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1   |   INTRODUCTION

Leukocyte chemotactic factor 2 amyloidosis (ALect2) is a 
recently recognized type of amyloidosis. It commonly in-
volves the kidneys presenting with proteinuria and slowly 
progressive renal disease. Rare involvement of the heart, 
relatively benign course, and specific ethnic distribution 
are special characteristics that differentiate Alect2 from 
other types of amyloidosis.1

Most cases of Alect2 were diagnosed in patients with 
Hispanic descent. In addition, it was reported in Punjabi 
and native American ethnic groups.1,2

Liver involvement is usually subclinical and underdi-
agnosed in Alect2, being more commonly detected in 

autopsy studies. The manifestation of hepatic disease is 
usually mild hepatocellular injury or isolated elevation 
of alkaline phosphatase, and rarely, severe cholestasis.1 
Diagnosis of this disorder is usually made with special 
stains done on kidney or liver biopsies.3 The management 
of renal disease is usually conservative as there is no de-
finitive treatment; however, it is important to identify this 
type of amyloidosis to avoid unnecessary and sometimes 
toxic treatment if it is erroneously diagnosed as AL or AA, 
which are more common subtypes of amyloidosis.3

We report a case of ALect2-related amyloidosis in a 
Punjabi-descent gentleman who presented with jaundice 
and hepatic encephalopathy and was eventually diag-
nosed with liver biopsy.
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Abstract
Amyloidosis is a well-known disease with various types and subtypes. One of 
the most recently identified types is leukocyte chemotactic factor 2 amyloidosis 
(LECT 2), which was found to be common in certain ethnic backgrounds. It is 
suggested that the diagnosis of this type is vital to prevent any therapy-related 
complications when it is erroneously diagnosed as AL amyloidosis. The clinical 
presentation is usually slowly progressive kidney disease and mild hepatic im-
pairment. We report a case of LECT2 amyloidosis, which presented with severe 
painless cholestasis and hepatic encephalopathy alongside progressive kidney 
disease.
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2   |   CASE PRESENTATION

A 53-year-old Indian gentleman with history of hypothy-
roidism, systemic hypertension, and diabetes mellitus 
type II complicated by retinopathy and, presumably ne-
phropathy under conservative management, presented 
to our hospital with chief complaint of jaundice. The 
patient noticed yellowish discoloration of his eyes and 
skin, which gradually progressed over a period of 1 week. 
Other complaints included generalized and intermittent 
pruritus which started one month before, and was more 
noticeable in the palms and soles, in addition to passing 
dark-colored urine.

There was no history of abdominal pain, nausea, vomit-
ing, fever, weight loss, or altered bowel habits. The patient 
was a non-smoker with no history of alcohol consumption 
or use of any kind of recreational drugs.

There was no history of recent travel or change in di-
etary habits. He worked as a truck driver. Family history 
was negative. His home medications were sodium bicar-
bonate, linagliptin, levothyroxine, irbesartan, hydralazine, 
and furosemide.

Vital signs including blood pressure remained stable 
throughout the hospitalization course. Physical examina-
tion revealed generalized icterus in the skin and sclerae, 
with no appreciable organomegaly. Fine asterixis was 
noted in the hands upon outstretching them. His Glasgow-
coma scale (GCS) was initially fluctuating in the range 
of 13–14/15, and he was noted to have a disturbed sleep 
cycle. His ammonia level was reported as 57 µmol/L (ref-
erence range 10 to 35 µmol/L). Therefore, he was started 

on regular lactulose oral solution to ensure 2–3 bowel mo-
tions per 24 h, which led to improvement in the GCS and 
sleep cycle and rapid decline in serum ammonia level to 
28 µmol/L.

Laboratory workup revealed direct hyperbilirubinemia, 
in addition to elevated alkaline phosphatase and amino-
transferases. The patient was admitted as a case of painless 
jaundice for investigation. Ultrasound of the abdomen and 
magnetic resonance cholangiopancreatography revealed 
cholecystolithiasis with unremarkable liver texture, and 
normal intra- and extrahepatic biliary ducts. Anti-smooth 
muscle, anti-mitochondrial, and anti-liver-kidney micro-
somal antibodies were negative. Furthermore, serology for 
Cytomegalovirus, Epstein-Barr virus, and hepatitis (A, B, 
and C) was negative. Acetaminophen and aspirin levels 
were undetectable in the serum. Urine dipstick was posi-
tive for +1 proteinuria and negative for hematuria.

As the patient's liver and kidney function tests were 
gradually worsening over the course of one week (Table 1), 
more invasive investigations were warranted. Endoscopic 
ultrasound was done, which revealed a lymph node with a 
size of 18 × 15 mm at the porta hepatis; however, there was 
no evidence of any pancreatic masses. Fine needle aspira-
tion biopsy of the lymph node showed reactive lymphocy-
tosis otherwise not suggestive of a specific pathology.

As the endoscopic ultrasound was unrevealing, percu-
taneous ultrasound-guided liver biopsy was performed. 
Unfortunately, the liver biopsy was complicated by acute 
hemoperitoneum which necessitated admission into the 
medical intensive care unit and the initiation of hemodial-
ysis due to acute worsening of his renal function.

T A B L E  1   Laboratory investigations

At 
Admission After two weeks

After four weeks (Time of 
discharge) Reference Range

Hb (gm/dL) 8.3 8 10.6 (post-transfusion) 13.5–17.5

Platelet (K/uL) 304 315 241 150–400

INR 1 1.6 1.1 (post-FFP administration) 0.8–1.1

Total Bilirubin (umol/L) 116 357 650 2–17

Direct Bilirubin (umol/L) 110 325 400 0–5.1

Alkaline phosphatase (U/L) 687 561 1644 40–130

Gamma glutamyl transferase (U/L) 478 398 N/A 10–71

ALT (U/L) 176 70 30 0–40

AST (U/L) 107 72 188 0–37

Lactic acid (mmol/L) 0.9 N/A N/A 0.5–2.2

Albumin (gm/L) 32 22 15 35–52

Urea (mmol/L) 18.2 26.7 13 2.76–8.07

Creatinine (umol/L) 269 372 226 70–115

eGFR (CKD-EPI Creatinine equation 
2021- ml/min/1.73m2)

24 16 29 More than 60 ml/
min/1.73m2
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The liver biopsy revealed background cholestasis, in 
addition to prominent globular eosinophilic deposits in 
the portal tracts and the sinusoids. These deposits were 
positive for Congo red stain, displaying apple green bire-
fringence. The findings were in keeping with globular he-
patic amyloidosis, which was considered highly sensitive 
and specific for LECT2 amyloidosis4 (Figures  1 and 2). 
Mass spectrometry was not available.

After disclosure of the diagnosis to the patient and ex-
planation of the nature of the disease and its progressive 
course, he chose to go back to his home country to spend 
more time with his family. He was discharged from our 
hospital after a four-week course in a stable condition. 
Unfortunately, we were not able to follow the patient after 
he traveled.

3   |   DISCUSSION

Amyloid is a term that was first adopted in 1854 by 
Rudolph Virchow and first described by the German bota-
nist Mattias Schleiden in 1838 as a plant starch, to refer to 
starch like bodies in the nervous system when exposed to 
iodine.5,6

Amyloidosis is a spectrum of disorders that share the 
pathology of misfolded protein accumulation in various 
organs of the body, originating from diverse etiologies. 
There are 30 types of proteins, which were identified to 
cause amyloid formation and toxic effects to the tissues.3

The most common type of these proteins in the de-
veloped countries is derived from immunoglobulin light 
chain, namely AL. Other types of proteins include AA, 
transthyretin-derived amyloid, and B2-microglobuline, 
which is known to accumulate in patients with end-stage 
renal disease already established on hemodialysis. A mi-
nority of amyloidosis cases are hereditary in nature. Large 
case series showed that the most common types of amyloi-
dosis in the United States of America are AL and AA; how-
ever, Lect2 amyloidosis is recently being more recognized 
especially in the Hispanic population. Studies performed 
outside the United States showed a relatively common 
occurrence of Lect2 amyloidosis in Egyptian, Sudanese, 
Pakistani-Kashmiri, and Punjabi-Indian populations.3,7,8

Lect2 acts as a chemotactic factor for neutrophils and 
has a role in chondrocyte and osteoblast stimulation. It is 
mainly produced by the liver and is overexpressed in he-
patocellular carcinoma and certain types of liver disease. 
It was suggested that Lect2 is an acute phase reactant pro-
duced as a response to hepatic inflammation and that it 
plays a role in hepatic regeneration.1,3

Although some familial cases of Lect2 amyloidosis 
were described, it is not labeled as one of the hereditary 
forms of amyloidosis. The gene encoding for this protein 
is located on chromosome 5 (5q31.1-q32); however, ab-
normalities of chromosome 7 were also implicated in the 
pathogenesis of this disease. In a case series by Rezk et al., 
all cases except for one were found to be homozygous for 
the G allele while the remaining case was heterozygous.1,7

Said et al. reported a case series of 72 patients with 
renal Alect2 who were mostly of Hispanic origin. The se-
ries showed that nephrotic-range proteinuria and signifi-
cant hematuria were rare; however, up to one third of the 
patients developed end-stage renal disease in a duration of 
26 months due to glomerular damage.8

Rezk et al. studied 24 patients with Lect2 amyloidosis 
and found that hepatic involvement was not associated 
with significant liver function impairment. In addition, 
none of the cases exhibited cardiac involvement, which 
might be the reason behind its benign course in most 
cases.1

F I G U R E  1   Liver biopsy showing prominent portal and 
sinusoidal globular eosinophilic deposits (black arrows) (H and E 
x 20)

F I G U R E  2   Globular deposits are positive for Congo Red
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The diagnosis of LECT2 amyloidosis is usually made 
by kidney or liver biopsy, with specific staining tech-
niques and spectrometry used for further confirmation. 
Unfortunately, there is no specific treatment for Lect2 am-
yloidosis and most of the time the treatment is supportive 
mainly directed at kidney disease.9

The importance of identifying this disease lies in 
avoiding modalities of treatment with potential toxic-
ity when it is mistakenly diagnosed as AL amyloidosis. 
Common agents used for the treatment of AL amyloi-
dosis are directed against plasma cell dyscrasia and in-
clude bortezomib and daratumumab.10 Multiple adverse 
events due to bortezomib were reported, and these in-
clude low platelet count, neuropathy, and ocular toxic-
ity.11 Daratumumab, on the contrary, has been associated 
with lymphopenia and increased predilection for oppor-
tunistic infections.12

Further studies are required to identify this disease and 
its management.
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