
Cai et al. Chinese Neurosurgical Journal            (2023) 9:19  
https://doi.org/10.1186/s41016-023-00334-3

RESEARCH Open Access

© The Author(s) 2023. 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 Creative Commons Public Domain Dedication waiver (http://​creat​iveco​
mmons.​org/​publi​cdoma​in/​zero/1.​0/) applies to the data made available in this article, unless otherwise stated in a credit line to the data.

Chinese Neurosurgical Journal

Predictors and dynamic online nomogram 
for postoperative delayed hyponatremia 
after endoscopic transsphenoidal surgery 
for pituitary adenomas: a single‑center, 
retrospective, observational cohort study 
with external validation
Xiangming Cai1,2,3†, An Zhang1†, Peng Zhao4†, Zhiyuan Liu4, Yiliyaer Aili5, Xinrui Zeng2, Yuanming Geng5, 
Chaonan Du6, Feng Yuan6, Junhao Zhu6, Jin Yang1, Chao Tang1, Zixiang Cong1,6, Yuxiu Liu7,8* and 
Chiyuan Ma1,2,5,6,9*    

Abstract 

Background  Postoperative delayed hyponatremia (PDH) is a major cause of readmission after endoscopic transsphe-
noidal surgery (eTSS) for pituitary adenomas (PAs). However, the risk factors associated with PDH have not been well 
established, and the development of a dynamic online nomogram for predicting PDH is yet to be realized. We aimed 
to investigate the predictive factors for PDH and construct a dynamic online nomogram to aid in its prediction.

Methods  We analyzed the data of 226 consecutive patients who underwent eTSS for PAs at the Department of 
Neurosurgery in Jinling Hospital between January 2018 and October 2020. An additional 97 external patients were 
included for external validation. PDH was defined as a serum sodium level below 137 mmol/L, occurring on the third 
postoperative day (POD) or later.

Results  Hyponatremia on POD 1–2 (OR = 2.64, P = 0.033), prothrombin time (PT) (OR = 1.78, P = 0.008), and percent-
age of monocytes (OR = 1.22, P = 0.047) were identified as predictive factors for PDH via multivariable logistic regres-
sion analysis. Based on these predictors, a nomogram was constructed with great discrimination in internal validation 
(adjusted AUC: 0.613–0.688) and external validation (AUC: 0.594–0.617). Furthermore, the nomogram demonstrated 
good performance in calibration plot, Brier Score, and decision curve analysis. Subgroup analysis revealed robust 
predictive performance in patients with various clinical subtypes and mild to moderate PDH.
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Conclusions  Preoperative PT and the percentage of monocytes were, for the first time, identified as predictive 
factors for PDH. The dynamic nomogram proved to be a valuable tool for predicting PDH after eTSS for PAs and 
demonstrated good generalizability. Patients could benefit from early identification of PDH and optimized treatment 
decisions.

Keywords  Endoscopic transsphenoidal surgery, Nomogram, Pituitary adenomas, Postoperative delayed 
hyponatremia, Predictors

Background
Management of pituitary adenomas (PAs) includes surgi-
cal resection, medications, and radiotherapy. Endoscopic 
transsphenoidal surgery (eTSS) is a common treatment 
approach for PAs. Postoperative delayed hyponatremia 
(PDH) occurs in 1.8–35% of patients who undergo eTSS 
[1]. Patients with PDH may experience headaches, nau-
sea, coma, and even death [2]. Additionally, readmission 
due to PDH [3] has restricted the development of day-
care units for PAs.

Previous research has reported various predictors for 
PDH, including old age, serum sodium concentrations on 
postoperative days (POD) 1 and 2 [2–5], postoperative 
diabetes insipidus, diaphragma sellae sinking depth, and 
postoperative length of the “measurable pituitary stalk” 
[6]. However, the relation between tumor type, tumor 
size, and PDH has not reached a consistent conclusion 
[1]. Also, there is currently no dynamic online clinical 
model available for predicting the occurrence of PDH 
after eTSS for PAs. Nomogram is a user-friendly inte-
grated predictive tool, providing visualization of complex 
predictive models by incorporating multiple predictors 
[7]. Lin et al. developed a nomogram to predict PDH [6]. 
However, the potential predictors included in their study 
were not thoroughly explored, and the nomogram they 
constructed was not developed as an online tool, which 
restricted its practical application.

In this study, we aimed to thoroughly explore the pre-
dictive factors for PDH and further establish the first pre-
dictive dynamic online nomogram forecasting PDH after 
eTSS for PAs.

Methods
Patient selection and data collection
This retrospective study included patients who under-
went eTSS for PAs between January 2018 and October 
2020 at the Neurosurgery Department of Jinling Hospi-
tal. Additionally, a total of 97 PA patients from The First 
Affiliated Hospital of Nanjing Medical University were 
included for external validation. The criteria for inclu-
sion were as follows: (1) pathologically confirmed PA, 
(2) patients who underwent eTSS, (3) patients with lab-
oratory assessment of serum sodium concentration on 

the POD 3 or later (outcome variable), and (4) patients 
with at least one collected variable. The exclusion cri-
teria included: (1) PAs not confirmed by pathology, (2) 
patients without the outcome variable or patients who 
did not have any collected variables, and (3) patients with 
hyponatremia lasting from POD 1 and 2 to POD 3 or 
later.

Our institutional research ethics board approved this 
retrospective study (2021NZKY-037–01) and waived 
the requirement for obtaining informed consent due 
to the retrospective nature of the research and data 
anonymization.

Hyponatremia was defined as serum sodium con-
centration < 137  mmol/L based on the normal range of 
serum sodium concentration in our institution. There are 
many incidence time points for PDH in the literature. We 
defined PDH as hyponatremia occurring on POD 3 and 
onwards in the current study, as most studies included 
in Lee et  al.’s meta-analysis applied this criteria [1]. The 
collected clinical characteristics included age, gender, 
treatment history of PAs, preoperative signs and symp-
toms (acromegaly, moon face, visual impairment, visual 
field defect, and headache), primary-recurrence subtype, 
and clinical subtypes (nonfunctioning, prolactin (PRL) 
secreting [8], growth hormone (GH) secreting [8, 9], and 
adrenocorticotropic hormone (ACTH) secreting [10] 
PAs). The following radiological features were also col-
lected: Hardy grade, Knosp grade, tumor size (lengths of 
tumor maximum dimension, height, width, and thick-
ness), tumor shape 1 (in sella, ellipsoid, or hourglass 
signs), tumor shape 2 (lobulated shape), sellar barrier 
(weak or strong) [11], optic nerve compression, pituitary 
apoplexy, and tumor signal intensity (T2-weighted mag-
netic resonance imaging (MRI) signal intensity compared 
with that of the white matter). For Hardy grade for sellar 
invasion [12] and Knosp grade [13] were used to assess 
invasion. Grades 0–2 were classified as the noninvasive 
while grades 3–4 were categorized as invasive. Residual 
tumor was evaluated as a binary variable from postop-
erative magnetic resonance imaging (MRI). The follow-
ing preoperative serum laboratory assessments were 
extracted: pituitary hormones, complete blood count, 
renal and hepatic functions, coagulation profile, and 
electrolytes levels. Based on the laboratory cutoffs in our 
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institution, the normal range of prothrombin time (PT) 
was from 9 to 14 seconds, and that of the percentage of 
monocytes was from 3 to 10%. Hyponatremia before sur-
gery and on POD 1–2 were extracted as binary variables. 
We also collected polyuria on POD 1–2 as a binary vari-
able, defined as urine output exceeding 4000 ml/day [14].

Perioperative management
Patients will be transferred to intensive care unit (ICU) 
after operation. On POD 2, if their condition is sta-
ble, they will be transferred to general ward for further 
care. Input and output of patients are routinely recorded 
in ICU, and urine output will be monitored until dis-
charge. In general, electrolytes levels, including serum 
sodium concentration, are monitored within 24  hours 
after operation and on POD 3 and 5 as well. If any abnor-
mal items were detected, more intensive monitoring of 
electrolytes levels will be applied. For patients with mild 
hyponatremia, adjusted diet with more sodium salt will 
be recommended. In case of moderate to severe hypona-
tremia or corresponding symptoms, including nausea, 
vomiting, and changes in mental state, patients will be 
admitted with oral sodium supplementation or sodium 
intravenous infusion. Desmopressin will be used to treat 
patients with polyuria.

Statistical analyses and development of the nomogram
Model construction processes were carried out based 
on the “Transparent Reporting of a Multivariable Pre-
diction Model for Individual Prognosis or Diagnosis” 
(TRIPOD) guidance (Supplementary Table 1) [15]. Vari-
ables with more than 25% missing data were excluded 
from the analysis. The Iterative Markov chain Monte 
Carlo method was used to impute missing values until 
convergence with the “mice” R package (version 3.13.0) 
[16]. Five imputed datasets were constructed (N = 226) 
(Supplementary Fig.  2). Uni- and multi-variable logistic 
regression analyses were performed separately on each 
imputed dataset. And the estimates from these analyses 
were then pooled together using Rubin’s rules [17] with 
the “mice” R package.

Continuous data were described as the mean ± stand-
ard deviation (SD). Because logistic regression analysis 
was applied in the current study, continuous variables 
without normal distributions were either transformed 
into the logarithmic scale or recoded as binary variables. 
Interaction between collected variables were explored; 
however, no clinical meaningful interactions were 
detected. First, a comparison of variables was performed 
between groups with and without PDH. Student’s t test 
was used to compare two continuous variables, while the 
chi-squared test or Fisher’s exact test was applied for cat-
egorical variables. Then, univariable logistic regression 

analysis was conducted for all variables. Variables were 
filtered based on statistical significance in the compari-
son between the groups with and without PDH, as well as 
the results of the univariable logistic regression analysis. 
Collinearity among these filtered variables was assessed 
with Spearman correlation analysis. Variables demon-
strating collinearity were selectively removed based on 
their clinical significance. Finally, multivariable regres-
sion analysis was conducted to identify the independent 
predictors for PDH.

Complete dataset (N = 156) was extracted and used to 
develop nomogram models with these 5 imputed data-
sets, respectively. Independent predictors were inte-
grated and visualized as a nomogram model using the 
“rms” R package (version 6.1.0). The events per variable 
(EVP) = 10 criteria was used as the sample size estima-
tion method for the current risk prediction model [7, 
18]. The receiver operating characteristic (ROC) curve 
was computed to evaluate the model’s discrimination 
with “pROC” (version 1.17.0.1). Internal validation meth-
ods, including cross-validation, jackknife validation, 
and bootstrap validation were applied to compute the 
adjusted area under curve (AUC) values for the model. 
Calibration of the model was assessed with the calibra-
tion curve implemented in the “rms” R package. The 
overall performance of the nomogram model was quali-
fied as the scaled Brier Score, which ranges from 0.0 
(perfect) to 0.25 (worthless) [19]. Decision curve analysis 
(DCA) was performed to evaluate the clinical benefit of 
the model with the “DecisionCurve” R package (version 
1.3). We further evaluated the performance of the nom-
ogram model in the following subgroups: clinical sub-
types, menstruation status, and PDH severity subgroups. 
An interactive web-based dynamic nomogram applica-
tion was constructed with the “DynNom” R package (ver-
sion 5.0.1) and Shiny website (www.​shiny​apps.​io). The R 
software (version 3.6.0) was used for statistical analyses 
in the current research, and P < 0.05 and 0.1 were consid-
ered statistically significant and marginally statistically 
significant, respectively.

Results
Characteristics of patients and variables
A total of 226 patients were eligible for inclusion in the 
current research and were used as the training dataset. 
Ninety-seven patients were included as external valida-
tion dataset. Missing data patterns and percentages for 
the training dataset are displayed in Supplementary Fig. 1 
and Supplementary Table 2. The overall characteristics of 
the training dataset are shown in Table 1 and Supplemen-
tary Table 3. Out of the 226 patients in training dataset, 
63 (27.9%) developed PDH. Additionally, the external val-
idation dataset had 17 patients with PDH.

http://www.shinyapps.io
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The origin datasets from training dataset were used to 
compare variables between patients with and without 
PDH. In the comparison, we filtered the variables with 
statistical significance (P < 0.05) or marginal significance 
(P < 0.1).

The proportions of hyponatremia on POD 1–2, visual 
impairment before operation, grade C-E of Hardy classi-
fication, and Hourglass sign were higher in patients with 
PDH compared to those without PDH. Furthermore, 
patients with PDH exhibited higher values of follicle 
stimulating hormone (FSH), monocyte percentage, PT, 
international normalized ratio (INR), and chlorine. Con-
versely, patients without PDH had higher free triiodothy-
ronine (FT3) and white blood cell (WBC) count.

Univariable and multivariable logistic regression analyses
In the univariable logistic regression analysis, we also 
selected the variables with statistical significance 
(P < 0.05) or marginal significance (P < 0.1). The results 
showed that hyponatremia on POD 1–2, visual impair-
ment, FSH, FT3, WBC count, monocyte percentage, PT, 
INR, and total bilirubin were identified as influencing 
factors for PDH (Table 2).

The comparisons between with and without PDH 
groups, as well as the univariable logistic regression 
analysis, resulted in the filtering of 12 variables. Age 
and gender were also selected as covariates in the mul-
tivariable logistic regression analysis. Collinearity was 
detected between “visual impairment” and “Hardy grade 

Table 1  Partial important characteristics of patients in the 
without PDH group and in the with PDH group

Variables Without PDH With PDH P
(N = 163) (N = 63)

Age (year) 49.91 ± 13.11 52.78 ± 13.59 0.153

Gender 0.755

  Female 85 (52.1%) 35 (55.6%)

  Male 78 (47.9%) 28 (44.4%)

Clinical subtypea 0.650

  Nonfunctioning 107 (67.3%) 41 (66.1%)

  PRL secreting 7 (4.4%) 6 (9.7%)

  GH secreting 35 (22.0%) 12 (19.4%)

  ACTH secreting 7 (4.4%) 2 (3.2%)

  PRL-GH secreting 3 (1.9%) 1 (1.6%)

Preoperative hyponatremiab 1.000

  No 151 (95.6%) 57 (95.0%)

  Yes 7 (4.4%) 3 (5.0%)

Hyponatremia on POD 1–2c 0.098*

  No 139 (90.8%) 48 (82.8%)

  Yes 14 (9.2%) 10 (17.2%)

Polyuria 0.609

  No 131 (80.4%) 48 (76.2%)

  Yes 32 (19.6%) 15 (23.8%)

Visual impairmentd 0.040**

  No 83 (51.2%) 22 (34.9%)

  Yes 79 (48.8%) 41 (65.1%)

Hardy grade for suprasellar extensionb 0.038**

  0 38 (24.2%) 15 (24.6%)

  A 41 (26.1%) 7 (11.5%)

  B 46 (29.3%) 16 (26.2%)

  C 28 (17.8%) 18 (29.5%)

  D 2 (1.3%) 2 (3.3%)

  E 2 (1.3%) 3 (4.9%)

Hardy grade for sellar invasionb 0.264

  Noninvasive 119 (75.8%) 41 (67.2%)

  Invasive 38 (24.2%) 20 (32.8%)

Knosp gradee 0.220

  Noninvasive 99 (62.7%) 32 (52.5%)

  Invasive 59 (37.3%) 29 (47.5%)

Tumor shape 1f 0.067*

  In sella 21 (16.2%) 9 (18.8%)

  Ellipsoid 51 (39.2%) 10 (20.8%)

  Hourglass sign 58 (44.6%) 29 (60.4%)

Tumor shape 2f 0.452

  Not lobulated 118 (90.8%) 41 (85.4%)

  Lobulated 12 (9.2%) 7 (14.6%)

Log10 (FSH) (IU/L)g 0.90 ± 0.43 1.07 ± 0.46 0.021**

FT3 (pmol/L)h 4.47 ± 0.88 4.16 ± 0.56 0.039**

WBC count (109/L)e 5.77 ± 1.58 5.13 ± 1.17 0.007**

Monocyte percentage (%)e 7.18 ± 1.70 7.76 ± 1.56 0.019**

PT (s)i 11.30 ± 0.73 11.64 ± 0.80 0.002**

INRi 0.98 ± 0.06 1.01 ± 0.07 0.002**

Table 1  (continued)

Variables Without PDH With PDH P
(N = 163) (N = 63)

Total bilirubin (μmol/L)j 13.12 ± 6.65 11.81 ± 4.65 0.307

Chlorine (mmol/L)k 102.29 ± 2.80 102.90 ± 3.62 0.078*

PDH Postoperative delayed hyponatremia, PRL Secreting, prolactin secreting, 
GH secreting Growth hormone secreting, ACTH secreting Adrenocorticotropic 
hormone secreting, POD Postoperative day, FSH Follicle-stimulating hormone, 
FT3 Free triiodothyronine, WBC White blood cell, PT Prothrombin time, INR 
International normalized ratio
* Marginal statistical significance (P < 0.1)
** Statistical significance (P < 0.05)
a n = 5 missing
b n = 8 missing
c n = 15 missing
d n = 1 missing
e n = 7 missing
f n = 48 missing
g n = 23 missing
h n = 17 missing
i n = 18 missing
j n = 53 missing
k n = 18 missing
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Table 2  Univariable and multivariable logistic regression analyses based on the imputed datasets for the final model

Characteristics Univariate analysis Multivariate analysis

Coefficient OR P Coefficient OR P

Age (year) 0.02 1.02 0.147

Gender

  Female Reference

  Male  − 0.14 0.87 0.646

Clinical subtype

  Nonfunctioning Reference

  PRL secreting 0.83 2.28 0.160

  GH secreting  − 0.05 0.95 0.898

  ACTH secreting  − 0.30 0.74 0.716

  PRL-GH secreting  − 0.22 0.80 0.852

Preoperative hyponatremia

  No Reference

  Yes 0.21 1.23 0.749

Hyponatremia on POD 1–2

  No Reference

  Yes 0.75 2.11 0.088* 0.97 2.64 0.033**

Polyuria

  No Reference

  Yes 0.25 1.28 0.489

Visual impairment

  No Reference

  Yes 0.68 1.97 0.028**

Hardy grade for suprasellar extension

  0 Reference

  A  − 0.71 0.49 0.160

  B  − 0.08 0.92 0.842

  C 0.57 1.76 0.175

  D 0.98 2.67 0.348

  E 1.39 4.01 0.150

Hardy grade for sellar invasion

  Noninvasive Reference

  Invasive 0.41 1.51 0.204

Knosp grade

  Noninvasive Reference

  Invasive 0.42 1.52 0.200

Tumor shape 1

  In sella Reference

  Ellipsoid  − 0.49 0.62 0.328

  Hourglass sign 0.25 1.29 0.517

Tumor shape 2

  Not lobulated Reference

  Lobulated 0.45 1.58 0.355

Log10 (FSH) (IU/L) 0.84 2.32 0.020**

FT3 (pmol/L)  − 0.54 0.58 0.012**

WBC count (109/L)  − 0.30 0.74 0.012**

Monocyte percentage (%) 0.20 1.22 0.032** 0.20 1.22 0.047**

PT (s) 0.57 1.76 0.006** 0.58 1.78 0.008**

INR 5.42 226.26 0.017**

Total bilirubin (μmol/L)  − 0.05 0.95 0.082*

Chlorine (mmol/L) 0.06 1.06 0.277

PRL secreting Prolactin secreting, GH secreting Growth hormone secreting, ACTH secreting Adrenocorticotropic hormone secreting, POD Postoperative day, FSH Follicle-
stimulating hormone, FT3 Free triiodothyronine, WBC White blood cell, PT Prothrombin time, INR International normalized ratio, OR Odds ratio
* Marginal statistical significance (P < 0.1)
** Statistical significance (P < 0.05)
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for suprasellar extension” (Supplementary Table  5). As 
“Hardy grade for suprasellar extension” was one of the 
influencing factors for “visual impairment,” we removed 
“visual impairment” from the analysis. Collinearity was 
observed between “PT” and “INR”, and as “PT” is more 
frequently used in clinic, we removed the variable “INR” 
(Supplementary Table 5).

Based on the multivariable logistic regression analysis, 
hyponatremia on POD 1–2 (OR = 2.64, P = 0.033), the 
percentage of monocytes (OR = 1.22, P = 0.047), and PT 
(OR = 1.78, P = 0.008) were identified as risk factors for 
PDH (Table 2).

Development and internal validation of the nomogram
Based on the predictors revealed in the multivariable 
logistic regression analysis, three variables were inte-
grated into the final nomogram (complete dataset; Fig. 1). 
As there were 63 patients with PDH in the development 
set, the sample size met the requirement of the EVP = 10 
criteria. The nomogram was available online (https://​
xiang​mingc​ai.​shiny​apps.​io/​Delay​ed_​Hypon​atrem​ia/). 
The ability of the nomogram model to discriminate 
patients likely to develop PDH was assessed with AUC 
values from the ROC curve analysis.

The AUCs for the complete dataset and imputed 
datasets were as follows: 0.668 (0.571, 0.764), 0.650 
(0.570, 0.731), 0.689 (0.613, 0.764), 0.668 (0.591, 0.746), 
0.670 (0.591, 0.749), and 0.672 (0.595, 0.749) (Fig.  2A; 
Supplementary Fig. 3; Supplementary Table 6). Internal 
validation of the adjusted AUCs ranged from 0.613 to 
0.688, which showed great discrimination (Supplemen-
tary Table 6). We further explored the performance of 
the nomogram model in various subgroups. Reliable 
and robust AUCs were observed in patients with dif-
ferent clinical subtypes (Supplementary Table  7). In 
the subgroup analysis of PDH severity, the nomogram 
demonstrated good discrimination ability for patients 
with mild to moderate PDH. However, poor predictive 

performance was detected in patients with severe PDH 
(Supplementary Table 7).

The calibration plots showed relatively adequate 
agreement of the predictive probability with actual 
observations (Fig. 2B; Supplementary Fig. 4). The Brier 
score showed a good overall model performance (0.182, 
0.188, 0.183, 0.184, 0.184, and 0.186 for the complete 
dataset and imputed datasets 1–5, respectively). The 
DCA depicted the benefit derived from using the model 
in clinic. DCA results showed that if the threshold 
probability of PDH was between 0.2 and 0.6, utilizing 
the nomogram to screen patients with PDH provided 
a greater benefit compared to the assumption that all 
patients had PDH or that none of the patients had PDH 
(Fig. 2C; Supplementary Fig. 5). Also, because the inci-
dence rate of PDH in the current research was 27.9%, 
between 0.2 and 0.6, application of the nomogram pro-
vides clinical benefit.

The results of external validation showed that for 
models derived from complete dataset and imputed 
datasets, the AUCs were 0.617, 0.610, 0.594, 0.612, 
0.604, and 0.617 respectively. And these results sug-
gested a good generalizability of the nomogram model.

Discussion
PDH was a common cause of unexpected hospital read-
missions after eTSS for PAs [3], and it can lead to head-
ache, nausea, coma, and, in severe cases, even death [2]. 
Prediction of PDH will improve the patient-physician 
communication and further reduce the rates of hospital 
readmissions and complications. However, the predictors 
of PDH remain a topic of ongoing debate, and currently, 
there is no available clinical predictive online model for 
PDH prediction. In the current research, we explored the 
predictors of PDH and developed a reliable predictive 
dynamic online nomogram for predicting PDH.

The incidence rate of PDH varies widely among pub-
lications, ranging from 2 to 35% [1, 6]. One possible 

Fig. 1  Nomogram for predicting the proportion of postoperative delayed hyponatremia (PDH) after endoscopic pituitary surgery in patients with 
pituitary adenomas. POD, post-operative day; T4, tetraiodothyronine; FSH, follicle stimulating hormone; PT, prothrombin time

https://xiangmingcai.shinyapps.io/Delayed_Hyponatremia/
https://xiangmingcai.shinyapps.io/Delayed_Hyponatremia/
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explanation for the wide range of incidence rates among 
different publications is the inconsistence in the diagnos-
tic criteria used for PDH. In the current study, the inci-
dence rate of PDH is 27.9%, which is relatively higher 
than that in some previous studies. We used a thresh-
old of 137  mmol/L to define hyponatremia, as it is the 
normal range of serum sodium concentration applied 
in our institution. The threshold is slightly higher than 

135 mmol/L used in some publications, which may lead 
to an increase incidence for PDH observed in our study.

Several predictors for PDH have been proposed. The 
predictive roles of age, gender, tumor type (functioning 
vs. nonfunctioning), and tumor size had been broadly 
discussed without any consistent conclusion [1]. Pooled 
results of a meta-analysis involving 13 studies showed 
that older age (over 55–60  years) was a statistically 

Fig. 2  Predictive performance of the nomogram based on the complete dataset. A ROC analysis; B calibration plot; C decision curve analysis. AUC, 
area under the curve; PDH, postoperative delayed hyponatremia
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significant risk factor for PDH, whereas no significant 
associations were detected regarding gender, tumor 
type, or size [1]. In the current research, we did not find 
predictive value for age in both the univariable analysis 
(Table  1) and univariable regression analysis (Table  2). 
Some research has also reported potential predictors, 
such as sodium concentration on POD 1–3 [20–22], pre-
operative thyroid stimulating hormone (TSH) [5], body 
mass index [23], and postoperative diabetes insipidus 
[2, 6]. Due to the lack of examination, we did not evalu-
ate diabetes insipidus. Instead, we analyzed the relation-
ship between postoperative polyuria and PDH (Table 2). 
However, no statistical significance was detected for 
postoperative polyuria (OR = 1.28; P = 0.489).

Lin et  al. explored predictive value of the shape of 
pituitary, including diaphragma sellae sinking depth, the 
deviation angle difference of the pituitary stalk, and post-
operative length of the “measurable pituitary stalk” [6]. In 
the current study, we thoroughly analyzed shape-related 
factors, including tumor size, sellar barrier type, Hardy 
grade, Knosp grade, hourglass sign, and lobulated shape. 
Although a few of them showed statistical significance in 
univariate analysis, none of them was retained in the final 
multivariate regression model. Opposite opinions about 
the predictive roles of tumor size have been proposed [1]. 
Our results showed that among the lengths of maximum 
dimension, width, thickness, and height, none of them 
showed a significant difference between patients with and 
without PDH. Also, no predictive value of these variables 
was discovered in the univariable logistic regression anal-
ysis. Thus, based on our result, we concluded that tumor 
size was not a predictor for PDH. Overall, the predictors 
for PDH remain elusive. Further research is needed to 
verify our results with data from other medical centers.

The following hypotheses have been proposed to 
explain the occurrence of PDH: syndrome of inappropri-
ate antidiuretic hormone secretion (SIADH), cerebral salt 
wasting syndrome (CSWS), glucocorticoid deficiency, 
hypothyroidism, and medications [1, 24]. However, 
no definitive consensus is currently available. Also, it 
remains unclear whether surgical injury, mass effect of 
tumor, or other factors can account for these hypotheses.

Previous studies have reported the predictive value 
of postoperative early sodium concentration for PDH. 
In a study conducted by Krogh et  al., it was found that 
patients with PDH at POD 7 had significantly lower 
sodium levels during POD 1–2 [22]. Rajaratnam et  al. 
revealed that patients with mean serum sodium lev-
els > 138  mmol/L at POD 1–3 were unlikely to develop 
PDH (sensitivity, 55.2%; specificity, 83.9%) [20]. In the 
current study, hyponatremia on POD 1–2 showed a 
statistical significance in the multivariable analysis 
(OR = 2.64; P = 0.033; Table 2). Our results confirmed the 

opinion that hyponatremia on POD 1–2 is an independ-
ent risk factor for PDH. Further research should explore 
the potential mechanisms underlying the association 
between hyponatremia on POD 1–2 and PDH.

Hypothyroidism was found to be a possible reason 
of hyponatremia by decreasing water delivery to the 
nephron, leading to increased free water retention and 
inhibiting its excretion [5]. Tomita et al. found an inter-
esting phenomenon that patients with higher yet nor-
mal preoperative TSH were more likely to develop PDH 
(P < 0.05) [5]. In our research, although no statistical sig-
nificance was observed for preoperative TSH between 
patients with and without PDH, there is a trend indicat-
ing lower values of FT3 in patients with PDH (4.16 ± 0.56 
vs. 4.47 ± 0.88, with vs. without PDH; P = 0.039; Table 1). 
However, in the multivariable logistic regression analysis, 
FT3 was excluded, suggesting that thyroid function may 
not play an important role in the development of PDH.

To our knowledge, the current research was the first 
investigation into the potential relationship between 
immune-related factors and PDH after eTSS for PAs. 
Our results showed that patients with a lower WBC 
count (5.13 ± 1.17 vs. 5.77 ± 1.58, with PDH vs. without 
PDH; P = 0.007; Table  1) and higher monocyte percent-
age (7.76 ± 1.56 vs. 7.18 ± 1.70, with PDH vs. without 
PDH; P = 0.019; Table 1) tend to develop PDH. The mul-
tivariable logistic regression analysis discovered statis-
tical significance of monocyte percentage (OR = 1.22; 
P = 0.047; Table  2). In fact, there are little publication 
about immune factors and its relationship with the devel-
opment of hyponatremia caused by impairment of pitui-
tary. Although some case reports reported hyponatremia 
in immunotherapy-associated hypophysitis patients [25–
27], it is difficult to find a corresponding role of immune 
factors in hypophysitis and pituitary adenoma. In the 
current research, the observed trend in WBC count and 
monocyte percentage may suggest a potentially less effec-
tive immune response to surgical injury, which in turn 
could have an impact on ADH secretion. However, this 
hypothesis needs to be further verified through well-
designed clinical and experimental studies.

For the first time, our results showed that PT was an 
independent predictor of PDH (OR = 1.78; P = 0.008; 
Table  2). Also, the value of PT was significantly higher 
in patients with PDH compared to those without PDH 
(11.64 ± 0.80 vs. 11.30 ± 0.73, with PDH vs. without 
PDH; P = 0.002). The potential mechanism between PT 
and PDH could be attributed to the fact that higher PT 
levels reflect poor coagulation function. This, in return, 
may lead to more challenging surgery, prolonged opera-
tion time, and more severe impairment of the pituitary 
stalk. The impairment of the pituitary stalk can restrict 
the transport and secretion of ADH, potentially leading 
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to PDH. In the research conducted by Lin et  al., they 
investigated the predictive role of postoperative measur-
able pituitary stalk length for PDH. They suggested that 
change of pituitary stalk and damage to it may result 
in abnormal secretion of ADH and subsequently lead 
to PDH [6]. Consistent with their hypothesis, we also 
believe that the impairment of pituitary stalk acts as in 
intermediate factor between the predictor we identified 
and the development of PDH. Further studies are needed 
to investigate the relationship between PT and postop-
erative measurable pituitary stalk length and verify the 
predictive role of these factors in relation to PDH.

In the current study, we also conducted a subgroup 
analysis on the PDH severity to explore the suitable 
application scenarios for the nomogram. In clinic, neuro-
surgeons cannot differentiate between patients with dif-
ferent severities of PDH prior to its occurrence. Hence, 
we evaluated the predictive performance in “all PDH,” 
“moderate to severe PDH,” and “severe PDH” cases. 
Results showed a reliable performance in “all PDH” and 
“moderate to severe PDH” (AUCs, 0.609–0.706; Supple-
mentary Table 7). However, the nomogram did not have 
any predictive ability for predicting severe PDH (Supple-
mentary Table 7). Thus, the nomogram was only suitable 
for prediction of mild to moderate PDH.

Our study has several limitations. First, we were unable 
to include patients with thyrotropinoma and gonadotro-
pinoma due to the absence of such cases in our center 
between January 2018 and October 2020. Also, although 
the nomogram was suitable for predicting mild to mod-
erate PDH, it lacks the ability to predict the occurrence of 
severe PDH. Therefore, further research focused on pre-
diction of severe PDH is necessary.

Conclusion
Hyponatremia on POD 1–2, preoperative PT, and per-
centage of monocytes were identified as predictive 
factors of PDH. The predictive roles of PT and per-
centage of monocytes were identified for the first time. 
A dynamic nomogram is the first predictive model to 
identify patients with PDH after eTSS for PAs. These 
patients may benefit from early intervention and more 
monitoring.

Supplementary Information
The online version contains supplementary material available at https://​doi.​
org/​10.​1186/​s41016-​023-​00334-3.

Additional file 1: Supplementary Table 1. TRIPOD checklist for the 
prediction model development and validation. Supplementary Table 2. 
Summary of missing data. Supplementary Table 3. Other characteristics 
of patients in the without PDH group and in the with PDH group. Sup-
plementary Table 4. Univariable logistic regression analysis of the other 
characteristics. Supplementary Table 5. Spearman correlation analysis 

between some variables. Supplementary Table 6. Internal and external 
validation based on AUCs of the nomogram model in the complete data-
set and 5 imputed datasets. Supplementary Table 7. Subgroup analysis 
based on AUCs of the nomogram model in the complete dataset and 5 
imputed datasets. Supplementary Figure 1. The missing data patterns. 
Each row represents a missing pattern. Red and blue blocks indicate miss-
ing data and available data, respectively. The left y axis shows the number 
of missing data in the corresponding pattern. The right y axis shows the 
number of samples with the corresponding pattern. The bottom x axis 
shows the number of missing data for each variable. Supplementary 
Figure 2. The density plots of data before (black line) and after imputa-
tion (red line) show good imputation. Supplementary Figure 3. ROC 
analysis of the nomogram model and variables in the final model from the 
imputed dataset 1 (A), dataset 2 (B), dataset 3 (C), dataset 4 (D), and data-
set 5 (E). AUC, area under the curve. Supplementary Figure 4. Calibration 
plots of the nomogram from the imputed dataset 1 (A), dataset 2 (B), 
dataset 3 (C), dataset4 (D), and dataset 5 (E). PDH, postoperative delayed 
hyponatremia. Supplementary Figure 5. Decision curve analysis with 
95% confidence interval of the nomogram from the imputed dataset 1 
(A), dataset 2 (B), dataset 3 (C), dataset 4 (D), and dataset 5 (E).

Acknowledgements
We thank Department of Neurosurgery, Jinling Hospital, and Department of 
Neurosurgery, The First Affiliated Hospital of Nanjing Medical University, for 
help during the research. The authors also acknowledge the support from 
Jiangsu Provincial Department of Science and Technology of China (grant no. 
BE2022821) and the China Scholarship Council (CSC; grant no. 202206090022).

Authors’ contributions
CM and YL conceived and designed the investigation. XC, AZ, PZ, and ZL analyzed 
the data and drafted the manuscript. XZ, YG, YA, CD, FY, JZ, JY, CT, and ZC con-
ducted statistical analyses. The authors have read and approved the manuscript.

Funding
This study was supported by Jiangsu Provincial Department of Science and 
Technology of China (grant no. BE2022821) and the China Scholarship Council 
(CSC; grant no. 202206090022).

Availability of data and materials
The raw data of this article is available from the corresponding author upon 
reasonable request.

Declarations

Ethics approval and consent to participate
Our institutional research ethics board approved this retrospective study 
(2021NZKY-037–01) and waived the requirement for obtaining informed con-
sent due to the retrospective nature of the research and data anonymization.

Consent for publication
Informed consent was waived due to the retrospective nature of the research 
and data anonymization.

Competing interests
The authors declare that they have no competing interests.

Author details
1 Department of Neurosurgery, Jinling Hospital, Nanjing, China. 2 School 
of Medicine, Southeast University, Nanjing, China. 3  Department of Molecular 
Cell Biology and Immunology, Amsterdam UMC, Vrije Universiteit Amsterdam, 
Amsterdam, Netherlands. 4 Department of Neurosurgery, The First Affili-
ated Hospital of Nanjing Medical University, Nanjing, China. 5 Department 
of Neurosurgery, The Affiliated Jinling Hospital of Nanjing Medical University, 
Nanjing, China. 6 Department of Neurosurgery, Affiliated Jinling Hospital, Medi-
cal School of Nanjing University, Nanjing, China. 7 Department of Critical Care 
Medicine, Jinling Hospital, Nanjing Medical University, Nanjing, China. 8 Depart-
ment of Biostatistics, School of Public Health, Southern Medical University, 
Guangzhou, China. 9 Department of Neurosurgery, Jinling Hospital, the First 
School of Clinical Medicine, Southern Medical University, Nanjing, China. 

https://doi.org/10.1186/s41016-023-00334-3
https://doi.org/10.1186/s41016-023-00334-3


Page 10 of 10Cai et al. Chinese Neurosurgical Journal            (2023) 9:19 

•
 
fast, convenient online submission

 •
  

thorough peer review by experienced researchers in your field

• 
 
rapid publication on acceptance

• 
 
support for research data, including large and complex data types

•
  

gold Open Access which fosters wider collaboration and increased citations 

 
maximum visibility for your research: over 100M website views per year •

  At BMC, research is always in progress.

Learn more biomedcentral.com/submissions

Ready to submit your researchReady to submit your research  ?  Choose BMC and benefit from: ?  Choose BMC and benefit from: 

Received: 13 February 2023   Accepted: 15 June 2023

References
	1.	 Lee CC, Wang YC, Liu YT, Huang YC, Hsu PW, Wei KC, et al. Incidence and 

factors associated with postoperative delayed hyponatremia after trans-
sphenoidal pituitary surgery: a meta-analysis and systematic review. Int J 
Endocrinol. 2021;2021:6659152.

	2.	 Patel KS, Shu Chen J, Yuan F, Attiah M, Wilson B, Wang MB, et al. Prediction 
of post-operative delayed hyponatremia after endoscopic transsphenoi-
dal surgery. Clin Neurol Neurosurg. 2019;182:87–91.

	3.	 Younus I, Gerges MM, Dobri GA, Ramakrishna R, Schwartz TH. Readmis-
sion after endoscopic transsphenoidal pituitary surgery: analysis of 584 
consecutive cases. J Neurosurg. 2019;133:1–6. https://​doi.​org/​10.​3171/​
2019.7.​JNS19​1558.

	4.	 Lin K, Zeng R, Pei Z, Mu S, Yang Y, Fan Y, et al. The difference between pre-
operative and postoperative pituitary stalk deviation angles can predict 
delayed hyponatremia after transsphenoidal surgery. World Neurosurg. 
2021;155:e637–45.

	5.	 Tomita Y, Kurozumi K, Inagaki K, Kameda M, Ishida J, Yasuhara T, et al. 
Delayed postoperative hyponatremia after endoscopic transsphenoidal 
surgery for pituitary adenoma. Acta Neurochir. 2019;161(4):707–15.

	6.	 Lin K, Zeng R, Mu S, Lin Y, Wang S. Novel nomograms to predict delayed 
hyponatremia after transsphenoidal surgery for pituitary adenoma. Front 
Endocrinol (Lausanne). 2022;13:900121.

	7.	 Iasonos A, Schrag D, Raj GV, Panageas KS. How to build and interpret a 
nomogram for cancer prognosis. J Clin Oncol. 2008;26(8):1364–70.

	8.	 Gada JV, Sanamandra P, Barasara SA, Chauhan YV, Bhagwat NM. Current 
status of diagnosis and management of functioning pituitary tumors: 
part II. Neurol India. 2020;68(Supplement):S20-s27.

	9.	 de Pablos-Velasco P, Venegas EM, Álvarez Escolá C, Fajardo C, de Miguel 
P, González N, et al. Diagnosis, treatment and follow-up of patients with 
acromegaly in a clinical practice setting in Spain: the ACROPRAXIS pro-
gram Delphi survey. Pituitary. 2020;23(2):129–39.

	10.	 Thakkar K, Sarathi V, Shah NS. Current status of diagnosis and man-
agement for functioning pituitary tumors: part I. Neurol India. 
2020;68(Supplement):S13-s19.

	11.	 Villalonga JF, Solari D, Cavallo LM, Cappabianca P, Prevedello DM, Carrau 
R, et al. The sellar barrier on preoperative imaging predicts intraoperative 
cerebrospinal fluid leak: a prospective multicenter cohort study. Pituitary. 
2021;24(1):27–37.

	12.	 Hardy J, Somma M. Surgical treatment by transsphenoidal microsurgical 
removal of the pituitary adenoma. In: Colins W, Tindall G, editors. Clinical 
management of pituitary disorders. New York: Raven; 1979. p. 209–17.

	13	 Knosp E, Steiner E, Kitz K, Matula C. Pituitary adenomas with invasion of 
the cavernous sinus space: a magnetic resonance imaging classification 
compared with surgical findings. Neurosurgery. 1993;33(4):610–7 discus-
sion 617-618.

	14.	 Spatenkova V, Bradac O, de Lacy P, Skrabalek P. Polyuria in relation to 
dysnatraemias in neurocritical care. Br J Neurosurg. 2015;29(5):650–4.

	15.	 Moons KG, Altman DG, Reitsma JB, Ioannidis JP, Macaskill P, Steyerberg 
EW, et al. Transparent reporting of a multivariable prediction model for 
individual prognosis or diagnosis (TRIPOD): explanation and elaboration. 
Ann Intern Med. 2015;162(1):W1-73.

	16.	 Investigators A. Patient care and clinical outcomes for patients with 
COVID-19 infection admitted to African high-care or intensive care units 
(ACCCOS): a multicentre, prospective, observational cohort study. Lancet 
(London, England). 2021;397(10288):1885–94.

	17.	 Rubin DB. Multiple imputation for nonresponse in surveys. New York: 
Wiley; 1987.

	18.	 Peduzzi P, Concato J, Kemper E, Holford TR, Feinstein AR. A simulation 
study of the number of events per variable in logistic regression analysis. 
J Clin Epidemiol. 1996;49(12):1373–9.

	19	 Rufibach K. Use of Brier score to assess binary predictions. J Clin Epide-
miol. 2010;63(8):938–9 author reply 939.

	20.	 Rajaratnam S, Jeyaseelan L, Rajshekhar V. Delayed hyponatremia follow-
ing surgery for pituitary adenomas: an under-recognized complication. 
Neurol India. 2020;68(2):340–5.

	21.	 Yoon HK, Lee HC, Kim YH, Lim YJ, Park HP. Predictive factors for delayed 
hyponatremia after endoscopic transsphenoidal surgery in patients with 
nonfunctioning pituitary tumors: a retrospective observational study. 
World Neurosurg. 2019;122:e1457–64.

	22.	 Krogh J, Kistorp CN, Jafar-Mohammadi B, Pal A, Cudlip S, Grossman A. 
Transsphenoidal surgery for pituitary tumours: frequency and predictors 
of delayed hyponatraemia and their relationship to early readmission. Eur 
J Endocrinol. 2018;178(3):247–53.

	23.	 Hussain NS, Piper M, Ludlam WG, Ludlam WH, Fuller CJ, Mayberg MR. 
Delayed postoperative hyponatremia after transsphenoidal surgery: 
prevalence and associated factors. J Neurosurg. 2013;119(6):1453–60.

	24	 Lee JI, Cho WH, Choi BK, Cha SH, Song GS, Choi CH. Delayed hypona-
tremia following transsphenoidal surgery for pituitary adenoma. Neurol 
Med Chir. 2008;48(11):489–92 discussion 492-484.

	25.	 Gu YC, Liu Y, Xie C, Cao BS. Pituitary immune-related adverse events 
induced by programmed cell death protein 1 inhibitors in advanced lung 
cancer patients: a report of 3 cases. Beijing Da Xue Xue Bao Yi Xue Ban. 
2022;54(2):369–75.

	26.	 Ikeda Y, Sato S, Omu R, Nishimura A, Arii S, Uchida R et al. Isolated adreno-
corticotropic hormone deficiency associated with atezolizumab and 
bevacizumab administration for treating hepatocellular carcinoma: a case 
series. Intern Med. 2023.

	27.	 Shen X, Yang M, Xu H, Zhou H, Wang L, Ma J. Immunotherapy-associated 
hypophysitis under anti-PD1: two case reports. Endocr Metab Immune 
Disord Drug Targets. 2023;23(7):996–1004.

https://doi.org/10.3171/2019.7.JNS191558
https://doi.org/10.3171/2019.7.JNS191558

	Predictors and dynamic online nomogram for postoperative delayed hyponatremia after endoscopic transsphenoidal surgery for pituitary adenomas: a single-center, retrospective, observational cohort study with external validation
	Abstract 
	Background 
	Methods 
	Results 
	Conclusions 

	Background
	Methods
	Patient selection and data collection
	Perioperative management
	Statistical analyses and development of the nomogram

	Results
	Characteristics of patients and variables
	Univariable and multivariable logistic regression analyses
	Development and internal validation of the nomogram

	Discussion
	Conclusion
	Anchor 18
	Acknowledgements
	References


