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Abstract

This review considers the modern concepts of patho-
genesis, diagnostic methods, and treatment principles
of hepatic hydrothorax (HH). HH is the excessive (>
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500 mL) accumulation of transudate in the pleural
cavity in patients with decompensated liver cirrhosis but
without cardiopulmonary and pleural diseases. It causes
respiratory failure which aggravates the clinical course
of liver cirrhosis, and the emergence of spontaneous
bacterial pleural empyema may be the cause of death.
The information was collected from the PubMed data-
base, the Google Scholar retrieval system, the Cochrane
reviews, and the reference lists from relevant publications

A\

for 1994-2016 using the keywords: “liver cirrhosis”, “portal
hypertension”, “hepatic hydrothorax”, “pathogenesis”,
“diagnostics”, and “treatment”. To limit the scope of
this review, only articles dealing with uncomplicated
hydrothorax in patients with liver cirrhosis were included.
The analysis of the data showed that despite the progress
of modern hepatology, the presence of HH is associated
with poor prognosis and high mortality. Most patients
suffering from it are candidates for orthotopic liver
transplantation. In routine clinical practice, stratification
of the risk for an adverse outcome and the subsequent
determination of individual therapeutic strategies may
be the keys to the successful management of the
patient’s condition. The development of pathogenetic
pharmacotherapy and optimization of minimally invasive
treatment will improve the quality of life and increase the
survival rate among patients with HH.

Key words: Liver cirrhosis; Portal hypertension; Hepatic
hydrothorax; Diagnostics; Treatment

© The Author(s) 2017. Published by Baishideng Publishing
Group Inc. All rights reserved.

Core tip: This review considers the modern concepts
of pathogenesis, diagnostic methods, and treatment
principles of hepatic hydrothorax (HH). The analysis of
the data showed that despite the progress of modern
hepatology, the presence of HH is associated with poor
prognosis and high mortality. Most patients suffering
from it are candidates for orthotopic liver transplantation.
In routine clinical practice, stratification of the risk for
an adverse outcome and the subsequent determination
of individual therapeutic strategies may be the keys to
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the successful management of the patient’s condition.
The development of pathogenetic pharmacotherapy and
minimally invasive treatment will improve the quality of
life and increase the survival rate among patients with
HH.

Garbuzenko DV, Arefyev NO. Hepatic hydrothorax: An update and
review of the literature. World J Hepatol 2017; 9(31): 1197-1204
Available from: URL: http://www.wjgnet.com/1948-5182/full/v9/
i31/1197.htm DOI: http://dx.doi.org/10.4254/wjh.v9.i31.1197

(fenestrations) in the diaphragm; (4) Type 4 - multiple
gaps in the diaphragm.

This theory of HH pathogenesis, first proposed in
1966, has been confirmed by humerous studies using air
infused intraperitoneally, dyes, or radiolabeled material'”’.
It does not contradict the phenomenon of isolated HH, in
which the pleural reabsorption rate of ascites is equal to
the ascites production in the abdominal cavity'®.

DIAGNOSTICS OF HH

INTRODUCTION

Pleural effusion is a syndrome characterized by the
accumulation of fluid in the pleural cavity, which has
more than 50 causes associated with both pleural and
pulmonary diseases, as well as the pathology of other
organs and systems. Depending on its nature, it is
classified into exudate and transudate. The criteria for
their differentiation proposed in 1972, are currently
the “gold standard” of differential diagnosis (Table 1)™.
Hepatic hydrothorax (HH) is the excessive (> 500
mL) accumulation of transudate in the pleural cavity
in patients with decompensated liver cirrhosis (LC)
but without cardiopulmonary and pleural diseases. Its
localization is right-sided in approximately 85% of cases
and left-sided in approximately 13%; whereas, only 2%
of patients have fluid in the pleural cavity on both sides.

HH is observed infrequently and, depending on the
diagnostic method, may be found in almost 5%-10%
of patients, constituting 2%-3% of all causes of pleural
effusions. However, it causes respiratory failure which
aggravates the clinical course of LC. The emergence of
spontaneous bacterial pleural empyema may be the
cause of death. Median survival in the presence of HH is
8-12 mo™.

CAUSES AND MECHANISMS OF THE
DEVELOPMENT OF HH

Several theories of HH pathogenesis in patients with
LC are known, but the most probable one presupposes
ascites formation, due to portal hypertension related
pathophysiological disorders®, Concomitant splanchnic
and systemic arterial vasodilation, along with the
activation of various neurohormonal signaling pathways,
cause kidney dysfunction and hence decrease Na* and
water excretion, as well as the glomerular filtration
rate!, Ascitic fluid moves from the peritoneal cavity into
the pleural space through small defects located mainly on
the right side of the diaphragmatic tendon. The reason
for this is negative intrathoracic pressure. Moreover,
the liver in this situation may play the role of a piston™.
Huang et ai® classified diaphragmatic defects into four
types: (1) Type 1 - no obvious defects; (2) Type 2 - blebs
lying on the diaphragm; (3) Type 3 - broken defects
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In patients suffering from LC with or without ascites,
clinical examination may reveal pleural effusion and
allow preliminary diagnosis of HH, which is often right-
sided. Its left-sided localization, the presence of fever,
and respiratory symptoms require the exclusion of
other diseases, as well as spontaneous bacterial pleural
empyema. For this purpose, a pleural puncture is per-
formed at the first stage of the diagnosis to obtain and
analyze fluid, which is inherently a transudate. This
is similar to ascitic fluid, but the different absorption
mechanisms from the pleural and abdominal cavities
cause some distinctions between the two of them (Table
2)!, Radioisotope diagnostic techniques are used to make
a decision in doubtful cases. Migration of intraperitoneally
infused 99mTc-labeled microspheres of human serum
albumin or a sulfur colloid into the pleural cavity confirms
the diagnosis of HH, and the rate of isotope movement
indicates the size of defects in the diaphragm™®. Color
Doppler and magnetic resonance imaging are used for
their direct visualization™".

TREATMENT OF HH

Currently, there are no evidence-based standards for
the management of patients with HH. In usual clinical
practice, the aim of therapeutic measures is to treat
ascites and to provide thoracentesis if necessary (Figure
1). In case of adequate urine sodium concentration (> 30
mEqg/24 h), this means completely eliminating a pleural
effusion and thereby removing the signs of respiratory
failure™?,

In accordance with modemn dlinical recommendations,
the severity of ascites determines its treatment™,
Accordingly, patients with LC and mild ascites do not need
diuretics and a low-sodium diet. Since sodium excretion is
slightly weakened in most patients with moderate ascites,
the aim of the treatment is to reduce the intake of Na* and
stimulate its excretion by using diuretics and maintaining a
usual drinking regimen. The consumption of Na* should be
reduced to 80-120 mmol/d, which corresponds to 4.6-6.9
g of salt per day.

In addition to this diet, patients should take ei-
ther spironolactone or amiloride at an initial dose of
50-200 mg/d or 5-10 mg/d, respectively. The dose of
spironolactone should be gradually increased by 100 mg
every seven days. The maximum dose is 400 mg/d. The
treatment is effective if there is a body weight reduction
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transudates in pleural fluid examination

Garbuzenko DV et a/. Hepatic hydrothorax

Table 2 Diagnostic criteria for uncomplicated hepatic hydrothorax
according to pleural fluid analysis

Criteria Exudate Transudate Criteria Values
Effusion protein/serum protein ratio >0.5 <05 The number of white blood cells in pleural fluid < 250/mm’
Absolute LDH level in pleural fluid >200IU/L  <200IU/L Pleural effusion total protein level <25g/L
Effusion LDH/serum LDH ratio >0.6 <0.6 Pleural effusion total protein/serum total protein ratio <05
Pleural effusion LDH/serum LDH ratio >0.6
LDH: Lactate dehydrogenase. Pleural effusion albumin/serum albumin ratio >1.1
Pleural effusion bilirubin /serum bilirubin ratio <0.6
PH >74

of at least 2 kg/wk. If monotherapy with spironolactone is
inefficient or if hyperkalemia develops, furosemide should
be taken at a starting dose of 40 mg/d with a gradual
increase of 40 mg increments every seven days, with a
maximum of 160 mg/d. In the case of hyperkalemia, the
maximum permissible dose of spironolactone is 400 mg/d.
The maximum acceptable weight loss for patients with
ascites without peripheral edema is 0.5 kg/d. For patients
with ascites and peripheral edema, it is 1 kg/d.

In patients with HH and tense ascites, the reco-
mmended procedure is to perform large-volume paracen-
tesis (LVP) and albumin infusions in order to prevent
associated circulatory disorders (8 g for each removed
liter of ascitic fluid). The prospective study made by
Angueira et al™* has shown a statistically significant
increase in the total lung capacity and functional residual
capacity of the lungs with an improvement in the sym-
ptoms of HH within 2 h after LVP. It also contributed to
an increase in PaO2z/FiOz2 and lung volume at the end
of exhalation without hemodynamic disturbances, as
noted in another prospective study of 31 mechanically
ventilated patients with LC and acute lung injury*®’

Refractory ascites is defined as ascites that cannot be
mobilized to at least first grade using diuretic treatment
and dietary sodium restriction or as ascites which early
recurrence after LVP cannot be satisfactorily prevented
by medical therapy!*®'. In this case, the first-line of
treatment is LVP repeated every 2-3 wk in combination
with albumin infusions and the prescription of diuretics to
patients who have the urine sodium concentration > 30
mEq/d™"". If this is ineffective, transjugular intrahepatic
portosystemic shunt (TIPS) is recommended™®. This
operation reduces portal pressure, thereby improving
the function of the cardiovascular system, which in-
creases renal blood flow and the glomerular filtration
rate!"®!. Surgical intervention in refractory ascites may
be considered in the case of LVP futility and when TIPS
cannot be implemented due to technical, organizational,
or anatomical problems. The operation of choice is pe-
ritoneovenous shunting™.

In a multicenter, nonrandomized trial, Bellot et af*"!
evaluated the efficacy of a device called “"Automated Low
Flow Pump System” (ALFApump system) in 40 patients
with refractory ascites. It moves ascitic fluid from the
abdominal cavity to the bladder through a system of
catheters connected to a pump implanted beneath the
skin. It was noted that 40% of patients had no need for
LVP after its implantation, and 70% needed LVP less than
once a month. Nevertheless, there is a high percentage
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Pleural effusion glucose level is equal to serum glucose
level

LDH: Lactate dehydrogenase.

of complications, which mainly involve migration and/
or blockage of urinary or peritoneal catheters (22.5%
and 12.5%, respectively). This fact currently excludes
the introduction of this method into clinical practice and
requires further study.

Treatment of refractory HH

Refractory HH occurs under significant disturbance
of Na* excretion (< 10 mEq/d); therefore, measures
aimed at treating ascites cannot eliminate it!*?'.

Pharmacotherapy: Despite the absence of specific phar-
macotherapy for refractory HH, it is possible to use drugs
recommended for the treatment of portal hypertension'®!,
One of the publications demonstrated the good effects of
octreotide, a synthetic analog of somatostatin, prescribed
after ineffective use of diuretics with a low sodium diet,
pleurodesis, and TIPS. It was infused intravenously at a
dose of 25 pg/h on the first day, 50 ug/h on the second
day, and 100 pg/h for the next five days. Then it was
injected subcutaneously. The amount of fluid in the pleural
cavity decreased after the fifth day. During a six-month
period of observation, there was no relapse of HH™",
The positive effect of octreotide can be explained by its
ability to suppress the activation of the renin-angiotensin-
aldosterone system induced by diuretics, as well as to
increase the excretion of Na* and water™.,

In another case, a positive result was achieved after a
five-day course of terlipressin therapy in combination with
albumin infusions given to a patient with decompensated
LC who had type 1 hepatorenal syndrome along with
HH2®,

Therapeutic thoracentesis: Repeated thoracentesis
is the routine procedure to remove fluid from the pleural
space in refractory HH. This procedure is relatively safe
even in patients with an increased risk of bleeding®’”.
Nevertheless, it is important to bear in mind the possibility
of complications associated with it, such as pneumothorax,
pleural empyema, purulent soft tissue infection of the
chest wall, and air embolism, among others®®, In
addition, large-volume thoracentesis, which is necessary
in @ number of cases, may increase microvascular
permeability and cause re-expansion pulmonary edema.
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Figure 1 Pathogenetic mechanisms and treatment principles of hepatic hydrothorax. LVP: Large-volume paracentesis; TIPS: Transjugular intrahepatic

portosystemic shunt.

It occurs due to inflammatory reaction accompanied by
the production of reactive oxygen species and superoxide
radicals in response to the rapid expansion of the initially
collapsed lung. The key mediators of inflammation in this
pathological situation may be interleukin 8, leukotriene
B4, monocyte chemotactic and activating factor'®?,
tumor necrosis factor «, and interleukin 1 g with the
participation of Rho/ROCK signaling pathway™". Another
possible factor is an increase in hydrostatic pressure in
pulmonary blood vessels leading to a plasma leakage into
the interstitial spacet®”.

To avoid re-expansion pulmonary edema, it is con-
sidered expedient to remove only one liter of transudate
at a time. Meanwhile, a study by Feller-Kopman et al**,
which included 185 patients who underwent large-
volume thoracentesis (from 1 to more than 3 L), did
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not find clinical and radiological signs of re-expansion
pulmonary edema in many of them, and the appearance
of this complication did not depend on the amount of
removed fluid, pleural pressure, and pleural elasticity.
The authors proposed to revise the recommendations for
limiting the volume of thoracentesis and assumed that it
should be stopped only if there are unpleasant sensations
in the chest or a decrease in the pleural pressure to less
than -20 mmH:0 at the end of exhalation.

Drainage of the pleural cavity: The installation of
tubular drains into the pleural cavity for prolonged
aspiration of the contents is undesirable in refractory HH.
First, it is fraught with the development of pneumothorax
and pleural empyema. Second, a large loss of fluid may
lead to renal dysfunction and electrolyte imbalance.
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Taken together, they significantly worsen the disease
prognosis and increase the risk of death™",

In this respect, catheters such as “Pigtail” or Pleurx®
look safer™!. So, the use of the first was successful in 48
out of 60 patients with refractory HH. The most significant
complications were occlusion (3.3%) of the catheters
and pain around their location (20%)P®. The Pleurx®
drainage system showed good results in five of the eight
patients, who had it installed as a “bridge” before TIPS or
liver transplantation. Pleural empyema developed in two
patients, which required removal of the catheter in one
case™”. Since these catheters are not widely used, their
expediency for the treatment of refractory HH cannot
be determined, and further research is needed for final
conclusions.

Pleurodesis: Pleurodesis may serve as a treatment
method for refractory HH in the case of unsuccessful
repeated thoracentesis. In most publications devoted to
this problem, it was created by using chemical substances
acting on visceral and parietal pleura and causing their
aseptic inflammation and adhesion. Irritant agents were
injected into the pleural cavity through the cannula or
during therapeutic thoracoscopy. The most commonly
used chemicals were talc, tetracycline, doxycycline,
bleomycin, povidone-iodine, and picibanil (OK-432) with
or without minocycline®®®.

It is better to perform chemical pleurodesis after
removal of ascitic fluid and transudate from the pleural
cavity. In addition, some authors propose to combine
it with constant positive pressure in the airways, which
decreases the negative pressure in the pleural cavity. It
prevents the ascitic fluid from moving there and leaves
it dry for a longer period™®.

In a prospective study, which included 56 patients
with refractory HH, 20 mL of a povidone-iodine 10%
aqueous solution were administered through a cannula
inserted into the pleural cavity under ultrasound control.
This procedure was effective in 71.4% of all cases, and
the success rate was 66.7% in massive effusion and
80% in moderate effusion. Twenty-eight patients had
to undergo a repeat procedure after a week due to
refractory HH relapse, of which 12 were successful*”.
Similar results were obtained in another prospective
study after administration of 1 g of doxycycline diluted
in 100 mL of saline*".

In a randomized clinical trial, Helmy et a**! eval-
uated the efficacy of chemical pleurodesis performed
in 20 patients during therapeutic thoracoscopy without
video assistance. For this purpose, the authors used
povidone-iodine 10% aqueous solution (10 mL) in 8
cases, doxycycline (1 g) in 6 cases, and talc (2-3 g) in
6 cases. All drugs were diluted in 50 mL of saline. The
observation lasted for three months and showed good
results in 15 patients (75%): in 7 when using povidone-
iodine (87.5%), in 4 out of 6 from the doxycycline
group, and in 4 out of 6 from the talc group (66.7%).
After the introduction of the talc suspension, one death
was due to the development of the hepatic coma as a
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result of the LC progression.

The introduction of video-assisted thoracoscopic
surgery (VATS) expanded the treatment options for
patients with refractory HH. This makes it possible
to perform not only a chemical, but also a combined
pleurodesis with chemical, mechanical, and thermal
effects on the pleura, the argon plasma coagulation,
and the closure of diaphragmatic defects with fibrin
glue, suturing, or synthetic materials'*?.

In a systematic review with meta-analysis, Hou et
al* evaluated the efficacy and safety of pleurodesis
carried out by using different methods that included
various drugs, as well as the closure of diaphragmatic
defects with fibrin glue and their suturing during VATS
in patients with refractory HH. They summarized the
results of 20 clinical observations and 13 series of cases,
including 26 and 180 people, respectively.

In clinical observations, the severity of hepatic
dysfunction was indicated in 10 patients, 3 of whom
had Child-Turcotte-Pugh (CTP) class B (30%), and 7
of whom had CTP class C (70%). Of the 26 patients,
chemical pleurodesis during a therapeutic thoracoscopy
without video assistance was performed in 12 cases
(46.2%), and with VATS (19.2%) in 5 patients. The
authors mainly used talc at a dose of 2-2.5 g (12/26,
46.2%) and OK-432 at a dose of 10 KE (7/26, 26.9%).
The procedure was carried out once in 19 patients
(73.1%), twice in 2 patients (7.7%), and thrice in
1 patient (3.9%). Information on the number of op-
erations was missing in 4 cases (15.3%).

Chemical pleurodesis was effective in 17 patients
(65.4%). Other methods were successfully applied to
4 patients from the group having negative results. One
fatal outcome was associated with bleeding from the
upper gastrointestinal tract and liver failure.

In this series of cases, the severity of liver dys-
function was indicated in 113 patients, two of whom
had CTP class A (1.8%), 37 of whom had CTP class B
(32.7%), and 74 of whom had CTP class C (65.5%).
Pleurodesis during therapeutic thoracoscopy without
video assistance was performed in 54 patients (30%),
and during VATS in 126 (70%). Agents for chemical
impact on the pleura were mainly talc at a dose of 2-2.5
g (115/180, 63.9%) and OK-432 at a dose of 10 KE
in combination with minocycline or without it (19/180,
10.6%). Nine patients (5%) underwent mechanical
pleurodesis (pleural abrasion, electrocautery), which
was supplemented with talc applied to the pleural
surface in 8 cases (4.4%). Pleurodesis was combined
with the closure of diaphragmatic defects by using fibrin
glue or suturing in 26 patients (20.6%) during VATS.
No more than two sessions of pleurodesis were required
to obtain a positive result, and only one procedure was
needed in 80%-100% of cases. The complete response
rate after pleurodesis was 72% (95%CI: 65%-79%).

The efficacy of pleurodesis performed with different
methods was evaluated using meta-analyses of six and
two studies including 90 and 16 patients respectively.
They showed that the complete response rate was 78%

November 8, 2017 | Volume 9 | Issue 31 |



Garbuzenko DV et a/. Hepatic hydrothorax

(95%CI: 68%-87%) when performing therapeutic
thoracoscopy without video assistance and 84%
(95%CI: 64%-97%) when using VATS.

Meta-analyses of 7 and 2 studies including 114 and
19 patients respectively were performed to evaluate the
efficacy of pleurodesis achieved with the use of various
drugs. They showed that the complete response rate
was 71% (95%CI: 63%-79%) when using talc and
93% (95%CI: 78%-100%) when using OK-432 with or
without minocycline.

A meta-analysis of 6 studies including 63 patients
showed that the complete complication rate was
82% (95%CI: 66%-94%). They included subfebrile
temperature (47.6%), renal insufficiency (17.5%),
pneumothorax (15.9%), hepatic encephalopathy
(11.1%), pneumonia (9.5%), liver failure (9.5%), pleural
empyema (6.4%), pleuro-cutaneous fistulas (4.8%),
sepsis (3.2%), intraoperative bleeding (1.6%), and
upper gastrointestinal bleeding (1.6%).

Therefore, the presented data suggest that despite
a large percentage of complications, pleurodesis may
be a promising method for treating refractory HH.
Randomized controlled trials with a meta-analysis are
necessary to confirm this.

Thoracoscopic mesh repair of diaphragmatic
defects: Huang et a'*' published the results of thora-
coscopic onlay reinforcement with Mersilene mesh
to repair diaphragmatic defects in 63 patients with
refractory HH (CTP dlass A - 12, B - 36, C - 15), which
in 16 cases was combined with their suturing. The
average observation period was 20.5 mo. Of the 4
patients who had a relapse of the disease, the pleural
effusion was eliminated using thoracentesis (> 3 times)
in 3 patients, and a second operation was required in 1
patient. The 30-d and 3-mo mortality rates were 9.5%
and 25.4% respectively, and its main reasons were
septic shock (37.5%), acute kidney damage (25%), and
gastrointestinal bleeding (25%). The authors concluded
that the method is effective in low-risk patients with
adequate postoperative management. In their opinion,
the most significant factors worsening the prognosis are
the preoperative severity of liver and kidney dysfunction
assessed according to the Model for End-Stage Liver
Disease (MELD) and Acute Kidney Injury Network (AKIN)
criteria.

TIPS: In one of the few articles devoted to the use
of TIPS in refractory HH, Ditah et a/* provided a
systematic review and a cumulative meta-analysis
of 6 retrospective studies involving a total of 198
patients suffering from HH (CTP class A - 2, B - 82, C
- 114). TIPS successfully eliminated the symptoms of
refractory HH in 73% of cases. The early (45-d) and
1-year mortality rates were 18% and 50% respectively,
with the most important predictors of an adverse
outcome being old age (> 60-65 years), the initial
severity of liver disease (CTP class C, MELD = 15),
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and increased creatinine level and inefficiency of TIPS.
Associated hepatic encephalopathy occurred in about
12% of all cases, and less frequently when expanded
polytetrafluoroethylene-covered stents were used.
The data obtained by the authors correlated well with
the results of TIPS in other complications of portal
hypertension™*”.,

Peritoneovenous and pleurovenous shunting:
Pleurovenous shunting is a surgical operation described
in 1975 for the treatment of malignant pleural effusion.
It is rarely used in refractory HH, and the publications
devoted to it are mainly presented as clinical observations
and a series of cases. In one of them, Artemiou et
al*® performed it on six patients and showed that
all the shunts were passable during 1-40 mo and no
one needed a pleural puncture to remove transudate.
Nevertheless, it is still too early to discuss the prospects
of pleurovenous shunting in refractory HH due to the
small sample size.

Liver transplantation: Since most of the patients
with HH have a terminal stage of LC, they are potential
candidates for orthotopic liver transplantation™*”. In the
study by Xiol et a*”, it was performed in 28 patients
with HH (CTP class B - 9, C - 19) without prior TIPS or
drainage of the pleural cavity. HH was refractory in 5
cases and combined with ascites in 26 cases. Eleven
patients had episodes of spontaneous bacterial pleural
empyema. HH was resolved in all transplant patients
for three months. At one lethal outcome, the average
survival rate was 114 mo.

Sersté et al®! compared the results of orthotopic
liver transplantation without previously performed TIPS
in three groups of patients at the terminal stage of
LC: with refractory HH, tense ascites without HH, and
without any of these complications. Patients with HH did
not need therapeutic thoracentesis after transplantation.
There were no significant differences in the duration
of mechanical pulmonary ventilation, the duration of
the stay in an intensive care unit and hospital, as well
as the frequency of septic complications and early
postoperative lethality. The one-year survival rate was
similar.

CONCLUSION

Although HH is infrequent, its presence exacerbates
the course of LC, and the occurrence of spontaneous
bacterial pleural empyema may be the cause of death.
Most patients, who suffer from it, are candidates for
orthotopic liver transplantation. In routine clinical pra-
ctice, the key to their successful management may be
the stratification of the risk for an adverse outcome and
the determination of individual therapeutic strategies.
The development of pathogenetic pharmacotherapy and
optimization of minimally invasive treatment will improve
the quality of life and increase the survival rate among
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patients with HH.
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Abstract

Drug induced liver injury is responsible for 50% of
acute liver failure in developed countries. Ayurvedic
and homeopathic medicine have been linked to liver
injury. This case describes the first documented case of
Punarnava mandur and Kanchnar guggulu causing drug
induced liver injury. Drug induced liver injury may be
difficult to diagnosis, but use of multi-modalities tools
including the ACG algorithms, causative assessment
scales, histological findings, and imaging, is recommended.
Advanced imaging, such as magnetic resonance chol-
angiopancreatography, may possibly have a greater role
than previously reported in literature.

Key words: Ayurvedic; Punarnava mandur; Kanchnar
guggulu; Drug induced liver injury; T2 heterogeneous hype-
rintensity; Roussel Uclaf Causality Assessment Method
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Core tip: Drug induced liver injury is difficult to diagnose.
Certain ayurvedic medications are commonly used without
full knowledge of their side effects. This article not only
represents the first documented case report of drug
induced liver injury secondary to Punarnava mandur and
Kanchnar guggulu, but it also demonstrates the possible
role for advanced imaging modalities.
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INTRODUCTION

Complementary and alternative medicine in the form
of herbal and homeopathic mediations have been used
dating as far back as 2100 BC in ancient China and
India. Their use has created a $180 billion market in
United States!'!. Though some herbal medications are
shown to cause drug induced liver injury (DILI) there
are many others that may be implicated. Punarnaya
mandur, extract from the Boerhavia diffusa plant, is
commonly used in ayurvedic practice for iron deficiency,
kidney, and liver pathologies™. Kanchnar guggulu,
extract from Bauhinia variegate plant, is used for uterine
fibroids and BPH. Both these medications have several
unlisted uses and properties, but more specifically they
can exhibit anti-inflammatory and hepatoprotective
properties’®. These two medications are widely used
and have not previously been associated with DILI.
DILI is often misdiagnosed or undiagnosed and herbal
medications need to considered by healthcare providers
as DILI is the most common cause of acute liver failure
in the United States™**®,

CASE REPORT

A 44-year-old female presented to the ED for 2 wk of
painless jaundice associated with poor appetite, pale
stools, and dark urine. She had a history of cholelithiasis
diagnosed in India 6 mo prior to presenting to the ED.
She began to use 3 different herbal and homeopathic
medications, but reportedly stopped taking them
after she noticed the jaundice. She denied any other
medication use. She denied any alcohol, acetaminophen
use, or a history of infectious hepatitis.

Her physical examination was remarkable for scleral
icterus. Her admission labs demonstrated an glutamic-
oxalacetic transaminase 1092 U/L, alanine aminotransferase
1185 U/L, total bilirubin 9.0 mg/dL, direct bilirubin 6.2,
INR 1.8, and normal alkaline phosphatase of 118. A right
upper quadrant ultrasound was ordered demonstrating
a shadowing calculus in the gallbladder neck measuring
1.6 cm. There was 0.9 cm gallbladder wall thickening
reported to be secondary to acute cholecystitis or a
primary liver process. The hepatic ducts were nondilated,
and the common bile duct measured 0.4 cm. A HIDA
scan was performed revealing hepatic dysfunction. Given
the initial 1.6 cm gallstone and hyperbilirubinemia, MRCP
was ordered confirming a gallbladder neck stone, but
no choledocholelithiasis. There was heterogeneous T2
enhancement of liver with no signs of hepatic steatosis
(Figure 1).

Viral serologies (hepatitis A, B, C, and E, HIV, cyto-
megalovirus) were negative. There was evidence of
prior infection with EBV. Antinuclear antibody was
weakly positive 1:40 titer in a speckled pattern. Anti-
smooth muscle, anti-liver/kidney microsomal, and anti-
mitochondrial antibodies were negative. There was an
increased iron saturation of 61%, with normal ferritin,
TIBC, ceruloplasmin. There was no HFE gene mutation
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Figure 1 Magnetic resonance imaging pancreas with contrast, T2 imaging.
The heterogeneous T2 enhancement (hyperintensities, white patchy areas, one
circled) are present throughout the liver parenchyma.

detected.

Jaundice and laboratory values began to improve after
one week. The patient was diagnosed with DILI secondary
to herbal and homeopathic medication. Interestingly,
her herbal and homeopathic medications (Punarnava
Mandur, Kanchnar guggulu, and one unlabeled) were
sent for toxicology analysis and came back negative for
a match in their toxin database. Surgical consultation
recommendations were outpatient follow up for elective
cholecystectomy after the patients lab values normalized.
Elective cholecystectomy was completed with a liver
biopsy the following month.

Liver biopsy demonstrated mild portal chronic in-
flammation and interface activity with grade 3 bridging
fibrosis. Ceroid-laden Kupffer cells were present in portal
tracts. There was ballooning of hepatocytes consistent with
injury. Plasma cells were not seen, but eosinophils were
conspicuous. Overall, the histologic pattern was suggestive
of drug hypersensitivity reaction with resolving hepatitis
(Figure 2).

DISCUSSION

To evaluate suspected idiosyncratic drug induced injury
there is no established gold standard. We recommend
using a 2 step approach with the DILI algorithm recently
proposed by ACG in combination with the Roussel Uclaf
Causality Assessment Method (RUCAM)"®, DILI is
a diagnosis of exclusion and ACG algorithm provides
an evidence based approach for a timely diagnosis
of DILI due to herbal and dietary supplements. The
RUCAM score is a system that assigns points for clinical,
biochemical, serologic, and radiologic features of liver
injury. This scores gives an overall likelihood that the
hepatotoxicity is due to a medication.

After obtaining a thorough history and physical, the
algorithm states the diagnostic approach can be tailored
to liver injury patterns (hepatocellular;, cholestatic, mixed)
based off the R value. The R value is defined as serum
ALT/upper limit of normal (ULN) divided by serum Alk P/
ULNYL, Our patient was categorized into the hepatocellular
injury (R = 5.0) column given the R value of 26. Then
the first line testing with hepatitis serologies, autoimmune
serologies, and imaging (abdominal ultrasound) was

November 8, 2017 | Volume 9 | Issue 31 |



h Ak e ..1
e .

- .
/. N B -5 .-'. P 1% . &
R ] - ..-.,{.,, '.P’ B |
W e e "‘.7_'.7 £ 5py ‘*-o 4
LA RTINS VL

N R
A= '}}‘ﬁ? ]
=

‘g et
. .
AR L RN

Dalal KK et a/. Ayurvedic drug induced liver injury

-

P"ii’ - i L |

Fast T o b R
4 Rt |

5“9‘3_; 2 .
v &

-

Figure 2 Resolving hepatitis. A: The liver shows a somewhat nodular architecture with increased portal inflammatory cells, HE, x 100; B: Ballooned hepatocytes
(arrow) and numerous pigmented Kupffer cells (asterix) are present in portal tracts consistent with injury, HE, x 400; C: Prominent eosinophils (arrow) suggests a drug
reaction of the hypersensitivity type, HE, < 400; D: Bridging fibrosis (arrow). Thin fibrous bridges connect portal tracts, Trichrome, x 100.

completed. Then second line testing of ceruloplasmin,
less common serology (HEV, CMV, EBV) and liver biopsy
was completed. This was combined with complete
evaluation to exclude non-DILI causes. Literature review
using PubMed and Livertox, and clinical judgement was
conducted. This patient’s ANA was positive, but the titer
was only 1:40, and this feature can be present in DILI.
This is proven by a retrospective study that evaluated 29
patients with DILI and autoimmune hepatitis. It concluded
that 7/21 DILI patients had positive ANA, but more so
all 8/8 patients with autoimmune hepatitis had an ANA
titer = 1:80™. The patient’s RUCAM score was 5, which
indicated a “possible” association with DILI. This helped
to establish the diagnosis. The use of the imaging and
importantly the histology helped to confirm the diagnosis.
Imaging is recommended for the evaluation of DI-
LI; however the modality will differ based on clinical
presentations. This patient, given her cholelithiasis,
had a MRCP which demonstrated heterogeneous T2
enhancements of the liver. This finding has not been
previously reported in literature for drug induced liver
injury. There have been observations of T2 hyperintensities
related to certain liver pathologies including hepatocellular
carcinoma, cholangiocarcinoma, hepatic adenoma,
hemangioma, mesenchymal hamartoma, metastatic
disease!'®. These findings are usually more localized,
unless the patient has underlying metastatic disease. This
heterogeneous pattern T2 enhancement, though relatively
nonspecific, may be a unique characteristic that is an

Baishidenge  WJH | www.wjgnet.com

underutilized diagnostic clue for DILI secondary to herbal
and homeopathic mediations. This will need to be further
studied in future DILI cases.

The histology for this patient helped in confirming
the diagnosis. The interface activity and hepatocyte
ballooning were consistent with liver injury and there
was Kupffer cell activation. The Kupffer cells were
ceroid laden, which is highly suggestive of DILI*!, The
repeated bouts of active liver injury led to bridging
fibrosis over time™?. Liver fibrosis can be associated
with DILI, but interestingly some herbal medications are
proposed treatments for fibrosis!****!, The prominent
eosinophils are associated with DILI. There have been
mice models demonstrating eosinophil accumulation
during hepatic necrosis after certain medications'**’.
After the offending agent was removed, the hepatitis
began to resolve. These findings collectively were su-
ggestive of a drug reaction and allowed to confirm a
diagnosis of DILI.

The primary treatment for DILI includes withdrawal
of the offending agent. If certain drugs are the causal
agent, specific therapies such as N-acetylcysteine
for acetaminophen toxicity or L-carnitine for valproic
overdoses maybe beneficial™®. For pruritus bile acid
sequestrants or antihistamines may be utilized. For herbal
and homeopathic medications the early recognition is
important with subsequent withdrawal of the medication.
The patient should be monitored with serial LFTs until
normalization. For patients with acute liver failure early
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transfer to a transplant center may be warranted as this
indicates a poor prognosis. Overall DILI is difficult to
diagnose, the unique findings from our case will aid in
future management and awareness of DILI secondary to
complementary and alternative medications.

ARTICLE HIGHLIGHTS

Case characteristics
A 44-year-old female had symptoms of painless jaundice, poor appetite, pale
stools, and dark urine.

Clinical diagnosis
Patient with history of painless cholelithiasis and 6 mo use of herbal medication
had worsening jaundice, scleral icterus.

Differential diagnosis

The differential diagnosis includes viral hepatitis, acetaminophen overdose,
autoimmune hepatitis, ischemic hepatopathy, Wilson’s disease, acute Budd-
Chiari syndrome, obstructive hyperbilirubinemia secondary to cholelithiasis, and
the diagnosis of exclusion of drug induced liver injury.

Laboratory diagnosis

Laboratory findings included glutamic-oxalacetic transaminase 1092 UIL,
alanine aminotransferase 1185 UJL, total bilirubin 9.0 mg/dL, direct bilirubin 6.2,
negative hepatitis serologies, negative autoimmune serologies and negative
HFE gene mutation.

Imaging diagnosis

Multiple imaging modalities were used, including right upper quadrant ultrasound
demonstrating a gallbladder neck calculus, a HIDA scan demonstrating
hepatic dysfunction with uptake in the gallbladder, and an magnetic re-
sonance cholangiopancreatography confirming a gallbladder calculus, no
choledocholelithiasis, and a unique heterogeneous T2 liver enhancement with no
signs of hepatic steatosis.

Pathological diagnosis

Liver biopsy demonstrated grade 3 bridging fibrosis, ceroid-laden Kupffer cells,
and eosinophils, which was all suggestive of drug hypersensitivity reaction with
resolving hepatitis.

Treatment
After diagnosis of this condition, the major treatment was stopping the offending
medication and monitoring with serial LFTs until normalization.

Related reports

There have been case reports of herbal medication causing drug induced liver
injury, but this case is unique because it represents the first documented case
report of commonly used ayurvedic medications including Punarnava mandur
and Kanchnar guggulu that was confirmed with biopsy and demonstrated
unique imaging findings.

Term explanation

Drug induced liver injury (DILI) is a diagnosis of exclusion of a rare adverse
medication herbal reaction causing jaundice, liver failure, or even death.
Roussel Uclaf Causality Assessment Method is a scoring system that assigns
points for clinical, biochemical, serologic, and radiologic findings to demonstrate
the likelihood of medication induced hepatotoxicity. Magnetic resonance
cholangiopancreatography is a magnetic resonance imaging exam that
produces detailed images of the hepatobiliary and pancreatic systems via a
noninvasive manner.

Experiences and lessons
In order to diagnosis drug induced liver injury it is important to get a detailed
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history while implementing algorithms, causative assessment scales,
histological findings, and imaging for all patients with unknown jaundice. DILI
needs to be diagnosed early in order to prevent acute liver failure.
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