2) 55.4 + 7.1 ascorbate equivalents, (3)
57.5 + 7.1 ascorbate equivalents, (4) 57.0 £ 5.7 ascorbate equivalents.
An hepatoprotective effect was shown at doses of 10 and 100 mg/mL by
Turnera diffusa, Juglans mollis and Florencia cernua when the Huh7
cells were treated with CCl, (20 mM) while the same effect was ob-
served in the four studied doses (10-5,000 « g/mL) for the plant Centau-
ria americana. The alterations induced by CCl, were diminished as it
was observed by ALT and AST reduction of levels in 86/78%, 84/79%,
98/92% and 90/82% for the extracts of Centauria americana at doses of
10, 100, 1000 and 5000 « g/mL, respectively. The levels of ALT and
AST were diminished in 86/73% and 84/73% for the extracts of Juglans
mollis at doses of 10 and 100 * g/mL. The levels of AST were only di-
minished in 55% and 42% for the extracts of Turnera diffusa at doses
of 10 and 100 * g/mL. The levels of ALT and AST were diminished in
84/75% and 82/55% by the extracts of Florencia cernua at doses of 10
and 100 « g/mL. Conclusions: The hepatoprotective effect of the herb-
al extracts on the toxic effect by CCl, over the Huh7 cellular line can

be due to the antioxidative properties that were presented by the ex-
tracts.
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44. Risk factors and prevalence of hepatitis virus B and C serum
markers among nurses at a tertiary-care hospital in Mexico City,
Mexico: a descriptive study.

Motola-Kuba D,' Uribe-Ramos MH,' Zamora-Valdés D,' Sanchez-
Lara K!, Lezama-Mora JI,! Vasquez-Fernandez F,' Pérez-Sosa JA,'
Uribe M,' Ponciano-Rodriguez G,> Méndez-Sanchez N'. ! Research
Liver Unit, Biomedical Research Department, Medica Sur Clinic &
Foundation, Mexico City, Mexico. ? Faculty of Medicine. National
Autonomous University of Mexico, Mexico City, Mexico.

Background & aim: Alcohol consumption and viral infection with
hepatitis B virus (HBV) and hepatitis C virus (HCV) are the first caus-
es of chronic hepatopathy in Mexico. Medical personnel are at high
risk of developing HBV and HCV infection because both viruses are
transmitted parenteraly. The aim of this study was to determine the
prevalence of HCV and HBYV infection as well as risk factors in nurses
working at Medica Sur Clinic and Foundation. Methods: The com-
plete nurse staff personal from our hospital was included; a question-
naire of risk factors for HCV and HBV infection was assessed. HBV
and HCV infection (anti-HCV anti-HBc, and HBsAg) was determined
to all of them. In anti-HCV positive persons HCV genotype and viral
load was assessed. Results: Three hundred seventy six nurses where
studied, Anti-HBc was positive in 1.6% of all participants, none were
positive for HBsAg. 0.8% of all studied population was positive for
anti-HCV. Major risk factors for HBV infection where tattooing and
having more than 4 sexual partners previously, and for HCV infection
transfusions before 1992 and age. Only one person was anti-HCV pos-
itive with a viral charge of 5 X 10° copies, genotype 2b. Conclusions:
HCV seropositivity in people with high risk was lower than general
population. None was positive for HBV infection.

45. Liver biopsy at Medica Sur. An 8-year experience
Gonzalez-Avila D,' Pichardo-Bahena R,? Uribe-Ramos MH,! Zamora-
Valdés D,' Arce-Quifiones M,! Vasquez-Fernandez F,' Pérez-Sosa JA,!
Uribe M,! Méndez-Sanchez N'. ! Liver Unit and Biomedical Research
Department Medica Sur Clinic & Foundation. Mexico City, Mexico. ?
Pathology Department Medica Sur Clinic & Foundation. Mexico City,
Mexico.

Background and aim: Currently, an increasing incidence of liver dis-
ease has been observed. Chronic liver disease and cirrhosis represent
the fourth leading cause of death in Mexico; therefore, early diagnosis
are of vital importance. Liver biopsy is a useful tool for the diagnosis
and grading of cronic liver disease in both the asymptomatic patients
with abnormal liver enzymes and the chronically ill. The aim of this
study is to report the experience with this method in our institution.
Material and methods: A descriptive retrospective study of the liver
biopsy studied in our Pathology Department from january 1999 to june
2006 was performed. Material from all biopsias was available for re-
view. We analyze the age and sex of the patient, type of biopsy and
hystopathological diagnosis. Results: A total of 652 liver biopsies were
analyzed, from which 331 belong to males (50.7%) and 321 to females
(49.3%). Eighty-seven biopsias are performed annually in our hospital,
82.66% are performed in patients in age range of 18 to 65 years. Ob-
taining method was available in 96.8%; 406 were percutaneos biopsies
(62.2%), 183 surgical biopsies (28%), 22 fine-needle aspiration biop-
sies (3.3%) and 8 transjugular biopsies (1.2%). The main diagnosis
were: chronic active hepatitis in 170 cases (26%), from which 29.4%
were hystologically identified as chronic viral hepatitis C; nonalcohol-
ic fatty liver disease in 110 cases (16.8%), 71 cases with steatosis
(64.5%) and 39 with steatohepatitis (35.4%); metastases in 83 cases
(12.7%); liver cirrhosis in 71 cases (10.8%), from which 12 cases were
due to hepatitis C virus (16.9%); and cholestasis alone in 29 cases
(4.4%). Conclusions: The main histological diagnosis was chronic ac-
tive hepatitis, with hepatitis C virus as the main etiological factor. Most
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biopsies were performed in patients in the productive age range. The
annual number of biopsies was constant, being the percutaneous tech-
nique the more frequent.

46. Gallstone and cardiovascular disease: an association mecha-
nism.

Vazquez-Elizondo G, Zamora-Valdes D, Montano-Reyes MA,
Sanchez-Lara K, Uribe-Ramos MH, Vasquez-Fernandez F, Perez-Sosa
JA, Ramos MH, Uribe M, Mendez-Sanchez N. Liver Unit, Biomedical
Research Department, Medica Sur Clinic and Foundation, Mexico
City, Mexico.

Introduction: Gallstone disease (GD) is a very frequent disease in
Mexico. GD is associated to obesity, metabolic syndrome and cardio-
vascular disease, conditions that share insulin resistance, metabolic
and hormonal alterations that have low levels of Insulin-like growth
factor-1 (IGF-1). Interestingly, the thickness of the intima-media com-
plex in the common carotid artery had been associated to an increment
in the incidence of coronary heart disease (CHD). Aim: The objective
of this study was to investigate the association between the presence of
GD, the thickness of the carotid intima-media complex and the levels
of IGF-1. Materials and methods: We carried out a cases and controls
study in the Integral Diagnostic and Treatment Center at Medica Sur
Clinic and Foundation. Cases were defined by subjects with GD by ul-
trasound (US), and controls by patients without evidence of GD by
US. Anthropometric, biochemical and hormonal (IGF-1 and insulin)
variables were measured. The diagnosis of metabolic syndrome was
determined according to the ATP III criteria. The thickness of both
right and left carotid intima-media complex was made by high-resolu-
tion B Mode ultrasonography. Odds ratio was calculated for the vari-
ables of the cases according to the levels of IGF-1 and thickness of the
carotid intima-media complex, considering a difference statistically
significant for values of p < 0.05. Results: 76 patients were included,
25 cases and 51 controls. Statistically significant difference was ob-
served for BMI (28.1 + 3.97, p < 0.05), waist perimeter (106.5 + 0.11,
p <0.05), body fat percentage (32.7 = 4.9, p < 0.05), HOMA index >
2.5(2.5+ 2.7, p <0.05) as well as for thickness of the intima-media
complex (0.58 = 0.20 p < 0.05). No statistically significant difference
was observed for the serum levels of IGF-1. Conclusions: Results
from this study demonstrate an association statistically significant be-
tween GD and carotid atherosclerosis. This association could lead to an
early identification of subjects with high coronary risk and for the pre-
vention of the digestive and cardiovascular morbidity and mortality.
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48. Decrease natural Killer cell activity in patients with chronic
hepatitis C infection

Montafio Loza AL,' Ramirez Iglesias MT,! Martinez Castillo A,? Cruz
Castellanos S,' Nufiez Nateras R,? Olivera Martinez M,! Gutiérrez

Reyes G, David Kershenobich D?. ! Departamento de Gastroenterolo-
gia.? Inmunologia. * Instituto Nacional de Ciencias Médicas y Nutri-
cion, Salvador Zubiran, y Departamento de Medicina Experimental,
Universidad Nacional Autéonoma de Mexico.

Background/aim: Natural killer cells (NK) constitute the first line of
immunological defense against pathogens and play a fundamental role
in the recruitment of specific T cells against virus infections because
its capacity to directly attack infected cells through cytolytic mecha-
nisms, and indirectly by the secretion of cytokines that induce an anti-
viral environment. Therefore, we decided to evaluate ex vivo NK cells
activity of patients with chronic hepatitis C infection (CHC) and
healthy volunteers without infection (HV) through the secretion of in-
terferon-* (IFN-¢), Thl (TNF-¢) and Th2 (IL-4) cytokines, as well as
their perforin expression. Material and methods: Seventeen patients
with CHC without previous antiviral treatment and 17 HV were evalu-
ated. CHC patients were HIV-and HBsAg-negatives and all were posi-
tive for anti-HCV and HCV-RNA. NK cells were isolated from mono-
nuclear cells of peripheral blood through magnetic negative selection
and the purity of NK cells by flow cytometry analysis was 89.6 +
5.8%. NK cells were cultivated without stimulus and under different
stimulation protocols with: lipopolysaccharide (LPS 1 pg/mL), inter-
leukin-2 (IL-2 1000 U/mL), interleukin-12 (IL-2 1000 U/mL), and its
combinations (LPS+IL-2 and LPS+IL-12) in RPMI-1640 medium at
37° C with 5% of CO, and saturation humidity. After 72 h, cellular
suspension was collected for determination of IFN-, TNF-¢ and IL-4
by ELISA and cells were marked with anti-perforin human conjugated
with FITC for flow cytometry analysis. Results: IFN-¢+ secretion was
significantly lower CHC patient cells compared to HV cells in the fol-
lowing conditions: without stimulus (1.7 + 2.7 pg/mL vs 19.7 £ 32.6
pg/mL, P=0.01), with LPS (5.6 £ 10.1 pg/mL vs 42.9 + 39.6 pg/mL,
P<0.001), LPS+IL-2 (10.6 + 18.6 pg/ml vs 43.5 + 47.6 pg/mL,
P=0.03) and LPS+IL-12 (21.3 + 39.1 pg/mL vs 55.2 £ 138.4 pg/mL,
P=0.05). Although, secretion lower under the stimulation with IL-2 (8.1
+9.2 pg/mL vs 31.9 + 39.6 pg/mL, P=0.59) and IL-12 (5.3 £ 5.7 pg/mL
vs 40.3 £ 111.9 pg/mL, P=0.41) these differences did not reach statisti-
cal significance. Perforin expression of NK cells of CHC patients was
significantly lower in all conditions, including without stimulus (6.3 £+
7.4% vs 11.3 + 4.1%, P=0.02), with LPS (7.5 + 2.2% vs 28.2 + 16.3%,
P<0.001), IL-2 (6.8 = 4.7% vs 26.7 + 16.4%, P<0.001), IL-12 (6.0 £
4.2% vs 30.1 + 14.6%, P<0.001) and combination of LPS+IL-2 (8.5 +
6.8% vs 27.9 + 17.7%, P<0.001) and LPS+IL-12 (5.7 + 5.9% vs 29.7 +
17.4%, P<0.001), compared to HV cells. We did not find any signifi-
cant difference in the secretion of TNF-+ and IL-4 between both
groups. Conclusions: The ex vivo activity of NK cells of CHC patients
is diminished in basal state and after stimulation with bacterial products
and differentiation cytokines. These findings suggest that chronic HCV
infection deteriorate NK cells function, which could contribute to the
alteration of innate immune response and favor the chronicity of the in-
fection.



