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Retrospective observational 
study evaluating zinc plasma 
level in patients undergoing 
thoracoabdominal aortic 
aneurysm repair and its correlation 
with outcome
Benjamin Rolles1,2,3, Inga Wessels3, Panagiotis Doukas4, Drosos Kotelis4, Lothar Rink3, 
Margherita Vieri1,2, Fabian Beier1,2, Michael Jacobs4 & Alexander Gombert4*

Thoracoabdominal aortic aneurysm (TAAA) repair is related to a relevant morbidity and in-hospital 
mortality rate. In this retrospective observational single-center study including serum zinc levels of 33 
patients we investigated the relationship between zinc and patients’ outcome following TAAA repair. 
Six patients died during the hospital stay (18%). These patients showed significantly decreased zinc 
levels before the intervention (zinc levels before intervention: 60.09 µg/dl [survivors] vs. 45.92 µg/
dl [non-survivors]). The post-interventional intensive care SOFA-score (Sepsis-related organ failure 
assessment) (at day 2) as well as the SAPS (Simplified Acute Physiology Score) (at day 2) showed 
higher score points in case of low pre-interventional zinc levels. No significant correlation between 
patient comorbidities and zinc level before intervention, except for peripheral arterial disease (PAD), 
which was significantly correlated to reduced baseline zinc levels, was observed. Septic shock, 
pneumonia and urinary tract infections were not associated to reduced zinc levels preoperatively 
as well as during therapy. Patients with adverse outcome after TAAA repair showed reduced pre-
interventional zinc levels. We speculate that decreased zinc levels before intervention may be related 
to a poorer outcome because of poorer physical status as well as negatively altered perioperative 
inflammatory response.

Treatment of thoracoabdominal aortic aneurysms (TAAA), either by open or endovascular procedures, is related 
to a high risk of postoperative complications and in-hospital  mortality1. Careful planning of the surgical approach 
is of utmost importance, and it requires diligent assessment of the clinical condition of the patient and the comor-
bidities. A reliable prognostic biomarker could be of high value in this context leading to improved preoperative 
 care2. Next to familiar predisposition, age, gender and genetic factors, atherosclerosis is the most common cau-
sality for the pathogenesis of TAAA 3. Atherosclerotic diseases are generally associated with increased systemic 
 inflammation4 and therefore the patients’ zinc status, as a biomarker directly connected to the immune response, 
was examined in this  study5. Zinc, as an essential trace element, has multiple functions such as in wound heal-
ing and the function of the immune  system6. In humans, an overdose of zinc is rare, whereas its deficiency is a 
frequent state, especially in elderly people and in patients suffering from chronic  diseases7,8. A reduced dietary 
intake of zinc may be one of the most common causes of  deficiency9. One of the first symptoms of zinc deficiency 
is the impairment of immune function leading to an excessive release of proinflammatory cytokines and an 
increased susceptibility towards  infections10. In developing countries, zinc deficiency is the fifth most common 
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cause of increased overall disease burden, measured in disability-adjusted life years (DALYs)11. Physiologically 
lowered levels of zinc in the blood occur in the course of infections with an accompanying strong inflammatory 
reaction. In the context of acute phase reaction, serum zinc shifts into the liver, which is mediated by the transport 
protein Zrt- and Irt-like protein 14 (Zip14). Moreover, it was shown that changes in zinc levels correlated with 
the severity and mortality rates of  sepsis12. Data concerning zinc levels in patients with TAAA are sparse. In order 
to investigate the prognostic value of zinc levels before intervention, we retrospectively analyzed the clinical data 
available from 33 TAAA patients undergoing treatment. The impact of altered zinc levels on patients’ outcome 
after open and endovascular TAAA repair were assessed.

Results
Characteristics of the recruited patient cohort. We included 33 subjects undergoing TAAA repair 
(see Table 1). Our study population consisted of 17 female and 16 male patients. The age of the participating 
subjects ranged from 24 to 82 years with a mean of 63 years and a median of 66 years. The average body mass 
index (BMI) (kg/m2) was 25.4 (± 5.05; standard deviation (SD)). 14 patients underwent open surgical repair 
and 19 patients received endovascular intervention. Six patients suffered from connective tissue disease, namely 

Table 1.  Patients characteristics and procedural details. Patients characteristics concerning demographics, 
pre-existing conditions, type of aneurysm, chosen procedure and complications. Shown are mean values ± 
standard deviation (SD) or percentage with total number in brackets. COPD chronic-obstructive pulmonary 
disease, TAAA  thoracoabdominal aortic aneurysm, MACE major adverse cardiac event, AKI acute kidney 
injury, GAS genetic aortic syndromes. Significance was determined using Student’s t-test assuming significance 
if *p < 0.05.

Characteristics All patients (n = 33)

Survivors

p-valueYes (n = 27) No (n = 6)

Demographics

Age, years (mean ± SD) 63 ± 16.2 62.1 ± 16.6 67.2 ± 14.9 0.4986

Sex (female) (n) 51.52% (17) 51.85% (14) 50% (3) 0.9371

Body size, cm (mean ± SD) 173.6 (12.6) 173.7 (12.45) 173.2 (14.46) 0.9265

Weight, kg (mean ± SD) 76.89 (17.70) 80.61 (16.78) 60.17 (11.44) 0.0082

BMI, kg/m2 (mean ± SD) 25.4 (5.05) 26.6 (4.7) 20 (2.29) 0.0022

Smoking (current) (n) 36.36% (12) 33.33% (9) 50% (3) 0.4585

Pre-existing conditions

Coronary heart disease (n) 42.42% (14) 44.44% (12) 33.33% (2) 0.6314

Peripheral arterial disease (n) 12.12% (4) 7.41% (2) 33.33% (2) 0.0829

COPD (n) 39.39% (13) 40.74% (11) 33.33% (2) 0.7465

Diabetes (n) 18.18% (6) 18.52% (5) 16.67% (1) 0.9185

GAS (N) 18.18% (6) 18.52% (5) 16.67% (1) 0.9185

Prior operations of the aorta (n) 48.49% (16) 93.75% (15) 6.25% (1) 0.0897

Trace element levels before intervention (peripheral blood)

Zinc (mean ± SD) 57.52 (13.28) 60.09 (12.06) 45.92 (13.20) 0.0154

Type of TAAA 

TAAA 1 (n) 15.15% (5) 18.52% (5) 0% (0) 0.2664

TAAA 2 (n) 21.21% (7) 18.52% (5) 33.33% (2) 0.4379

TAAA 3 (n) 21.21% (7) 22.22% (6) 16.67% (1) 0.7721

TAAA 4 (n) 30.30% (10) 25.93% (7) 50% (3) 0.2595

TAAA 5 (n) 12.12% (4) 14.81% (4) 0% (0) 0.3298

Procedure

Open intervention (n) 42.42% (14) 70.59% (12) 33.33% (2) 0.6314

Overall stay in hospital, days (mean ± SD) 29.06 (23.73) 31 (22.08) 22.5 (31.73) 0.4629

Duration of the intervention, min (mean ± SD) 374.30 (111.03) 356.52 (107.71) 454.33 (95.80) 0.0492

Total ventilation time, min (mean ± SD) 10,539.03 (25,818.35) 7807 (21,592.99) 22,831 (40,249.42) 0.2021

Complications

Infections (n) 45.45% (15) 44.44% (12) 50% (3) 0.8120

Tracheotomy (n) 12.12% (4) 11.11% (3) 16.67 (1) 0.4910

MACE (n) 33.33% (11) 29.62% (8) 37.5% (3) 0.3539

AKI (n) 51.52% (17) 44.44% (12) 83.33% (5) 0.0897

Total number of red blood cell transfusions (mean ± SD) 13.76 (17.69) 9.44 (10.68) 33.17 (29.29) 0.0017

Total number of platelet transfusions (mean ± SD) 2.88 (3.71) 2.04 (2.81) 6.67 (5.09) 0.0039
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Marfan syndrome, Loeyz-Dietz syndrome, alpha smooth muscle actin (ACTA2) mutation or suspected genetic 
aortic syndrome (GAS).

The average duration of the intervention was 374.30 min (± 111.03; SD). On average, patients remained in 
the hospital for 29.06 days (± 23.73; SD). Patients’ intensive care stay was on average 7.61 days (± 10.99; SD)) 
long and during their hospital stay, patients were ventilated for 10,539.03 min (± 25,818.35; SD). 18.18% of all 
patients (n = 6) died during the inpatient stay. The average zinc level before interventions was 63.15 µg/dl for 
patients under 60 years compared to 55.07 µg/dl for patients that were 60 years or older. Moreover, there was a 
tendency for zinc levels to decrease comparably with the decline of renal function (Supplementary Fig. S1B).

It was also shown that decreasing BMI levels tended to be associated with decreasing serum zinc levels (Sup-
plementary Fig. S1C; not significant). This was corroborated by the observation that decreased body weight 
correlated with a decrease in serum zinc levels (Supplementary Fig. S1D; p = 0.0285). Interestingly, body weight 
and BMI had also a significant (adverse) correlation with survival indicating that these patients were more likely 
suffering from a malnourished state (Table 1). Moreover, the duration of the intervention itself as well as the 
number of the administered blood products as red blood cells and platelets were significantly correlated to an 
increased rate of fatal outcomes (Table 1). We found no correlation between the zinc level and intake of different 
medications (e.g. antihypertensives, beta blockers, anticoagulants, diuretics or opiates) (Supplementary Fig. S2). 
Moreover, we found no correlation of serum zinc level and the presence of arterial hypertension, coronary 
heart disease (CHD), chronic obstructive pulmonary disease (COPD), diabetes or previous aortic intervention 
(Supplementary Fig. S2). In addition, we do not see any association between blood zinc concentrations and the 
smoking behavior, the presence of allergy, the occurrence of major adverse cardiac events (MACE) or even the 
occurrence of acute kidney injury (AKI) during treatment (Supplementary Fig. S3).

Low serum zinc levels before intervention correlate with increased mortality. A large propor-
tion of patients showed a serum zinc level below 70 µg/dl, which was used as cut-off value for incipient zinc 
deficiency (Fig. 1A)13. As reference values, we used 70 µg/dl zinc as the lower limit and 150 µg/dl as the upper 
limit. These limit values are frequently reported as part of routine  diagnostics13. Patients who had decreased 
zinc levels before intervention showed an increased in-hospital mortality rate (Fig. 1B; p = 0.0154). At the time 
before intervention, there was no correlation between the value of C-reactive protein (CRP) compared with the 
measured zinc levels. Patients with an initial CRP value under 10 mg/l (n = 11) had a mean zinc level before the 
intervention of 59.26 µg/dl compared to 53.91 µg/dl in patients with an CRP value above 10 mg/l (n = 21) (not 
significant; p = 0.2934). The prediction of worse outcome by the zinc level before intervention is strengthened by 
the fact that lowered zinc levels were associated with worse intensive care risk scores, namely SOFA-Score and 
SAPS. Patients with decreased zinc levels at baseline showed a higher ranking in SOFA-Score on day 2 (Fig. 2A) 
as well as in SAPS on day 2 (Fig. 2B). Patients with a SOFA-Score on day 2 above 10 points (n = 13) had an aver-
age zinc level of 50.58 µg/dl before the intervention compared to 62.66 µg/dl for patients that showed lower val-
ues in the SOFA-Score (n = 19) (Fig. 2C; p = 0.0099). It is particularly interesting that we see this correlation for 
zinc levels before the respective intervention. For the SAPS score, comparable findings were observed. Patients 
with a SAPS above 40 points on day 2 had an initial zinc level about 40.83 µg/dl (n = 6) compared to 56.12 µg/dl 
(n = 26) in patients with a better prognostic assessment using SAPS (Fig. 2D; p = 0.0372).

Zinc level and the acute phase reaction. It has previously been shown that zinc levels in serum decrease 
during the acute phase reaction due to a physiological zinc shift. In our study we could not find a significant cor-
relation between zinc levels and inflammatory parameters. Zinc levels 24 h (Supplementary Fig. S4A) and 7 days 
(Supplementary Fig. S4B) after intervention showed no significant correlation with CRP levels on the same day, 

Figure 1.  (A) Zinc levels of all patients (n = 33) in correlation with the age before endovascular/surgical 
intervention are shown. The dashed lines show commonly used upper (70 µg/dl)/lower (150 µg/dl) standard 
values for the zinc level. (B) The zinc levels of patients that survived endovascular/surgical intervention and 
were released from the hospital (n = 27) were compared to patients that died during the hospital stay (n = 6). 
Zinc level was measured before endovascular/surgical intervention. Shown is the mean and SD. Significance was 
determined using Student’s t-test assuming significance if *p < 0.05.
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respectively. Even immediately after intervention or 24 h after, the comparison of zinc levels with the CRP levels 
of the coming days, showed no significant correlation. Nevertheless, a tendency of decreased zinc levels con-
comitantly to an increase of the CRP values over the course of the following days was observed. We demonstrate 
that patients with higher zinc levels after intervention tended to have lower CRP values on day 2 (Supplementary 
Fig. S4C; p = 0.0642). Comparable results were observed for the zinc level after 24 h and the CRP level on day 
3 (Supplementary Fig. S4D; p = 0.1179). Since it is only possible to detect an increase in the CRP after several 
 hours14 and only one measurement per day was possible, we consider the approach to be justified. Although the 
correlation between zinc level and inflammation has been described previously by various  publications15–18, we 
could not demonstrate a correlation in our patient collective. Likewise, we did not observe any correlation with 
other infection parameters such as procalcitonin (PCT) or interleukin (IL)-6 (data not shown).

Serum zinc level and infection. Zinc levels 12 h after intervention were not significantly decreased in 
patients who experienced septic shock during the course of treatment (Supplementary Fig. S5A). The same is 
true for the difference of zinc (delta zinc level) 12 h after intervention compared to the zinc level at the time 
of inpatient admission (Supplementary Fig. S5B). Patients who developed pneumonia, urinary tract infection 
(UTI) or both during the course of the study did not show lower zinc levels after 12 h compared to patients for 
whom no specific infection was documented (Supplementary Fig. S5C). In addition, for patients with pneumo-
nia, UTI or both we could not observe an augmented serum hypozincemia 12 h after the intervention (Supple-
mentary Fig. S5D).

Chronic inflammation and atherosclerosis. The correlation of zinc deficiency with atherosclerosis is 
subject of an ongoing  debate19–22. We did not observe a correlation between coronary artery disease and zinc 

Figure 2.  (A) The SOFA-Score (Sepsis-related organ failure assessment) of 32 patients after two days is shown. 
For one patient no SOFA-score could be obtained after two days. Accompanying the regression line (p = 0.0090). 
(B) The SAPS (Simplified Acute Physiology Score) for 32 patients after two days is demonstrated. For one 
patient no SAPS could be obtained on day two. Also shown is the regression line (p = 0.0010). (C) Demonstrated 
is the SOFA score after two days according to the point value < 10 points (n = 19) or ≥ 10 points (n = 13) (0.0099). 
(D) Shown is the SAPS score divided into patients with a score < 40 points (n = 26) or patients with ≥ 40 points 
(n = 6) (p = 0.0372).
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level in our patient population. However, we showed that patients with PAD had significantly lower zinc levels 
at the time of admission (Fig. 3A). Since PAD is typically caused by atherosclerotic plaques, a correlation of the 
serum zinc level with this atherosclerotic disease is likely. This was the motivation to classify patients based on 
their degree of atherosclerosis-related diseases. Furthermore, due to the fact that both the consecutive occur-
rence of new atherosclerotic  lesions23 and the number of manifestation sites in the human body partially reflect 
the burden of  atherosclerosis24, we have graded the severity of atherosclerosis in our patients based on the avail-
able data. In the presence of a shaggy aorta or in the case of atherosclerosis at two different sites, the patients 
were classified into a "high-risk" group. The high-risk group represents patients with elevated risk for atheroscle-
rosis-related life-threatening complications (Fig. 3C)24. We did not observe a difference between patients with a 
normal-risk score (n = 19) and patients who have a congenital cause for aneurysms (n = 6) (Fig. 3B). Our patient 
cohort included patients with a familial predisposition to aneurysm formation (n = 6). Three patients were found 
to have Marfan syndrome, one patient had Loeyz-Dietz syndrome, one patient had an alpha smooth muscle actin 
(ACTA2) mutation and one patient showed a suspected congenital disorder because of various aneurysms in the 
patient’s medical history. Patients that we classified as high atherosclerotic burden (“high risk”; n = 8) showed 
significantly decreased zinc levels at the time of hospital admission (Fig. 3B). This is in line with the decreased 
zinc level in patients with PAD (Fig. 3A) and supports the assumption of lowered serum zinc levels in patients 
with degenerative vascular diseases.

Figure 3.  (A) Zinc levels before intervention of patients who had or did not have peripheral arterial disease 
(“PAD”; n = 4; p = 0.0494). (B) Mean zinc level of our patient cohort before the respective intervention 
depending on whether we assigned the patients to the group with proven (n = 5) or high suspicion (n = 1) of a 
genetic predisposition (“inherited”; n = 6; p = 0.9601) or to the group with high atherosclerosis burden ("high-
risk"; n = 8; p = 0.0003). (C) Representation of the criteria that we used to categorize patients to the high-risk 
group (“high-risk”) or not (“normal”). Shown is the mean and SD. Significance was determined using Student’s 
t-test assuming significance if *p < 0.05, **p < 0.01 and ***p < 0.001.
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Discussion
In our study, decreased serum zinc levels in patients undergoing TAAA repair were found to be related to 
lower survival rates (Fig. 1B) and correspondingly worsened intensive care prognostic scores two days after 
intervention (Fig. 2A,B). Our study cohort of 33 patients, although all have TAAA, presents itself as quite small 
and heterogeneous group (Table 1). Impressively, a large proportion of patients showed decreased serum zinc 
levels before surgery, which can be interpreted as a concomitant effect of pre-existing diseases and an altered 
nutritional status (Fig. 1A). Moreover, there was no association observed between preoperative zinc levels and 
most patients’ comorbidities (like hypertension, coronary heart disease, COPD, diabetes mellitus), medica-
tion (antihypertensives, beta-blockers, anticoagulants, diuretics and opiates) or prior operations of the aorta 
(Supplementary Fig. S2). We were able to confirm previous observations, such as the negative (not significant) 
association of serum zinc level with  age25 (Supplementary Fig. S1A) as well as the negative (not significant) 
correlation with renal  dysfunction26 (Supplementary Fig. S1B). However, some publications do not indicate a 
correlation of zinc level with age and they explain the differences in serum zinc levels by the existence of other 
 comorbidities27. By the fact that our patients’ body weight and BMI correlates significantly with survival, we 
believe that a large proportion of patients with severe zinc deficiency are malnourished and have a nutrition-
induced zinc  deficiency28,29. Nevertheless, the preoperative low zinc level had an impact on mortality, severity of 
the post-interventional intensive care scores, as well as the prevalence of atherosclerosis-related diseases in TAAA 
patients. A large proportion of the patients studied showed serological zinc deficiency which is consistent with 
the suggestion that even in the western world many people are affected by zinc deficiency with predominance of 
older people and patients with chronic diseases among those affected. So far, a clear relationship between ath-
erosclerosis and zinc deficiency has not been proven with  certainty22,30, but other studies suggested a correlation 
between low zinc levels and atherosclerotic diseases such as an association between zinc deficiency and coronary 
heart  disease31. Previously published studies underlined that zinc deficiency appears to promote the production 
of proinflammatory cytokines such as IL-1β, tumor necrosis factor alpha (TNFα), and IL-6 by myeloid cells and 
activated monocytes/macrophages32,33. Zinc supplementation of elderly people suffering from zinc deficiency was 
able to improve immune cell function and abnormal cytokine  expression32,33. Despite the described correlation 
of a low zinc level with the acute phase  response33, we were not able to show this relationship in our cohort (Sup-
plementary Fig. S4). We also observed comparable effects on patient prognosis. Furthermore, it was previously 
shown that zinc deficiency is associated with increased number of proinflammatory cytokines and increased 
activation of proinflammatory signaling  cascades33,34. At least 50% of our patients who died had concomitant 
infections as diagnosis and at least one out of six persons who died had a clinically relevant impairment of wound 
healing. It should be pointed out once again that zinc has an significant impact on both immune  function35 as 
well as wound  healing36. Since there are studies showing that zinc supplementation can reduce the excessive 
release of proinflammatory cytokines in elderly individuals, the possible supplementation of the trace element 
zinc could be  considered37. As a perspective, further studies should clarify whether zinc supplementation can 
reduce the number of inflammatory cytokines, the progression of atherosclerosis and the occurrence of deadly 
adverse events in patients with TAAA. We hypothesize that patients who enter treatment with already markedly 
decreased zinc levels suffer from worse zinc deficiency in the peripheral blood due to acute phase reaction during 
therapy leading to increased patient mortality.

The heterogeneous character of the assessed, rather small cohort of patients in this retrospective study is a 
relevant risk of bias and has to be mentioned as a relevant limitation. In addition, the data evaluation of zinc 
levels after intervention is problematic because critically ill patients also received artificial diets containing zinc 
chloride as part of intensive care treatment. Unfortunately, it is not possible to retrospectively work out the dose 
of zinc received in each case. This is most likely another reason why we could not observe a correlation between 
follow-up zinc level as well as zinc shift concerning infectious complication, changes in inflammatory values 
and wound healing disorders. We would like to emphasize the observational character of our study, but at the 
same time we underlined potential importance of zinc levels in TAAA patients. We wish that our study will give 
impetus to new mechanistic studies regarding the micronutrient zinc and its impact on the survival of patients 
with atherosclerosis-related diseases.

Conclusion
Patients with fatal outcome after TAAA repair showed reduced pre-interventional zinc levels. Zinc deficiency 
represents a potential phenomenon of chronic inflammation especially in patients with severe atherosclerosis, 
which is a common comorbidity of TAAA patients. We confirm decreased serum zinc in patients with athero-
sclerotic PAD and also in patients with a high burden of atherosclerosis. We speculate that decreased zinc levels 
before intervention may be related to a poorer outcome because of negatively altered perioperative inflamma-
tion reaction. Therefore, a preoperative screening of the zinc status could be considered for patients undergoing 
TAAA repair.

Materials and methods
Study population. In this retrospective observational study 33 patients suffering from TAAA requiring 
treatment because of a diameter above 5.5 cm or in case of connective-tissue disease, above 5.0 cm. Patients were 
included between the 11th of January and the 20th of December 2017. All patients were treated at the RWTH 
Aachen University Hospital. Patients that underwent an open or endovascular TAAA repair wereevaluated. 
Exclusion criteria were the following: age below 18 years, pregnancy, patients with immunosuppressive medica-
tion and patients with pre-existing need for renal replacement therapy. Moreover, no emergency interventions 
were included.
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Relevant comorbidities such as chronic-obstructive pulmonary disease (COPD), coronary heart disease and 
diabetes, all defined according to current  guidelines38–40, pre-existing medication included antihypertensives, beta 
blockers, anticoagulants, diuretics or opiates were correlated to patients’ zinc levels. Genetic Aortic Syndromes 
(GAS), namely Marfan syndrome, Loeyz-Dietz syndrome, alpha smooth muscle actin (ACTA2) mutation and 
suspected genetic aortic syndrome were assessed. All patients with peripheral arterial disease (PAD) showed 
disease stage II b or higher according to the Fontaine  classification41.

Extensive atherosclerosis or extensive thrombus load of the aorta, also called "shaggy aorta", has been 
described to be an impressive sign of systemic  atherosclerosis42.

Physiological parameters and patients’ medical history namely c-reactive protein (CRP), procalcitonin (PCT) 
and interleukin-6 were taken from the electronic medical records (IntelliSpace Critical Care and Anesthesia; 
Philips Healthcare, Andover, Massachusetts, USA). The sequential organ failure assessment (SOFA)43 and the 
simplified acute physiology score (SAPS) were assessed at different time  points44. During the course of therapy, 
the SOFA and the SAPS were performed on days 1 (SOFA: n = 14; SAPS: n = 5), 2 (SOFA: n = 32; SAPS: n = 32), 
3 (SOFA: n = 29; SAPS: n = 29), 7 (SOFA: n = 15; SAPS: n = 15), 14 (SOFA: n = 8; SAPS: n = 8) and 28 (SOFA: 
n = 4; SAPS: n = 4). For both scores, an increased amount of score points indicate a reduced general condition 
of the patient as well as a worse prognosis with higher probability of in-hospital mortality. Acute kidney injury 
(AKI) within 48 h postoperatively was defined according to the Kidney Disease Improving Global Outcomes 
(KDIGO)  criteria45.

Major cardiovascular events (MACE) included acute heart failure, myocardial infarction and ventricular 
tachycardia were defined according to current  guidelines46–48. Sepsis was defined according to the German Sepsis 
 Society49. The category “infections” included pneumonia, urinary tract infection and surgical site  infection50–52. 
All patients underwent informed consent and agreed to participate in the research project. The study protocol 
was approved by the ethic committee of the University Hospital RWTH Aachen, Germany (EK 004/14) and was 
conducted in accordance with the ethical standards laid down in the Declaration of Helsinki. Prior to this, other 
studies were also conducted based on this patient  cohort53–55.

Acquisition of the patient material. Serum tubes (SARSTEDT S monovette) were collected from the 
patients at different time points. Samples were collected before intervention, after admission to the intensive care 
unit (ICU) (direct after intervention), as well as during ICU follow-up (12 h, 24 h, 48 h, and 7 days). All patients 
had a study-related blood draw before the intervention (n = 33). Blood sampling as postoperative follow-up did 
not occur in all patients at respective time points. Acquisition of patient blood serum occurred immediately after 
the intervention in n = 30 patients, after 12 h in n = 32, after 24 h in n = 31 patients, after 48 h in n = 30 patients, 
and after 7 days in n = 24 patients. The material was preserved at − 20 °C until further processing. Although the 
Sarstedt tubes used are not specially designed for the measurement of trace elements like zinc, both external 
 work56 as well as internal validations in comparison to special sample tubes designed for trace element measure-
ments show that same zinc levels were detected independently of the used test tube (data not shown).

Measurement of the total serum zinc level. The serum zinc concentration was determined by flame 
Atomic Absorption Spectrometry (AAS) using an AAnalyst 800 (Perkin-Elmer, Waltham, United States). For 
measurement serum samples were diluted as described  elsewhere57,58.

Surgical intervention. As published before, the protocol for open TAAA repair included aortic cross-
clamping, extracorporal circulation with distal aortic perfusion, and visceral perfusion using selective perfusion 
 catheters59,60. To avoid acute renal failure, contrast agent was used carefully, leading to a mean application of 
65 ± 17 ml per endovascular procedure. Furthermore, we applied one fourth of the standard dose for kidney 
 angiography61.

Classification of atherosclerosis severity. In the presence of atherosclerosis-related diseases, we classi-
fied patients into a high-risk category as soon as they had more than one severe manifestation of atherosclerosis 
(see Fig. 3C). By doing so, we invoke data suggesting that respective disease severity and the amount of manifes-
tations likely reflect the level of atherosclerotic disease  burden23,24. As an exception, we consider the presence of a 
shaggy aorta as a high-risk criteria because itself represents an extensive, severe, and rather rare arteriosclerosis-
related disease of the whole  aorta42.

Statistics. Statistical significances were calculated by Student’s t test using GraphPad Prism software (ver-
sion 5.01). Significances are indicated by: *p < 0.05, **p < 0.01 and ***p < 0.001. For linear regression we calcu-
lated the F test and we assume a significant deviation from zero if *p < 0.05, **p < 0.01 and ***p < 0.001.

Institutional review board statement. The study was conducted according to the guidelines of the Dec-
laration of Helsinki, and approved by the Institutional Review Board of the University Hospital RWTH Aachen 
EK010/19, 21th May 2019.

Informed consent. Informed consent was obtained from all subjects involved in the study.

Data availability
Data available on request from the authors.



8

Vol:.(1234567890)

Scientific Reports |        (2021) 11:24348  | https://doi.org/10.1038/s41598-021-03877-6

www.nature.com/scientificreports/

Received: 30 September 2021; Accepted: 6 December 2021

References
 1. Gombert, A. et al. Editor’s choice—outcomes after one stage versus two stage open repair of type II thoraco-abdominal aortic 

aneurysms. Eur. J. Vasc. Endovasc. Surg. 57, 340–348 (2019).
 2. Hill, A. et al. Meeting nutritional targets of critically ill patients by combined enteral and parenteral nutrition: Review and rationale 

for the EFFORTcombo trial. Nutr. Res. Rev. 33, 312–320 (2020).
 3. Ikeda, Y. Aortic aneurysm: Etiopathogenesis and clinicopathologic correlations. Ann. Vasc. Dis. 9, 73–79 (2016).
 4. Zhu, Y. et al. Research progress on the relationship between atherosclerosis and inflammation. Biomolecules 8 (2018).
 5. Chu, A., Foster, M. & Samman, S. Zinc status and risk of cardiovascular diseases and type 2 diabetes mellitus-a systematic review 

of prospective cohort studies. Nutrients 8, 707 (2016).
 6. Wessels, I., Fischer, H. J. & Rink, L. Update on the multi-layered levels of zinc-mediated immune regulation. Semin. Cell Dev. Biol. 

115, 62–69 (2021).
 7. Plum, L. M., Rink, L. & Haase, H. The essential toxin: impact of zinc on human health. Int. J. Environ. Res. Public Health 7, 

1342–1365 (2010).
 8. Wessells, K. R. & Brown, K. H. Estimating the global prevalence of zinc deficiency: results based on zinc availability in national 

food supplies and the prevalence of stunting. PLoS ONE 7, e50568 (2012).
 9. Wessels, I., Fischer, H. J. & Rink, L. Dietary and Physiological Effects of Zinc on the Immune System. Annu. Rev. Nutr. 41 (2021).
 10. Wessels, I., Maywald, M. & Rink, L. Zinc as a gatekeeper of immune function. Nutrients 9 (2017).
 11. The World Health report 2002. Midwifery 19, 72–73 (2003).
 12. Alker, W. & Haase, H. Zinc and Sepsis. Nutrients 10 (2018).
 13. Zhang, H. et al. Study on reference range of zinc, copper and copper/zinc ratio in childbearing women of China. Nutrients 13 

(2021).
 14. Ryoo, S. M. et al. The usefulness of C-reactive protein and procalcitonin to predict prognosis in septic shock patients: A multicenter 

prospective registry-based observational study. Sci. Rep. 9, 6579 (2019).
 15. Hoeger, J. et al. Persistent low serum zinc is associated with recurrent sepsis in critically ill patients—A pilot study. PLoS ONE 12, 

e0176069 (2017).
 16. Ceylan, M. N., Akdas, S. & Yazihan, N. The Effects of Zinc Supplementation on C-reactive protein and inflammatory cytokines: 

A meta-analysis and systematical review. J. Interferon Cytokine Res. 41, 81–101 (2021).
 17. Crowell, K. T., Phillips, B. E., Kelleher, S. L., Soybel, D. I. & Lang, C. H. Immune and metabolic responses in early and late sepsis 

during mild dietary zinc restriction. J. Surg. Res. 210, 47–58 (2017).
 18. Craig, G. M., Evans, S. J. & Brayshaw, B. J. An inverse relationship between serum zinc and C-reactive protein levels in acutely ill 

elderly hospital patients. Postgrad. Med. J. 66, 1025–1028 (1990).
 19. Knez, M. & Glibetic, M. Zinc as a Biomarker of Cardiovascular Health. Frontiers in nutrition 8, 686078 (2021).
 20. Jung, S. K. et al. Lower zinc bioavailability may be related to higher risk of subclinical atherosclerosis in Korean adults. PLoS ONE 

8, e80115 (2013).
 21. Choi, S., Liu, X. & Pan, Z. Zinc deficiency and cellular oxidative stress: Prognostic implications in cardiovascular diseases. Acta 

Pharmacol. Sin. 39, 1120–1132 (2018).
 22. Beattie, J. H. & Kwun, I.-S. Is zinc deficiency a risk factor for atherosclerosis?. Br. J. Nutr. 91, 177–181 (2004).
 23. Benedetto, F. A., Tripepi, G., Mallamaci, F. & Zoccali, C. Rate of atherosclerotic plaque formation predicts cardiovascular events 

in ESRD. J. Am. Soc. Nephrol. 19, 757–763 (2008).
 24. Gallino, A. et al. Non-coronary atherosclerosis. Eur. Heart J. 35, 1112–1119 (2014).
 25. Idei, M. et al. Serum zinc concentration decreases with age and is associated with anemia in middle-aged and elderly people Rinsho 

byori. Jpn J. Clin. Pathol. 58, 205–210 (2010).
 26. Damianaki, K. et al. Renal handling of zinc in chronic kidney disease patients and the role of circulating zinc levels in renal func-

tion decline. Nephrol. Dial. Transplant. 35, 1163–1170 (2020).
 27. Hennigar, S. R., Lieberman, H. R., Fulgoni, V. L. & McClung, J. P. Serum zinc concentrations in the US population are related to 

sex, age, and time of blood draw but not dietary or supplemental zinc. J. Nutr. 148, 1341–1351 (2018).
 28. Gibson, R. S. Zinc: the missing link in combating micronutrient malnutrition in developing countries. Proc. Nutr. Soc. 65, 51–60 

(2006).
 29. Khorsandi, H. et al. Zinc supplementation improves body weight management, inflammatory biomarkers and insulin resistance 

in individuals with obesity: A randomized, placebo-controlled, double-blind trial. Diabetol. Metab. Syndr. 11, 101 (2019).
 30. de Paula, R. C. S. et al. Low zinc levels is associated with increased inflammatory activity but not with atherosclerosis, arterioscle-

rosis or endothelial dysfunction among the very elderly. BBA Clin. 2, 1–6 (2014).
 31. Meng, H. et al. Reduced serum zinc ion concentration is associated with coronary heart disease. Biol. Trace Elem. Res. https:// doi. 

org/ 10. 1007/ s12011- 020- 02551-8 (2021).
 32. Prasad, A. S. et al. Zinc supplementation decreases incidence of infections in the elderly: Effect of zinc on generation of cytokines 

and oxidative stress. Am. J. Clin. Nutr. 85, 837–844 (2007).
 33. Kahmann, L. et al. Zinc supplementation in the elderly reduces spontaneous inflammatory cytokine release and restores T cell 

functions. Rejuvenation Res. 11, 227–237 (2008).
 34. Costarelli, L. et al. Distinctive modulation of inflammatory and metabolic parameters in relation to zinc nutritional status in adult 

overweight/obese subjects. J. Nutr. Biochem. 21, 432–437 (2010).
 35. Gammoh, N. Z. & Rink, L. Zinc in infection and inflammation. Nutrients 9, 1 (2017).
 36. Lin, P.-H. et al. Zinc in wound healing modulation. Nutrients 10, 1 (2017).
 37. Foster, M. & Samman, S. Zinc and regulation of inflammatory cytokines: Implications for cardiometabolic disease. Nutrients 4, 

676–694 (2012).
 38. Introduction: Standards of Medical Care in Diabetes-2021. Diabetes care 44, S1-S2 (2021).
 39. Gupta, N., Malhotra, N. & Ish, P. GOLD 2021 guidelines for COPD—what’s new and why. Adv. Respir. Med. 89, 344–346 (2021).
 40. Visseren, F. L. J. et al. 2021 ESC Guidelines on cardiovascular disease prevention in clinical practice. Eur. Heart J. 42, 3227–3337 

(2021).
 41. Hardman, R. L., Jazaeri, O., Yi, J., Smith, M. & Gupta, R. Overview of classification systems in peripheral artery disease. Semin. 

Intervent. Radiol. 31, 378–388 (2014).
 42. Fukuda, I., Daitoku, K., Minakawa, M. & Fukuda, W. Shaggy and calcified aorta: Surgical implications. Gen. Thorac. Cardiovasc. 

Surg. 61, 301–313 (2013).
 43. Lambden, S., Laterre, P. F., Levy, M. M. & Francois, B. The SOFA score-development, utility and challenges of accurate assessment 

in clinical trials. Crit. Care 23, 374 (2019).
 44. Le Gall, J. R., Lemeshow, S. & Saulnier, F. A new Simplified Acute Physiology Score (SAPS II) based on a European/North American 

multicenter study. JAMA 270, 2957–2963 (1993).
 45. Khwaja, A. KDIGO clinical practice guidelines for acute kidney injury. Nephron Clin. Pract. 120, c179–c184 (2012).

https://doi.org/10.1007/s12011-020-02551-8
https://doi.org/10.1007/s12011-020-02551-8


9

Vol.:(0123456789)

Scientific Reports |        (2021) 11:24348  | https://doi.org/10.1038/s41598-021-03877-6

www.nature.com/scientificreports/

 46. Weissler-Snir, A., Adler, A., Williams, L., Gruner, C. & Rakowski, H. Prevention of sudden death in hypertrophic cardiomyopathy: 
Bridging the gaps in knowledge. Eur. Heart J. 38, 1728–1737 (2017).

 47. Asaria, P. et al. Acute myocardial infarction hospital admissions and deaths in England: A national follow-back and follow-forward 
record-linkage study. Lancet Public Health 2, e191–e201 (2017).

 48. Kurmani, S. & Squire, I. Acute heart failure: definition, classification and epidemiology. Curr. Heart Fail. Rep. 14, 385–392 (2017).
 49. Vincent, J.-L., Opal, S. M., Marshall, J. C. & Tracey, K. J. Sepsis definitions: time for change. Lancet 381, 774–775 (2013).
 50. Ewig, S. et al. Behandlung von erwachsenen Patienten mit ambulant erworbener Pneumonie—Update 2021. Pneumologie (Stuttgart, 

Germany) 75, 665–729 (2021).
 51. Chuang, L. & Tambyah, P. A. Catheter-associated urinary tract infection. J. Infect. Chemother. 27, 1400–1406 (2021).
 52. Gombert, A. et al. Closed incision negative pressure therapy reduces surgical site infections in vascular surgery: A prospective 

randomised trial (AIMS Trial). Eur. J. Vasc. Endovasc. Surg. 56, 442–448 (2018).
 53. Averdunk, L. et al. SLPI—a biomarker of acute kidney injury after open and endovascular thoracoabdominal aortic aneurysm 

(TAAA) repair. Sci. Rep. 10, 3453 (2020).
 54. Gombert, A. et al. In-hospital mortality and organ failure after open and endovascular thoraco-abdominal aortic surgery can be 

predicted by increased levels of circulating dipeptidyl peptidase 3. Eur. J. Cardio Thorac. Surg. 59, 750–757 (2021).
 55. Zechendorf, E. et al. The role of ribonuclease 1 and ribonuclease inhibitor 1 in acute kidney injury after open and endovascular 

thoracoabdominal aortic aneurysm repair. J. Clin. Med. 9, 1 (2020).
 56. Kraus, F. B. & Ludwig-Kraus, B. Measuring zinc on the Roche cobas c502 analyzer-Validation, comparison, and pre-analytic aspects. 

J. Clin. Lab. Anal. 32, 1 (2018).
 57. Trame, S., Wessels, I., Haase, H. & Rink, L. A short 18 items food frequency questionnaire biochemically validated to estimate zinc 

status in humans. J. Trace Elem. Med. Biol. 49, 285–295 (2018).
 58. Rosenkranz, E. et al. Zinc supplementation induces regulatory T cells by inhibition of Sirt-1 deacetylase in mixed lymphocyte 

cultures. Mol. Nutr. Food Res. 60, 661–671 (2016).
 59. Mommertz, G. et al. Thoracoabdominal aortic aneurysm repair in patients with marfan syndrome. Eur. J. Vasc Endovasc. Surg. 35, 

181–186 (2008).
 60. Jacobs, M. J., Elenbaas, T. W., Schurink, G. W. H., Mess, W. H. & Mochtar, B. Assessment of spinal cord integrity during thoraco-

abdominal aortic aneurysm repair. Ann. Thorac. Surg. 74, S1864–S1866 (2002).
 61. Canyiğit, M. et al. Reduction of iodinated contrast load with the renal artery catheterization technique during endovascular aortic 

repair. Diagn. Intervent. Radiol. (Ankara, Turkey) 19, 244–250 (2013).

Acknowledgements
We would like to thank our student Nelly Otte for her active help during initial literature search.

Author contributions
Conceptualization: B.R., A.G., P.D. Methodology: B.R., A.G., L.R. Validation: B.R., I.W., M.V. Formal analysis: 
I.W. Investigation: F.B. Resources: B.R., A.G. Data curation: F.B. Writing—original draft preparation: B.R., A.G. 
Writing—review and editing: D.K., M.J., P.D. Visualization: B.R., A.G. Supervision: L.R. Project administration: 
A.G. All authors have read and agreed to the published version of the manuscript.

Funding
Open Access funding enabled and organized by Projekt DEAL.

Competing interests 
The authors declare no competing interests.

Additional information
Supplementary Information The online version contains supplementary material available at https:// doi. org/ 
10. 1038/ s41598- 021- 03877-6.

Correspondence and requests for materials should be addressed to A.G.

Reprints and permissions information is available at www.nature.com/reprints.

Publisher’s note Springer Nature remains neutral with regard to jurisdictional claims in published maps and 
institutional affiliations.

Open Access  This article is licensed under a Creative Commons Attribution 4.0 International 
License, which permits use, sharing, adaptation, distribution and reproduction in any medium or 

format, as long as you give appropriate credit to the original author(s) and the source, provide a link to the 
Creative Commons licence, and indicate if changes were made. The images or other third party material in this 
article are included in the article’s Creative Commons licence, unless indicated otherwise in a credit line to the 
material. If material is not included in the article’s Creative Commons licence and your intended use is not 
permitted by statutory regulation or exceeds the permitted use, you will need to obtain permission directly from 
the copyright holder. To view a copy of this licence, visit http:// creat iveco mmons. org/ licen ses/ by/4. 0/.

© The Author(s) 2021

https://doi.org/10.1038/s41598-021-03877-6
https://doi.org/10.1038/s41598-021-03877-6
www.nature.com/reprints
http://creativecommons.org/licenses/by/4.0/

	Retrospective observational study evaluating zinc plasma level in patients undergoing thoracoabdominal aortic aneurysm repair and its correlation with outcome
	Results
	Characteristics of the recruited patient cohort. 
	Low serum zinc levels before intervention correlate with increased mortality. 
	Zinc level and the acute phase reaction. 
	Serum zinc level and infection. 
	Chronic inflammation and atherosclerosis. 

	Discussion
	Conclusion
	Materials and methods
	Study population. 
	Acquisition of the patient material. 
	Measurement of the total serum zinc level. 
	Surgical intervention. 
	Classification of atherosclerosis severity. 
	Statistics. 
	Institutional review board statement. 
	Informed consent. 

	References
	Acknowledgements


