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These clinical symptoms are known as pur-
ple urine bag syndrome, which is very rare.
It was first described in 1978. It develops
more frequently in older women,> who
have permanent or long-term urinary
catheters,’ in patients with chronic renal
failure,' bedridden patients or those affect-
ed by chronic constipation.” The clinical
symptoms consists of a noticeable change
in urine colour, to blue and purple tones,
and is often associated with lower urinary
tract infections. Its aetiopathogenesis is not
well known, but it is believed that it is due
to ingesting tryptophan rich foods, which
transform into indole due to the bacterial
flora’s action. This is then absorbed by the
portal system to later be excreted by urine.
In this case, due to action of bacteria able
to produce sulphatase and phosphatase en-
zymes,’* they transform into indigo (which
is blue) and indirubin (which is red),’ turn-
ing the urine this colour. These chemical re-
actions especially occur in alkaline urines,*
although a case in acidic urine has also
been described.” Bacteria most associated
with this process are: Providencia spp., Es-
cherichia coli, Proteus spp., Pseudomonas
spp., Klebsiella pneumoniae, Morganella
sp. and enterococci.'** It is a benign entity
that does not often put the patient’s life in
danger, nor does it require aggressive treat-
ments. The urine normally clears and re-
turns to its usual colour when the bacteri-
uria has been resolved and the urine has
been acidified.”
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Hepatic venous
pressure gradient and
transjugular liver
biopsy to assess
patients with kidney
failure and chronic liver
disease
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To the Editor,

Portal hypertension (PHT) is the most
common liver cirrhosis-related compli-
cation and has a high morbidity and
mortality index. Measuring the hepatic

venous pressure gradient (HVPG) is the
method of reference to estimate PHT.
The objective of this study was to de-
termine the HVPG and the necroin-
flammatory and fibrotic activity in liv-
er tissue from a transjugular biopsy in
patients with chronic kidney disease
(CKD) and liver disease to establish the
correlation with analytical and radio-
logical data, and determine whether a
treatment prior to progression to ad-
vanced kidney disease or kidney trans-
plant was adequate, and to assess the
technique’s profitability and safety in
patients with kidney failure.

PHT is defined as a pathological in-
crease in hydrostatic pressure in the
splanchnic vein territory, which causes
the portal-cava gradient to increase
above its normal value (1-5mm Hg).' It
is the most common liver cirrhosis-relat-
ed complication and has a high morbidi-
ty and mortality index.

Measuring the HVPG is the best method
for estimating PHT and can be used in
prognosis, meaning that it is the test of
choice to assess PHT."> A HVPG of 6-
9mm Hg represents a subclinical PHT,
while PHT complications develop when
HVPG is above 10mm Hg.*’

The Kidney Disease: Improving Global
Outcomes (KDIGO) guidelines recom-
mend liver biopsy in assessing kidney
transplant candidates’ liver disease.®
According to the Spanish Society of
Nephrology, hepatitis C (HCV) carriers
can be kidney transplant candidates
once their liver disease has been com-
pletely assessed.” The transjugular ap-
proach is recommended, given the risk
of bleeding due to clotting disorder and
platelet dysfunction associated with
uraemia and intradialysis antiplatelet
and anticoagulant treatment. It allows
HVPG to be measured to confirm and
assess PHT without having to puncture
the liver capsule and peritoneum, re-
ducing pain and risk of bleeding."" Al-
though measuring HVPG is an invasive
procedure and is not available in all
hospitals, its reproducibility and low
number of complications mean that it is
gaining more importance.”
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The METAVIR score assesses the
necroinflammatory activity (grade A)
and fibrosis (stage F) using a coding sys-
tem of two letters and two numbers."

The objective of this study was to de-
termine the HVPG and METAVIR in
patients with CKD and liver disease, to
establish the correlation wtih analytical
and radiological data, and determine
the convenience of treatment previous
to progression to advanced CKD or
kidney transplant, as well as assessing
the profitability and safety of the tech-
nique in CKD patients. This is the first
study that described the relationship
between HVPG and clinical data of
CKD patients.

Of the 277 patients undergoing predial-
ysis and haemodialysis in our area, 11
kidney transplant candidates with
chronic liver disease were referred to
the hepatology department to assess
their hepatic situation before their con-
dition progressed to advanced CKD or
being included on the kidney transplant
waiting list.

In accordance with our hospital’s proto-
col and after having received the in-
formed consent, a transjugular liver
biopsy was performed to assess the his-
tological severity of the liver disease and
to exclude concomitant causes of dys-
function. At the same time, HVPG was
measured to confirm and assess PHT.
Antiplatelet drugs were withdrawn 5-7
days before, depending on the severity
of the ischaemic heart disease.
Haemodialysis patients were examined
on a dialysis-free day, having undergone
heparin-free haemodialysis the day be-
fore. The liver biopsy was performed by
cut and aspiration, using an 8 F catheter
and scope control. For each examina-
tion, 15ml-20ml of iodine contrast was
administered. For non-dialysis patients,
we performed prophylaxis for contrast-
induced nephropathy with saline solu-
tion and N-acetylcysteine. All patients’
histologies were assessed by one pathol-
ogist using the METAVIR score.

Analytical and radiological data were
taken to clinically determine the liver
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disease and we monitored the haemoglo-
bin levels and kidney function at 6 and
24 hours after the procedure.

The procedure was performed on 6 pa-
tients of the 11 that had been selected:
one patient was submitted for a kidney
transplant before the examination, two
were excluded due to contraindica-
tions (hepatic polycystic disease , der-
mal fibrosis), and two turned down the
examination.

The characteristics of the patients stud-
ied are shown in Table 1.

Patient 1 presented with a normal
HVPG, with no indirect signs of PHT.
The patient could not undergo the tran-
sjugular liver biopsy because of the
pronounced angle of the suprahepatic
vein, which stopped the catheter from
being placed (stiff guidewire). Patient 3
presented with a normal HVPG, with
no indirect signs of PHT. METAVIR
score was A3F3 with normal GOT/GPT
and high GGT, without signs of alcohol
consumption. Patient 5 presented with
a normal HVPG, with no data for PHT.
METAVIR score was A1FO with nor-
mal transaminases. Patient 6 presented
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with a normal HVPG, with indirect
signs of PHT (thrombocytopaenia,
splenomegaly and ascites). METAVIR
score was AIlF0, with normal
GOT/GPT and slightly high GGT.

Patient 2 had a HVPG of 6mm Hg
(subclinical PHT) with PHT data
(thrombocytopaenia and
splenomegaly). METAVIR score was
AI1FO, with slightly high GOT/GPT and
GGT. Patient 4 obtained a HVPG of
11mm Hg (severe PHT), without indi-
rect PHT data. METAVIR score was
AOFO, with normal GOT/GPT and high
GGT, which was likely to be related
with active alcohol abuse.

None of the patients suffered proce-
dure-related complications.

This was a short study, including pa-
tients with CKD and liver disease. Mea-
suring their PVPG and performing a
liver biopsy revealed clinical data that
were not found in analytical and radio-
logical tests, and which also modified
treatment for two patients.

The HVPG levels of patients 1, 3 and 5
coincided with indirect signs of PHT.

Table 1. Characteristics of the patients studied

Patient 1 Patient2 Patient3 Patient4 Patient5 Patient 6
Sex Male Male Male Male Female Male
Age (years) 64 42 51 43 48
MDRD (ml/min) 45 58 25 (Haemodialysis) (Haemodialysis)
Cause of CKD Vascular  Glomerular  Diabetic Diabetic Vascular Diabetic
Cause of liver
disease HCV HCV Alcohol HCV Alcohol
Child-Pugh
score A5 A5 A5 A5 B7
Platelets/ul 203 000 90 000 235 000 128 000 151 000 81 000
PT (%) 94 95 83 91 55
GOT/GPT 34/47 37/38 32/22 28/16 10/14 12/8
GGT/ALP 43/122 75/45 138/90 276/102 21/90 68/134
Albumin (g/dl) 4.5 4.7 3.8 4.5 3.4
Splenomegaly No Yes No No Yes
Ascites No No No No Yes
HVPG (mm Hg) 2 6 11 2 3
METAVIR score - A1FO A3F3 AOFO A1FO ATFO

CKD: Chronic Kidney Disease; HCV: Hepatitis C Virus; HVPG: Hepatic Venous Pressure Gradient.
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Patient 2 also presented with subclin-
ical PHT with thrombocytopaenia and
splenomegaly. However, patient 4 had
a HVPG of 11lmm Hg which is not in
accordance with indirect PHT signs
(absence of thrombocytopaenia,
splenomegaly and ascites), and pa-
tient 6 had a normal HVPG with
thrombopaenia, splenomegaly and as-
cites.

Four patients’ liver histology matched
the METAVIR score with cytolysis
enzymes. Treatment of HCV-induced
liver disease would have been ruled
out for patient 3 given the level of
transaminases, while the histology
shows a significant necroinflammato-
ry and fibrotic activity, which
changed the therapeutic treatment.

Patient 6 had low PT, thrombocy-
topaenia, hypoalbuminaemia and as-
cites, which pointed towards a chron-
ic decompensated liver disease. He
was indicated liver and kidney trans-
plant. However, this study found a pa-
tient with liver disease free of PHT;
histology was AOFO and liver trans-
plant was not indicated. History of al-
cohol-induced chronic pancreatitis
could explain splenomegaly, and as-
cites could be of a cardiac origin, due
to right heart failure and a protein
count greater than 3g/dl in the peri-
toneal fluid. Furthermore, we were
aware that there were no oesopha-
gogastric varices, which support a
HVPG of less than 10mm Hg.

CKD patients are at a high risk of suf-
fering severe complications following
percutaneous liver biopsies. A study
conducted on 72 haemodialysis pa-
tients showed that 13.2% suffered
complications.” Our series only ex-
amined 6 patients, but the transjugu-
lar biopsy seems to be safer than the
percutaneous method.

Our data suggest that measuring
HVPG and liver biopsies are useful
for correctly assessing CKD patients
and liver diseases, and defining can-
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didates for antiviral treatment and liv-
er transplants. This means that it
should be included in the liver disease
examination for CKD patients.
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