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Research Paper
The Impact of Late Secondary Hyperparathyroidism 
on Mortality in COVID-19 Patients: A Longitudinal 
Study

Background: Adverse effects of high parathormone hormone (PTH) in critical illness have been 
described in some studies. 

Objective: The relationship between high PTH levels with mortality in hospitalized patients 
with COVID-19 was evaluated in the present study.
Methods: A total of 123 patients were included in the study. The patients were evaluated in phase 
1 (on admission) and phase 2 (days 4-6 of hospitalization). The patients were categorized into 
four groups based on the PTH status in both phases: normal PTH1/normal PTH2 (group 1), high 
PTH1/normal PTH2 (group 2), high PTH1/high PTH2 (group 3), and normal PTH1/high PTH2 

(group 4). The multiple logistic regression analysis was performed to examine the independent 
association of late hyperparathyroidism with mortality. After excluding ineligible participants, 
115 patients in phase 1 and 96 patients in phase 2 (days 4-6 of hospitalization) were evaluated.
Findings: The level of phase 2 PTH in non-survivors was significantly higher than in survivors 
(57.5±40.9 pg/mL vs. 27.6±16.2 pg/mL, P=0.001). The mortality rate was significantly 
higher in high-PTH groups in phase 2 compared to normal-PTH groups in this phase (50% 
and 42.9% in groups 3 and 4 vs. 6.6% and 18.2% in PTH groups 1 and 2, respectively, 
P=0.007). Late hyperparathyroidism was associated with 11.4 times higher mortality risk 
(95% CI: 2.3-56.1, P=0.003).

Conclusion: Late hyperparathyroidism remained a significant predictor of mortality after 
adjusting for the main PTH secretion modulators and disease severity. Late hyperparathyroidism 
is an independent and strong risk factor for mortality in COVID-19. Further studies are necessary 
to clarify the mechanisms involved.
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1. Introduction

n critically ill patients, hypocalcemia is a 
common abnormality [1]. Hypocalcemia 
is more common in patients with infec-
tions, particularly septicemia [2]. Accord-
ing to the available data, this disorder is 
highly prevalent in hospitalized COV-
ID-19 patients [3-5]. In some studies, a 

prevalence of over 80% has been reported in hospital-
ized COVID-19 patients [6].

Higher levels of inflammatory markers and more se-
vere disease have been observed in COVID-19 patients 
with severe hypocalcemia [6, 7] The association of hypo-
calcemia with a higher mortality rate has been reported 
in some studies in patients with COVID-19 or other criti-
cal cases. However, the findings of this association are 
not consistent. In some studies, hypocalcemia is a strong 
independent predictor of mortality [4, 8, 9], but in other 
studies, the association of hypocalcemia with mortality 
is found only in univariate analysis, and after adjusting 
for other clinical parameters, this association has disap-
peared [6]. Other studies found no association between 
hypocalcemia and mortality in hospitalized patients with 
COVID-19 or other diseases [10-12].

Besides the impact of hypocalcemia on mortality, a few 
studies have investigated the role of the main modula-
tor of calcium physiology, i.e. parathormone hormone 
(PTH), in the prognosis of patients with critical illness 
and hypocalcemia. Based on these limited data, second-
ary hyperparathyroidism predicts a poor prognosis, even 
in patients with mild hypocalcemia [13, 14]. Neverthe-
less, we do not have enough data about the association 
between serum PTH levels and prognosis in patients 
with COVID-19. The present study thus evaluated the 
association of PTH response to hypocalcemia with mor-
tality in two phases of hospitalization with COVID-19.

2. Material and Methods

Study design and characteristics of participants

This prospective longitudinal study was conducted on 
hospitalized patients with COVID-19 at Bu Ali-Sina 
Hospital, Qazvin Province, Iran, from March to April 
2021, for about three weeks. The inclusion criteria in-
cluded age over 18 years and hospitalization for CO-
VID-19. COVID-19 disease was confirmed by a poly-
merase chain reaction (PCR) test. The exclusion criteria 
included patients with known parathyroid or metabolic 
bone disease, serum creatinine ≥2 mg/dL, advanced liv-

er disease, using anticonvulsants, and patients with un-
known outcomes due to discharge by personal consent. 
The demographic characteristics, symptoms, and un-
derlying diseases were recorded in a questionnaire. The 
clinical and laboratory data were evaluated on the first 
day and days 4-6 of hospitalization. The patients were 
categorized into four groups based on the PTH status in 
both phases, normal PTH1/normal PTH2 (group 1), high 
PTH1/normal PTH2 (group 2), high PTH1/high PTH2 
(group 3), and normal PTH1/high PTH2 (group 4). The 
groups were compared regarding severity indices (as-
sessed by oxygen saturation and inflammatory markers), 
biochemical and hormonal data, and outcomes. 

Measures

Serum levels of total calcium, albumin, magnesium, 
phosphate, 25-Hydroxy Vitamin D (25[OH]D), PTH, 
and creatinine were assessed on the first day and days 4-6 
of hospitalization. Physicians who managed the patients 
were not aware of the calcium and albumin results. The 
serum calcium was measured by the colorimetric meth-
od. The normal range, inter-assay, and intra-assay of the 
calcium assay were 8.5-10.5 mg/dL, 0.95%, and 1.05%, 
respectively. The PTH level assay was performed by the 
electrochemiluminescence (ECL) method. The normal 
range of PTH was 15-65 pg/mL, and the inter-assay and 
intra-assay were 1.2% and 2%, respectively. Details of 
the assays of other biochemical parameters have been 
previously published [15].

Corrected calcium was calculated by the following for-
mula:

Corrected calcium (mg/dL)=serum calcium (mg/
dL)+0.8×(4-serum albumin (g/dL) (Goltzman) [16].

Vitamin D deficiency and insufficiency were defined 
as 25(OH)D<20 ng/mL and 20 ng/mL ≤25(OH)D<30 
ng/mL, respectively [17].

Statistical analysis

The data were analyzed using SPSS software version 
24. The distribution normality of quantitative variables 
was tested using the Kolmogorov–Smirnov test. The 
logarithmic transformation was performed on the quan-
titative variables without normal distribution. A t-test 
and an analysis of variance (ANOVA) were performed 
to compare the quantitative data, and the chi-square test 
was used for qualitative data. 

I
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The multiple logistic regression analysis with two 
models was performed to examine the independent roles 
of variables in mortality as an outcome. Considering 
the similar mortality of groups 3 and 4, and the small 
number of patients in group 3, these two groups were 
combined as late hyperparathyroidism (regardless of 
PTH status in phase 1). In model 1, age, PTH groups, 
corrected calcium, creatinine, and vitamin D status were 
entered into the model; in model 2, variables of model 1 
plus the status of oxygen saturation status and CRP level 
(as indicators of disease severity) were entered into the 
model. Pearson’s correlation coefficient was used to ex-
amine the correlation of serum PTH with serum 25(OH)
D at each time and simultaneous calcium with P<0.05 
was considered significant.

3. Results

A total of 123 patients were included in the study. Of 
these patients, the outcomes of eight patients are un-

known due to early discharge by personal consent, and 
predictors of mortality were evaluated in 115 patients 
(phase 1). For phase 2 (days 4-6 of hospitalization), 19 
patients were excluded from the study, 7 patients due to 
early discharge, 4 patients due to decease, 3 patients due 
to serum creatinine rising to >2 mg/dL, and 5 patients 
due to missing some data, and eventually 96 patients 
were studied in this phase (Figure 1). 

The clinical and laboratory data of the participants are 
categorized according to the outcome of death and are 
presented in Table 1. Of the 115 eligible patients, 15 pa-
tients died. Among related minerals and hormones, no 
relationship was observed between serum levels of total/
corrected calcium, phosphate, magnesium, 25(OH)D, 
and mortality. Moreover, the frequencies of hypocalce-
mia (calculated as low corrected calcium) and vitamin D 
deficiency or insufficiency did not have any significant 
difference between a survivor and non-survivor groups 
(P=0.258 and P=0.634, respectively). As for PTH, the 

 Table 1. The clinical and laboratory data of participants categorized by the outcome of death

Variables
Mean±SD/ No. (%)

PTotal
(n=115)

Survived
(n=100)

Expired
(n=15)

Age (y)
Sex (male )

61.4±16.1 59.4±15.4 74.4±14.5 0.001

64(55.7) 53(53) 11(73.3) 0.139

Complaints

Respiratory 103(89.6) 92(92) 11(73.3) 0.058

Gastrointestina 25(21.7) 23(23) 2(13.3) 0.397

Musculoskeletal 58(50.4) 53(53) 5(33.3) 0.155

HTN 27(23.5) 24(24) 3(0.20) 0.892

IHD 18(15.7) 14(14) 4(26.7) 0.208

DM 25(21.7) 22(22) 3(20) 0.861

COPD/Asthma 6(5.2) 6(6) 0 0.330

Oxygen saturation1 † - - - 0.003

O2 Sat <90% 29(29.6) 20(23.5) 9(69.2) -

90% ≤2 Sat ≤93%, 21(21.4) 20(23.5) 1(7.7) -

O2 Sat >93% 48(49) 45(52.9) 3(23.1) -

Oxygen saturation2 †† 0.034

O2 Sat <90% 17(19.3) 13(16.7) 4(40) -

90%≤O2 Sat ≤93% 20(22.7) 16(20.5) 4(40) -

O2Sat >93% 51(58) 49(62.8) 2(20) -
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Variables
Mean±SD/ No. (%)

PTotal
(n=115)

Survived
(n=100)

Expired
(n=15)

Laboratory data

FBS
(mg/dL) 135(83.5) 132(84.5) 144(66) 0.313

Na (meq/L) 138(5.0) 138(4.5) 139(7.0) 0.457

K (meq/L) 4.6(0.6) 4.6(0.7) 4.5(0.7) 0.242

Cr1 (mg/dL) 0.9±0.3 0.9±0.2 1.1±0.4 0.056

Cr2 (mg/dL) 0.8±0.2 0.8±0.2 1.0±0.3 0.028

WBC (n/mm3) 7700(4400) 7500(3900) 7800(5200) 0.085

CRP (mg/L) 46.4(82.1) 38.9(75.4) 120.8(169.9) 0.005

Total calcium1 (mg/dL) 8.3±0.5 8.3±0.5 8.2±0.5 0.715

Total calcium2 (mg/dL) 8.0±0.5 8.0±0.5 7.9±0.8 0.486

Corrected Ca1 (mg/dL) 8.4±0.4 8.4±0.4 8.4±0.3 0.907

Low corrected calcium1 69(60) 58(58) 11(73.3) 0.258

Corrected Ca2 (mg/dL) 8.3±0.5 8.3±0.4 8.3±0.7 0.964

Low corrected calcium2 65(67.7) 57(67.1) 8(72.2) 0.705

PTH1 (pg/mL) 36.1(29.5) 35.0(29.6) 45.0(41.5) 0.130

PTH1>65 (pg/mL) 15(30) 11(11) 4(26.7) 0.093

PTH2 (pg/mL) 26.2(19.2) 25.4 (16.8) 50.6(50.2) 0.001

PTH2>65 (pg/mL) 9(9.4) 5 (5.9) 4(36.4) 0.001

Mg (mg/dL) 2.1±0.3 2.1±0.3 2.2±0.3 0.125

Phosphate (mg/dL) 3.4±0.6 3.4±0.7 3.5±1.0 0.426

25(OH)D (ng/mL) 31.3±18.1 31.9±18.1 27.2±17.5 0.343

25(OH)D groups - - - 0.634

25(OH)D ≤20 (ng/mL) 32(27.8) 27(27.0) 5(33.3) -

20<25(OH)D≤30 (ng/
mL) 26(22.6) 24(24.0) 2(13.3) -

Quantitative data with normal and non-normal distribution are presented as Mean±SD and median (interquartile range), re-
spectively. Logarithmic transformation was used for quantitative data without a normal distribution. Phase 2 laboratory data 
was collected from 96 participants. Low corrected ca: serum corrected calcium <8.5 mg/dL. 

Abbreviations: HTN: Hypertension; DM: Diabetes mellitus; IHD: Ischemic heart disease; FBS: Fasting blood glucose; Cr: Cre-
atinine; WBC: White blood cells; CRP: C-reactive protein; PTH: Paratormone; COPD: Chronic obstructive pulmonary disease; 
O2: Oxygen; Na: Sodium; K: Potassium; Mg: Magnesium; 25(OH)D 25-Hydroxy: Vitamin D. 
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Table 2. Laboratory data and outcomes of participants categorized by paratormone (PTH) status in phases 1 and 2

Variables

Mean±SD/ No. (%)/ N

PNormal PTH1, 
Normal PTH2

(n=76)

High PTH1, Nor-
mal PTH2

(n=11)

High PTH1, High 
PTH2
(n=2)

Normal PTH1, 
High PTH2

(n=7)

Age (y) 63.4±15.7 61.0±11.9 59.0±28.3 58.9±20.9 0.856

Sex (male) 43(56.6) 4(36.4) 0 3(42.9) 0.249

ICU admission 15(19.7) 3(27.3) 1(50) 3(42.9) 0.398

Mortality 5(6.6) 2(18.2) 1(50) 3(42.9) 0.007

Comorbidity

HTN 18(23.7) 2(18.2) 2(100) 0 0.158

IHD 11(14.5) 1(9.1) 1(50) 2(28.6) 0.374

DM 21(27.6) 1(9.1) 0 0 0.185

COPD/Asthma 3(3.9) 2(18.2) 0 1(14.3) 0.234

Oxygen satu-
ration1

O2 Sat <90% 13(17.1) 2(18.2) 0 3(42.9) 0.717

90%≤O2 Sat ≤93% 24(31.6) 3(27.3) 1(50) 1(14.3) -

O2 Sat >93% 39(51.3) 6(54.5) 1(50) 3(42.9) -

Oxygen saturation2 - - - - 0.045

O2 Sat <90% 7(9.2) 4(36.3) 0 1(14.3) -

90%≤O2 Sat ≤93% 20(26.3) 3(27.3) 2(100) 3(42.9) -

O2 Sat >93% 49(64.5) 4(36.4) 0 3(42.9) -

Inflammatory 
markers

WBC (n/mm3) 7700(4550) 8000(4400) 12300 7450(5875) 0.334

CRP (mg/l) 44.5(75.1) 57.2(227.5) 56.9 38.9(102.8) 0.849

Kidney func-
tion Creatinine (mg/dl) 0.8±0.2 0.9±0.3 0.6±0.1 0.9±0.3 0.177

Minerals 
disorders

Hypocalcemia1 42(55.3) 7(63.6) 1(50) 7(100) 0.140

Hypocalcemia2 50(65.8) 8(72.7) 0 7(100) 0.051

Vitamin D 
deficiency/

insufficiency

Vitamin D deficiency 20(26.3) 4(36.4) 1(50) 3(42.9) 0.514

Vitamin D insufficiency 16(21.1) 3(27.3) 1(50) 0 -

Phosphate 
disorders

Hypophosphatemia 5(6.6) 2(18.2) 0 2(28.6) 0.173

Hyperphosphatemia 2(2.6) 2(18.2) 0 0 -

Hypomagnesemia 9(11.8) 12(18.2) 0 1(14.3) 0.882

QTC-interval
Long QTC-interval1† 9(15.3) 1(12.5) 0 2(33.3) 0.611

Long QTC-interval2†† 4(7.7) 0 0 1(16.7) 0.690

Hypocalcemia: Low corrected calcium <8.5 mg/dL; Vitamin D deficiency: Serum 25(OH)D level ≤ 20 ng/mL; Vitamin D insuf-
ficiency: 20 ng/mL < serum 25(OH)D level ≤30 ng/mL; Hypophosphatemia: Serum phosphate <2.5 mg/dL; Hyperphospha-
temia: Serum phosphate >4.5 mg/dL; Hypomagnesemia: Serum magnesium <1.8 mg/dL; QTC: Corrected Q-T interval; Long 
Q-Tc interval, Q-Tc interval ≥440 msec and ≥460 msec in males and females, respectively. 

†Based on the data of 75 patients; ††Based on the data of 65 patients.

Abbreviations: HTN: Hypertension; DM: Diabetes mellitus; IHD: Ischemic heart disease; FBS: Fasting blood glucose; Cr: Creatinine; 
WBC: White blood cells; CRP: C-reactive protein; PTHl: Paratormone; COPD: Chronic obstructive pulmonary disease; O2: Oxygen. 
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levels of this hormone on the first day of admission were 
not significantly different in non-survivors compared to 
survivors. However, the PTH level on day 4-6 of hospi-
talization was significantly higher in non-survivors com-
pared to survivors (57.5±40.9 pg/mL vs. 27.6±16.2 pg/
mL, P=0.001). Moreover, the frequency of non-survivor 
patients in phase 2 with an increased level of PTH was 
higher than survivors (36.4% vs. 5.9%, P=0.001).

To examine the relationship between PTH variations 
and other abnormalities, the participants were cat-
egorized into 4 groups, including normal PTH1/normal 
PTH2 (group 1), high PTH1/normal PTH2 (group 2), high 
PTH1/high PTH2 (group 3), and normal PTH1/high PTH2 
(group 4). Among 13 patients with high PTH in phase 1, 
the levels of this hormone returned to normal in 11 pa-
tients. In 7 patients with normal PTH in phase 1, the PTH 

level increased to a higher than normal level in phase 2. 
In total, 9 patients had high PTH in phase 2 (Table2). 

All patients in group 4 (early normal PTH and late high 
PTH) had low corrected calcium in phase 2, and all pa-
tients with high PTH in phase 2 (groups 3 and 4) had 
hypocalcemia or and hypovitaminosis D (25(OH)D<30 
ng/mL) (Table 2).

The mortality rate was significantly different among 
the four PTH groups. Of groups with normal PTH in 
both phases and high PTH1/normal PTH2, 6.6% and 
18.2% of the patients died, respectively. The mortality 
rate in the other two groups with high PTH in phase 2 
was 50% in group 3 and 42.9% in group 4 (a signifi-
cant difference was observed between the four groups, 
P=0.007) (Table 2).

Table 3. The crude and adjusted associations of late hyperparathyroidism with mortality

Variables Unadjusted
OR (95% CI) P Model 1

OR (95% CI) P Model 2
OR (95% CI) P

Age (y) 1.1(1.0-1.1) 0.002 1.1(1.0- 1.1) 0.009 1.1(1.0- 1.2) 0.008

PTH group - 0.011 - 0.009 - 0.015

Normal PTH1,
Normal PTH2

Reference - Reference - Reference -

High PTH1,
Normal PTH2

3.2(0.5-18.7) 0.206 4.9(0.5-38.9) 0.169 2.6(0.2-32.0) 0.453

Normal or high PTH1,
High PTH2

11.4(2.3-56.1) 0.003 29.9(3.3-274.9) 0.002 82.2(4.2-1603.4) 0.004

Corrected calcium2 1(0.3-3.9) 0.964 1.3(0.3-6.8) 0.735 2.9(0.4-19.8) 0.274

25 (OH)D group 0.644 - 0.612 - 0.494

25 (OH)D ≥30 ng/mL Reference - Reference Reference -

20≤25(OH)D <30 ng/mL 0.5(0.1-2.5) 0.403 0.3(0.02-4.9) 0.424 0.1(0.01-4.5) 0.255

25(OH)D <20 ng/mL 1.1(0.3-3.7) 0.865 1.4(0.3-7.4) 0.719 0.9(0.1-1.7) 0.965

Creatinine2 17.7(1.6-189.9) 0.018 7.7(0.2-245.7) 0.248 2.4(0.02-325.7) 0.732

Level of hypoxia2 0.097 - - - 0.337

O2 saturation >93% Reference - - - Reference -

90%<O2 saturation ≥93% 3.8(0.8-17.4) 0.081 - - 0.7(0.1-7.3) 0.786

O2 saturation ≤90% 5.9(1.0-33.9) 0.047 - - 4.1(0.4-45.5) 0.244

CRP 1.01(1.0-1.02) 0.008 - - 1.0(0.9-1.0) 0.099

No. 1: The 1st admission day.

No. 2: The 4-6th  admission day.

Abbreviations: PTH: Paratormone; O2: Oxygen; 25(OH)D, 25-Hydroxy: Vitamin D. 
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The capillary oxygen saturation in phase 2 was slightly 
different among the study groups (P=0.045). (The high-
est frequency of severe hypoxemia, i.e. oxygen (O2) sat-
uration less than 90% was in group 2). The frequency of 
hypocalcemia in phase 2 patients was borderline signifi-
cant (P=0.051), and group 4 had the highest hypocalce-
mia rate (100% of patients). Other parameters, including 
comorbidities, inflammatory markers, and mineral dis-
orders, did not show any significant difference between 
PTH groups (Table 2).

Figure 2 shows the correlation of serum PTH at each 
time with serum 25(OH)D and calcium simultaneously. 
On the first day of admission, there was no correlation 
between serum PTH and calcium (R2=0.0005, P=0.821). 
However, in phase 2 of the study, a significant correla-
tion was observed between PTH and calcium (R2=0748, 
P=0.007). On the contrary, the PTH was correlated with 
25(OH)D only on the first day of admission (R2=0.075, 
P=0.003). 

Table 3 presents the crude and adjusted associations 
of late hyperparathyroidism with mortality. The patients 
with late hyperparathyroidism had an 11.4 times higher 
rate of mortality regardless of PTH levels on the first day 
of hospitalization (95% CI: 2.3-56.1, P=0.003). After 
adjusting for the main modulators of PTH secretion (se-
rum creatinine, corrected calcium, vitamin D status, and 

age), the association of late hyperparathyroidism with 
mortality was significant (OR=29.9, 95% CI: 3.3-274.9, 
P=0.002). After adding the levels of hypoxia and serum 
CRP to model 1 (as indicators of disease severity), the 
association of late hyperparathyroidism with mortality 
remained significant (OR=82.2, 95% CI: 4.2-1603.4, 
P=0.004).

4. Discussion 

We found no association between hypocalcemia or vi-
tamin D deficiency and mortality. However, late hyper-
parathyroidism was strongly associated with mortality. 
The patients with late hyperparathyroidism had about 
a 10 times higher risk of mortality compared to those 
with normal PTH in each phase of the study. The asso-
ciation of late hyperparathyroidism with mortality was 
independent of the main modulators of PTH secretion 
and disease severity. The patients who had early hyper-
parathyroidism on the first day but normal PTH levels on 
subsequent days had similar mortality rates to patients 
with normal PTH levels in each phase of the study. 

The association of hypocalcemia and/or vitamin D de-
ficiency with COVID-19 mortality has been investigat-
ed in some studies. Nevertheless, as mentioned above, 
the results of these studies are not consistent. In some 
of these studies, only hypocalcemia was found to be as-

Figure 1. Flow chart of the patients participated the study.
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sociated with the severity of COVID-19, but not with 
mortality [11]. In the meta-analysis by Alemzadeh et 
al., hypocalcemia was associated with higher mortality; 
however, no detailed description was observed of how 
the publication bias was evaluated in this study [18]. In 
another meta-analysis by Martha et al., the association of 
hypocalcemia with mortality was observed only in the 
form of composite outcomes of death/ICU admission/
prolonged hospitalization [7].

Some studies have reported a higher mortality rate in 
critically ill patients with vitamin D deficiency. In the 
meta-analysis by Wang et al., vitamin D deficiency was 
associated with a higher mortality rate. However, the 
cut-off of serum 25(OH)D was <20 ng/mL or lower 
in most of the included studies [19]. In our study, only 
about one-fourth of patients had vitamin D deficiency 
(serum 25(OH)D level ≤20 ng/mL), possibly due to 
widespread vitamin D usage in the Iranian people, espe-

cially during the COVID-19 pandemic. The frequency 
of vitamin D deficiency was slightly higher in survivors 
compared to non-survivors, but this difference was not 
significant. The lack of a significant difference between 
the two groups of survived and expired patients can be 
attributed to the small sample size and prevalent vitamin 
D usage among our patients.

Very few studies have been conducted on the relation-
ship between serum PTH level and mortality in acute 
settings; to the best of our knowledge, no information is 
available on the relationship between late secondary hy-
perparathyroidism with mortality in patients with COV-
ID-19. In our study, late secondary hyperparathyroidism 
was an independent and strong predictor of mortality. In 
Ardehali et al.’s study on neurosurgical patients admitted 
to ICU, the frequency of secondary hyperparathyroidism 
in patients with hypocalcemia or and hypovitaminosis D 
was 51.6% and 45.4%, respectively [15]. These patients 

Figure 2. Correlation of serum PTH levels at two different times with serum 25(OH)D and simultaneouscorretd calcium levels.

PTH1: Serum PTH level at the 1st admisson day; PTH2: Serum PTH level at the 4-6th admisson day; Corrected Ca1: Serum cal-
cium level at the 1st admisson day;	 Corrected Ca2: Serum calcium level at the 4-6th admisson day.
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with secondary hyperparathyroidism were defined as 
PTH responders. The PTH responder group had higher 
APACHI II score, ventilator dependency, and mortality 
(mortality rate: 81% in the high-PTH group vs. 19% in 
the normal-PTH group, P=0.001). In the multiple logis-
tic regression (adjusted for age, APACHE II score, se-
rum calcium, albumin, phosphate, magnesium, and calo-
rie intake), neither serum calcium nor 25(OH)D level 
was associated with mortality. Nevertheless, serum PTH 
level was independently significantly associated with 
mortality, and each pg/mL increase in PTH was related 
to 2% higher mortality [13].

In the study by Carlstedt et al., surgical and septic pa-
tients admitted to the ICU were evaluated in terms of the 
relationship between serum PTH and ionized calcium 
with the severity of illness and mortality. This study was 
carried out in two phases. Phase 1 involved the first day 
of ICU admission, and phase 2 involved the daily mea-
surement of calcium and PTH for 1 week. The frequency 
of high serum PTH was similar in septic and surgical 
patients (both 69%). However, the trend of serum PTH 
levels increased in septic and decreased in surgical pa-
tients in one week. At the end of the first week, 87% of 
septic patients and 37% of surgical patients showed high 
serum PTH levels. In this study, serum PTH levels in 
both phases were significantly related to the APACHE II 
score. Nevertheless, the association of serum PTH level 
with mortality was found only in the second phase of the 
study [13].

In Hu et al.’s study of medical ICU patients, approxi-
mately half of those who had low serum ionized calcium 
or hypovitaminosis D (defined as 25(OH)D<30 ng/mL) 
had secondary hyperparathyroidism (PTH-responders). 
In the entire group, neither ionized calcium nor PTH was 
associated with mortality. However, in the hypovitamin-
osis D group, PTH responders had significantly higher 
APACHE II and mortality than non-responders [13].

In Nair et al.’s study, the levels of calcium, 25(OH)
D, and PTH were measured in patients admitted to the 
ICU on days 1, 3, and 7 or after discharge from the ICU. 
About one-third of the patients with hypocalcemia or 
and low 25(OH)D had secondary hyperparathyroid-
ism (PTH responders). The PTH-responder group had 
a higher simplified acute physiology score II (SAPS-II) 
compared to the non-responder group. Nevertheless, the 
mortality rate was not significantly different between the 
two groups [20].

Regarding the results of our study and the aforemen-
tioned evidence, secondary hyperparathyroidism is associ-

ated with a worse prognosis and or more severe disease in 
patients with a critical illness. Based on the results of our 
and Carlstedt et al.’s studies, late secondary hyperparathy-
roidism has a more profound impact on mortality [13].

Some hypotheses justify the higher mortality rate in 
patients with late hyperparathyroidism in the present 
study. PTH has been shown to have negative effects on 
cardiomyocytes for decades [20-22]. In cardiomyocytes, 
PTH binding activates G- protein receptors and causes 
calcium influx into the cells and calcium release from 
the sarcoplasmic reticulum into the cytosoles [23]. In-
creased intracellular calcium activates protein kinase C 
(PKC), which interferes with B- adrenergic activity and 
decreases myocardial contractility [24]. The action of 
PTH on vascular smooth muscle cells is different; this 
hormone reduces calcium influx into these cells and 
subsequently inhibits cAMP-dependent calcium chan-
nels and vasodilation [20, 24]. In the study by Baczyn-
ski et al. on rats, all the detrimental effects of PTH on 
cardiomyocytes were countered after the administration 
of verapamil [20]. The adverse effects of excess PTH 
are not confined to the bone and cardiovascular system. 
Lymphocytes and polymorphonuclears (PMN) have re-
ceptors for PTH, and suppressive effects of PTH on the 
secretion of immunoglobins and inhibition of PMN ac-
tivities have been found in various studies [24, 26, 27]. 
The inhibitory effects of PTH have been attributed to the 
increased calcium influx into the immune cells by PTH, 
and these effects are eliminated by treatment with cal-
cium blockers [28-32]. 

In the present study, the mortality rate was higher in the 
high PTH compared to the normal PTH group in both 
study phases, but this difference was statistically signifi-
cant only in phase 2. Very limited studies have examined 
the course of PTH changes and their relationship with 
prognosis during acute illnesses. This finding parallels 
Carlstedt et al.’s study in which mortality was associated 
with high PTH in the following days of hospitalization 
[13]. Differences in modulators of PTH secretion in two 
phases of our study may provide some clues to the dif-
ferent impacts of PTH on mortality in various phases of 
the disease. In the present study, the PTH level on days 
4-6 of hospitalization was negatively correlated with the 
corrected calcium level at that time. However, in the first 
phase of the study, we found no correlation between se-
rum PTH and corrected calcium levels. Instead, a nega-
tive correlation was observed between serum 25(OH)D 
level and PTH on the first day of hospitalization. Based 
on these data, the modulators of PTH secretion differed 
in various phases of our study. The main reason for this 
difference is not clear, but it appears that in later days of 
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hospitalization, PTH stimulation by low serum calcium 
or unknown other parameters leads to detrimental im-
pacts of high PTH. 

Despite these considerations and due to the design of 
our study, we cannot prove that the high PTH causes 
mortality. A high PTH may be the result of disease se-
verity, and the higher mortality rate in patients with late 
hyperparathyroidism can be only a reflection of the se-
verity of COVID-19. However, comparing various PTH 
groups, we did not find more severe disease in patients 
with late hyperparathyroidism regarding hypoxemia or 
inflammatory markers. Moreover, after adjusting for 
hypoxemia and CRP level (as severity indices), late hy-
perparathyroidism remained a significant predictor of 
mortality.

5. Conclusion 

In conclusion, we found a strong association between 
mortality and late secondary hyperparathyroidism in 
patients with low corrected calcium and/or hypovita-
minosis D. Considering the different impacts of hyper-
parathyroidism on mortality at different times of hos-
pitalization, other studies were designed to investigate 
the modulators of PTH secretion in various stages of 
the disease, as well as molecular and cellular studies on 
variations of intracellular calcium (as the consequence 
of high PTH and the main potential mechanism for det-
rimental effects of high PTH), can be very beneficial. If 
the results of the present study are confirmed by other 
studies, randomized clinical trials to investigate the dual 
treatment with calcium (to prevent PTH stimulation) and 
calcium blocker drugs (to decrease the detrimental cel-
lular effects of high PTH) are recommended.

Our study had some limitations and advantages. The 
main limitation of our study was the relatively small 
sample size, which was reflected in the wide confidence 
intervals of late hyperparathyroidism impact on mortal-
ity in the adjusted models. Using calculated calcium in-
stead of measured ionized calcium is the second main 
limitation of our study. On the other hand, the main ad-
vantage of our study was its longitudinal design and the 
novel finding of the association of late hyperparathyroid-
ism with mortality in COVID-19. 

Ethical Considerations

Compliance with ethical guidelines

The study design, including its ethical aspects, was re-
viewed and approved by the Ethics Committee of Qa-

zvin University of Medical Sciences (ethical approval. 
Code: IR.ARAKMU.REC.13400.471).

Funding

 This study was supported by the metabolic diseases 
research center, research institute for the prevention of 
non-communicable diseases, Qazvin University of Med-
ical Sciences, Qazvin, Iran.

Authors' contributions

Conceptualization, methodology: Sima Hashemipour; 
Investigation: Sabereh Afshar, Somaieh Kiani, and 
Pouria Shahsavari; Original draft: All authors; Prepara-
tion, writing, review and editing, visualization, super-
vision, project administration, funding acquisition: Sa-
bereh Afshar, and Sima Hashemipour.

Conflict of interest

The authors declared that they have no known com-
peting financial interests or personal relationships that 
could have appeared to influence the work reported in 
this paper. 

Acknowledgments

We sincerely thank the personnel of the metabolic dis-
eases research center, and research institute for the pre-
vention of non-communicable diseases, Qazvin City, Iran.

References

[1] Kelly A, Levine MA. Hypocalcemia in the critical-
ly ill patient. J Intensive Care Med. 2013; 28(3):166-77.
[DOI:10.1177/0885066611411543] [PMID] 

[2] Zaloga GP, Chernow B. The multifactorial basis for hy-
pocalcemia during sepsis. Studies of the parathyroid hor-
mone-vitamin D axis. Ann Intern Med. 1987; 107(1):36-41. 
[DOI:10.7326/0003-4819-107-1-36] [PMID] 

[3] Liu J, Han P, Wu J, Gong J, Tian D. Prevalence and pre-
dictive value of hypocalcemia in severe covid-19 patients. 
J Infect Public Health. 2020; 13(9):1224-8. [DOI:10.1016/j.
jiph.2020.05.029] [PMID] [PMCID] 

[4] Bennouar S, Cherif AB, Kessira A, Bennouar DE, Abdi S. Vi-
tamin D deficiency and low serum calcium as predictors of 
poor prognosis in patients with severe covid-19. J Am Coll 
Nutr. 2021; 40(2):104-10. [DOI:10.1080/07315724.2020.185601
3] [PMID] [PMCID] 

Hashemipour S, et al. Paratormone and Mortality in COVID-19. J Inflamm Dis. 2022; 26(2):67-78



77

Summer 2022. Vol 26. Num 2

[5] Hashemipour S, Kiani S, Shahsavari P, Afshar S, Ghobadi A, 
Khairkhahan SMRH, et al. Hypocalcemia in hospitalized pa-
tients with covid-19: Roles of hypovitaminosis D and function-
al hypoparathyroidism. J Bone Miner Metab. 2022; 40(4):663-9. 
[DOI:10.1007/s00774-022-01330-w] [PMID] [PMCID] 

[6] Di Filippo L, Formenti AM, Rovere-Querini P, Carlucci M, 
Conte C, Ciceri F, et al. Hypocalcemia is highly prevalent and 
predicts hospitalization in patients with covid-19. Endocrine. 
2020; 68(3):475-8. [DOI:10.1007/s12020-020-02383-5] [PMID] 
[PMCID] 

[7] Martha JW, Wibowo A, Pranata R. Hypocalcemia is associat-
ed with severe covid-19: A systematic review and meta-analy-
sis. Diabetes Metab Syndr. 2021; 15(1):337-42. [DOI:10.1016/j.
dsx.2021.01.003] [PMID] [PMCID] 

[8] Sun JK, Zhang WH, Zou L, Liu Y, Li JJ, Kan XH, et al. Serum 
calcium as a biomarker of clinical severity and prognosis in pa-
tients with coronavirus disease 2019. Aging. 2020; 12(12):11287-
95. [DOI 10.18632/aging.103526] [PMID] [PMCID]

[9] Murthi M, Shaka H, El-Amir Z, Velagapudi S, Jamil A, Wani 
F, Atluri R, et al. Association of hypocalcemia with in-hospital 
mortality and complications in patients with acute pulmo-
nary embolism: Results from the 2017 nationwide inpatient 
sample. BMC Pulm Med. 2021; 21(1):410. [DOI:10.1186/
s12890-021-01784-0] [PMID] [PMCID] 

[10] Steele T, Kolamunnage-Dona R, Downey C, Toh CH, Wel-
ters I. Assessment and clinical course of hypocalcemia in criti-
cal illness. Crit Care. 2013; 17(3):R106. [DOI:10.1186/cc12756] 
[PMID] [PMCID] 

[11] Torres B, Alcubilla P, González-Cordón A, Inciarte A, 
Chumbita M, Cardozo C, et al. Impact of low serum calcium 
at hospital admission on SARS-CoV-2 infection outcome. Int 
J Infect Dis. 2021; 104:164-8. [DOI:10.1016/j.ijid.2020.11.207] 
[PMID] [PMCID] 

[12] Davis WT, Ng PC, Medellin KL, Cutright JE, Araña AA, 
Strilka RJ, et al. Association of hypocalcemia with mortality 
of combat casualties with brain injury and polytrauma trans-
ported by critical care air transport teams. Mil Med. 2022; 
usac029. [DOI:10.1093/milmed/usac029] [PMID] 

[13] Hu J, Luo Z, Zhao X, Chen Q, Chen Z, Qin H, et al. Changes 
in the calcium-parathyroid hormone-vitamin d axis and prog-
nosis for critically ill patients: A prospective observational 
study. Plos One. 2013; 8(9):e75441. [DOI:10.1371/journal.
pone.0075441] [PMID] [PMCID] 

[14] Ardehali SH, Dehghan S, Baghestani AR, Velayati A, Vah-
dat Shariatpanahi Z. Association of admission serum levels 
of vitamin D, calcium, Phosphate, magnesium and parathor-
mone with clinical outcomes in neurosurgical ICU patients. 
Sci Rep. 2018; 8(1):2965. [DOI:10.1038/s41598-018-21177-4] 
[PMID] [PMCID] 

[15] Hashemipour S, Kiani S, Shahsavari P, Badri M, Ghobadi 
A, Hadizadeh Khairkhahan SMR, et al. Contributing factors 
for calcium changes during hospitalization in covid-19: A lon-
gitudinal study. Int J Endocrinol Metab. 2022; 20(2):e122378. 
[DOI:10.5812/ijem-122378] [PMID] [PMCID] 

[16] D Goltzman. Diagnostic approach to hypocalcemia [Inter-
net]. 2020. [Updated 2022 August 2]. Available from: [Link]

[17] Gallagher JC, Sai AJ. Vitamin D insufficiency, deficiency, 
and bone health. J Clin Endocrinol Metab. 2010; 95(6):2630-3. 
[DOI:10.1210/jc.2010-0918] [PMID] [PMCID] 

[18] Alemzadeh E, Alemzadeh E, Ziaee M, Abedi A, Sale-
hiniya H. The effect of low serum calcium level on the se-
verity and mortality of covid patients: A systematic review 
and meta-analysis. Immun Inflamm Dis. 2021; 9(4):1219-28. 
[DOI:10.1002/iid3.528] [PMID] [PMCID] 

[19] Wang Z, Joshi A, Leopold K, Jackson S, Christensen S, Nay-
feh T, et al. Association of vitamin D deficiency with covid-19 
infection severity: Systematic review and meta-analysis. 
Clin Endocrinol. 2022; 96(3):281-7. [DOI:10.1111/cen.14540] 
[PMID] [PMCID] 

[20] Nair P, Lee P, Reynolds C, Nguyen ND, Myburgh J, Eisman 
JA, et al. Significant perturbation of vitamin D-parathyroid-
calcium axis and adverse clinical outcomes in critically ill pa-
tients. Intensive Care Med. 2013; 39(2):267-74. [DOI:10.1007/
s00134-012-2713-y] [PMID] 

[21] Baczynski R, Massry SG, Kohan R, Magott M, Saglikes Y, 
Brautbar N. Effect of parathyroid hormone on myocardial 
energy metabolism in the rat. Kidney Int. 1985; 27(5):718-25. 
[DOI:10.1038/ki.1985.71] [PMID] 

[22] KD Schlüter, HM Piper. Cardiovascular actions of para-
thyroid hormone and parathyroid hormone-related pep-
tide. Cardiovasc Res. 1998; 37(1):34-41. [DOI:10.1016/S0008-
6363(97)00194-6] 

[23] Rostand SG, Drüeke TB. Parathyroid hormone, vitamin D, 
and cardiovascular disease in chronic renal failure. Kidney 
Int. 1999; 56(2):383-92. [DOI:10.1046/j.1523-1755.1999.00575.x] 
[PMID] 

[24] Smogorzewski M. PTH, chronic renal failure and myocar-
dium. Miner Electrolyte Metab. 1995;21(1-3):55-62. [PMID]

[25] Brown SJ, Ruppe MD, Tabatabai LS. The parathyroid gland 
and heart disease. Methodist Debakey Cardiovasc J. 2017; 
13(2):49-54. [DOI:10.14797/mdcj-13-2-49] [PMID] [PMCID] 

[26] Jiang Y, Yoshida A, Ishioka C, Kimata H, Mikawa H. 
Parathyroid hormone inhibits immunoglobulin production 
without affecting cell growth in human B cells. Clin Immu-
nol Immunopathol. 1992; 65(3):286-93. [DOI:10.1016/0090-
1229(92)90159-L] [PMID]

[27] Massry S, Smogorzewski M. Dysfunction of polymorpho-
nuclear leukocytes in uremia: Role of parathyroid hormone. 
Kidney Int Suppl. 2001; 78:S195-6. [DOI:10.1046/j.1523-
1755.2001.59780195.x] [PMID] 

[28] Geara AS, Castellanos MR, Bassil C, Schuller-Levis G, 
Park E, Smith M, et al. Effects of parathyroid hormone on 
immune function. Clin Dev Immunol. 2010; 2010:418695. 
[DOI:10.1155/2010/418695] [PMID] [PMCID] 

[29] Alexiewicz JM, Smogorzewski M, Klin M, Akmal M, 
Massry SG. Effect of treatment of hemodialysis patients 
with nifedipine on metabolism and function of polymor-
phonuclear leukocytes. Am J Kidney Dis. 1995; 25(3):440-4. 
[DOI:10.1016/0272-6386(95)90106-X] 

[30] Hörl WH, Haag-Weber M, Mai B, Massry SG. Verapamil 
reverses abnormal [Ca2+]i and carbohydrate metabolism of 
PMNL of dialysis patients. Kidney Int. 1995; 47(6):1741-5.
[DOI:10.1038/ki.1995.240] [PMID] 

Hashemipour S, et al. Paratormone and Mortality in COVID-19. J Inflamm Dis. 2022; 26(2):67-78



78

Summer 2022. Vol 26. Num 2

[31] Alexiewicz JM, Smogorzewski M, Akmal M, Massry SG. 
A longitudinal study on the effect of nifedipine therapy and 
its discontinuation on [Ca2+] i and proliferation of B lympho-
cytes of dialysis patients. Am J Kidney Dis. 1997; 29(2):233-8. 
[DOI:10.1016/S0272-6386(97)90035-4] 

[32] Alexiewicz JM, Smogorzewski M, Gill SK, Akmal M, Mass-
ry SG. Time course of the effect of nifedipine therapy and its 
discontinuation on [Ca2+]i and phagocytosis of polymorpho-
nuclear leukocytes from hemodialysis patients. Am J Neph-
rol. 1997; 17(1):12-6. [DOI:10.1159/000169065] [PMID] 

Hashemipour S, et al. Paratormone and Mortality in COVID-19. J Inflamm Dis. 2022; 26(2):67-78


