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The incidence of anemia in children from birth to  
4 years of age is 20% in industrialized countries.1 In 
the United States, iron-deficiency anemia is the most 

common cause of anemia in infants and children, with a 
prevalence of 0.9% to 4.4%.2 The effectiveness of routine 
anemia screening and the implementation of specific pre-
ventive measures for children without anemia-related signs 
or symptoms have not been demonstrated, and systematic 
screening strategies are currently not recommended.3

Studies have reported a strong relationship between 
preoperative anemia and perioperative mortality in adults 
undergoing noncardiac surgery.4,5 Although red blood 
cell (RBC) transfusion remains the cornerstone of treat-
ment of intraoperative anemia, and despite the theoretical 

advantages of perioperative RBC transfusion, the safety of 
RBC transfusion remains uncertain in the absence of life-
threatening hemorrhage or symptomatic anemia.6 Because 
both anemia and RBC transfusion have been associated with 
increased morbidity and mortality in adults,7,8 patient blood 
management programs have been developed with the aim 
to identify patients with preoperative anemia, to optimize 
preoperative hemoglobin levels, and to define optimal peri-
operative transfusion and blood-sparing strategies.9

The relationship between preoperative anemia and mor-
tality has not been investigated in the pediatric surgical 
population. We hypothesized that children with preopera-
tive anemia undergoing noncardiac surgery would have an 
increased risk of in-hospital mortality.

METHODS
Data Source
This study was performed using data from the 2012, 2013, 
and 2014 pediatric databases of the American College of 
Surgeons National Surgical Quality Improvement Program 
(ACS NSQIP). The ACS NSQIP pediatric database includes 
de-identified data on children <18 years of age undergoing 
noncardiac surgery and collects 129 variables, including pre-
operative risk factors, intraoperative characteristics, 30-day 
postoperative outcomes, and in-hospital mortality in both 
the inpatient and outpatient settings.10 Adverse events and 
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comorbidities reported in the database are determined by 
strict inclusion criteria. For the databases, exclusion criteria 
included the following: patients ≥ 18 years of age, trauma 
cases, solid organ transplantation, and cardiac surgery. In 
addition, cases coming from hospitals with an inter-rater 
reliability (IRR) audit disagreement rate of >5% or a 30-day 
follow-up rate of <80% were excluded.11

Study Population
We identified all children between 1 and 18 years of age 
with a recorded preoperative hematocrit (HCT) in the 2012, 
2013, and 2014 ACS NSQIP pediatric databases. Exclusion 
criteria were children <1 year of age, children who had a 
preoperative RBC transfusion, and those with congenital 
heart disease.

Variables
The endpoint was defined as the incidence of in-hospi-
tal mortality. Children were stratified into 5 age groups: 
1 to 2 years, 2 to 4 years, 4 to 7 years, 7 to 12 years, and  
>12 years. The following characteristics were recorded: age, 
gender, American Society of Anesthesiologists (ASA) physi-
cal status classification, type of procedure (elective versus 
emergent surgery), prematurity (<24 weeks, 24–36 weeks, 
and >36 weeks), type of admission (inpatient versus outpa-
tient), preoperative respiratory disease (eg, asthma, chronic 
lung or airway diseases, or cystic fibrosis), preoperative 
oxygen supplementation, preoperative mechanical ventila-
tion, neurological disease (eg, mental retardation, cerebral 
palsy, central nervous system disease, or intracerebral hem-
orrhage), seizure, stroke, immune disease, preoperative use 
of steroids, hematologic disease, neoplasm, preoperative 
inotropic support, previous surgery within 30 days of the 
present admission, and RBC transfusion. Surgical complex-
ity was assessed using the relative value unit (RVU) of each 
procedure based on current procedure terminology (CPT) 
codes.12 RVUs have replaced the original ACS NSQIP com-
plexity score as a measure of surgical complexity and have 
been shown in database analyses to independently predict 
postoperative morbidity after general surgery.13,14

Children with preoperative anemia were identified 
based on their preoperative HCT. We used the normative 
hematological reference values for children and adolescents 
published in the textbook Nathan and Oski’s Hematology of 
Infancy and Childhood to define anemia15 because this is con-
sidered the authoritative reference source.16 Anemia was 
defined as a preoperative HCT of <33% in children 1 to  
2 years of age, <34% in children 2 to 4 years of age, <35% in 
children 4 to 7 years of age, <36% in children 7 to 12 years 
of age, as well as females 12 to 18 years of age, and <38% in 
males 12 to 18 years of age.

Statistical Analysis
Categorical variables are expressed as number and percent-
age, and continuous variables are expressed as median and 
interquartile range (IQR). All patient and surgical charac-
teristics described above were compared between anemic 
and nonanemic children using the χ2 test or Mann-Whitney  
U test. To control for possible confounding among variables, 
we used multivariable logistic regression using backward 

selection to determine the independent predictors for in-
hospital mortality using a cutoff of P > .05 for removal. The 
results are expressed as regression coefficient and standard 
error, the odds ratio (OR) as a measure of risk, the 95% con-
fidence interval (CI), and P values obtained from the Wald 
test.17 Because this study included a large number of binary 
outcomes, a conservative Bonferroni-adjusted 2-tailed  
P value of .005 or less (.05/10) was considered the α-level 
criterion for statistical significance to account for multiple 
comparisons performed after multivariable logistic regres-
sion to protect against type I errors.18

Because the use of multivariable logistic regression 
cannot guarantee adjustment for all possible confounding 
variables, we performed a sensitivity analysis using a pro-
pensity score-matched analysis. All confounding variables 
included in Table 1 (with the exception of mortality) were 
used for propensity-matched analysis. We used a satu-
rated logit model predicting anemia using all covariates, 
and a nearest-neighbor-1:1-greedy matching algorithm was 
applied to match with a caliper width equal to 0.2 times the 
standard deviation of the logit of the propensity score to 
find the exact matches for each anemic patient.19 We per-
formed conditional logistic regression analysis using the 
matched pairs, and results are expressed as OR and 95% CI, 
with P values obtained by the Wald test.

Statistical analysis was performed using STATA (version 
14.1 for Mac OS, Stata Corp, College Station, Tex).

RESULTS
Among the 183,833 children included in the 2012, 2013, and 
2014 ACS NSQIP database, 74,508 had a preoperative HCT 
recorded (41%). After exclusion of all children <1 year of age 
(n = 12,063), those with congenital heart disease (n = 8943), 
and those who received a preoperative RBC transfusion  
(n = 1880), 12,551 (24%) children were anemic, and 39,071 
(76%) were nonanemic (Figure  1). The median preopera-
tive HCT was 33% (IQR, 31–35) in anemic children and 39% 
(IQR, 37–42) in nonanemic children (P < .001).

Demographic and surgical characteristics, as well as pre-
operative comorbidities, were compared between children 
with and without anemia (Table  1). Children with anemia 
were younger (P < .001), had higher ASA physical status 
classification (P < .001), underwent emergency surgery  
(P < .001), and had higher incidence of major comorbidities 
(eg, preoperative mechanical ventilation, neurologic disease, 
stroke, immune disease, chronic use of steroids, hematologic 
disorder, neoplasm) (P < .001 for all comparisons). The rela-
tionship between anemia and mortality was assessed for 
children with and without RBC transfusion (Figure 2). The 
presence of anemia significantly increased the incidence of 
mortality in both nontransfused (0.43% vs 0.10%; P < .001) 
and transfused children (0.40% vs 1.45%; P < .001).

Using multivariable logistic regression analysis, and 
after adjustment for RBC transfusion (OR, 2.13; 95% CI, 
1.39–3.26; P < .001), we observed that preoperative anemia 
was associated with higher odds for in-hospital mortality 
(OR, 2.17; 95% CI, 1.48–3.19; P < .001) (Table 2).

We performed a sensitivity analysis using a propensity 
score matching approach using the variables reported in 
Table 1 (with an exception for mortality). After propensity 
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Table 1.   Demographic Characteristics and Comorbidities in Children With and Without Preoperative Anemia
Variables Anemia (n = 12,551) No anemia (n = 39,071) P Value
Male (%) 6471 (52) 20,191 (52) 0.815
Age group (y) <.001
 � ≥1–2 845 (7) 1972 (5)
 � ≥2–4 1375 (11) 2502 (6)
 � ≥4–7 2176 (17) 4616 (12)
 � ≥7–12 3407 (27) 11,590 (30)
 � ≥12 4748 (38) 18,391 (47)
ASA physical status <.001
 � I 2902 (23) 12,130 (31)
 � II 4970 (40) 17,560 (45)
 � ≥III 4647 (37) 9318 (24)
Emergency surgery (%) 5846 (47) 19,786 (51) <.001
Prematurity <.001
 � <24 wk 30 (.2) 233 (.6)
 � ≥24–36 wk 2624 (21) 8986 (23)
 � ≥36 wk 9900 (79) 29,852 (76)
Inpatient (%) 10,857 (86) 31,095 (80) <.001
Respiratory disease (%) 250 (2) 771 (2) 0.897
Oxygen supplementation (%) 433 (3) 499 (1) <.001
Mechanical ventilation (%) 303 (2) 456 (1) <.001
Neurological disease (%) 1627 (13) 6199 (16) <.001
Seizure (%) 919 (7) 2863 (7) 0.983
Stroke (%) 397 (3) 1022 (3) 0.001
Immune disease (%) 622 (5) 486 (1) <.001
Chronic use of steroids (%) 910 (7) 1271 (3) <.001
Hematological disorders (%) 1297 (10) 634 (2) <.001
Neoplasm (%) 1692 (13) 1967 (5) <.001
Inotropic support (%) 113 (1) 285 (0.7) 0.057
Surgery within 30 d (%) 5427 (43) 14,515 (37) <.001
Surgical complexity (RVU) 11 (9–20) 11 (9–21) 0.016
RBC transfusion (%) 1445 (12) 4218 (11) 0.025
In-hospital mortality (%) 69 (.6) 52 (.1) <.001

Data are presented as n (%) or median (interquartile range).
Abbreviations: ASA, American Society of Anesthesiologists; RBC, red blood cell; RVU, relative value unit.

Figure 1. Flow chart of children included in the 
final analysis.
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matching, 12,160 anemic and the same number of nonane-
mic children were included into a logistic regression model. 
The presence of anemia was associated with higher odds for 
in-hospital mortality (OR, 1.75; 95% CI, 1.15–2.65; P = .004) 
(Figure 3).

DISCUSSION
In this study, we report an association between preoperative 
anemia as defined by age stratified norms and in-hospital 
mortality in children undergoing noncardiac surgery.

Studies in adults undergoing cardiac and noncardiac 
surgery have reported an increased incidence of short-term 
and long-term mortality in the presence of preoperative 
anemia.20 In 2011, Musallam et al analyzed data obtained 
from 227,425 patients undergoing noncardiac surgery, of 
whom 69,229 had preoperative anemia.4 After adjustment 
for multiple comorbidities, preoperative anemia was associ-
ated with a 42% increased in the incidence of 30-day mor-
tality. In another large multicenter European study, Baron 
et al reported a prevalence of preoperative anemia 26.5% in 
men and 31.1% in women undergoing noncardiac and non-
neurological surgeries.5 Multivariable logistic regression 
analysis demonstrated that patients with severe or moder-
ate preoperative anemia had higher in-hospital mortality 
than those with normal preoperative hemoglobin levels. 

Consistent with this adult literature is our finding that after 
adjustment for important comorbidities, in-hospital mortal-
ity after noncardiac surgery was significantly increased in 
children with preoperative anemia.

The association of preoperative anemia with increased 
in-hospital mortality begs the question of whether treatment 
of anemia with allogeneic RBC transfusion mitigates or 
enhances the risk of mortality. In a large retrospective analy-
sis of adults undergoing orthopedic surgery, Smilowitz et al 
reported a strong association between preoperative hemo-
globin levels and long-term postoperative mortality.6 RBC 
transfusion during the surgical hospitalization was also 
associated with long-term mortality, but this mortality risk 
was inversely related to the severity of the preoperative 
anemia such that transfusion had no effect on mortality in 
patients with moderate/severe preoperative anemia. This 
suggests that although RBC transfusion may be harmful in 
the absence of bleeding or anemia, transfusion of allogeneic 
RBCs may be advantageous in patients with significant ane-
mia. Our dataset did not allow us to rigorously address this 
relationship because of the known wide institutional vari-
ability in transfusion practices in children21–23 and lack of 
specific information regarding the context of transfusion. 
We cannot ascertain whether children were transfused in 
the context of bleeding. This is important because the triad 
of anemia, transfusion, and bleeding has been shown to sig-
nificantly increase mortality.24 Consistent with a large study 
in adult cardiac surgical patients, our study (Figure 2) dem-
onstrates that RBC transfusion is associated with increased 
mortality risk in both anemic and nonanemic patients, with 
the highest risk seen in transfused, anemic patients.25,26

Despite the strengths of our methodology and the consis-
tency of our findings, this study presents some limitations. 
Analyses were performed using a large multi-institutional 
database that likely includes missing data, miscoded diag-
noses, and miscoded procedures. However, ACS NSQIP is 
both a well-designed and well-administered database that 
has rigorous quality controls built in. It is likely that the use 
of a clinical database such as ACS NSQIP provides more 
accurate information than an administrative database.27 
Although the use of multivariable logistic regression adjusts 
for potential confounders, there could still be undetermined 
covariates that were not adjusted for and may consequently 
influence patient outcomes. However, the use of a propen-
sity-matched analysis confirmed the results obtained from 
multivariable logistic regression. Finally, one limitation 
inherent in observational studies is that variables other than 

Table 2.   Multivariable Analysis of Factors Associated In-Hospital Mortality
Variables B (SE) Odds Ratio 95% CI P Value
Anemia 0.77 (.20) 2.17 1.48–3.19 <.001
RBC transfusion 0.76 (.22) 2.13 1.39–3.26 <.001
Neurological disorders 0.75 (.20) 2.11 1.13–3.11 <.001
Emergency surgery 0.83 (.17) 2.29 1.56–3.35 <.001
Inotropic support 1.40 (.36) 4.06 2.00–8.21 <.001
Mechanical ventilation 1.59 (.24) 4.91 3.06–7.89 <.001
Neoplasm 1.61 (.20) 5.00 3.40–7.35 <.001
ASA physical status ≥ III 2.55 (.37) 12.84 6.20–26.62 <.001

Data were obtained from multivariable logistic regression and presented as regression coefficient (B), standard error (SE), odds ratio (OR), 95% confidence 
interval (CI), and Wald test P value.
Abbreviations: ASA, American Society of Anesthesiologists; CI, confidence interval; RBC, red blood cell.

Figure 2. Incidence of in-hospital mortality in children with anemia 
for those with and without red blood cell transfusion. Unadjusted  
P value obtained from the χ2 test.
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those incorporated in the model may partially contribute to 
measured outcomes.

In conclusion, our study demonstrates that children with 
preoperative anemia are more likely to die in hospital. Our 
study confirms the urgent need for the development of 
patient blood management programs in children undergo-
ing noncardiac surgery. Such a program would allow for the 
identification of children with preoperative anemia, the pre-
operative optimization of hemoglobin levels using alterna-
tives to RBC transfusion (eg, iron supplementation), a better 
definition of the perioperative transfusion strategy, as well 
as the implementation of intraoperative blood sparing tech-
niques. Further studies are needed to assess whether the 
correction of preoperative HCT improves patient outcomes 
or simply reduces the need for transfusions. E

DISCLOSURES
Name: David Faraoni, MD, PhD, FCCP
Contribution: This author designed the study, performed the
statistical analysis, and wrote the manuscript.
Name: James A. DiNardo, MD, FAAP
Contribution: This author helped design the study and write the 
manuscript.
Name: Susan M. Goobie, MD, FRCPC
Contribution: This author designed the study,  and wrote the 
manuscript.
This manuscript was handled by: Marisa B. Marques, MD.

REFERENCES
	 1.	 Levin C, Harpaz S, Muklashi I, et al. Iron deficiency and iron-

deficiency anemia in toddlers ages 18 to 36 months: a prospec-
tive study. J Pediatr Hematol Oncol. 2016;38:205–209.

	 2.	 Paoletti G, Bogen DL, Ritchey AK. Severe iron-deficiency anemia 
still an issue in toddlers. Clin Pediatr (Phila). 2014;53:1352–1358.

	 3.	 Siu AL; US Preventive Services Task Force. Screening for iron 
deficiency anemia in young children: USPSTF recommendation 
statement. Pediatrics. 2015;136:746–752.

	 4.	 Musallam KM, Tamim HM, Richards T, et al. Preoperative 
anaemia and postoperative outcomes in non-cardiac surgery: a 
retrospective cohort study. Lancet. 2011;378:1396–13407.

	 5.	 Baron DM, Hochrieser H, Posch M, et al; European Surgical 
Outcomes Study (EuSOS) group for Trials Groups of European 
Society of Intensive Care Medicine; European Society of 
Anaesthesiology. Preoperative anaemia is associated with poor 
clinical outcome in non-cardiac surgery patients. Br J Anaesth. 
2014;113:416–423.

	 6.	 Smilowitz NR, Oberweis BS, Nukala S, et al. Association between 
anemia, bleeding, and transfusion with long-term mortality fol-
lowing noncardiac surgery. Am J Med. 2016;129:315–23.e2.

	 7.	 Wu WC, Smith TS, Henderson WG, et al. Operative blood loss, 
blood transfusion, and 30-day mortality in older patients after 
major noncardiac surgery. Ann Surg. 2010;252:11–7.

	 8.	 Glance LG, Dick AW, Mukamel DB, et al. Association between 
intraoperative blood transfusion and mortality and morbid-
ity in patients undergoing noncardiac surgery. Anesthesiology. 
2011;114:283–292.

	 9.	 Shander A, Van Aken H, Colomina MJ, et al. Patient blood man-
agement in Europe. Br J Anaesth. 2012;109:55–68.

	10.	 User Guide for the 2014 ACS NSQIP Pediatric Participant 
Use Data File. Available at: http://www.pediatric.acsnsqip.
org/acsNsqipDataPed/jsp/pdf/PEDS.ACS.NSQIP.PUF.
UserGuide.2014.pdf. Accessed August 1, 2016.

	11.	 Sellers MM, Reinke CE, Kreider S, et al. American College of 
Surgeons NSQIP: quality in-training initiative pilot study. J Am 
Coll Surg. 2013;217:827–832.

	12.	 Davenport DL, Henderson WG, Khuri SF, Mentzer RM. 
Preoperative risk factors and surgical complexity are more pre-
dictive of costs than postoperative complications: a case study 
using the National Surgical Quality Improvement Program 
(NSQIP) database. Ann Surg. 2005;242:463–468.

	13.	 Johnson RG, Arozullah AM, Neumayer L, Henderson WG, 
Hosokawa P, Khuri SF. Multivariable predictors of postop-
erative respiratory failure after general and vascular surgery: 
results from the patient safety in surgery study. J Am Coll Surg. 
2007;204:1188–1198.

	14.	 Neumayer L, Hosokawa P, Itani K, El-Tamer M, Henderson WG, 
Khuri SF. Multivariable predictors of postoperative surgical site 
infection after general and vascular surgery: results from the 
patient safety in surgery study. J Am Coll Surg. 2007;204:1178–1187.

	15.	 Brugnara C, Oski FJ, Nathan DG. Nathan and Oski’s Hematology 
of Infancy and Childhood. 7th ed. Philadelphia: WB Sanders, 2009.

	16.	 Robins EB, Blum S. Hematologic reference values for 
African American children and adolescents. Am J Hematol. 
2007;82:611–614.

Figure 3. Unadjusted and adjusted odds ratio for 
in-hospital mortality in children with anemia. Odds 
ratio and 95% confidence interval (CI) obtained 
from univariable (unadjusted), multivariable logis-
tic regression after adjustment for red blood cell 
transfusion, neurological disorders, emergency 
surgery, preoperative inotropic support, mechani-
cal ventilation, neoplasm, and American Society 
of Anesthesiologists (ASA) physical status clas-
sification ≥3 (adjusted) (anemic, n = 12,551; and 
nonanemic children, n = 39,071), and propensity-
matched analysis (anemic, n = 12,160; and non-
anemic children, n = 12,160).

http://www.pediatric.acsnsqip.org/acsNsqipDataPed/jsp/pdf/PEDS.ACS.NSQIP.PUF.UserGuide.2014.pdf
http://www.pediatric.acsnsqip.org/acsNsqipDataPed/jsp/pdf/PEDS.ACS.NSQIP.PUF.UserGuide.2014.pdf
http://www.pediatric.acsnsqip.org/acsNsqipDataPed/jsp/pdf/PEDS.ACS.NSQIP.PUF.UserGuide.2014.pdf


Copyright © 2016 International Anesthesia Research Society. Unauthorized reproduction of this article is prohibited.

 

December 2016 • Volume 123 • Number 6	 www.anesthesia-analgesia.org	 1587

	17.	 Katz MH. Multivariable Analysis: A Practical Guide for Clinicians 
and Public Health Reseachers. 3rd ed. Cambridge: Cambridge 
University Press, 2011.

	18.	 Faraoni D, Zurakowski D, Vo D, et al. Post-operative outcomes 
in children with and without congenital heart disease undergo-
ing noncardiac surgery. J Am Coll Cardiol. 2016;67:793–801.

	19.	 Austin PC, Small DS. The use of bootstrapping when using 
propensity-score matching without replacement: a simulation 
study. Stat Med. 2014;33:4306–4319.

	20.	 Fowler AJ, Ahmad T, Phull MK, Allard S, Gillies MA, Pearse RM. 
Meta-analysis of the association between preoperative anaemia 
and mortality after surgery. Br J Surg. 2015;102:1314–1324.

	21.	 New HV, Grant-Casey J, Lowe D, Kelleher A, Hennem S, Stanworth 
SJ. Red blood cell transfusion practice in children: current status 
and areas for improvement? A study of the use of red blood cell 
transfusions in children and infants. Transfusion. 2014;54:119–127.

	22.	 Klaus SA, Frank SM, Salazar JH, et al. Hemoglobin thresholds 
for transfusion in pediatric patients at a large academic health 
center. Transfusion. 2015;55:2890–2897.

	23.	 Stey AM, Vinocur CD, Moss RL, et al. Variation in intraopera-
tive and postoperative red blood cell transfusion in pediatric 
surgery. Transfusion. 2016;56:666–672.

	24.	 Nacoti M, Cazzaniga S, Lorusso F, et al. The impact of 
perioperative transfusion of blood products on survival 
after pediatric liver transplantation. Pediatr Transplant. 
2012;16:357–366.

	25.	 Shander A, Javidroozi M, Ozawa S, Hare GM. What is really 
dangerous: anaemia or transfusion? Br J Anaesth. 2011;107(suppl 
1):i41–i59.

	26.	 Loor G, Rajeswaran J, Li L, et al. The least of 3 evils: exposure to 
red blood cell transfusion, anemia, or both? J Thorac Cardiovasc 
Surg. 2013;146:1480–1486.

	27.	 Bohl DD, Russo GS, Basques BA, et al. Variations in data 
collection methods between national databases affect study 
results: a comparison of the nationwide inpatient sample 
and national surgical quality improvement program data-
bases for lumbar spine fusion procedures. J Bone Joint Surg 
Am. 2014;96:e193.


