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Abstract: Liver involvement is a common feature of leptospirosis. It is variable from mild to severe hepatic dysfunction.
Objective: to analyze liver involvement and to assess its prognostic value in leptospirosis. Materials and methods: We
performed analysis of 100 consecutive leptospirosis cases treated in Clinic of Infectious Diseases at University Hospital —
Pleven (1976-2015)(90 male, mean age 37+18 years, lethal outcome in 13%), followed by comparative analysis of group with
liver involvement (n;=71) versus group without liver involvement (n,=29). Results: Fever (100%), hepatomegaly (92%),
myalgia (86%), vomiting (84%), splenomegaly (74%), oliguria (69%), jaundice (63%), hypotension (49%), abdominal pain
(41%), and hemorrhagic diathesis (37%) were the characteristic manifestations. Headache, myalgia, abdominal pain, oliguria,
hemorrhagic diathesis, myocarditis, acute respiratory failure and pancreatitis had had a significantly higher prevalence in the
group with liver involvement. Increased levels of total bilirubin (mean 157.8+71.5 pmol/L) with prevalent direct fraction,
ASAT (mean 112+18 IU/L), ALAT (mean 96+78 IU/L), hypoproteinemia and hypoalbuminemia were the main laboratory
parameters that expressed hepatic dysfunction. Conclusion: The most affected liver functions are bilirubin metabolism and
protein synthesis. Liver involvement in leptospirosis is important factor for severity, in combination with acute renal failure has
severe course and requires early diagnosis and prompt intensive treatment.
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carry the major burden of the disease, with half a million
cases reported yearly and a mortality rate ranging from 5 to
10% [6].

In Bulgaria, which is located in South-Eastern Europe, the
climate is temperate. In the country, leptospirosis is a
reportable disease since 1952, when a database and official
registration was initiated. A mean annual incidence rate of
0.9 to 3.1 per 100 000 was reported during the period 1953-
1968 followed by decreasing to 0.1 per 100 000 population
within next ten years. Since 1976, a mean annual incidence
of 0.37 per 100 000 was reported [7], decreasing to 0.18/100
000 population (2006-2009) [8].

1. Introduction

Leptospirosis is a globally distributed zoonosis caused by
pathogenic Leptospira. The disease has protean clinical
manifestations and variable severity. Severe disease is
estimated to occur in 5-15% of all human infections,
typically presenting as Weil’s disease — a triad of jaundice,
renal failure, and hemorrhage [1]. In the city of Salvador,
Brazil, acute renal failure (ARF) is recognized as the major
cause of death [2]. A recent systematic review estimated that
there are 1.03 (95% CI 0.43-1.75) million cases of
leptospirosis worldwide each year and 58,900 deaths (95%

CI 23,800-95,900) [3, 4], which corresponds to an estimated
2.9 million disability-adjusted life years per annum,
including 2.8 million years of life lost due to premature death
[5]-

Leptospirosis has a broad geographical distribution,
occurring in both rural and urban areas of tropical,
subtropical and temperate regions. The disease outbreaks in
developed countries are usually associated with occupational
exposure, tourism or sporting events. Developing countries

The clinical presentation of leptospirosis is biphasic, with
the acute or septicemic phase lasting about a week, followed
by the immune phase, characterized by antibody production
and excretion of leptospires in the urine. Most of the
complications of leptospirosis are associated with
localization of leptospires within the tissues during the
immune phase and thus occur during the second week of the
illness [1]. Leptospirosis has been described as a zoonosis of
protean manifestations. The spectrum of symptoms is
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extremely broad. The great majority of infections caused by
leptospires are either subclinical or of very mild severity, and
patients will probably not seek medical attention. The
classical syndrome of Weil’s disease (including major triad of
acute renal failure, jaundice and hemorrhagic diathesis)
represents only the most severe presentation. Due to variable
clinical manifestations and different severity, the disease
provokes diagnostic difficulties (especially in the early
phase), followed by delayed adequate treatment. This
worsens the prognosis of disease. From this view point, the
increased awareness for leptospirosis and good knowledge of
clinical and laboratory manifestations of organs involvement
in this disease are crucial for successful management of cases
of leptospirosis [1, 7, 9].

Liver involvement is a common feature of leptospirosis. It
is variable from mild to severe hepatic dysfunction. The
jaundice (when is presented), appears within initial five to
nine days of the clinical onset and lasts to one month. It has
been observed in leptospirosis independent on causative
serovar Leptospira but L. icterohaemorrhagiae is the most
common causative agent of icteric leptospirosis [1].
According to Vijayachari P et al (2008), a small proportion of
patients develop severe icteric illness with renal failure.
Jaundice occurs between the fourth and sixth day but may
occur as early as the second day or as late as the second to
third week. The liver is often enlarged and tender. Jaundice is
due to hepatocellular necrosis, intrahepatic cholestasis and
increased bilirubin load from absorption of tissue
hemorrhage. Marked elevations of bilirubin with mildly
elevated transaminases are some characteristic features.
Death rarely occurs due to hepatic failure [10].

The lesions in the liver histopathological findings revealed
disorientation of the hepatic cords and disorganization of
hepatocytes with some degree of dissociation along with fatty
infiltration and hyperplasia of Kupffer cells. A high content
of bilirubin in the Dblood is produced by the
reticuloendothelial cells of the body phagocytosing red blood
cells at such a rapid rate that the parenchymal cells of the
liver cannot effectively excrete all the bilirubin brought to
them. The bilirubin in the blood stream increases and
jaundice occurs [11]. In contrast to markedly increased
bilirubin level, hepatic enzymes are slightly elevated [1, 11-
15].

The mortality predictors for leptospirosis published by
different authors are quite variable. While some indicators
are repeatedly cited as predictors of mortality, the
significance of others is questionable. Evidences for hepatic
dysfunction are prominent during the clinical course of
leptospirosis. However, many of these are not reported as
predictors of mortality [16]. Some host-related factors are
independently associated with severity: history of chronic
hypertension,  hyperamylasemia, history of chronic
alcoholism etc. [11, 12, 17].

The aim of this study was to focus on liver involvement in
leptospirosis, to analyze clinical features and laboratory
parameters, and to assess the significance of liver
involvement as prognostic factor.

2. Materials and Methods

We performed retrospective study of all consecutive
leptospirosis cases treated after written informed consent in
Clinic of Infectious Diseases at University Hospital — Pleven
(1976-2015) (n=100, lethal outcome in 13%). A retrospective
database for patients presenting with leptospirosis (1976-
1984) was initiated and continued prospectively to the
December 31* 2015. Subjects were screened by microscopic
agglutination test (MAT) for leptospirosis (in the National
Reference Laboratory at National Center of Infectious and
Parasitic Diseases — Sofia). A positive diagnosis was
confirmed if an initial titer of >100 for MAT was observed.

The following items were included in the database, for
each patient: demographic data, clinical symptoms,
laboratory parameters on admission and outcome.

After analysis of data for whole series, the patients were
divided in group with liver involvement (total serum bilirubin
level >21.4 pmol/L) and control group without liver
involvement (total serum bilirubin level <21.4 pmol/L).
Comparative analysis of the group with liver involvement
(n;=71 cases) versus control group (n,=29 cases) was
performed. The data were analyzed using the Statgraphics
Plus Version 2.1. Package. We used t-test and ¥’ test (for
parametric and non-parametric distributions, respectively);
p<0.05 was considered to be significant.

Severity of cases was complexly assessed as mild, moderate
and severe according to the following definitions [7]:

Mild form of leptospirosis had been defined at mild to
moderate intoxication, anicteric or mild icteric, without
hemorrhagic diathesis, without involvement of respiratory,
cardiac and central nervous system (CNS), with mild renal
dysfunction without ARF.

Moderate form of leptospirosis had been defined at
markedly demonstrated intoxication, moderate jaundice, skin
hemorrhages, transitory cardiovascular abnormalities without
myocardial dysfunction, ARF improving without dialysis.

Severe leptospirosis had been defined at severe
intoxication, intensive jaundice with severe hepatic
dysfunction, skin hemorrhages and visceral bleeding, toxic
myocarditis, severe ARF requiring dialysis, common
respiratory and CNS-involvement.

Except mentioned above analysis, odds ratio (OR),
sensitivity, specificity and positive prognostic value of
criteria for severity (see mentioned above definitions) were
evaluated.

The outcome of leptospirosis cases was analyzed. We used
¢-coefficient by modified Pearson’s test (interpreted by
three-grade score as follows: weak correlation at ¢<0.3,
moderate 0.31<¢<0.7 and strong — ¢>0.7) about correlation
of the lethal outcome with a presence of lung edema, brain
edema, metabolic acidosis, myocarditis, ARF, visceral
bleeding, jaundice and age (>45 years old).

3. Results

The distribution of cases according to mentioned above
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definitions in the whole series was as follows: mild, moderate
and severe cases were 27, 39 and 34, respectively.
Comparing the groups with and without liver involvement,
the distribution of cases according to severity is shown on
Figure 1.

Figure 1. Distribution of leptospirosis cases in Pleven region, Bulgaria
(1976-2015) according to severity.

Fever (100%), hepatomegaly (92%), myalgia (86%),
nausea and vomiting (84%), splenomegaly (74%), oliguria
(69%), headache (67%), jaundice (63%), hypotension (49%),
abdominal pain (41%), and hemorrhagic diathesis (37%)

were the characteristic clinical manifestations. The
prevalence of most frequent symptoms and syndromes in the
whole series and in the group with liver involvement versus
the control group are shown on Table 1. Headache, myalgia,
abdominal pain, oliguria, hemorrhagic diathesis, myocarditis,
acute respiratory failure and pancreatitis had had a
significantly higher prevalence in the group with liver
involvement.

Comparative analysis of laboratory investigations had
found significant differences in blood count, liver
biochemical parameters (except prothrombin index), blood
urea nitrogen (BUN) and serum creatinine. These parameters
were more abnormal in the group with liver involvement. For
the whole series, increased levels of total serum bilirubin
(mean 157.8 = 71.5 umol/L) with prevalence of the direct
fraction, ASAT (mean 112 + 18 IU/L) and ALAT (mean 96
+78 IU/L), hypoproteinemia and hypoalbuminemia were the
major laboratory criteria of hepatic dysfunction. These
parameters were significantly different in the compared
groups (Table 2). Comparing of laboratory parameters in
different according to severity cases of leptospirosis, we had
found significant alterations in levels of serum bilirubin and
ASAT in severe forms. It was not valid for ALAT, alkaline
phosphatase and gamma glutamyl transferase (GGT).

Table 1. Clinical findings in patients with leptospirosis in Pleven region, Bulgaria (1976-2015).

Group with liver

Group without liver

Symptoms and syndromes Whole series (n=100) % Jyolemenf(neii)is involvement (n;=29) % P

Fever 100 100 100 =0
Hepatomegaly 92 94 86 n.s.
Conjunctival suffusions 87 86 90 n.s.
Myalgia 86 82 97 <0.01
Nausea and vomiting 84 83 86 n.s.
Splenomegaly 74 77 66 n.s.
Oligo/anuria 69 65 38 <0.01
Headache 67 58 90 <0.0005
Tachycardia 54 56 48 n.s.
Hypotension 49 51 45 n.s.
Abdominal pain 41 49 21 <0.0025
Hemorrhagic syndrome 37 51 3 <0.0005
Myocarditis 21 30 0 <0.0005
Meningitis 21 20 24 n.s.
Diarrhea 15 15 14 n.s.
Acute respiratory failure 14 20 <0.0005
Pancreatitis 7 10 0 <0.005

Note: n.s. — non significant

Ultrasound sonography, performed at thirty eight cases,
had confirmed the frequent involvement of the liver.
Enlarged liver (in 92%) and steatosis (in 84%) had found at
the investigated patients. There were not found signs for
intra- and extra hepatic cholestasis.

Treatment of the liver dysfunction was a part of the
management of leptospirosis and was carrying out by
infusions of glucose, dextrose and electrolytes according to
the diuresis and the levels of blood glucose and electrolytes.
Corticoids were administered in 50% of the cases.
Hepatoprotective therapy was performed by L-ornitine and
ademetionine (in 11% and 6%, respectively), and silimarin

orally in 72% of the cases.

Assessment of the major criteria for severe course [7]
revealed significant sensitivity of strong adynamia and
increased levels of serum creatinine and blood urea nitrogen
(BUN). The liver involvement, hemorrhagic syndrome and
CNS involvement were criteria with significant specificity
(respectively to 100%). All of assessed criteria had positive
prognostic value above 50% (Table 3).

The outcome of treated patients was as follows: 87% of
cases survived and were discharged after mean hospital
treatment 15 £+ 7 days (from 1 to 46 days) and 13% were with
lethal outcome after mean hospital treatment 4 + 2 days
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(from 1 to 10 days). The mean hospital treatment of the
patients with liver involvement was thirteen days versus
twelve days of the control group (p>0.05). Thirteen of the
patients were with lethal outcome (all in group with liver
involvement).

The clinical onset of leptospirosis in deceased patients was
meanly five days before admission in hospital. All of them
had fever, muscular pains, oligo/anuria, two had epistaxis and
hemorrhagic rash before admission. Ten deceased patients
had co-morbidity including hypertonic disease and chronic
alcohol abuse (respectively three cases), past myocardial
infarction, stomach ulcer, past tuberculosis (respectively

two), podagra and calculous cholecystitis (respectively one).
Six of patients with lethal outcome were admitted in other
clinical wards (surgery, internal) with diagnosis such as acute
pancreatitis, obstructive jaundice and sepsis. They were
transferred to Clinic of Infectious disease later.

All patients with unfavorable outcome had, besides ARF, at
least two other major organ failures. Other abnormalities seen
in deceased patients were altered consciousness, multi- site
hemorrhagic diathesis (in nine). The major factors leading to
death were lung edema and brain edema (OR 25.00 and
17.29, respectively) due to severe ARF.

Table 2. Laboratory findings in patients with leptospirosis in Pleven region, Bulgaria (1976-2015).

Laboratory parameter

Reference Whole series — mean = Group with liver involvement — Group without liver involvement

value SD (min-max) mean + SD (min-max) — mean £ SD (min-max)
Leucocytes (cells x 10°/L) 4.0-11.0 (12395;2?5 (1; 93_31 2?'7 (151 23_; 6565) <0.025
Platelets (cells x 10°/L) 150-400 (1:_ fMiS;M (182—1:51)0 6 (199 17 -Igf?) <0.0005
Total bilirubin (umol/L) 3421 (135.712;1?1'5 ?fﬁ;_gioizz'g (13215:‘9‘)‘7 <0.0005
Total bilirubin — Mild form ?37 16;13312)3
Tos sl fstbecilstn — W sdlamersa o (135;) ‘46_ ;‘6989;)
Total bilirubin — Severe form ?39 56_ g O:i )2 058
e 55 e (L) 0.8-8.5 (123?5 63 41)'7 (175‘; 15: 41)30'3 féés?ﬁ <0.0005
ASAT (IU/L) <37 (1 61 _26;51)8 (163_162*51)30 (528:13571) <0.0005
ASAT — Mild form (969—;:2?)2)
ASAT — Moderate form ?;‘_;: SZ)(;
ASAT — Severe form (139 g_ 2:215?7
ALAT (IU/L) <40 ?161_*3;3) (11015_3*82()’ (712 :2277) <0.025
ALAT — Mild form (111 :—;6512)
ALAT — Moderate form (714 2:_&14;51)
ALAT — Severe form (137 28_2:215?6
Alkaline phosphatase (IU/L) 50-260 ?31 73_ li 423313 ?33 ;‘_ T 42353 (253 13 —416133 <0.005
s 8t i b
Total protein (g/L) 58-80 ?j758:-t897)2 (6428?817)9 (72738%83)12) <0.0005
Albumins (g/L) 35-55 (316;:571')8 ?13;;571) ?33 1'4.‘1%551')1 <0.0005
Fibrinogen (g/L) 2.0-4.5 ?18 :122')4 (712 4::22')4 (527;1%(;) <0.0025
Prothrombin index (%) 80-110 ?26 4::118 4 ?27 :1 112) ?65 Oz_tl 1;; ) n.s.
Urea (mmol/L) 1.7-8.3 (222 ;—;8166)9 ?27 82—918167)4 (1‘?93_;765 <0.0005
Creatinine (umol/L) 44.2-134 (2582_; ;‘;7 ?52 65—;12?3 (1;53_513171)6 <0.0005

Note: n.s. — non significant
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Using modified Pearson’s test, we established strong
correlation between lethal outcome and lung edema (odds
ratio/ OR 25.00; ¢ = 0.66), brain edema (OR 17.29; ¢ = 0.53)
and decompensated metabolic acidosis (OR 8.80; ¢ = 0.95).
Moderate correlation had been established with myocarditis
(OR 11.00; ¢ = 0.43), ARF (OR 2.20; ¢ = 0.42), visceral
bleeding (OR 1.43; ¢ = 0.38) and age above 45 years (OR
11.00; @ = 0.43). The correlation between lethal outcome and
presence of jaundice was weak (OR 1.15; ¢ = 0.03).

Pathomorphological investigations were performed in
seven deceased cases. Macroscopically, severe lung edema,
brain edema leading to cerebellar inclination, multi-site
bleeding, enlarged congestive liver were established in all of
autopsied, pancreatitis in five, peritonitis in one. The
histological investigations had demonstrated gastrointestinal
and myocardial hemorrhages, focal myocardial necrosis,
destruction of liver architectonic, severe tubular necrosis of
kidneys in all investigated cases.

Table 3. Criteria for severe course of leptospirosis.

Criteria for severe course  t (Student) p OR Sensitivity (%) Specificity (%) Positive prognostic value (%)
Adynamia <0.05 12.21 78.95 0 61.22

Anuria <0.05 22 53.19 50 83.33

Hemorrhagic syndrome <0.05 34 38.64 100 100

CNS involvement <0.05 6.5 18.18 100 100

Liver involvement <0.025 60.67 43.75 100 100

Increased BUN <0.05 68.88 75 0 78.95

Increased creatinine <0.0025 232 66.67 0 90.91

4. Discussion

The discussion of the results mentioned above requires
analysis of global and local information about leptospirosis.
Liver involvement, as a part of involvement of the
reticuloendothelial system (manifested by hepatomegaly and
splenomegaly), is one of the leading processes in the
pathogenesis of leptospirosis. In our study, hepatomegaly had
found in 92%. The prevalence of hepatomegaly that had
found in other studies varies from 25% [18] to 76% [19]. The
splenomegaly also is common — in our study it was recorded
in 74% of all cases. According to Tappero et al (2000),
hepatosplenomegaly had found in more than 25% of icteric
cases of leptospirosis [20].

Jaundice has been observed in leptospirosis independent
on causative serovar Leptospira but L. icterohaemorrhagiae
is the most common causative agent of icteric leptospirosis.
As a result of the degradation of extravascular erythrocytes,
most of the old worn-out red blood cells in the circulatory
system are phagocytosed in the spleen, bone marrow and
liver. Hence, the reticuloendothelial cells of these organs
produce most of the bilirubin that is formed in the body at
such a rapid rate that the parenchymal cells of the liver
cannot effectively excrete all the bilirubin brought to them.
The bilirubin increases in the blood stream and jaundice
appears [21]. Other authorities consider that the jaundice is
due to hepatic damage, centrilobular cholestasis and
microcirculatory disorders [22]. In our study, we had found
jaundice in 63% of all cases but according to Covic A et al.
(2003) 93% of their cases were icteric [19]. Yang CW et al.
(2001) had observed jaundice in 83% [18], Daher et al (2010)
in 94.5% [15], whereas DebMandal et al (2011) — in 39% of
leptospirosis cases [11]. In our study, increased serum
bilirubin levels had found at admission in 71% of cases (up
to 150 pumol/L in 37%). There is a correlation between
hyperbilirubinemia and severity of the disease (p<0.05). This
correlates with other study with leptospirosis patients, where

bilirubinemia was higher in severe cases and jaundice was
demonstrated to be a predictive factor of severity in
leptospirosis according to multivariate analysis (p = 0.005,
OR =10.1, CI = 1.79 — 56.8) [23]. The dynamic of bilirubin
levels showed increasing in first seven days after admission
followed by gradually decreasing. According to some studies,
the serum bilirubin level is less than 200 pmol/L in acute
phase and rises to peak levels in 85% of cases [20]. In two of
our cases maximal total bilirubin level was 1273 and 1128
pmol/L, respectively (the second patient succumbed).

There is not discrepancy in attitudes concerning elevations
of aminotransferases activity. ASAT and ALAT levels seldom
are more than 200 IU/L [1, 20]. In our study, ASAT was
increased in 72% of cases (mean 112 + 18 IU/L) and in 56%
ASAT was to 200 U/L. There was positive correlation
between ASAT levels and severity (p<0.05). According to
Chang et al (2005), disproportional exaggerated ASAT is a
useful prognostic parameter in late leptospirosis [24].
According to Daher et al (2010), ASAT and ALAT levels
were higher than 40 IU/L in 82.4 and 72.1% of the patients,
respectively [15]. In our study, ALAT was increased at
admission in 74% of cases (mean 96 + 78 IU/L), and in 64%
ALAT activity was to 200 IU/L. There was no correlation
between ALAT levels and severity. The parallel investigation
of ASAT and ALAT revealed a prevalence of ASAT at
admission of cases but later investigations showed
prevalence of ALAT. It could be due to damage of
hepatocytes requiring hepatoprotective treatment.

The parallel analysis of serum bilirubin levels and
aminotransferases activity is important in diagnostic aspect.
All studies consider discrepancy between markedly elevated
bilirubin levels and slightly elevated aminotransferases in
icteric cases of leptospirosis [1, 11, 13-15]. Maroun et al
(2011) described an increase in liver enzymes (up to five
times normal) with a disproportionately high total bilirubin as
a prognostic indicator in leptospirosis [25]. But it is
interesting to compare these parameters in anicteric cases. In
our study, there were 29 cases with normal serum bilirubin
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and increased aminotransferases activity. This fact has
important diagnostic significance especially in early phase of
disease. If a patient has fever, strong muscular pains
(especially in calf muscles), conjunctival suffusions,
hepatosplenomegaly, mild to moderate aminotransferases
activity with normal bilirubin level, leptospirosis is a possible
diagnosis before appearing of jaundice, oliguria and
hemorrhagic syndrome.

Concerning enzymes alkaline phosphatase and GGT,
considered as markers of cholestasis, our investigations had
found slightly to moderately increased alkaline phosphatase
levels in 46% of cases (mean 313 £ 237 IU/L), without
correlation with severity. The presence of moderately
increased alkaline phosphatase is evidence for cholestatic
component of jaundice in leptospirosis [1, 11, 13, 14]. GGT
as typical microsomal enzyme is a sensitive marker of
hepatobiliary damage, especially at cholestasis. In our study,
GGT was increased in 95% of cases (mean 168 + 58 IU/L).

The protein synthesis is an important aspect of the liver
function. There are renal and hepatic involvements in
leptospirosis and elucidation of alterations in protein
metabolism (and their connections with renal and liver
damage) is important. We had found hypoproteinemia in 25%
of all cases (mean 64.5 + 9.2 g/L) and hypoalbuminemia in
49% (mean 36.2 + 7.8 g/L). That data had confirmed altered
protein synthetic function of the liver and the role of
increased protein losses with urine, and increased protein
catabolism. We consider that altered protein metabolism in
leptospirosis has complex genesis [7].

Fibrinogen is important for evaluation of liver function. In
our study, the fibrinogen level had increased in 82% of all
cases (mean 6.8 + 2.4 g/L; maximally to 12.0 g/L). The
increased fibrinogen level is important for diagnosis and
distinguishes leptospirosis and viral hepatitis. Prothrombin
index is marker for activity of clothing factors (2", 5™, 7" and
10™). Tt had been slightly decreased in 29% of all cases (mean
86%) and had not correlated with severity of liver dysfunction
[26]. We had not observed cases with manifested acute liver
failure in difference of the studies of Asauljuk et al (1985) —in
19% (1985) [27], and Covic A et al (2003) —in 72% [19].

Ultrasound sonography, performed at thirty eight cases,
had confirmed the frequent involvement of the liver.
Enlarged liver (in 92%) and steatosis (in 84%) had found at
the investigated patients. There were not found signs for
intra- and extra hepatic cholestasis. Kaul et al (2005)
described ultrasound sonography findings at leptospirosis
case such as enlarged liver with hyperechogenic structure,
without cholestasis but they concerned that these findings are
not disease-specific [28].

Assessment of the major criteria for severe course [7]
revealed significant sensitivity of strong adynamia and
increased levels of serum creatinine and blood urea nitrogen
(BUN). The liver involvement, hemorrhagic syndrome and
CNS involvement are criteria with significant specificity
(respectively to 100%). The liver involvement has positive
prognostic value for severe course in 100%. It is in
accordance with the study of Abgueguen et al (2008), in

which the clinical jaundice is the second independent
variable significantly predictive of development of severe
leptospirosis (p < 0.05) [23].

Analysis of outcome in our series revealed strong
correlation between death and lung edema and brain edema,
whereas the correlation between the presence of jaundice and
lethal outcome was weak. Vijayachari P et al (2008) also had
concluded that death rarely occurs due to hepatic failure [10].
According to study of Panaphut et al (2002), the levels of
ASAT and total bilirubin were significantly higher, but serum
albumin was significantly lower in no survivors than in
survivors [29]. According to Ko et al (1999), total serum
bilirubin, an indicator of hepatic dysfunction, was not a
significant predictor of death in univariate or multivariate
analyses. The presence of the three strongest predictors in
multivariate analyses (altered mental status, oliguria, and
age >36 years) had in 82% (18 deaths among 22 cases)
positive predictive value for death from leptospirosis [30].

5. Conclusion

This study recruited all leptospirosis cases treated in our
Clinic of Infectious Diseases during forty years. We had
focused on liver involvement in leptospirosis and had
assessed its significance for severe course of the disease. It
was found that the most affected liver functions are bilirubin
metabolism and protein synthesis. Liver involvement in
leptospirosis is important factor for severity, in combination
with ARF has severe course and requires early diagnosis and
prompt intensive treatment with multidisciplinary approach.

References

[1] P. Levett, “Leptospirosis,” Clin Microbiol Rev, 2001, vol. 14,
pp. 296-326.

[2] A. Spichler, P. Vilaga, D. Athanazio, J. Albuquerque, M.
Buzzar, B. Castro, A. Seguro, and J. Vinetz, “Predictors of
lethality in severe leptospirosis in urban Brazil,” Am. J. Trop.
Med. Hyg., 2008, vol. 79, pp. 911-914.

[3] R. Lozano, M. Naghavi, K. Foreman, S. Lim, K. Shibuya, V.
Aboyans V, et al, “Global and regional mortality from 235
causes of death for 20 age groups in 1990 and 2010: a
systematic analysis for the Global Burden of Disease Study
2010,” Lancet, 2012, vol. 380, pp. 2095-128.

[4] F. Costa, J. Hagan, J. Calcagno, M. Kane, P. Torgerson, M.
Martinez-Silveira, C. Stein, B. Abela-Ridder, and A. Ko,
“Global morbidity and mortality of leptospirosis: A systematic
review,” PLoS Negl. Trop. Dis., 2015, vol. 9: e¢0003898.

[5] P. Torgerson, J. Hagan, F. Costa, J. Calcagno, M. Kane, M.
Martinez-Silveira, M. Goris, C. Stein, A. Ko, and B. Abela-
Ridder, “Global burden of leptospirosis: estimated in terms of
disability adjusted life years,” Plos Negl. Trop. Dis., 2015,
vol. 9: e0004122.

[6] K. Evangelista, and J. Coburn, “Leptospira as an emerging
pathogen: a review of its biology, pathogenesis and host
immune responses,” Future Microbiol., 2010, vol. 5 (9), pp.
1413-1425.



12

[7]

(8]

(9]

[10]

[15]

[16]

[18]

[19]

Galya Ivanova Gancheva: Liver Involvement in Leptospirosis

G. Gancheva, “Complex studies upon leptospirosis
[dissertation],” Pleven: University of Pleven, 2006, pp. 68-71.
Bulgarian

E. Tasseva, 1. Christova, T. Gladnishka, I. Trifonova, and V.
Ivanova, “Leptospirosis in humans in Bulgaria — a new
challenge for medicine or problem solved. Retrospective
analysis of infection for 2010-2011,” Sci Infectol./Parasitol.,
2012, vol. 1, pp. 22-29.

S. Shivakumar, and P. Shareek, “Diagnosis of leptospirosis
using modified Faine’s criteria,” J. Assoc. Physicians India,
2004, vol. 52, pp. 678—679.

P. Vijayachari, A. P. Sugunan, and A. N. Shriram,
“Leptospirosis: an emerging global public health problem,” J.
Biosci., 2008, vol. 33(4), pp. 557-569.

M. DebMandal, S. Mandal, and N. Pal, “Is jaundice a
prognosis of leptospirosis?” Asian Pacif. J. of Trop. Dis.,
2011, pp. 279-281.

C. Herrmann-Storck, M. Louis, T. Foucand, 1. Lamaury, J.
Deloumeaux, G. Baranton, S. Simonetti, N. Sertour, M.
Nicolas, J. Salin, and M. Cornet, “Severe Leptospirosis in
Hospitalized Patients, Guadeloupe,” Emerg. Infect. Dis., 2010,
vol. 16(2), pp. 331-334.

B. Ananthi, L. Sriram, and G. Sumathi, “Evaluation of
different laboratory parameters in the diagnosis of
leptospirosis,” JEMDS, 2013, vol. 24(8): pp. 9395-9403.

P. Tailor, M. Kapadia, K. Modi, and K. Soni, “Study of
Routine Biochemistry Analytes in Leptospirosis for
Evaluating Organ and System Specific Involvement,” NJIRM,
2014, vol. 5(4), pp. 44-46.

E. Daher, R. Lima, G. Silva Jr, E. Silva, N. Karbage, R.
Kataoka, P. Carvalho Jr, M. Magalhdes, R. Mota, and A.
Libério, “Clinical presentation of leptospirosis: a retrospective
study of 201 patients in a metropolitan city of Brazil,” Braz. J.
Infect. Dis., 2010, vol. 14(1), pp. 3-10.

S. Rajapakse, C. Rodrigo, and R. Haniffa, “Developing a
clinically relevant classification to predict mortality in severe
leptospirosis,” J. Emerg. Trauma Shock [serial online], 2010
[cited 2015 Feb 6], vol. 3, pp. 213-219.

C. Leonidas, G. Kalambokis, and E. Tsianos, “Weil’s Disease
in a Patient with Chronic Viral Hepatitis and History of
Alcohol Abuse,” Inter. Med., 2008, vol. 47, pp. 933-937.

C. Yang, M. Wu, and M. Pan, “Leptospirosis renal disease,”
Nephrol. Dial. Transplant., 2001, vol. 16 (Suppl 5), S73 — S77.

A. Covic, D. Goldsmith, P. Gusbeth-Tatomir, A. Seica, and M.
Covic, “A retrospective 5-year study in Moldova of acute
renal failure due to leptospirosis: 58 cases and a review of the
literature,” Nephrol. Dial. Transplant., 2003, vol. 18, pp.
1128-1134.

[20]

(21]

[22]

(23]

[24]

[25]

[26]

[27]

(28]

(29]

[30]

J. Tappero, D. Ashford, and B. Perkins, “Leptospira Species
(Leptospirosis),” In: Mandell G, Bennet JE, Dolin R, eds.
Mandell, Douglas, and Bennet’s “Principles and Practice of
Infectious Diseases,” 5" ed. Philadelphia: “Churchill
Livingstone”, 2000, Vol. 2, Part III, Chapter 229, pp. 2495—
2501.

R. Higgin, and G. Cousineau, “The pathogenisis of
leptospirosis II. Jaundice in experimental leptospirosis in
guinea pigs,” Can. J. Comp. Med., 1977, vol. 41, pp. 182-187.

I. Anisimova, and V. Matiash, “The pathomorphology and
pathogenetic  problems of liver involvement in
icterohemorrhagic leptospirosis,” Lik Sprava, 1999, vol. 4, pp.
111-11e6.

P. Abgueguen, V. Delbos, J. Blanvillain, J. Chennebault, J.
Cottin, S. Fanello, and E. Pichard, “Clinical aspects and
prognostic factors of leptospirosis in adults. Retrospective
study in France,” J. Infect., 2008, vol. 57, pp. 171-178.

M. Chang, C. Yang, J. Chen, Y. Ho, M. Pan, C. Lin, and D.
Lin, “Disproportional exaggerated aspartate transaminase is a
useful prognostic parameter in late leptospirosis,” World J.
Gastroenterol., 2005, vol. 11, pp. 5553-5556.

E. Maroun, E. Kushawaha, E. El-Charabaty, N. Mobarakai,
and S. El-Sayegh, “Fulminant leptospirosis (Weil’s disease) in
an urban setting as an overlooked cause of multiorgan failure:
a case report,” J. Med. Case Reports, 2011, vol. 5, p. 7.

J. Wagenaar, M. Goris, D. Partiningrum, B. Isbandrio, R.
Hartskeerl, D. Brandjes, J. Meijers, M. Gasem, and E. Van
Gorp, “Coagulation disorders in patients with severe
leptospirosis are associated with severe bleeding and
mortality,” Trop. Med. Int. Health, 2010, vol. 15, pp. 152-159.

I. Asauljuk, O. Stanislavski, and N. Bubnov, “Hemosorbtion
in complex treatment of cases with leptospirosis in phase of
acute renal and liver failure,” Clin. Med., 1985, vol. 63(4), p.
114. Russian

D. Kaul, S. Flanders, and S. Saint, “Clear as mud,” N. Engl. J.
Med., 2005, vol. 352, pp. 1914-1918.

T. Panaphut, S. Domrongkitchaiporn, and B. Thinkamrop,
“Prognostic factors of death in leptospirosis: a prospective
cohort study in Khon Kaen, Thailand,” Intern. J. of Inf. Dis.,
2002, vol. 6(1), pp. 52-59.

A. Ko, M. Reis, C. Dourado, W. Johnson, L. Riley, and the
Salvador Leptospirosis Study Group, “Urban epidemic of
severe leptospirosis in Brazil,” Lancet, 1999, vol. 354 (9181),
pp. 820-825.



