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Cirrhotic explanted livers occasionally have unexpected periodic acid–Schiff-diastase (PASD)–positive globules within the 
hepatocyte cytoplasm. It is often unclear whether this finding is a nonspecific consequence of cirrhosis or is indicative of an 
underlying alpha-1-antitrypsin deficiency (A1ATD) contributing to the cirrhosis. In this study, explanted livers were retro-
spectively evaluated for histopathology (including PASD status with confirmatory alpha-1-antitrypsin [A1AT] immunohis-
tochemistry [IHC]), and chart review provided etiology of liver failure and general clinical parameters. Real-time polymerase 
chain reaction was used to detect A1AT genotype (SERPINA1 S and Z alleles) by melting curve analysis on liver explant tissue 
from selected cases. Of 196 explanted livers, 21 (11%) had PASD+ globules, which were significantly enriched in patients with 
a clinical diagnosis of nonalcoholic steatohepatitis (NASH; 47%) compared with other causes (P < 0.001). IHC confirmed all 
PASD+ globules were A1AT+, with 20 of 21 cases demonstrating diffuse A1AT staining. In an expanded NASH cohort, 42% 
(14/33) of explants had PASD+ globules, 92% of which were homozygous (n = 1) or heterozygous (n = 11) for the SERPINA1 
Z allele, corresponding to nearly 40% of all NASH patients. Overall, the Z allele was present in 10% of all tested liver explants, 
with 85% of PASD+ cases genotyping homozygous (n = 2) or heterozygous (n = 20), which is far in excess of the estimated 
2% in the general population. These results indicate PASD+ A1AT globules (with confirmatory genotyping showing at least 
1 Z allele) are commonly observed in NASH, suggesting a synergistic relationship toward liver fibrosis. In addition, the high 
frequency of SERPINA1 Z alleles in liver transplantation patients supports the utility of pretransplant genotyping.
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Alpha-1-antitrypsin deficiency (A1ATD) is an auto-
somal recessive genetic disease with incomplete pen-
etrance that can lead to progressive pulmonary and 
liver disease. The diagnosis of A1ATD is most com-
monly established by the demonstration of low serum 

alpha-1-antitrypsin (A1AT) concentration and/or 
isoelectric focusing of serum proteins.(1) A1AT serum 
deficiency is caused by mutations in the SERPINA1 
gene, leading to protein misfolding or transcript 
instability that is sometimes accompanied by A1AT 
polymerization within hepatocytes.(2) The SERPINA1 
S and Z (NM_000295.4: c.863A>T, p.E288V and 
c.1096G>A, p.E366K, respectively) alleles account 
for 95% of A1AT deficiency alleles.(1,2) If polymer-
ization occurs, the A1AT glycoprotein accumulates 
in the endoplasmic reticulum of hepatocytes to form 
cytoplasmic globules that may be visualized on routine 
histology and highlighted by periodic acid–Schiff-
diastase (PASD) stain. This accumulated protein 
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is thought to be the primary cause of liver injury in 
A1ATD.(3)

Liver transplantation is the last treatment option for 
patients suffering from end-stage liver disease (ESLD) 
due to cirrhosis. Liver explants removed from patients 
with ESLD due to cirrhosis may contain PASD+ cyto-
plasmic globules within hepatocytes. These globules 
have been previously divided into type 1 and type 2 glob-
ules. Type 1 globules are located in the periportal region 
and are associated with cirrhosis. Type 2 globules are in a 
centrilobular region and are generally not associated with 
cirrhosis. A1AT globules in A1ATD are characteristi-
cally type 1 PASD globules.(4) The PASD stain has been 
shown to be a good screening stain to identify hepatocyte 
A1AT globules; however, A1AT immunohistochemical 
staining is still useful to help confirm that the globule is 
A1AT.(5) Type 1 PASD+ globules may be unexpectedly 
encountered in liver explants that were not performed for 
A1ATD. In fact, in the majority of cirrhotic livers with 
incidentally discovered PASD+ globules, there is no 
documented history of A1ATD.(6) Prior studies estimate 
that diffuse cirrhotic type PASD+ globules occur in 
approximately 10% of patients with ESLD,(6) an obser-
vation that raises concerns about the specificity of type 1 
PASD + globules in the setting of liver explanation.

The contribution of A1ATD to the development 
of ESLD, particularly MZ heterozygosity, is an 
evolving area of research.(7-11) Multiple studies have 
identified increased rates of Z allele heterozygosity 
in advanced liver disease(10,12); however, not all stud-
ies have shown consistent results.(13) Furthermore, 
the majority of liver transplants performed for docu-
mented A1ATD (~88%) occur in older adults (peak 
age range of 50-64 years), leading some authors to 
speculate that the principle phenotype of A1ATD 

may be an age-dependent degenerative disease.(14) 
However, it is unclear how comorbidities, such as 
nonalcoholic steatohepatitis (NASH), might play a 
role in an age-dependent degenerative disease model 
of A1ATD.

Individuals with unexplained chronic liver disease 
should be tested for A1ATD, and those found to be 
positive for a mutant A1ATD allele should be followed 
with annual imaging and laboratory evaluations. Family 
members of affected individuals should be provided with 
genetic counseling.(15) The significance and management 
of unexpected PASD+ globules in adult liver explants is 
less clear. The identification of A1AT globules in the 
explanted liver may not be a priority for clinical man-
agement because the transplant is curative. The ramifica-
tions on family members, however, should be considered, 
regardless of whether the patient is cured. In this study, 
we evaluated the frequency of PASD+ globules in liver 
explants with A1AT immunohistochemical confirma-
tion, noted patient characteristics, and assessed the pres-
ence of the SERPINA1 gene Z and S alleles using a novel 
genetic assay developed and validated within our clinical 
laboratory.(16) The study was approved by the institu-
tional review boards of the respective institutions.

Patients and Methods
Cirrhotic livers removed at the time of orthotopic trans-
plantation for ESLD during a 3-year period ( January 1, 
2013 to December 31, 2015) from a single institution 
were retrospectively reviewed after full institutional re-
view board approval. No organs from executed prisoners 
were used in this study. For each case, liver pathology, 
including the degree of cirrhosis, presence of cytoplasmic 
globules within hepatocytes, and positivity of the glob-
ules on PASD staining, were reviewed by 2 pathologists 
(M.W. and G.C.). PASD staining was performed on an 
automated platform (Artisan Link; Dako, Carpinteria, 
CA). All cases were stained with PASD, and all cases 
positive for PASD globules had confirmatory A1AT im-
munohistochemistry (IHC) performed. The latter im-
munostaining was performed on an automated platform 
(Bond III; Leica, Buffalo Grove, IL) using a polyclonal 
anti-A1AT antibody (1:750, Cell Marque, Rocklin, CA) 
and developed with a polymer-based detection kit (Bond 
Polymer Refine; Leica) for chromogen development on 
the slide. A readout of the A1AT immunohistochemical 
assays was performed by 2 pathologists (M.W. and G.C.) 
who were blinded to the histologic and clinical diagnosis.
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General clinical parameters, including age, sex, eti-
ology of ESLD, and body mass index (BMI) at time 
of transplantation, were extracted from retrospective 
chart review for each patient. Initial diagnostic liver 
biopsies were generally unavailable for evaluation; 
therefore, histopathologic features of these biopsies 
were not included in the demographic data set. Serum 
A1AT concentrations from any time point in the 
patient’s care were collected if available.

In a second round of case reviews following initial 
observations of the described cohort, all liver explants 
with NASH as the underlying etiology from 2006 to 
2012 (from the same institution as the primary explant 
cohort) were similarly assessed. A1AT IHC was 
performed retrospectively on all NASH cases, both 
PASD+ and PASD−. We used the Student t test to 
compare means of continuous variables, and we used 
Fisher’s exact test to compare categorical data. A P 
value <0.05 was considered significant.

To determine the A1AT genotype of the archived 
samples in this retrospective analysis, our group vali-
dated a real-time polymerase chain reaction (RT-PCR) 
method using formalin-fixed paraffin-embedded 
(FFPE) liver tissue.(16) Briefly, genomic DNA was 
extracted from FFPE blocks of liver tissue from all 
PASD+ cases and all PASD− NASH cases. RT-PCR 
was employed to amplify SERPINA1 to detect the S 
and Z alleles (NM_000295.4: c.863A>T, p.E288V and 
c.1096G>A, p.E366K, respectively) using allele-specific 
fluorescence resonance energy transfer probes and melt-
ing curve analysis. Validation samples had mean melt-
ing temperatures for the Z (61.2°C; standard deviation 
[SD] = 0.34°C) and S (55.4°C; SD = 0.30°C) alleles 
that were clearly separated from the non-Z (54.7°C; 
SD = 0.19°C) and non-S (48.6°C; SD = 0.28°C) alleles.

Results
During the 2013-2015 study period, 196 (male:female, 
n = 133:63) liver explants were removed at our institu-
tion during liver transplantation for ESLD. The etiol-
ogies of ESLD in the liver explants included hepatitis 
C virus (HCV)–induced cirrhosis (n  =  90); chronic 
alcohol use–related cirrhosis (n = 43); NASH-related 
cirrhosis (n = 15); and a mixture of other diagnoses in-
cluding (among others) primary sclerosing cholangitis 
and autoimmune hepatitis (n = 61; Fig. 1). A subset of 
patients (n = 13) had 2 etiologies clinically considered 
to contribute to ESLD.

Over the course of 3 years, 11% (21/196) of all liver 
explants in the primary cohort removed for ESLD 
had PASD+ hepatocyte globules. All PASD+ cases 
were also immunohistochemically positive for A1AT. 
Of these, 20 (95.2%) were strongly and diffusely reac-
tive for A1AT, whereas a single weakly PASD+ case 
(4.8%) was only focally positive. In general, the PASD/
A1AT IHC+ globules tended to be more conspicu-
ous in hepatocytes at the periphery of cirrhotic nodules 
(Fig. 2).

Among the 196 patients from all etiologies in the 
3-year primary cohort (Fig. 1), PASD+ globules were 
identified significantly more often in explants per-
formed for NASH than for other causes (P < 0.001): 
47% of NASH; 16% of chronic alcohol abuse; 6.7% 
of HCV chronic infection; and 6.6% of other eti-
ologies (1 case of A1ATD, 2 cases of autoimmune 
hepatitis, and 1 case of primary sclerosing cholangi-
tis). Within the secondary expanded NASH cohort 
(n  =  33), the overall rate of PASD+ globules was 
similarly increased (42%; 14/33). All PASD+ NASH 
cases were A1AT+, and all PASD− NASH cases were 
A1AT−.

The mean BMI for all patients at the time of the 
liver transplant in the primary cohort was 27 kg/m2. 
The mean BMI in PASD+ patients was 32  kg/m2, 
whereas the mean BMI in PASD− patients (27 kg/m2) 

Fig. 1. The etiologies of ESLD in the liver explants were as 
follows: 90 patients with HCV-induced cirrhosis; 43 patients 
with chronic alcohol use–related cirrhosis (EtOH); 15 patients 
with NASH-related cirrhosis; and 61 patients with a mixture of 
other diagnoses including primary sclerosing cholangitis and 
autoimmune hepatitis. There were 13 patients with multiple 
etiologies. *Increased frequency of PASD positivity in NASH cases 
(P < 0.001, Fisher’s exact test).
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was significantly less (P  <  0.001; Table 1). PASD+ 
NASH patients had a lower BMI on average (mean 
BMI, 31 kg/m2) than PASD− NASH patients (mean 
BMI, 33 kg/m2), although this difference was not sta-
tistically significant (P = 0.15). The increase in BMI 
in patients with PASD+ globules, however, may rep-
resent ascites because the majority of patients with 
PASD+ globules had ascites (62%; 13/21).

Of the patients with PASD+ globules at time of 
explant, only a single patient had a clinical workup for 
A1ATD. This was the primary driver for the develop-
ment of an in-house RT-PCR–based assay to genotype 
the SERPINA1 gene from FFPE. A total of 85% of 
patients with strong PASD+ globules (n = 26, includ-
ing those patients from the primary and secondary 
expanded NASH cohorts) were homozygous (n = 2) 
or heterozygous (n = 20) for the SERPINA1 Z allele. 
The 1 patient who was weakly PASD+ with only focal 
A1AT staining was negative for the SERPINA1 Z 
allele. The S allele was not detected in any PASD+ 

globule patients (Table 2). Among the strong PASD+ 
patients, 1 sample failed quality control (QC) and was 
excluded in the analysis. In patients who underwent 

Fig. 2. (A) An example of subtle cytoplasmic eosinophilic globules (see arrow) within the cytoplasm of cirrhotic hepatocytes on standard 
hematoxylin-eosin staining. (B) The confirmatory A1AT immunohistochemical staining strongly highlights prominent A1AT protein 
positivity in the cirrhotic hepatocytes. (C) and (D) Globules are highlighted as a bright magenta color within the hepatocyte cytoplasm 
with PASD stain.

taBle 1. Demographic and clinical Data for patients With 
liver explant specimens containing pasD+ and pasD− 

hepatocyte globules in the primary cohort

PASD+ (n = 21) PASD− (n = 175) P Value

Age, years 54 56 0.64

BMI, kg/m2 32 27 0.001

Sex, female 9 (43) 54 (31)

Ethnicity

Caucasian 18 (86) 133 (76)

Asian 0 (0.0) 13 (7.4)

Hispanic 2 (9.5) 8 (4.6)

American Indian 1 (4.8) 8 (4.6)

African American 0 (0.0) 6 (3.4)

Middle Eastern 0 (0.0) 4 (2.3)
Other 0 (0.0) 3 (1.7)

NOTE: Data are given as n (%) or mean.
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liver transplantation for NASH, 92% of patients with 
PASD+ globules were homozygous (n = 1) or hetero-
zygous (n = 11) for the Z allele. In contrast, among 
PASD− liver explants performed for NASH, no Z 
alleles were detected. The PASD− NASH patients had 
a high percentage of QC failure (12/19 patients). No Z 
allele was detected among the 7 PASD− NASH cases 
that passed QC or among the 12 PASD− NASH cases 
that failed QC. Only samples that produced a thresh-
old cycle (Ct) <32.0 were considered acceptable for 
genotype determination and inclusion in the analyses. 
A single patient in the PASD− NASH group had a 
heterozygous S allele detected (Table 3).

The prevalence of Z alleles in the primary cohort of 
all etiologies of ESLD was 8.2% (16/196), correspond-
ing to 76.2% (16/21) of PASD+ patients. Among the 
16 patients with a Z allele detected in all primary eti-
ologies of the ESLD cohort, 1 was homozygous and 
15 were heterozygous. Hepatocellular carcinoma was 
identified in the liver explant specimen in 2 of the 15 
patients with Z allele heterozygosity among the pri-
mary all etiologies of ESLD cohort.

Discussion
Unexpected PASD+ globules, in the context of 
advanced liver disease, are a specific finding that 

indicates the presence of a mutant A1AT allele. In 
our cohort, all but 1 PASD+ patients had strong 
and diffuse A1AT immunohistochemical staining, 
and 85% of PASD+ patients demonstrated at least 
1 SERPIN1A1 Z allele on genotyping. Furthermore, 
explants performed for a clinical diagnosis of 
ESLD due to NASH were highly enriched for the 
SERPIN1A1 Z allele, suggesting a synergistic rela-
tionship between the MZ genotype and advanced 
fibrosis in NASH. Only a single patient within our 
cohort had minimal clinical evaluation for A1ATD 
after PASD+ globules were reported in the ex-
planted liver. This highlights a potential gap, at least 
in the study institution, in the follow-up of poten-
tially important information for family members. 
Anecdotally, due to this study’s demonstration that 
PASD+ globules are specific to a mutant A1AT gen-
otype and the increased overall rate of SERPIN1A1 
Z alleles in the liver transplantation population, the 
study institution has increased clinical workup fol-
lowing an unexpected PASD+ result and now eval-
uates A1AT phenotype on all patients starting an 
evaluation for liver transplantation.

The rate of unexpected PASD+ globules in the pri-
mary cohort in this study (11%) closely matches a prior 
study in which 10% of ESLD patients had PASD+ 
globules.(6) Worldwide, 3.7% of the population has a 
variant A1AT genotype,(2) so therefore, the frequency 
of PASD+ globules in our ESLD cohort is nearly 3 
times that of non-MM patients. This suggests that the 
presence of A1AT globules is not simply reflective of 
the expected polymorphic variants of A1AT present 
in the population but represents a possible association 
between ESLD and A1AT globules.

PCR testing in this study showed that PASD+ 
globules in the cirrhotic explants were highly correlated 
with the presence of at least 1 Z allele; 85% of PASD+ 
patients were either homozygous or, more commonly, 
heterozygous for the Z allele. It is perhaps not sur-
prising that A1AT globules accumulate in patients 
with heterozygosity for the SERPINA1 gene Z allele 
because this mutation leads to A1AT protein misfold-
ing and intrahepatic polymerization.(2) Among adults 
presenting with chronic liver failure, prior studies have 
demonstrated a higher percentage of MZ heterozy-
gotes (8.4%) than expected by chance in the general 
population (2% of the population of North America 
carries a single Z allele).(12) In our retrospective study, 
at least 10% of all patients reviewed (including all 
patients during 2013-2015 and all NASH patients 
during 2006-2013) showed at least heterozygosity for 

taBle 2. Z and s allele Frequency among patients With 
strong pasD+ hepatocyte globule staining in Both the 

primary and expanded nash cohorts

Strong 
PASD+

Z or ZZ allele (QC pass) 22/26 (85)

S or SS allele (QC pass) 0/26 (0)
QC fail/total 1/27 (3.7)

NOTE: Data are given as n (%). A single patient sample failed QC 
on 2 repetitions of the assay and was therefore not included in the 
analysis of Z or S allele frequency.

taBle 3. Z and s allele Frequency in nash patients With 
and Without pasD+ hepatocyte globule staining

PASD+ NASH PASD− NASH

Z or ZZ allele (QC pass) 12/13 (92) 0/7 (0)

S or SS allele (QC pass) 0/13 (0) 1/7 (14)
QC fail/total runs 1/14 (7.1) 12/19 (63)

NOTE: Data are given as n (%). A single PASD+ patient sample 
and 12 PASD− patient samples had 2 QC run failures and were 
therefore not included in the analysis of Z or S allele frequency.
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the Z allele. Recently, Schaefer et al. similarly found 
the prevalence of MZ in liver transplantation was 
9.7%, whereas the prevalence of MS was not signifi-
cantly different than the general population.(10) These 
data clearly demonstrate that liver transplantation 
patients are enriched for the Z allele compared with 
the general population.

Furthermore, in this study, nearly 50% of patients 
with ESLD clinically attributed to NASH had PASD+ 
globules, and in all but 1 of these PASD+ cases the 
patient carried at least 1 Z allele. Remarkably, nearly 
40% of ESLD patients who carried a clinical diagnosis 
of NASH were at least heterozygous for the Z allele, 
far in excess of the predicted rate of 2% in the gen-
eral population and the 8%-10% previously showed in 
advanced liver disease patients.(12) Because our geno-
typic assay only tests for the Z and S alleles, it is possi-
ble that the few patients with PASD+ A1AT globules 
that did not contain a Z allele may have a rare patho-
genic SERPINA1 allele that results in the accumula-
tion of A1AT protein, such as the Mmalton SERPINA1 
allele.(2)

Previous epidemiology research has pointed to a 
synergistic effect between homozygous A1ATD and 
other factors in the progression to advanced liver 
disease. Bowlus et al. demonstrated obesity as a pre-
disposing risk factor for advanced liver disease in the 
subset of homozygous A1ATD patients who develop 
cirrhosis,(8) and Propst et al. showed that individuals 
with ZZ or Z genotypes who developed chronic liver 
disease had high rates of concurrent viral hepatitis.(7) 
The role of Z allele heterozygosity in chronic liver dis-
ease, and in NASH in particular, is more controversial. 
Schaefer et al. found 9.7% of orthotropic liver trans-
plants in their cohort to be MZ and that MZ was asso-
ciated with more advanced liver disease.(10) Graziadei 
et al. found 8.2% of their transplant population in the 
late 1990s to be MZ; of this, 26.9% carried a diagnosis 
of cryptogenic cirrhosis.(12) Valenti et al. showed that 
more non-MM genotype patients were diagnosed with 
nonalcoholic fatty liver disease (10.8% compared with 
3.5% MM), but ultimately, they did not find an asso-
ciation with liver damage.(9) Czaja found that NASH 
patients had a greater frequency of the A1ATD phe-
notype than those with chronic hepatitis C infection 
(20% versus 7%).(17) One additional study from Europe 
also reported that the presence of A1AT heterozygos-
ity was significantly higher in NASH patients than the 
general population.(18) Several other studies pointed 
out associations between A1AT heterozygosity and 

chronic liver disease, including in alcoholic and cryp-
togenic chronic liver disease.(19-23) Not all studies, 
however, have shown an increase in the frequency of a 
heterozygous Z allele in chronic liver disease.(13)

The results from this study suggest a relationship 
between heterozygosity for the SERPIN1A1 Z allele 
and those conditions (primarily NASH, but to a lesser 
extent ethanol-associated liver damage) where PASD+ 
is overrepresented in our cohort. In A1AT heterozy-
gotes, it is possible that parenchymal inflammation and 
injury induced by conditions, such as NASH, result in 
both the A1AT globule accumulation and suppression 
of disposal mechanisms, such as autophagy, that have 
been shown to be important in the cellular handling 
of mutant Z protein.(24,25) The function of A1AT in 
playing its anti-inflammatory role may be subsequently 
decreased.(26) This may allow the increased secretion 
of chemokines and cytokines, such as tumor necrosis 
factor and interleukin 6, that occur in obese patients 
to remain unchecked.(27) These mediators along with 
the increased free fatty acids and other proteins asso-
ciated with metabolic dysregulation may lead to liver 
injury, NASH, and a higher propensity for progres-
sion to cirrhosis. NASH is currently the second lead-
ing cause of liver disease among adults awaiting liver 
transplantation in the United States. With the advent 
of improved therapies for HCV infection,(28) it is 
expected that ESLD patients with NASH will soon 
outnumber those with HCV in the United States.(29) 
Currently, there is a paucity of reliable markers to pre-
dict the risk of progression to advanced liver disease 
in patients with NASH. The major risk factors pre-
dictive of disease progression are diabetes and obesity, 
but even these have not been described in all longi-
tudinal studies.(30) Given the increasing prevalence of 
NASH, identification of additional biomarkers that 
independently predict the risk of progression to ESLD 
might provide improved prognostic information and 
suggest changes in management, such as smoking ces-
sation and evaluation of family members.

Limitations of the current study include its ret-
rospective nature, overlapping clinical etiologies of 
ESLD, and our inability to independently validate the 
underlying etiology of ESLD in many patients. For 
most patients, only the cirrhotic explanted liver was 
available for pathologic review. In addition, serologic 
testing for A1AT concentration and phenotype in 
advanced cirrhosis and following liver transplantation 
are not accurate, and in our cohort, they were mostly 
not available. DNA was successfully extracted from 
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FFPE liver tissue stored up to 10 years after surgical 
removal. Although only a single PASD+ case failed 
RT-PCR amplification, there was a high rate of QC 
failure among PASD− NASH cases, which precluded 
melting curve analysis and genotype determination 
in the slight majority of PASD− NASH cases. The 
higher number of QC failures among PASD− NASH 
explant samples is likely due to the older age of these 
specimens compared with samples that passed QC (Ct 
<32.0). A majority of the PASD− samples (83%, 10/12) 
that failed QC were over 5 years old. Recent work by 
Guyard et al. demonstrated that compared with DNA 
immediately extracted from FFPE tissue, archived 
samples stored for a mean of 5.4 years had a 53% lower 
DNA quantity and that only 11% of the original DNA 
could be amplified by RT-PCR.(31) Although the QC 
failures could introduce bias, the fact that no Z alleles 
were detected in the PASD− samples that had ampli-
fiable DNA is reassuring. An additional limitation in 
this analysis is the lack of histologic and genotype data 
of the full cohort of liver explants performed for all eti-
ologies of ESLD to reduce the potential for bias in the 
NASH-only subset analysis.

Although SERPINA1 Z allele carriers are generally 
not thought to have a discernable clinical phenotype, 
this study suggests an obvious candidate. Interestingly, 
Chu et al. suggested that liver disease in A1ATD might 
be better understood as an age-dependent degenerative 
disease.(14) Our study identified a liver transplantation 
population enriched for the Z allele, with a relatively 
low number of liver explants in MZ patients with 
hepatocellular carcinoma. Heterozygosity for the Z 
allele has been shown to increase the risk of hepato-
cellular carcinoma.(32-34) However, more recent reports 
have questioned this relationship.(35) Although our 
cohort suggests a phenotype of liver disease in Z allele 
heterozygotes of more advanced liver fibrosis when 
combined with certain comorbidities (NASH), it did 
not show a large increase in hepatocellular carcinoma 
in the Z allele heterozygotes. Additional studies evalu-
ating families who are Z allele carriers may lend insight 
into subtler phenotypes of MZ patients.

A1ATD evaluation has been recommended in cases 
of unexplained liver disease(15); however, our results 
suggest that A1ATD evaluation may be appropriate 
in all individuals with progressive chronic liver disease. 
Furthermore, our observation that almost no patient 
had clinical information or follow-up after the demon-
stration of PASD+ globules in explanted livers high-
lights the need for evaluation of the patient and family, 

even after liver transplantation. Family members of 
affected individuals are at a 50% risk for inheriting 
the Z allele, and there may be a role for screening or 
early intervention to reduce the likelihood of ESLD 
in family members. At a minimum, the strong correla-
tion between PASD+ globules and heterozygosity for 
A1ATD in liver explants warrants clinical follow-up.

reFerences
 1) Bornhorst JA, Greene DN, Ashwood ER, Grenache DG. α1- 

Antitrypsin phenotypes and associated serum protein concentra-
tions in a large clinical population. Chest 2013;143:1000-1008.

 2) Stoller JK, Lacbawan F, Aboussouan LS. Alpha-1 antitrypsin de-
ficiency. In: Adam MP, Ardinger HH, Pagon RA, et al., editors. 
GeneReviews. Seattle, WA: University of Washington; 1993-2017.

 3) Fairbanks KD, Tavill AS. Liver disease in alpha 1-antitrypsin defi-
ciency: a review. Am J Gastroenterol 2008;103:2136-2141.

 4) Qizilbash A, Young-Pong O. Alpha 1 antitrypsin liver disease dif-
ferential diagnosis of PAS-positive, diastase-resistant globules in 
liver cells. Am J Clin Pathol 1983;79:697-702.

 5) Callea F, Fevery J, De Groote J, Desmet VJ. Detection of Pi Z 
phenotype individuals by alpha-1-antitrypsin (AAT) immu-
nohistochemistry in paraffin-embedded liver tissue specimens.  
J Hepatol 1986;2:389-401.

 6) Iezzoni JC, Gaffey MJ, Stacy EK, Normansell DE. Hepatocytic 
globules in end-stage hepatic disease: relationship to alpha1- 
antitrypsin phenotype. Am J Clin Pathol 1997;107:692-697.

 7) Propst T, Propst A, Dietze O, Judmaier G, Braunsteiner H, Vogel 
W. High prevalence of viral infection in adults with homozygous 
and heterozygous alpha 1-antitrypsin deficiency and chronic liver 
disease. Ann Intern Med 1992;117:641-645.

 8) Bowlus CL, Willner I, Zern MA, Reuben A, Chen P, Holladay 
B, et al. Factors associated with advanced liver disease in adults 
with alpha1-antitrypsin deficiency. Clin Gastroenterol Hepatol 
2005;3:390-396.

 9) Valenti L, Dongiovanni P, Piperno A, Fracanzani AL, Maggioni 
M, Rametta R, et al. Alpha 1-antitrypsin mutations in NAFLD: 
high prevalence and association with altered iron metabolism but 
not with liver damage. Hepatology 2006;44:857-864.

 10) Schaefer B, Mandorfer M, Viveiros A, Finkenstedt A, Ferenci P, 
Schneeberger S, et al. Heterozygosity for the alpha-1-antitrypsin 
Z allele in cirrhosis is associated with more advanced disease. Liver 
Transpl 2018;24:744-751.

 11) Halangk J, Witt H, Puhl G, Gabelein G, Pascu M, Müller T,  
et al. Heterozygous alpha-1 antitrypsin deficiency as an inherited 
risk factor in the development of chronic liver disease. J Hepatol 
2009;50:S162.

 12) Graziadei IW, Joseph JJ, Wiesner RH, Therneau TM, Batts 
KP, Porayko MK. Increased risk of chronic liver failure in adults 
with heterozygous alpha1-antitrypsin deficiency. Hepatology 
1998;28:1058-1063.

 13) Regev A, Guaqueta C, Molina EG, Conrad A, Mishra V, Brantly 
ML, et al. Does the heterozygous state of alpha-1 antitrypsin defi-
ciency have a role in chronic liver diseases? Interim results of a large 
case-control study. J Pediatr Gastroenterol Nutr 2006;43(suppl 1): 
S30-S35.

 14) Chu AS, Chopra KB, Perlmutter DH. Is severe progressive liver 
disease caused by alpha-1-antitrypsin deficiency more common in 
children or adults? Liver Transpl 2016;22:886-894.



cheeney et al. liver transplantatiOn,  January 2020

24 | Original article

 15) Sandhaus RA, Turino G, Brantly ML, Campos M, Cross CE, 
Goodman K, et al. The diagnosis and management of alpha-1 
antitrypsin deficiency in the adult. Chronic Obstr Pulm Dis 
2016;3:668-682.

 16) Pac LJ, Cheeney G, Westerhoff M, Konnick EQ, Greene DN, 
Lockwood CM. Real-time PCR to detect α-1 antitrypsin S and 
Z Alleles in formalin-fixed paraffin-embedded tissue. J Appl Lab 
Med 2018;3:18-25.

 17) Czaja AJ. Frequency and significance of phenotypes for alpha1- 
antitrypsin deficiency in type 1 autoimmune hepatitis. Dig Dis Sci 
1998;43:1725-1731.

 18) Cacciottolo TM, Gelson WT, Maguire G, Davies SE, Griffiths 
WJ. Pi*Z heterozygous alpha-1 antitrypsin states accelerate pa-
renchymal but not biliary cirrhosis. Eur J Gastroenterol Hepatol 
2014;26:412-417.

 19) Fischer HP, Ortiz-Pallardó ME, Ko Y, Esch C, Zhou H. Chronic 
liver disease in heterozygous alpha1-antitrypsin deficiency PiZ.  
J Hepatol 2000;33:883-892.

 20) Goltz D, Hittetiya K, Vössing LM, Kirfel J, Spengler U, Fischer 
HP. Α₁-antitrypsin PiMZ heterozygosity has an independent ag-
gravating effect on liver fibrosis in alcoholic liver disease. Virchows 
Arch 2014;465:539-546.

 21) Bell H, Schrumpf E, Fagerhol MK. Heterozygous MZ 
alpha-1-antitrypsin deficiency in adults with chronic liver disease. 
Scand J Gastroenterol 1990;25:788-792.

 22) Hodges JR, Millward-Sadler GH, Barbatis C, Wright R. 
Heterozygous MZ alpha 1-antitrypsin deficiency in adults with 
chronic active hepatitis and cryptogenic cirrhosis. N Engl J Med 
1981;304:557-560.

 23) Carlson J, Eriksson S. Chronic ’cryptogenic’ liver disease and 
malignant hepatoma in intermediate alpha 1-antitrypsin defi-
ciency identified by a Pi Z-specific monoclonal antibody. Scand J 
Gastroenterol 1985;20:835-842.

 24) Teckman JH. Emerging concepts and human trials in alpha- 
1-antitrypsin deficiency liver disease. Semin Liver Dis 2017;37: 
152-158.

 25) Perlmutter DH. Alpha-1-antitrypsin deficiency: importance of 
proteasomal and autophagic degradative pathways in disposal 
of liver disease-associated protein aggregates. Annu Rev Med 
2011;62:333-345.

 26) Stockley RA. The multiple facets of alpha-1-antitrypsin. Ann 
Transl Med 2015;3:130.

 27) Papatheodoridi AM, Chrysavgis L, Koutsilieris M, 
Chatzigeorgiou A. The role of senescence in the development of 
non-alcoholic fatty liver disease and progression to non-alcoholic 
steatohepatitis. Hepatology 2019. https ://doi.org/10.1002/hep. 
30834 .

 28) Kohli A, Shaffer A, Sherman A, Kottilil S. Treatment of hepatitis 
C: a systematic review. JAMA 2014;312:631-640.

 29) Wong RJ, Aguilar M, Cheung R, Perumpail RB, Harrison SA, 
Younossi ZM, Ahmed A. Nonalcoholic steatohepatitis is the 
second leading etiology of liver disease among adults await-
ing liver transplantation in the United States. Gastroenterology 
2015;148:547-555.

 30) Calzadilla Bertot L, Adams LA. The natural course of non- 
alcoholic fatty liver disease. Int J Mol Sci 2016;17:E774.

 31) Guyard A, Boyez A, Pujals A, Robe C, Tran Van Nhieu J, 
Allory Y, et al. DNA degrades during storage in formalin fixed 
and paraffin-embedded tissue blocks. Virchows Arch 2017;471: 
491-500.

 32) Eriksson S, Carlson J, Velez R. Risk of cirrhosis and primary 
liver cancer in alpha 1-antitrypsin deficiency. N Engl J Med 
1986;314:736-739.

 33) Zhou H, Fischer HP. Liver carcinoma in PiZ alpha-1-antitrypsin 
deficiency. Am J Surg Pathol 1998;22:742-748.

 34) Zhou H, Ortiz-Pallardó ME, Ko Y, Fischer HP. Is heterozygous 
alpha-1-antitrypsin deficiency type PIZ a risk factor for primary 
liver carcinoma? Cancer 2000;88:2668-2676.

 35) Antoury C, Lopez R, Zein N, Stoller JK, Alkhouri N. Alpha-1 
antitrypsin deficiency and the risk of hepatocellular carci-
noma in end-stage liver disease. World J Hepatol 2015;7: 
1427-1432.

https://doi.org/10.1002/hep.30834
https://doi.org/10.1002/hep.30834

