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4%, 5%, and 3% of all deaths in the United States, the 
European Region, and the Middle East, respectively.[8]

Regarding the burden of liver diseases in Iran, 1.7% 
of death was due to cirrhosis and other chronic liver 
diseases, lower than chronic kidney disease (2.2%).[8] 
Furthermore, among adults aged between 15 and 49 years 
who died in 2010, the leading causes of their deaths were 
gastrointestinal, liver cancers, and cirrhosis.[9] Finally, it 
is estimated in 2015 that a yearly number of deaths were 
hepatitis B virus (HBV) cirrhosis: 2500, nonalcoholic fatty 
liver disease: 3400, hepatitis C virus (HCV) cirrhosis: 
1600, and cholestatic liver disease: 500.[10]

INTRODUCTION

Cirrhosis is the end stage of progressive liver fibrosis and 
decompensated liver cirrhosis (DLC) is characterized 
by the presence of variceal bleeding, ascites, and 
encephalopathy. DLC is associated with complex organ 
disorders and high short‑term mortality, leading to 
substantial financial costs for the health‑care system.[1‑5]

DLC has emerged as a significant cause of global health 
burden and more than one million deaths per year 
worldwide.[6,7] In 2017, it accounted for approximately 
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After discovering immunosuppressant in 1983, orthotopic 
liver transplantation (LT) is introduced as an effective 
therapy; therefore, patients who have experienced LT are 
known to be at a substantially fewer risk of mortality even 
by up to 79%.[11‑13] In Iran, the first LT was performed in 
Shiraz (1993)[14] and then in 2002 in Tehran Liver Transplant 
Center (TLTC). The details of TLTC have been published in 
a previous paper.[15]

In 2016, the establishment of the United Network for Organ 
Sharing (UNOS) in the United States showed that patients 
had been enrolled on the waiting list, and only 50% have 
undergone deceased donor LT due to limited resources 
of donor organs. According to the UNOS reports in 2019, 
it is notable that the liver (11.6%) was the most common 
demand organ after the kidney (86.7%).[16] The imbalance 
between demand for LT and deceased donation rates leads 
to a significant increase in mortality on the waiting list.

Since LT patients may benefit from this treatment, that is, they 
survive longer than nontransplant patients, the probability 
of death on the waiting list may be underestimated when LT 
status is not considered in the analysis, model 1. There are 
several methodological ways, some of which may lead to 
considerable biases or inefficiency in assessing the LT role in 
the survival of waiting list patients. Since the lead‑time bias 
is obvious, comparing survival time distributions between 
LT and non‑LT patients, model 2, is not an appropriate 
analysis.[17,18] In 1979 Jamieson reported this bias in the 
analysis of the Stanford heart transplant data.[19]

Survival analysis using the Cox proportional hazards model 
and its two generalizations allow LT to be considered a 
time‑dependent covariate, models 3 and 4, or a competing 
outcome, models 5 and 6, and poses the following 
challenges: LT status is an internal time‑dependent covariate 
that is effective on patient survival, and other factors also 
influence its occurrence. Therefore, the assumption of the 
Cox model is not met.[17,20] Furthermore, considering death 
as a competing risk for LT (or vice versa) is problematic 
because it violates the basic assumption of noninformative 
censoring.[21,22]

Studies analyzing mortality of cirrhosis patients on the 
waiting list do not currently consider the effect of LT on time 
to death and lead to a suboptimal one. Markov multistate 
model, model 7, can be used to address this problem.[23] 
In our study, the three‑state model (illness‑death model) 
was set based on clinical events, including end‑stage liver 
disease (ESLD) as the initial state, LT as interim state, and 
death as the third state (absorbing state) [Figure 1].

In addition, the model for end‑stage liver disease (MELD) 
score in 2001 provides donor organs for listed recipients 

with the highest estimated mortality before LT.[24] The MELD 
score’s ability to predict recipient mortality after LT is still 
vague and controversial,[25,26] but the multistate model in 
our study can examine it.

The primary aim of this study is to investigate the impact 
of MELD score and other factors on mortality among 
ESLD patients with/without LT and also LT incident at 
once. Besides, the secondary purpose is estimating the life 
expectancy (LE), average number of years lived, with and 
without LT in different levels of MELD score.

MATERIALS AND METHODS

Participants, study design, and instruments
In this historical cohort study, patients with irreversible liver 
failure (confirmed by a hepatologist), regardless of the age 
and cause of the disease, were referred to TLTC (located at 
Imam Khomeini Hospital Complex in Tehran). Since the 
demand for liver transplant was high, but the number of 
deceased liver donors was low, some patients remained on 
the waiting list for a long time to receive a well‑matched 
organ. During the follow‑up, clinical events and other 
information were recorded in patient’s files. Through 
the TLTC, 780 adult patients, aged 18 years or older, who 
were listed to transplant between March 2008, and March 
2014, were identified. The main exclusion criteria were as 
follows: patient’s reception in other centers, multi‑organ 
transplantation, and re‑transplantation [Figure 2].

The Ethics Committee of Tehran University of Medical 
Sciences approved this historical study (approval number: 
IR.TUMS.SPH.REC.1396.4825). The information of patients 
was de‑identified prior to analysis.

Outcomes and variables
The beginning of follow‑up corresponded to the date of 
waiting list registration. Information about vital status and 
date of death was obtained regularly through phone calls 

Figure 1: Progressive multistate model for a liver transplant on waiting list 
patients in Tehran Liver Transplantation Center (TLTC). Three possible states are 
considered: (1) ESLD: End-stage liver disease, (2) LT: Liver transplant, (3) death
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and medical records. Patients were censored at the time 
of loss to follow‑up or at the end of the study in January 
2019. In this study, time to transplantation and time to 
death with and without LT were considered as multistate 
outcomes. Transparently, observed transition times were 
as follows: time to LT (date of LT minus date of waiting list 
registration [start/origin time]), time to death (date of death 
minus origin time), and time to censoring (date of last visit/
phone calls/January 2019 minus origin time). The censoring 
happened because of the study was finished and individuals 
do not experience the events or they were lost to follow‑up 
during the study period.

Th e  b ase l ine  char ac t e r i s t i c s  i n  mode ls  were 
demographical (age and gender) and clinical (etiology/
underlying diseases, ascites, creatinine, total bilirubin, 
international normalized ratio [INR], and MELD score) 
information.

Liver inactivity assessment
The liver inactivity of patients on the waiting list, in 
addition to a high MELD score which is currently the 
dominant criterion for liver allocation in this center, was 
also confirmed by the clinical judgment of transplant team 
members. This multidisciplinary committee included 
transplant surgeons, hepatologists, anesthesiologists, 
radiologists, pathologists, psychiatrists, infectious disease 
specialists, and liver transplant coordinators.

Clinical and biochemical measurements
Ascites was detected by sensitive imaging studies such 
as ultrasonography and physical examination. The cause 
of death among deceased liver donors were included as: 
anoxia, cerebrovascular accident, head trauma, central 
nervous system tumor, and other causes. Liver disease 
classification was based on the most common type, i.e., 
HCV, HBV, autoimmune disease (AID), and so on. The 
biochemical measurements including serum creatinine, total 
bilirubin, and INR were collected from medical record of 

patients. These laboratory values were included since they 
constituted the MELD score and were also used to allocate 
patients on the transplant list.

The MELD equation, used to calculate the severity score, 
was:[27]

9.6 ln ( [mg/ dl]) 11.2 ln (INR) 3.8
ln ( [ / ]) 6.43
Meld creatinin

bilirubin mg dl
= × + × + ×

+

According to the UNOS modifications, to avoid a negative 
score in the above equation, laboratory values below one 
were rounded to 1, and maximum serum creatinine was 
considered 4 mg/dl.[28] We adopted three categories for liver 
disease classification that their definitions were similar to 
Roberts et al.’s study.[29] Details about surgical procedures and 
related factors in TLTC were reported in the previous paper.[30]

Statistical analysis
C a t e g o r i c a l  v a r i a b l e s  w e r e  d e s c r i b e d  a s 
frequencies (percentages) and continuous as mean ± standard 
deviation (SD). The normality assumption was not met for 
continuous variables using Kolmogorov–Smirnov test. The 
association between baseline characteristics of the study 
population and patient’s status at the end of follow‑up 
was assessed using Chi‑square and Mann–Whitney tests. 
The reverse Kaplan–Meier method was applied to estimate 
the median survival time. Assuming missing completely 
at random or missing at random mechanism, baseline 
variables that had <10% missing values were imputed by 
Bayesian models and through the Markov chain Monte 
Carlo method. Hence, the observed data of other variables 
were used to predict the missing values in a variable by 
regression models. In this study, linear regression models 
were used for continuous variables and logistic models were 
used for qualitative variables. In total, 78 (11%) patients had 
missing data on at least one of desired variables at the time 
of registration and the range of missing value percentages 
was between 0% and 8%.

To correctly estimate the effect of desired variables, 
especially meld score, on hazard of death pre‑ and post‑LT, 
eight models were run in our study; only the results of 
model 1: without considering LT status in the analyses and 
model 7: using the multi‑state model, will be shown in the 
main text; and the results of other models, including model 
2: LT status as a grouped variable, models 3 and 4: LT status 
as a time‑dependent variable with and without interaction 
effects, models 5 and 6: utilizing competing risks methods, 
and model 8 that consider time to first event (LT or death) 
as an outcome, have been shown in Appendix.

First, univariate and multiple Cox proportional hazard 
modes without considering LT intervention were used 

Figure 2: The flow diagram shows the patients in the study-defined cohort. TLTC: 
Tehran Liver Transplant Center
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to estimate overall hazard ratio (HR). All variables 
that were significant in the univariate models or those 
clinically important were entered into multiple models. 
The proportional hazards assumptions underlying Cox 
regression were assessed using independence between the 
scaled Schoenfeld residuals and time.

Then, using multistate model, three transition intensities 
described the progression of the ESLD: (1) the intensity of 
developing LT 12( ),λ  (2) the intensity of LT‑free death 13( ),λ
and (3) the intensity of death after the LT 23( )λ [Figure 1]. 
The model is as:

, 0 ,(t) (t) exp ( ), 1,2 2,3T
i gh gh gh i ghX g hλ λ γ= = =

Where ( )i,gh tλ indicates the transition intensity from state 
g to state h for the ith individual at time t. 0ghλ is the 
baseline hazard for this transition and γ gh corresponds to 
transition‑specific covariate ,( )T

gh iX  coefficient vectors.

The goodness of fit for the multistate model was assessed by 
comparison between observed and expected prevalence. In 
R 4.0.4 software, the msm,[31] ELECT,[32] and R2OpenBUGS[33] 
packages were used to obtain HRs, LE, and missing data 
imputation, respectively. The statistical significance level 
was set at 0.05.

RESULTS

Descriptive findings
According to Figure 2, after eliminating transplant patients 
in the other centers: 10 (1%), combined transplants: 1 (0.1%), 

re‑transplants: 13 (1.5%), pediatric patients: 32 (4%), and 
lack of information on eligible covariates: 32 (4%), 780 
ESLD patients with mean age 43 ± 13 years were analyzed, 
of whom 448 were male (57%), and 248 (32%) had ascites. 
The mean ± SD of MELD scores was 16 ± 6 that 49%, 32%, 
17%, and 2% of the patients had MELD scores <15, 15–20, 
20–30, and >30, respectively. The most common cause 
of LT was (AID, 37%), (HBV/HCV, 30%), and other liver 
diseases (33%). The characteristics of patients are described 
in Table 1.

There were 275 (35%) deaths, with an overall median survival 
time of 6 (5–8) years. Two hundred and fifty‑five (33%) 
patients experienced LT, of whom 55 (21%) subsequently 
died. As shown in Table 2, survival probabilities of ESLD 
patients, without considering LT, were 92%, 79%, and 68% 
at 1, 3, and 5 years, respectively.

In the end of the study, 335 (43%) ESLD patients were 
still in state 1; hence, time to transplant and time to death 
were censored for them. On the other hand, 200 (78%) 
transplanted patients were in state 2, and time to death after 
LT was censored for them [Figure 1].

Effects of prognostic factors on mortality using Cox model
In the univariate analysis – which does not consider 
LT intervention [Table 1], the unadjusted effects of all 
prognostic variables, except INR, were found to be 
significant factors on the patients’ survival. According 
to multiple Cox regression model results, i.e., model 1, 
there were significant effects on mortality, including 
aging (HR: 1.03, confidence interval [CI]: 1.02–1.05), ascites 
complication (HR: 1.40, CI: 1.08–1.82), and high MELD 

Table 1: Baseline characteristics of the study population stratified by patient’s status at the end of follow‑up, Tehran 
Liver Transplant Center, 2008‑2019
Variables Mean±SD or n (%) P+ Overall++

Crude HR 
(95% CI)

Overall+++

Adjusted HR 
(95% CI)

All 
(n=780)

Survival status
Alive Died

In waiting list 
(n=305; 39%)

After LT 
(n=200; 26%)

In waiting list 
(n=220; 28%)

After LT 
(n=55; 7%)

Age (year) 43±13 41±13 40±12 47±12 43±13 <0.001 1.04 (1.02‑1.04) 1.03 (1.02‑1.05)
Sex (male) 448 (57%) 160 (53%) 113 (57%) 144 (65%) 31 (56%) 0.010 1.45 (1.13‑1.85) 1.11 (0.86‑1.44)
Diseases

HCV/HBV (reference) 237 (30%) 86 (28%) 49 (25%) 93 (42%) 9 (16%) 0.010 ‑ ‑
AID 287 (37%) 107 (35%) 86 (43%) 68 (31%) 26 (47%) 0.67 (0.51‑0.89) 0.97 (0.72‑1.32)
Other* 256 (33%) 112 (37%) 65 (33%) 59 (27%) 20 (36%) 0.64 (0.48‑0.86) 0.83 (0.61‑1.13)

Ascites (yes) 248 (32%) 0 (0%) 136 (68%) 70 (32%) 42 (76%) <0.001 1.69 (1.33‑2.15) 1.40 (1.08‑1.82)
Creatinine (mg/dL) 1.08±0.25 1.06±0.16 1.06±0.16 1.13±0.40 1.08±0.20 0.002 2.21 (1.64‑2.98) 1.27 (0.86‑1.89)
Total bilirubin (mg/dL) 4.05±5.63 2.89±5.05 5.16±5.38 4.50±6.17 4.62±6.23 0.005 1.02 (1.01‑1.04) 0.99 (0.96‑1.01)
INR 1.64±0.76 1.44±0.41 1.84±0.91 1.66±0.70 1.97±1.34 0.049 1.09 (0.99‑1.21) 0.83 (0.66‑1.03)
MELD score 16±6 13±5 18±5 16±6 18±6 <0.001 1.05 (1.03‑1.07) 1.07 (1.025‑1.12)
*Primary biliary cirrhosis, primary sclerosing cholangitis, hepatocellular carcinoma, metabolic liver disease, and others; +P-value(s) calculated based on Mann-Whitney 
and Chi-square tests; ++Univariate Cox proportional hazard mode without considering LT intervention; +++Multiple Cox proportional hazard mode without considering LT 
intervention (the including variables in this model are age, sex, disease, ascites, and laboratory tests); The significant level was considered at 5%. CI=Confidence interval; 
AID=Autoimmune and cryptogenic disease; HCV=Hepatitis C virus; HBV=Hepatitis B virus; INR=International normalized ratio; MELD=Model of end-stage liver disease; 
HR=Hazard ratio; LT=Liver transplantation
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score (HR: 1.07, CI: 1.03–1.12). The hazard of death was 
0.97 (CI: 0.72–1.32) fold among patients with AID compared 
with hepatitis ones. Furthermore, patients with higher 
creatinine levels had a higher mortality rate (HR = 1.27, 
CI: 0.86–1.89), but these are not statistically significant in 
this model [Table 1]. To see the impact of adjusting for LT, 
we considered it as a fixed‑in‑time variable and also as a 
time‑dependent variable in models 2 and 3, respectively, 
and its interactions with other factors considered in model 
4, results shown in Appendix Tables 1a and 2a. Finally, 
in models 5 and 6, we use the conventional approach of 
“competing risks”, but because of informative censoring 
results, not valid and related results were reported in 
Appendix Table 3a.

Effects of prognostic factors on occurrence of LT, mortality 
with and without LT using Markov multistate model
According to multistate analysis, the probability of 
remaining in ESLD state – without LT and mortality 
events – was 82%, 65%, and 38% after 1, 3, and 5 years, 
respectively. In turn, the probability of waiting list mortality 
was 8%, 22%, and 33% at 1, 3, and 5 years, respectively. 
The transition probability of ESLD to LT after 1, 3, and 
5 years was 10%, 22%, and 29%, respectively. The rest of the 
transition probabilities are presented in Table 2.

The effects of each prognostic factor on death hazard with 
and without LT and the hazard of LT incident have been 
investigated by Markov multistate model. Therefore, 
factors significantly associated with the incidence of 
LT were as follows: higher MELD score (HR = 1.22, CI: 
1.14–1.30), ascites complication (HR = 11.43, CI: 8.64–15.12), 
less creatinine (HR = 0.34, CI: 0.17–0.68), and fewer 
INR (HR = 0.55, CI: 0.38–0.81).

Although ascites complication (HR = 2.34, CI: 1.74–3.16) and 
higher MELD score (HR = 1.16, CI: 1.09–1.24) significantly 
affect waiting list mortality, these factors did not affect 
post‑LT survival [Table 2].

The factor associated with a higher risk of mortality with 
and without LT was older age (HR = 1.03, CI: 1.01–1.06 and 
HR = 1.03, CI: 1.02–1.04). Mortality risk after LT among 
AID patients was higher than hepatic ones (HR = 2.53, 
CI: 1.12‑5.73), and higher creatinine increased this 
risk (HR = 6.87, CI: 1.45–32.56).

Figure 3 shows the LEs, among 40 older adults with AID 
and ascites based on MELD categories. The LEs with LT 
were higher than without LT, but total LEs for MELD 
20–30 and MELD ≥30 are low. LE for a patient with 
MELD (20–30) was about 15 and 1 year with and without 
LT, respectively.

DISCUSSION

In this study, we found that the post‑LT survival rate (79%) 
was higher than pre‑LT one (72%). Therefore, LT is an 
important event in the evolution of ESLD. It is essential to 
determine what factors may prioritize the patient to LT and 
how its occurrence may affect other events as a prognostic 
factor. Little attention has been paid to this important 
question in previous studies, but in our study, Markov 
multistate model allows considering LT as an intermediate 
event between baseline prognostic factors and the ultimate 
event of death.

As shown in Table 2, the probability of death in the 
waiting list was underestimated when LT status was not 
considered in the analysis. These biases increased over time 
since patients, who underwent LT, had proper survival. 
In Markov multistate model, we found that post‑LT 
survival probabilities were 95%, 86%, and 77% at 1, 3, 
and 5 years, respectively, and higher than pre‑LT survival 
probabilities (86%, 56%, and 38%) [Table 2]. The survival 
probabilities in the study were estimated to be higher than 
previous works,[34,35] which indicates the importance of 
complication management.

Table 2: Estimated crude transition probabilities 
with and without considering liver transplantation 
intervention at 1, 3, and 5 years; Tehran Liver Transplant 
Center, 2008‑2019
From To Crude transition 

probabilities without 
considering LT in Cox 

model

Crude transition 
probabilities with 
considering LT in 
multistate model

1st year 3rd year 5th year 1st year 3rd year 5th year
ESLD ESLD 0.92 0.79 0.68 0.82 0.56 0.38
ESLD Death 0.08 0.21 0.32 0.08 0.22 0.33
ESLD LT ‑ ‑ ‑ 0.10 0.22 0.29
LT LT ‑ ‑ ‑ 0.95 0.86 0.77
LT Death ‑ ‑ ‑ 0.05 0.14 0.23
ESLD=End stage liver disease; LT=Liver transplant
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In this center, 33% of the waiting list patients managed to 
receive donated liver and according to results of Markov 
multistate model, the probability of underwent transplant 
for each patient was estimated about 30% at the 5th year; 
it was similar to other single centers with scarce deceased 
donor organ.[36]

Based on our knowledge, this is the first study, analyzing 
the prognostic performance of MELD score on pre‑ and 
post‑LT survival simultaneously. Although the MELD score 
is associated with overall survival without considering 
LT (HR = 1.07), according to multistate model results, high 
MELD score increased the risk of mortality only before 
transplant (about 16%) and did not have a significant effect 
on post‑LT survival. Some study confirm these findings.[25,37,38] 
It may happen due to the MELD index introduced to reduce 
waiting list mortality, not to predict post‑LT survival. 
Alternatively, other distinct analyses showed that patients 
with a higher MELD score tended to experience worse/better 
post‑LT survival.[11,39‑42] Finally, the occurrence of LT among 
patients with high MELD score was increased about 22%.

A study by Heuman et al. demonstrated that in patients 
with MELD score above 21, the only independent predictor 
for death in waiting list was MELD, but if the MELD score 
was lower than 21, ascites was the only predictors;[43] 
also in other studies, ascites was related to pretransplant 
mortality.[44] Similarly, in our study, ascites was an 
influential factor in overall mortality. Although this factor 
increased the incidence of LT (HR = 11.43), pre (HR = 2.34), 
and post (HR = 1.45) LT mortality, it was not statistically 
significant factor on the mortality after LT. It seems that 
adding ascites factor into the new risk model might refine 
and improve the accuracy of the MELD index.

In our center, the primary underlying diseases were 
autoimmune‑cryptogenic followed by hepatitis cirrhosis 

vice versa; according to a study in Iran, in 2018, the leading 
causes for LT were hepatitis B‑related cirrhosis, followed 
by cryptogenic and primary sclerosing cholangitis.[45] 
Howbeit, in this study, the etiology of liver disease was not a 
significant factor for transplant and mortality before LT, but 
patients with autoimmune cryptogenic cirrhosis (HR= 2.53) 
had poorer survival after LT, compared to those with 
hepatitis [Table 3]. This is in line with another study which 
showed post liver transplant survival was strongly related 
to underlying disease.[15,46,47] Furthermore, a disease‑specific 
analysis of LT survival, which encompasses both pre‑ and 
posttransplant events, showed an increased survival rate 
after LT among HCV + patients with >30 MELD increased 
and a decrease in patients with MELD 9‑29, compared with 
HCV − patients.[48] In other work, HCV was also correlated 
with the survival rate before LT.[49]

Sharma et al. believe that the weight of creatinine in the 
MELD formula is overestimated, because people with 
creatinine levels less than 1 are not indistinguishable, 
and high bilirubin in cirrhotic patients can interfere with 
creatinine measurement.[50] Therefore, our research found 
that patients with lower creatinine and INR levels were 
more likely to transplant.

In the following, the post‑LT mortality rate of patients with 
high creatinine levels was higher than those with lower 
values [Table 3]. It may happen due to immunosuppressive 
drug use after transplantation – although it prevents 
transplant rejection – that further damage kidney function. 
Hence, renal dysfunction is a common complication after 
LT that depends on various factors before, during, and 
after surgery.

According to many studies,[51‑54] including our results in the 
multistate analysis, age was identified as a risk factor that 
affects mortality before and after transplantation [Table 3]. 

Table 3: Hazard ratios by the results of the multistate model for the association of liver transplant incident, mortality 
among those with and without liver transplant with patients’ characteristics, donor, and surgical factors, Tehran Liver 
Transplant Center, 2008‑2019
HR (95% CI) LT incident P Mortality among those without LT P Mortality among those with LT P
Age (year) 1.00 (0.99‑1.01) 0.855 1.03 (1.02‑1.04) <0.001 1.03 (1.007‑1.06) 0.024
Sex (male) 0.89 (0.69‑1.16) 0.386 1.10 (0.82‑1.47) 0.533 0.88 (0.48‑1.60) 0.690
Diseases

HCV/HBV (reference) ‑ ‑ ‑
AID 1.32 (0.92‑1.88) 0.128 0.76 (0.54‑1.07) 0.116 2.53 (1.12‑5.73) 0.026
Other* 1.31 (0.92‑1.86) 0.133 0.65 (0.46‑0.92) 0.015 2.27 (1.01‑5.11) 0.047

Ascites (yes) 11.43 (8.64‑15.12) <0.0001 2.34 (1.74‑3.16) <0.0001 1.45 (0.76‑2.75) 0.260
Creatinine (mg/dL) 0.34 (0.17‑0.68) 0.002 0.71 (0.44‑1.15) 0.163 6.87 (1.45‑32.56) 0.015
Total bilirubin (mg/dL) 0.97 (0.94‑1.001) 0.053 0.98 (0.95‑1.007) 0.122 0.997 (0.92‑1.08) 0.947
INR 0.55 (0.38‑0.81) 0.002 0.61 (0.37‑0.99) 0.048 1.13 (0.81‑1.59) 0.487
MELD score 1.22 (1.14‑1.30) <0.0001 1.16 (1.09‑1.24) <0.0001 0.96 (0.86‑1.07) 0.473
*Primary biliary cirrhosis, primary sclerosing cholangitis, hepatocellular carcinoma, metabolic liver disease, and others. The significant level was considered at 5%. 
CI=Confidence interval; AID=Autoimmune and cryptogenic disease; HCV=Hepatitis C virus; HBV=Hepatitis B virus; INR=International normalized ratio; MELD=Model of 
end-stage liver disease; CIT: Cold ischemic time; HR=Hazard ratio; LT=Liver transplantation
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This may be due to biological status; therefore, diagnosing 
and transplanting at a younger age is essential in improving 
patient survival.

In general, female liver recipients had a more extended 
LE,[35] but in our study, the multistate model adjusted to 
common clinical risk factors for mortality. We calculate 
LE with and without LT among 44‑year‑old male patients 
with a history of ascites in different severity of liver 
dysfunction. Results showed that the LE of patients waiting 
list with any disease severity, if transplanted, will increase 
significantly, and it can be hypothesized that their LE 
after transplantation is like other healthy people in the 
population.

Limitations
This work is an observational‑retrospective study and prone 
to some biases[55] because we did not access information 
about other risk factors mentioned in previous studies.

CONCLUSION

The multistate model gives new insights into ESLD 
progression and takes into consideration the role of LT 
intervention. More than one‑third of patients with cirrhosis 
have been transplanted in TLTC. MELD score and ascites are 
most strongly associated with the hazard of death without 
LT. High MELD does not guarantee increasing total LE, and 
individuals with MELD <15 can expect greater longevity 
after transplant.

Acknowledgments
We thank all recipients, donors, their families, and over 100 
multi‑disciplinary teams who cooperate in the TLTC.

Financial support and sponsorship
Nil.

Conflicts of interest
Dr. Mohssen Nassiri‑Toosi is the chief of Liver 
Transplantation Research Center. The other authors report 
no proprietary or commercial interest in any product 
mentioned or concept discussed in this article.

REFERENCES

1. Saunders JB, Walters JR, Davies AP, Paton A. A 20‑year prospective 
study of cirrhosis. Br Med J (Clin Res Ed) 1981;282:263‑6.

2. Ginés P, Quintero E, Arroyo V, Terés J, Bruguera M, Rimola A, et al. 
Compensated cirrhosis: Natural history and prognostic factors.
Hepatology 1987;7:122‑8.

3. Panel National Institutes of Health Consensus Development.
National Institutes of Health Consensus Development Conference 
statement: Adjuvant therapy for breast cancer, November 1–3,
2000. J Natl Cancer Inst 2001;93:979‑89.

4. Tsochatzis EA, Bosch J, Burroughs AK. Liver cirrhosis. Lancet

2014;383:1749‑61.
5. D’Amico G, Morabito A, D’Amico M, Pasta L, Malizia G, Rebora P,

et al. Clinical states of cirrhosis and competing risks. J Hepatol 
2018;68:563‑76.

6. Mokdad AA, Lopez AD, Shahraz S, Lozano R, Mokdad AH,
Stanaway J, et al. Liver cirrhosis mortality in 187 countries between 
1980 and 2010: A systematic analysis. BMC Med 2014;12:145.

7. Asrani SK, Devarbhavi H, Eaton J, Kamath PS. Burden of liver
diseases in the world. J Hepatol 2019;70:151‑71.

8. Institute for Health Metrics and Evaluation (IHME). GBD
Compare Data Visualization. Seattle, WA: IHME, University of 
Washington; 2018. Available from: http://vizhub.healthdata.org/
gbd‑compare.

9. Malekzadeh F, Sepanlou SG, Poustchi H, Naghavi M,
Forouzanfar MH, Shahraz S, et al. Burden of gastrointestinal and 
liver diseases in Iran: Estimates based on the global burden of 
disease, injuries, and risk factors study, 2010. Middle East J Dig 
Dis 2015;7:138‑54.

10. Sepanlou SG, Malekzadeh F, Naghavi M, Forouzanfar MH,
Shahraz S, Moradi‑Lakeh M, et al. Trend of gastrointestinal and 
liver diseases in Iran: Results of the global burden of disease study, 
2010. Middle East J Dig Dis 2015;7:121‑37.

11. Merion RM, Schaubel DE, Dykstra DM, Freeman RB, Port FK,
Wolfe RA. The survival benefit of liver transplantation. Am J 
Transplant 2005;5:307‑13.

12. O’Leary JG, Lepe R, Davis GL. Indications for liver transplantation.
Gastroenterology 2008;134:1764‑76.

13. Starzl TE, Fung JJ. Themes of liver transplantation. Hepatology
2010;51:1869‑84.

14. Malek Hosseini SA, Lahsaee M, Zare S, Salahi H, Dehbashi N,
Firoozi MS, et al. Report of the first liver transplants in Iran. 
Transplant Proc 1995;27:2618.

15. Madreseh E, Mahmoudi M, Nassiri‑Toosi M, Baghfalaki T,
Zeraati H. Post liver transplantation survival and related 
prognostic factors among adult recipients in Tehran liver 
transplant center; 2002‑2019. Arch Iran Med 2020;23:326‑34.

16. Transplant Trends. Available from: https://www.unos.org/data/
transplant‑trends. [Last accessed on 2017 Nov 06].

17. Day NE, Walter SD. Simplified models of screening for chronic
disease: Estimation procedures from mass screening programmes. 
Biometrics 1984;40:1‑14.

18. Brenner H, Blettner M. Controlling for continuous confounders 
in epidemiologic research. Epidemiology 1997;8:429‑34.

19. Jamieson SW, Stinson EB, Shumway NE. Cardiac transplantation 
in 150 patients at Stanford University. Br Med J 1979;1:93‑5.

20. Kleinbaum DG, Klein M. Survival Analysis. New York: Springer; 
2010.

21. Michelassi F, Vannucci L, Montag A, Goldberg R, Chappell R,
Dytch H, et al. Importance of tumor morphology for the long term 
prognosis of rectal adenocarcinoma. Am Surg 1988;54:376‑9.

22. Arriagada R, Rutqvist LE, Kramar A, Johansson H. Competing
risks determining event‑free survival in early breast cancer. Br J 
Cancer 1992;66:951‑7.

23. Hougaard P. Analysis of Multivariate Survival Data. New York:
Springer Science & Business Media; 2012.

24. Kamath PS, Wiesner RH, Malinchoc M, Kremers W, Therneau TM, 
Kosberg CL, et al. A model to predict survival in patients with 
end‑stage liver disease. Hepatology 2001;33:464‑70.

25. Desai NM, Mange KC, Crawford MD, Abt PL, Frank AM,
Markmann JW, et al. Predicting outcome after liver transplantation: 
Utility of the model for end‑stage liver disease and a newly derived 
discrimination function. Transplantation 2004;77:99‑106.

26. Renfrew PD, Quan H, Doig CJ, Dixon E, Molinari M. The Model for
End‑stage Liver Disease accurately predicts 90‑day liver transplant 

http://vizhub.healthdata.org/gbd
http://vizhub.healthdata.org/gbd
https://www.unos.org/data/transplant
https://www.unos.org/data/transplant


Madreseh, et al.: Progression of end‑stage liver disease and life expectancy

Journal of Research in Medical Sciences| 2023 | 8

wait‑list mortality in Atlantic Canada. Can J Gastroenterol 
2011;25:359‑64.

27. Gheorghe L, Popescu I, Iacob R, Iacob S, Gheorghe C. Predictors
of death on the waiting list for liver transplantation characterized 
by a long waiting time. Transpl Int 2005;18:572‑6.

28. Chenery HB, Syrquin M, Elkington H. Patterns of Development, 
1950‑1970. London: Oxford University Press; 1975.

29. Roberts MS, Angus DC, Bryce CL, Valenta Z, Weissfeld L. Survival 
after liver transplantation in the United States: A disease‑specific
analysis of the UNOS database. Liver Transpl 2004;10:886‑97.

30. Jafarian A, Nassiri‑Toosi M, Najafi A, Salimi J, Moini M,
Azmoudeh‑Ardalan F, et al. Establishing a liver transplantation
program at Tehran University of Medical Sciences, Iran: A report 
of ten years of experience. Arch Iran Med 2014;17:81‑3.

31. Jackson C. Multi‑state models for panel data: The msm package
for R. J Stat Softw 2011;38:1‑28.

32. Van Den Hout A, Jagger C, Matthews FE. Estimating life
expectancy in health and ill health by using a hidden Markov
model. J R Stat Soc Ser C Appl Stat 2009;58:449‑65.

33. Sturtz S, Ligges U, Gelman A. R2OpenBUGS: A Package for
Running OpenBUGS from R. R Package Version; 2019. p. 3.2.

34. Jain A, Reyes J,  Kashyap R, Dodson SF, Demetris AJ,
Ruppert K, et al. Long‑term survival after liver transplantation
in 4,000 consecutive patients at a single center. Ann Surg
2000;232:490‑500.

35. Barber K, Blackwell J, Collett D, Neuberger J, UK Transplant Liver 
Advisory Group. Life expectancy of adult liver allograft recipients 
in the UK. Gut 2007;56:279‑82.

36. Ritschl PV, Wiering L, Dziodzio T, Jara M, Kruppa J, Schoeneberg U, 
et al. The effects of MELD‑based liver allocation on patient survival 
and waiting list mortality in a country with a low donation rate.
J Clin Med 2020;9:1929.

37. Salvalaggio P, Afonso RC, Pereira LA, Ferraz‑Neto BH. The MELD 
system and liver transplant waiting‑list mortality in developing
countries: Lessons learned from São Paulo, Brazil. Einstein (Sao
Paulo) 2012;10:278‑85.

38. Moraes AC, Oliveira PC, Fonseca‑Neto OC. The impact of the meld 
score on liver transplant allocation and results: An integrative
review. Arq Bras Cir Dig 2017;30:65‑8.

39. Vrochides D, Hassanain M, Barkun J, Tchervenkov J, Paraskevas S,
Chaudhury P, et al. Association of preoperative parameters
with postoperative mortality and long‑term survival after liver
transplantation. Can J Surg 2011;54:101‑6.

40. Cardoso FS, Karvellas CJ, Kneteman NM, Meeberg G, Fidalgo P, 
Bagshaw SM. Postoperative resource utilization and survival
among liver transplant recipients with Model for End‑stage Liver 
Disease score≥40: A retrospective cohort study. Can J Gastroenterol 
Hepatol 2015;29:185‑91.

41. Panchal HJ, Durinka JB, Patterson J, Karipineni F, Ashburn S,
Siskind E, et al. Survival outcomes in liver transplant recipients
with Model for End‑stage Liver Disease scores of 40 or higher:
A decade‑long experience. HPB (Oxford) 2015;17:1074‑84.

42. Luo X, Leanza J, Massie AB, Garonzik‑Wang JM, Haugen CE,
Gentry SE, et al. MELD as a metric for survival benefit of liver 
transplantation. Am J Transplant 2018;18:1231‑7.

43. Heuman DM, Abou‑Assi SG, Habib A, Williams LM, Stravitz RT, 
Sanyal AJ, et al. Persistent ascites and low serum sodium identify 
patients with cirrhosis and low MELD scores who are at high risk 
for early death. Hepatology 2004;40:802‑10.

44. Husen P, Hornung J, Benko T, Klein C, Willuweit K, Buechter M, 
et al. Risk factors for high mortality on the liver transplant waiting 
list in times of organ shortage: A single‑center analysis. Ann
Transplant 2019;24:242‑51.

45. Malek‑Hosseini SA, Jafarian A, Nikeghbalian S, Poustchi H,
Lankarani KB, Nasiri Toosi M, et al. Liver transplantation status
in Iran: A multi‑center report on the main transplant indicators
and survival rates. Arch Iran Med 2018;21:275‑82.

46. Malek Hosseini SA, Nikeghbalian S, Salahi H, Kazemi K,
Shemsaeifar A, Bahador A, et al. Evolution of liver transplantation 
program in Shiraz, Iran. Hepat Mon 2017;17(11).

47. Sterneck M, Huebener P, Bangert K, Drolz A, Kluge S, Lohse A,
et al. Predictors for post transplant survival in patients with
acute‑on‑chronic liver failure. Transplantation 2018;102:S417.

48. Lucey MR, Schaubel DE, Guidinger MK, Tome S, Merion RM.
Effect of alcoholic liver disease and hepatitis C infection on waiting
list and posttransplant mortality and transplant survival benefit. 
Hepatology 2009;50:400‑6.

49. Ross K, Patzer RE, Goldberg DS, Lynch RJ. Sociodemographic
determinants of waitlist and posttransplant survival among
end‑stage liver disease patients. Am J Transplant 2017;17:2879‑89.

50. Sharma P, Schaubel DE, Sima CS, Merion RM, Lok AS.
Re‑weighting the model for end‑stage liver disease score
components. Gastroenterology 2008;135:1575‑81.

51. Narayanan Menon KV, Nyberg SL, Harmsen WS, DeSouza NF,
Rosen CB, Krom RA, et al. MELD and other factors associated with 
survival after liver transplantation. Am J Transplant 2004;4:819‑25.

52. Durand F. How to improve long‑term outcome after liver
transplantation? Liver Int 2018;38 Suppl 1:134‑8.

53. Gil E, Kim JM, Jeon K, Park H, Kang D, Cho J, et al. Recipient age 
and mortality after liver transplantation: A population‑based
cohort study. Transplantation 2018;102:2025‑32.

54. Tsai YW, Tzeng IS, Chen YC, Hsieh TH, Chang SS. Survival
prediction among patients with non‑cancer‑related end‑stage liver 
disease. PLoS One 2018;13:e0202692.

55. Grimes DA, Schulz KF. Bias and causal associations in
observational research. Lancet 2002;359:248‑52.



Madreseh, et al.: Progression of end‑stage liver disease and life expectancy

Journal of Research in Medical Sciences | 2023 |9

APPENDIX

A. To correctly estimate the effect of desired variables, especially meld score, on hazard of death pre and post LT, eight 
models were run in our study.

The results of model 1: Without considering LT status in the analyses and model 7: Using the multi‑state model, were 
shown in the main text.

Results of other models including model 2: LT status as a grouped variable, models 3 and 4: LT status as a time‑dependent 
variable with and without interaction effects, respectively, have been shown in [Table 1a] and [Table 2a].

Whereas LT is a highly significant protective factor for death, its effect has lead time bias in model 2. Therefore, adjusting 
for LT in time‑varying LT model may provide valid estimates of the impact of ascites (HR = 2.26, CI: 1.71–2.98) and 
MELD score (HR = 1.11, CI: 1.06–1.16) on mortality. Furthermore, the risk of death among transplant patients 71% 
decreased (HR = 0.29, CI: 0.21–0.40) [Table 1a].

The tests of the interactions with LT, model 4, yielded statistically significant for some factors particularly MELD 
score [Table 2a].

Models 5 and 6: Utilizing competing risk methods and model 8 that consider time to first event (LT or death) as an outcome 
have been shown in [Table 3a].

APPENDICES

Table 1a: Multiple Cox model analyses for all‑cause mortality
Variable HR (95% CI)

With LT as a grouping variable (model 2) With LT as a time‑dependent variable (model 3)
LT (yes) 0.109 (0.077‑0.156) 0.288 (0.2049‑0.4036)
Age (year) 1.027 (1.016‑1.039) 1.031 (1.02‑1.043)
Sex (male) 1.098 (0.8485‑1.42) 1.097 (0.847‑1.421)
Diseases

HCV/HBV (reference) ‑ ‑
AID 1.093 (0.802‑1.49) 0.962 (0.707‑1.309)
Other* 0.901 (0.661‑1.228) 0.826 (0.608‑1.122)

Ascites (yes) 4.809 (3.559‑6.498) 2.258 (1.713‑2.976)
Creatinine (mg/dL) 0.797 (0.526‑1.206) 0.951 (0.6319‑1.43)
Total bilirubin (mg/dL) 0.983 (0.957‑1.009) 0.983 (0.958‑1.008)
INR 0.757 (0.573‑1.001) 0.768 (0.5996‑0.983)
MELD score 1.112 (1.059‑1.169) 1.11 (1.06‑1.163)
*Primary biliary cirrhosis, primary sclerosing cholangitis, hepatocellular carcinoma, metabolic liver disease, and others. HR=Hazard ratio; LT=Liver transplantation; 
CI=Confidence interval; AID=Autoimmune and cryptogenic disease; HCV=Hepatitis C virus; HBV=Hepatitis B virus; INR=International normalized ratio; MELD=Model of 
end-stage liver disease
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B. The goodness of fit test results for final multistate model are shown below:

Table 3a: Comparison of the Cox model‑based estimates of the effects of prognostic factors on two competing 
events: Liver transplantation versus death‑without‑liver transplantation
Variable HR (95% CI)

Outcome=LT or death 
(Model 8)

Outcome=LT (censoring on death) 
(Model 5)

Outcome=LT‑free death (censoring on LT) 
(Model 6)

Age (year) 1.012 (1.004‑1.02) 1.002 (0.9911‑1.012) 1.029 (1.0165‑1.042)
Sex (male) 0.9928 (0.818‑1.205) 0.8945 (0.6886‑1.162) 1.0995 (0.8204‑1.473)
Diseases

HCV/HBV (reference) ‑ ‑ ‑
AID 0.9781 (0.7672‑1.247) 1.3258 (0.9292‑1.892) 0.7584 (0.5361‑1.073)
Other* 0.888 (0.699‑1.128) 1.3150 (0.9257‑1.868) 0.6494 (0.4605‑0.916)

Ascites (yes) 5.483 (4.537‑6.627) 11.393 (8.613‑15.070) 2.346 (1.743‑3.158)
Creatinine (mg/dL) 0.534 (0.3654‑0.7802) 0.3384 (0.1675‑0.6839) 0.7089 (0.4387‑1.1455)
Total bilirubin (mg/dL) 0.9751 (0.9541‑0.9966) 0.9689 (0.9373‑1.002) 0.9772 (0.9483‑1.007)
INR 0.5913 (0.4411‑0.7927) 0.5587 (0.3825‑0.8159) 0.6016 (0.3670‑0.9864)
MELD score 1.185 (1.134‑1.239) 1.215 (1.141‑1.293) 1.162 (1.088‑1.242)
*Primary biliary cirrhosis, primary sclerosing cholangitis, hepatocellular carcinoma, metabolic liver disease, and others. HR=Hazard ratio; LT=Liver transplantation; 
CI=Confidence interval; AID=Autoimmune and cryptogenic disease; HCV=Hepatitis C virus; HBV=Hepatitis B virus; INR=International normalized ratio; MELD=Model of 
end-stage liver disease

Table 2a: Changes in the effects of baseline prognostic factors after liver transplantation; interactions of them with 
time‑varying liver transplantation in Cox model, (model 4)
Variable HR (95% CI)

Before LT+ After LT+ Interaction with LT
Age (year) 1.029 (1.016‑1.042) 1.032 (1.007‑1.058) 1.003 (0.9753‑1.031)
Sex (male) 1.103 (0.8229‑1.478) 0.8768 (0.4811‑1.598) 0.7975 (0.409‑1.555)
Diseases

HCV/HBV (reference) ‑ ‑ ‑
AID 0.7763 (0.548‑1.1) 2.54 (1.122‑5.748) 3.348 (1.379‑8.132)
Other* 0.6559 (0.4649‑0.9254) 2.28 (1.013‑5.131) 3.51 (1.454‑8.469)

Ascites (yes) 2.552 (1.896‑3.435) 1.457 (0.7674‑2.768) 0.6213 (0.3064‑1.26)
Creatinine (mg/dL) 0.6883 (0.426‑1.112) 6.835 (1.439‑32.47) 9.643 (1.889‑49.23)
Total bilirubin (mg/dL) 0.9763 (0.9473‑1.006) 0.997 (0.9178‑1.083) 1.02 (0.9343‑1.114)
INR 0.5875 (0.3567‑0.9676) 1.13 (0.8055‑1.585) 1.878 (1.031‑3.418)
MELD score 1.167 (1.091‑1.248) 0.9572 (0.859‑1.067) 0.8236 (0.7254‑0.9352)
*Primary biliary cirrhosis, primary sclerosing cholangitis, hepatocellular carcinoma, metabolic liver disease, and others. +Stratified model based on time-varying LT (P-value of 
likelihood ratio test to compare model 4 and model 3 was <0.001). HR=Hazard ratio; LT=Liver transplantation; CI=Confidence interval; AID=Autoimmune and cryptogenic disease; 
HCV=Hepatitis C virus; HBV=Hepatitis B virus; INR=International normalized ratio; MELD=Model of end-stage liver disease
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Figure 1: Observed and expected prevalence plots; the goodness of fit 
assessment of Markov multistate models


