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Abstract
The purpose of this study is to obtain the reference range of peripheral perfusion index (PPI) of asymptomatic well new-
borns at 6 to 72 h of life at different altitudes. A population-based prospective cohort study was conducted in cities at dif-
ferent altitudes in China. Asymptomatic well newborns were enrolled consecutively from six hospitals with an altitude of 
4 to 4200 m between February 1, 2020, and April 15, 2021. PPI was measured at 6, 12, 24, 48, and 72 h after birth on the 
right hand (pre-ductal) and either foot (post-ductal) using a Masimo SET Radical-7 oximeter. Fiftieth percentile reference 
curves of the pre- and post-ductal PPI values at 6–72 h after birth were generated using the Lambda Mu Sigma method. 
Linear mixed-effects regression was performed to determine the influence of different altitude levels on PPI values over dif-
ferent measurement time points. A total of 4257 asymptomatic well newborns were recruited for analysis. The median and 
quartile pre- and post-ductal PPI values at 6–72 h of life at different altitudes were 1.70 (1.20, 2.60) and 1.70 (1.10, 2.70) 
for all infants, 1.30 (1.10, 1.90) and 1.10 (0.88, 1.80) for infants at low altitude, 1.40 (1.00, 2.00) and 1.30 (0.99, 2.00) at 
mild altitudes, 1.90 (1.30, 2.50) and 1.80 (1.20, 2.70) at moderate altitudes, 1.80 (1.40, 3.50) and 2.20 (1.60, 4.30) for high 
altitudes, 3.20 (2.70, 3.70), and 3.10 (2.10, 3.30) for higher altitudes, respectively. Overall, both pre- and post-ductal PPI 
increased with altitude. The 50th percentile curves of pre- and post-ductal PPI values in well newborns at mild, low, moder-
ate, and high altitudes were relatively similar, while the difference between the PPI curves of infants at higher altitudes and 
other altitudes was significantly different.

Conclusions: With the increase of altitude, pre- and post-ductal PPI of newborns increases. Our study obtained the PPI 
reference values of asymptomatic well newborns at 6 to 72 h after birth at different altitudes from 4 to ≥ 4000 m.

What is Known:
• Monitoring hemodynamics is very important to neonates. As an accurate and reliable hemodynamic monitoring index, PPI can detect irre-

versible damage caused by insufficient tissue perfusion and oxygenation early, directly, noninvasively, and continuously.
What is New:
• Our study obtained the PPI reference values of asymptomatic well newborns at 6 to 72 h after birth at different altitudes from 4 to ≥ 4000 m. 

With the increase of altitude, pre- and post-ductal PPI of newborns increase with statistical significance. Therefore, the values and disease 
thresholds of PPI for asymptomatic neonates should be modified according to altitudes.
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Introduction

Peripheral perfusion index (PPI) is a measurement index 
made available with new-generation non-invasive oxime-
ters. The probes equipped with the new pulse oximeters 
release near-infrared light at 940 nm wavelength, which can 
be absorbed by hemoglobin. At the site in which monitoring 
is carried out, both pulsatile tissue (arterial blood flow) and 
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non-pulsatile tissue (venous blood, muscle, and other tissues) 
absorb the emitted light. The amount of light absorbed by the 
non-pulsatile tissue is constant. PPI is the ratio of the amount 
of light absorbed by pulsatile tissue to that absorbed by non-
pulsatile tissue. It is a relative evaluation of arterial perfusion 
and pulse intensity at the monitoring site [1, 2]. Light absorp-
tion rates are typically affected by changes in perfusion, and 
thus, PPI can quantify this change in real-time [2, 3]. 

Blood is pumped from the heart into the peripheral 
microcirculation through blood vessels, and as such, car-
diac output and vasoconstriction are the main factors affect-
ing PPI. When vasomotor tone remains constant in a single 
respiratory cycle, the measurement of PPI is mainly affected 
by blood volume at the monitoring site. When there is no 
significant change in hemoglobin, PPI values will change 
with the fluctuation of blood flow to the skin. Under normal 
circumstances, the skin perfusion in neonates is higher than 
its demand for oxygen. In pathological states, peripheral 
vascular resistance increases, and blood is preferentially 
distributed to the brain, heart, adrenal glands, and other 
key organs to provide essential oxygenation [1]. As a real-
time, non-invasive, and continuous monitoring technology, 
the lower the PPI value, the lower the systemic perfusion 
[1]. Monitoring the PPI value of an infant is of great value 
in assessing his or her clinical condition [4]. Some studies 
have observed the reference range of PPI in infants [5–11], 
while some have gone on to explore the relationship between 
PPI and neonatal diseases [7, 12–24]. Some studies have 
even demonstrated that PPI can be used as a predictor of 
neonatal disease severity [11, 25–27]. In addition, PPI has 
potential important value in screening critical congenital 
heart disease (CCHD) in neonates. The study found that 0.7 
may be an important threshold for the detection of left heart 
obstructive disease (LHOD) [10, 28–30]. The above studies 
have made a strong case for the significant value of PPI in 
neonatal monitoring, but these studies did not focus on the 
impact of altitude on PPI. We hypothesized that the PPI of 
asymptomatic well newborns at different altitudes is differ-
ent and that findings from PPI studies at sea level, including 
the thresholds for predicting disease severity, are not directly 
applicable to neonates born at high altitudes.

This study aimed to explore the effects of different alti-
tudes on the PPI values of asymptomatic well newborns 
between 6 and 72 h of life and to obtain reference value 
ranges of PPI at different altitudes.

Methods

Study design and participants

This was a multi-center and prospective cohort study con-
ducted from February 1, 2020, to April 15, 2021. The data 

of this study were collected from six institutions at differ-
ent altitudes, which included low altitude (Hainan Women 
and Children’s Medical Center, 4 m), mild altitude (People’s 
Hospital of Xinjiang Uygur Autonomous Region, 800 m), 
moderate altitude (Luchun County People’s Hospital, 
1640 m, and Yan’An Hospital affiliated to Kunming Medi-
cal University, 1891 m), high altitude (Tibet Autonomous 
Region People’s Hospital, 3658 m), and higher altitude 
(Golog Tibetan Autonomous Prefecture People’s Hospital, 
4200 m). All infants were recruited consecutively in the 
neonatal nursery and subsequently received standard post-
natal care. The inclusion criteria were infants with an Apgar 
score ≥ 6 at 5 min of life, no requirement for respiratory sup-
port within the first 72 h of life, and clinical and hemody-
namic stability. Infants were considered stable according to 
the following criteria: normal skin color, breathing pattern, 
posture, tone, and movement, and no apnoeic episodes of 
greater than 20 s. Newborns who were born extremely pre-
term and those with congenital malformations (e.g., congen-
ital heart disease, congenital diaphragmatic hernia, or neural 
tube defects) were excluded from the study. By the time of 
data analysis, all infants with congenital heart disease found 
by echocardiography were eliminated.

PPI measurement

PPI values were measured at 6, 12, 24, 48, and 72 h after 
birth or before discharge if discharge occurred before 72 h. 
We used a Masimo Radical-7 motion-resistant pulse oxi-
meter (Masimo, Irvine, CA, USA) and a LNCS Y1 reusable 
probe secured with multi-site foam wraps. We placed the 
probes on the infants’ palms and soles. After a stable PPI, 
the waveform was observed, five consecutive values with a 
1-min interval were recorded, and their average value was 
derived. All measurements were performed by well-trained 
investigators. The date, time, postnatal age in hours, and the 
infants’ state (awake or asleep) were recorded accordingly. 
The data were measured when the infant was sleeping or 
awake, quiet (no feeding, distress, or crying), and supine. 
Measurements were obtained on the right palm (RH) and 
then the sole of the foot with care taken to ensure that the 
probe was properly positioned to prevent the possibility of 
optical shunting. Opaque ambient light shields were placed 
to avoid light exposure while temperature and humidity were 
adjusted according to birth weight (BW), gestational age 
(GA), and postnatal age in hours.

Data collection

Demographic and clinical data were obtained from medi-
cal records. The data were then sent to the database based 
at the Children’s Hospital of Fudan University, Shang-
hai, China. The purpose-designed database was designed 
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with automatic error-checking systems to ensure accurate 
data captured from medical records. Before we started the 
study, the primary investigators at each institution received 
the same training on how to measure and collect the data. 
Another trained staff member checked the data regularly, and 
a data manager carried out weekly spot checks. The clinical 
data collected included gender, ethnicity, multiparity, GA, 
birthweight, mode of delivery, Apgar score, and appropriate-
ness for gestational age. Pre- and post-ductal PPI, heart rate, 
and body temperature were collected at each measurement.

Definitions

GA was determined based on antenatal ultrasound, men-
strual history, obstetric examination, or a combination of 
all three. If an obstetric evaluation was not available or dif-
fered from the postpartum pregnancy evaluation by more 
than 2 weeks, Ballard scoring was used to evaluate GA [31]. 
Appropriateness for gestational age was defined as the per-
centage of birth weight corresponding to GA based on the 
Chinese reference population, ranging from 10 to 90% [31].

Statistical analysis

Demographic and anthropometric data of participants were 
presented as mean and standard deviation or median and inter-
quartile range (IQR) for continuous variables and absolute 
numbers and percentages for categorical variables. The alti-
tude of each institution was classified as low (0–500 m), mild 
(500–1500 m), moderate (1500–2500 m), high (2500–4000 m), 
or higher (> 4000 m) according to the literature review [32].

To assess differences in the PPI values over time at dif-
ferent altitudes, linear mixed-effects models for correlated 
data were used with adjustment for potential confounders. 
Highly skewed continuous outcomes (pre- and post-ductal 
PPI) were first log-transformed before applying regression 
analyses. Time, altitude groups, and interactions between 
time and group were included in the models. The potential 
confounders were gender, ethnicity, multiparity, GA, mode 
of delivery, Apgar score, appropriateness for gestational 
age, and factors recorded at each measurement time includ-
ing heart rate and body temperature. In this model, auto-
regressive covariance structures were used for intra-subject 
correlated errors.

To compare the reference range of PPI at different alti-
tudes over different postnatal ages, 50th percentile curves 
for each altitude at 6 to 72 h of life were fitted using Cole’s 
Lambda Mu Sigma (LMS) method [33]. The LMS method 
was conducted using R version 3.6.1 with the GAMLSS 
package. The LMS approach initially estimates the three 
parameters of the Box-Cox transformation of the distri-
bution of the measurement. The L determines a nonlinear 
conversion of PPI, such that its distribution approximates 

the normal distribution. The M stands for the mean of that 
normal distribution, and the S represents the coefficient of 
variation. The three parameters are constrained to change 
smoothly as the covariate changes [34]. L, M, and S cor-
respond to the following formulas: Z = (X/M)L 1/LS, where 
X indicates the measured value of PPI and the centile = M* 
(1 + L* S* Zα)1/L, where Zα is the z-score that corresponds 
to the given percentile. The Z-score measures the distance in 
SDs of a sample from the mean [35]. All data management 
and statistical analyses were performed using SAS version 
9.4 (SAS Institute, Cary, North Carolina), and R version 
3.6.1. A 2-sided P value of 0.05 was used to determine the 
statistical significance.

Results

Study population

A total of 4971 infants were delivered at the six institutions 
during the study period, of whom 4257 were eligible and 
included in the final analysis (Fig. 1). Among them, 2339 
(54.9%) were boys; 2615 cases (61.4%) were ethnic Han; 
3988 cases (93.7%) were singletons; 2551 cases (59.9%) 
were delivered vaginally, and 1706 cases (40.1%) were 
born by cesarean section. The medians of GA and BW were 
39.00 (38.00, 39.90) weeks and 3150 (2800, 3450) grams, 
respectively. The median and quartile pre- and post-ductal 
PPI at different altitudes were 1.70 (1.20, 2.60) and 1.70 
(1.10, 2.70) for all infants, 1.30 (1.10, 1.90) and 1.10 (0.88, 
1.80) at low altitude, 1.40 (1.00, 2.00) and 1.30 (0.99, 2.00) 
at mild altitude, 1.90 (1.30, 2.50) and 1.80 (1.20, 2.70) at 
moderate altitude, 1.80 (1.40, 3.50) and 2.20 (1.60, 4.30) at 
high altitude, and 3.20 (2.70, 3.70) and 3.10 (2.10, 3.30) at 
higher altitude, respectively. The demographic characteris-
tics and measurement results of the study population were 
presented in Table 1.

The influence of altitude on PPI values at different 
measurement time points

Linear mixed-effects regression was performed to investigate 
the association between PPI values and different altitudes 
with adjustment for possible covariates, including gender, 
ethnicity, multiple pregnancies, GA, Cesarean delivery, 
Apgar score, appropriateness for gestational age, and the 
factors at each measurement time point including heart rate 
and body temperature. The adjusted mean and 95% Cl of 
pre- and post-ductal PPI at different altitudes at different 
measurement time points are shown in Table 2, and the 
curves of this are shown in Fig. 2.

Overall, the adjusted means of pre- and post-ductal PPI 
increased with altitudes. Using the group at low altitude as 
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a reference, the adjusted mean ratio and 95% Cl of pre- and 
post-ductal PPI at different altitudes at different measure-
ment times are shown in Table 3, and the curves of this are 
shown in Fig. 3. For pre- and post-ductal PPI, the values 
generally increased with the increase in altitude, especially 
at the higher altitude range. The change of PPI values at 
mild altitude may be due to the small sample size at this 
altitude, especially compared with those at low and moder-
ate altitudes.

Smoothed reference curves at the 50th percentile 
for pre‑ and post‑ductal PPI values at different 
altitudes

Smoothed reference curves for pre- and post-ductal PPI val-
ues at the 50th percentile of different altitudes are shown 
in Fig. 4. With the exception of those at mild altitude, both 
pre- and post-ductal PPI increased with altitude, and PPI 
values at mild and low altitude were similar. The PPI curves 
at low, mild, moderate, and high altitudes were generally 
stable with small fluctuations over time, but the PPI curves 
at higher altitude fluctuated greatly. In addition, as shown in 

Table 4, the 50th percentile curves of pre- and post-ductal 
PPI values for newborns at mild, low, moderate, and high 
altitudes were relatively close to each other, while the 50th 
percentile curve at the higher altitude was noticeably further 
from those at other altitudes. With the exception of higher 
altitude, the values of PPI at other altitudes changed little 
with time. At each time point, the values increased with the 
increase in altitude.

Discussion

This was one of the largest studies reporting the reference 
ranges of neonatal PPI at different altitudes. Our study dem-
onstrated that the PPI of infants in areas above sea level 
was relatively higher. We included infants who were rela-
tively stable, so their blood pressure was relatively stable. 
The median and quartile of pre- and post-ductal PPI showed 
that these values increased with the increase of altitude, 
which may be due to the decrease of atmospheric pressure, 
vasodilation, and high blood flow with the increase of alti-
tude. At relatively high altitude areas, as the atmosphere 

Fig. 1  Inclusion and exclusion 
flow chart



911European Journal of Pediatrics (2023) 182:907–915 

1 3

pressure decreases, the oxygen pressure also decreases, and 
the oxygen entering the alveoli through the airway decreases. 
Oxygen consumption is related to cardiac output, heart rate, 
hemoglobin levels, and the oxygen-carrying capacity of 
hemoglobin. Oxygen demand is constant, and the body com-
pensates by adjusting cardiac output. As mentioned above, 
from the perspective of PPI detection principles, cardiac 

output is the most direct factor affecting PPI. The reason for 
the great distance between the curve at the higher altitude 
and the other four altitudes may be that the oxygen at the 
higher altitude is extremely thin. In this case, the heart needs 
to pump more blood to maintain the oxygen consumption of 
the body, thereby increasing the values of PPI dramatically. 
There have been many studies [5, 7, 11, 36] on PPI values 

Table 1  Demographic data and measurement results

Characteristics Low altitude Mild altitude Moderate altitude High altitude Higher altitude Total
n = 2087 n = 434 n = 1348 n = 92 n = 296 n = 4257

Males, n (%) 1183 (56.68%) 235 (54.15%) 715 (53.04%) 48 (52.17%) 158 (53.38%) 2339 (54.94%)
Han ethnic group, 

n (%)
2033 (97.41%) 253 (58.29%) 329 (24.42%) 0 (0%) 0 (0%) 2615 (61.44%)

Singleton birth, 
n (%)

1973 (94.54%) 399 (91.94%) 1258 (93.32%) 87 (94.57%) 271 (91.55%) 3988 (93.68%)

Gestational age, 
median (IQR), 
week

39.00 (38.10, 
39.90)

38.90 (38.10, 
39.70)

39.00 (37.40, 
40.00)

38.00 (37.00, 
39.40)

38.00 (37.00, 
39.00)

39.00 (38.00, 
39.90)

Birth weight, 
median (IQR), g

3150 (2900, 3450) 3400 (3120, 3750) 3100 (2700, 3400) 2952.5 (2502.5, 
3255)

3000 (2725, 3250) 3150 (2800, 3450)

Vaginal delivery, 
n (%)

1090 (52.23%) 136 (31.34%) 982 (72.85%) 63 (68.48%) 280 (94.59%) 2551 (59.92%)

Cesarean section, 
n (%)

997 (47.77%) 298 (68.66%) 366 (27.15%) 29 (31.52%) 16 (5.41%) 1706 (40.08%)

5-min Apgar score, 
median (IQR)

10.00 (10.00, 
10.00)

10.00 (10.00, 
10.00)

9.00 (9.00, 10.00) 10.00 (10.00, 
10.00)

8.00 (8.00, 9.00) 10.00 (9.00, 10.00)

Appropriateness 
for gestational 
age, n (%)

1894 (90.75%) 390 (89.86%) 1086 (80.56%) 73 (79.35%) 239 (80.74%) 3682 (86.49%)

Pre-ductal PPI, 
median (IQR)

1.30 (1.10, 1.90) 1.40 (1.00, 2.00) 1.90 (1.30, 2.50) 1.80 (1.40, 3.50) 3.20 (2.70, 3.70) 1.70 (1.20, 2.60)

Post-ductal PPI, 
median (IQR)

1.10 (0.88, 1.80) 1.30 (0.99, 2.00) 1.80 (1.20, 2.70) 2.20 (1.60, 4.30) 3.10 (2.10, 3.30) 1.70 (1.10, 2.70)

Table 2  Adjusted mean of PPI at different altitudes at different times after birth

PPI, peripheral perfusion index; CI, confidence interval
*Adjusted for gender, ethnicity, multiparity, gestational age, cesarean delivery, 5-min Apgar score, appropriateness for gestational age, heart rate 
at each measurement time point, and body temperature at each measurement time point

PPI Time after 
birth (hours)

Adjusted mean (95% CI) at different altitude groups*

Low altitude Mild altitude Moderate altitude High altitude Higher altitude

Pre-ductal PPI 6 1.44 (1.31, 1.58) 1.52 (1.38, 1.67) 1.87 (1.71, 2.04) 2.07 (1.80, 2.38) 2.94 (2.65, 3.26)
12 1.62 (1.48, 1.77) 1.41 (1.28, 1.56) 1.88 (1.72, 2.05) 2.25 (1.95, 2.59) 3.84 (3.47, 4.26)
24 1.60 (1.46, 1.76) 1.44 (1.31, 1.59) 2.08 (1.91, 2.27) 2.30 (1.97, 2.70) 3.61 (3.25, 4.01)
48 1.47 (1.34, 1.62) 1.43 (1.30, 1.57) 2.13 (1.94, 2.34) 2.13 (1.74, 2.61) 3.45 (3.10, 3.83)
72 1.43 (1.30, 1.57) 1.43 (1.29, 1.57) 2.32 (2.11, 2.55) 2.25 (1.75, 2.90) 4.13 (3.70, 4.62)

Post-ductal PPI 6 1.24 (1.12, 1.37) 1.38 (1.25, 1.52) 1.79 (1.63, 1.96) 2.13 (1.84, 2.47) 2.83 (2.54, 3.16)
12 1.46 (1.33, 1.60) 1.24 (1.12, 1.37) 1.83 (1.67, 2.01) 2.18 (1.88, 2.53) 3.26 (2.93, 3.64)
24 1.40 (1.27, 1.55) 1.37 (1.24, 1.52) 2.07 (1.89, 2.26) 2.08 (1.77, 2.46) 3.25 (2.91, 3.63)
48 1.27 (1.15, 1.41) 1.34 (1.22, 1.49) 2.02 (1.84, 2.23) 2.14 (1.73, 2.64) 3.15 (2.82, 3.52)
72 1.29 (1.16, 1.42) 1.40 (1.26, 1.55) 2.28 (2.07, 2.52) 2.21 (1.71, 2.86) 3.58 (3.18, 4.02)
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Fig. 2  Adjusted mean curves of PPI at different altitudes at different times after birth

Table 3  Adjusted mean ratio of PPI at different altitudes at different times after birth

PPI, peripheral perfusion index; CI, confidence interval
*Adjusted for gender, ethnicity, multiparity, gestational age, cesarean delivery, 5-min Apgar score, appropriateness for gestational age, heart rate 
at each measurement time point, and body temperature at each measurement time point

PPI Time after 
birth (months)

Adjusted mean ratio (95% CI) at different altitudes*

Low altitude Mild altitude Moderate altitude High altitude Higher altitude

Pre-ductal PPI 6 Ref 1.06 (0.99, 1.13) 1.30 (1.22, 1.37) 1.44 (1.27, 1.63) 2.04 (1.88, 2.22)
12 Ref 0.87 (0.82, 0.92) 1.16 (1.11, 1.22) 1.39 (1.23, 1.57) 2.37 (2.19, 2.56)
24 Ref 0.90 (0.84, 0.96) 1.30 (1.23, 1.37) 1.44 (1.24, 1.66) 2.25 (2.07, 2.45)
48 Ref 0.97 (0.91, 1.04) 1.45 (1.35, 1.55) 1.44 (1.19, 1.75) 2.34 (2.14, 2.56)
72 Ref 1.00 (0.93, 1.08) 1.63 (1.52, 1.75) 1.58 (1.24, 2.02) 2.90 (2.63, 3.19)

Post-ductal PPI 6 Ref 1.11 (1.03, 1.19) 1.44 (1.35, 1.53) 1.72 (1.50, 1.96) 2.28 (2.08, 2.49)
12 Ref 0.85 (0.80, 0.90) 1.25 (1.19, 1.32) 1.49 (1.31, 1.70) 2.23 (2.06, 2.43)
24 Ref 0.98 (0.92, 1.05) 1.47 (1.39, 1.56) 1.48 (1.27, 1.73) 2.32 (2.12, 2.53)
48 Ref 1.06 (0.98, 1.14) 1.59 (1.48, 1.71) 1.68 (1.38, 2.06) 2.47 (2.25, 2.71)
72 Ref 1.09 (1.01, 1.18) 1.77 (1.65, 1.91) 1.72 (1.34, 2.21) 2.78 (2.51, 3.07)

Fig. 3  Adjusted mean ratio curves of PPI at different altitudes at different times after birth



913European Journal of Pediatrics (2023) 182:907–915 

1 3

in the past, but there is a lack of research on the influence of 
different altitudes on PPI values. A study [37] investigated 
the pre- and post-ductal PPI values of newborns with GA 
more than 35 weeks during 24–48 h after birth at an alti-
tude of 1790 m. The median pre- and post-ductal PPI were 
2.10 and 2.20, respectively. The pre-ductal PPI values were 
almost the same as our results while the post-ductal PPI 
values were slightly different from our study at the same 
altitude area within the same period of life. Our study also 
described significant changes in PPI trends in infants at dif-
ferent altitudes at 6 to 72 h of life. This may reflect the physi-
ological changes of peripheral vascular blood flow after birth 
and may be related to the transition from fetal circulation to 
normal circulation in the first few days of life.

Our study demonstrates that PPI values are different at 
different altitudes. We provided a constant range of PPI in 
the early postnatal period of asymptomatic well neonates at 

different altitudes, which can be used for the identification of 
neonates with abnormal perfusion in clinical practice. Fur-
thermore, the corresponding disease screening PPI thresholds 
should also be modified for different altitudes. In the current 
study, we excluded infants with CCHD and found that the PPI 
values of all the infants included were more than 0.7, which 
was not inconsistent with the result in the previous study 
[10]. We will continue our study to make out the PPI thresh-
old value in screening neonatal CCHD at different altitudes.

Our study has limitations. The sample size at each altitude 
was unbalanced. This may be the reason why the rule that 
PPI values increase with altitudes is not applicable at some 
time points at mild altitude. However, it does not affect the 
overall trend. Our study only focused on the PPI of healthy, 
asymptomatic infants within 72 h of birth, and the observa-
tion time was limited. The trend of PPI over a longer period 
after birth was not explored.

Fig. 4  Smoothed reference curves for PPI values at the 50th percentile of different altitudes

Table 4  The 50th percentile PPI 
at different altitudes at different 
times after birth

PPI, peripheral perfusion index

PPI Time 
after birth 
(months)

Low altitude Mild 
altitude

Moderate 
altitude

High altitude Higher altitude

Pre-ductal PPI 6 1.40 1.43 1.84 2.25 3.12
12 1.58 1.38 1.86 2.26 4.06
24 1.46 1.38 2.03 2.27 3.90
48 1.34 1.38 2.04 2.26 3.35
72 1.31 1.37 2.22 2.23 4.35

Post-ductal PPI 6 1.21 1.35 1.81 2.45 2.98
12 1.48 1.25 1.88 2.45 3.57
24 1.28 1.38 2.09 2.45 3.68
48 1.14 1.36 1.97 2.46 3.20
72 1.15 1.43 2.24 2.47 4.03
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Our study monitored the health status of infants at enroll-
ment and during the study period through clinical assess-
ment, respiratory and cardiovascular parameter measure-
ments, and blood analysis. In addition, very preterm infants 
were not recruited to this study because they tended to be 
particularly unstable when undergoing invasive procedures 
(e.g., mechanical ventilation and CVC) that may affect PPI. 
Pathological conditions, such as congenital heart disease 
with low blood volume and left-to-right shunting, often 
occur in the neonatal transition period, which changes early 
vascular blood flow and cardiovascular adaptation [38–40]. 
To eliminate these factors that might affect PPI, we excluded 
those infants in this study. The relationship between changes 
in PPI values and specific diseases deserves further study, 
and we will try to explore this in the future.

Conclusions

With the increase of altitude, pre- and post-ductal PPI of 
newborns increases. Our study obtained the PPI reference 
values of asymptomatic well newborns at 6 to 72 h after 
birth at different altitudes from 4 to ≥ 4000.

Acknowledgements We thank all the newborn babies and their parents 
who participated in this study. We thank all professionals involved in 
the Neonatal Congenital Heart Disease Research Group in the Plateau 
Areas of China.

Authors’ contributions Guo-Ying Huang: Dr. Huang GY contributed 
to the study design, organized and conducted the project, and finalized 
the manuscript. Xiao-jing Hu: Ms. Hu XJ organized and conducted 
the project, undertook data management and data analysis, and revised 
the manuscript.Wei Hua and Conway Niu: Ms. Hua W and Mr. Niu C 
undertook the data analysis and prepared the draft. Yan Xuan, Qu-ming 
Zhao, Yan Ren, Xue Hu, Zhi-Xiu Wang, Jin-Qiao Sun, and Gesang 
Yangjin: all the staff conducted the project, collected the data, and 
discussed the draft. Ya-lan Dou and Wei-li Yan: Ms. Dou YL and Yan 
WL contributed to the data analysis. All authors discussed, critically 
revised, and approved the final study protocol. All authors discussed 
and approved the final strategy for analysis. All authors discussed, 
revised, and approved the final manuscript as submitted and agreed to 
be accountable for all aspects of the work.

Funding This work was funded in part by the National Key 
Research and Development Project of China (2021YFC270100, 
2016YFC1000500), the Shanghai Science and Technology Commis-
sion (21002411900), and the Chinese Academy of Medical Sciences 
Innovation Fund for Medical Sciences (2019-I2M-5–002).

Data availability The data that support the findings of this study are 
available from the corresponding author upon reasonable request.

Declarations 

Ethical approval and informed consent The study was approved by 
the Research Ethics Committee of the Children’s Hospital of Fudan 
University, Shanghai, China ([2020]-132), and the protocol was regis-
tered in the Clinical Trials.gov (Registry No. NCT04238104). All the 
parent(s) of participants signed informed consent forms.

Conflict of interest The authors declare no competing interests.

Open Access This article is licensed under a Creative Commons Attri-
bution 4.0 International License, which permits use, sharing, adapta-
tion, 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/.

References

 1. Piasek CZ, Van Bel F, Sola A (2014) Perfusion index in newborn 
infants: a noninvasive tool for neonatal monitoring. Acta Paediatr 
103:468–473

 2. Lima A, Bakker J (2005) Noninvasive monitoring of peripheral 
perfusion. Intensive Care Med 31:1316–1326

 3. Lima AP, Beelen P, Bakker J (2002) Use of a peripheral perfusion 
index derived from the pulse oximetry signal as a noninvasive 
indicator of perfusion. Crit Care Med 30:1210–1213

 4. Hariharan D, Balasubramanian L, Kannappan V, Veluswami G 
(2018) Perfusion index used as a sixth vital sign in preterm infants 
leads to earlier diagnosis of shock, better outcomes. Pediatrics 141

 5. Hu XJ, Ding JX, Wang Y, Niu C, Zhang Y, Zhao QM, Yan WL, Cao Y, 
Huang GY (2020) Peripheral perfusion index percentiles for healthy 
newborns by gestational age and sex in China. Sci Rep 10:4213

 6. Hakan N, Dilli D, Zenciroglu A, Aydin M, Okumus N (2014) Ref-
erence values of perfusion indices in hemodynamically stable new-
borns during the early neonatal period. Eur J Pediatr 173:597–602

 7. Kinoshita M, Hawkes CP, Ryan CA, Dempsey EM (2013) Perfu-
sion index in the very preterm infant. Acta Paediatr 102:e398-401

 8. Takahashi S, Kakiuchi S, Nanba Y, Tsukamoto K, Nakamura T, 
Ito Y (2010) The perfusion index derived from a pulse oxime-
ter for predicting low superior vena cava flow in very low birth 
weight infants. J Perinatol 30:265–269

 9. Cresi F, Pelle E, Calabrese R, Costa L, Farinasso D, Silvestro L (2010) 
Perfusion index variations in clinically and hemodynamically stable 
preterm newborns in the first week of life. Ital J Pediatr 36:6

 10. Granelli A, Ostman-Smith I (2007) Noninvasive peripheral perfu-
sion index as a possible tool for screening for critical left heart 
obstruction. Acta Paediatr 96:1455–1459

 11. De Felice C, Latini G, Vacca P, Kopotic RJ (2002) The pulse 
oximeter perfusion index as a predictor for high illness severity 
in neonates. Eur J Pediatr 161:561–562

 12. Santos DMD, Quintans JSS, Quintans-Junior LJ, Santana-Filho 
VJ, Cunha C, Menezes IAC, Santos MRV (2019) Association 
between peripheral perfusion, microcirculation and mortality in 
sepsis: a systematic review. Braz J Anesthesiol 69:605–621

 13. Yiğit Ş, Takcı Ş, Bozkaya D, Yurdakök M (2018) Perfusion index 
and pleth variability index in the first hour of life according to 
mode of delivery. Turk J Pediatr 60:421–425

 14. Tuten A, Dincer E, Topcuoglu S, Sancak S, Akar S, Hakyemez 
Toptan H, Özalkaya E, Gokmen T, Ovalı F, Karatekin G (2017) 
Serum lactate levels and perfusion index: are these prognostic fac-
tors on mortality and morbidity in very low-birth weight infants? 
J Matern Fetal Neonatal Med 30:1092–1095

 15. Gomez-Pomar E, Makhoul M, Westgate PM, Ibonia KT, Patwardhan 
A, Giannone PJ, Bada HS, Abu Jawdeh EG (2017) Relationship 

http://creativecommons.org/licenses/by/4.0/


915European Journal of Pediatrics (2023) 182:907–915 

1 3

between perfusion index and patent ductus arteriosus in preterm 
infants. Pediatr Res 81:775–779

 16. Van Laere D, O’Toole JM, Voeten M, McKiernan J, Boylan GB, 
Dempsey E (2016) Decreased variability and low values of per-
fusion index on day one are associated with adverse outcome in 
extremely preterm infants. J Pediatr 178:119-124.e111

 17. Terek D, Altun Koroglu O, Ulger Z, Yalaz M, Kultursay N (2016) 
The serial changes of perfusion index in preterm infants with pat-
ent ductus arteriosus: is perfusion index clinically significant? 
Minerva Pediatr 68:250–255

 18. Balla KC, John V, Rao Pn S, Varghese K (2016) Perfusion index-
bedside diagnosis of hemodynamically significant patent ductus 
arteriosus. J Trop Pediatr 62:263–268

 19. Sun B, Shao X, Cao Y, Xia S, Yue H (2013) Neonatal-perinatal 
medicine in a transitional period in China. Arch Dis Child Fetal 
Neonatal Ed 98:F440-444

 20. Prudhoe S, Abu-Harb M, Richmond S, Wren C (2013) Neonatal 
screening for critical cardiovascular anomalies using pulse oxi-
metry. Arch Dis Child Fetal Neonatal Ed 98:F346-350

 21. Thangaratinam S, Brown K, Zamora J, Khan KS, Ewer AK (2012) 
Pulse oximetry screening for critical congenital heart defects in 
asymptomatic newborn babies: a systematic review and meta-analysis. 
Lancet 379:2459–2464

 22. Ewer AK, Middleton LJ, Furmston AT, Bhoyar A, Daniels JP, 
Thangaratinam S, Deeks JJ, Khan KS (2011) Pulse oximetry 
screening for congenital heart defects in newborn infants (Pul-
seOx): a test accuracy study. Lancet 378:785–794

 23. Ruegger C, Bucher HU, Mieth RA (2010) Pulse oximetry in 
the newborn: is the left hand pre- or post-ductal? BMC Pediatr 
10:35

 24. Riede FT, Wörner C, Dähnert I, Möckel A, Kostelka M, Schneider P 
(2010) Effectiveness of neonatal pulse oximetry screening for detec-
tion of critical congenital heart disease in daily clinical routine–results 
from a prospective multicenter study. Eur J Pediatr 169:975–981

 25. Liu X, Zhang W, Shen J et al (2020) Changes and significance of 
blood perfusion index in critically ill neonates in early postnatal 
period [J]. Pract Clin Med 21(07):44–47+51

 26. Mathew J, Bada Shekarappa C, Padubidri Nanyam Rao S (2019) 
Correlation between perfusion index and CRIB score in sick neo-
nates admitted to a tertiary center. J Trop Pediatr 65:84–89

 27. Alderliesten T, Lemmers PM, Baerts W, Groenendaal F, van Bel 
F (2015) Perfusion index in preterm infants during the first 3 days 
of life: reference values and relation with clinical variables. Neo-
natology 107:258–265

 28. Ostman-Smith I, Granelli A (2012) Screening for congenital heart disease 
with newborn pulse oximetry. Lancet 379:309–310. Author reply 311

 29. Ewer AK, Granelli AD, Manzoni P, Sánchez Luna M, Martin 
GR (2013) Pulse oximetry screening for congenital heart defects. 
Lancet 382:856–857

 30. Manzoni P, Martin GR, Sanchez Luna M, Mestrovic J, Simeoni 
U, Zimmermann L, Ewer AK (2017) Pulse oximetry screening for 
critical congenital heart defects: a European consensus statement. 
Lancet Child Adolesc Health 1:88–90

 31. Ballard JL, Novak KK, Driver M (1979) A simplified score for assess-
ment of fetal maturation of newly born infants. J Pediatr 95:769–774

 32. Hirschler V, Molinari C, Maccallini G, Intersimone P, Gonzalez 
CD (2019) Blood pressure levels among Indigenous children liv-
ing at different altitudes. Appl Physiol Nutr Metab 44:659–664

 33. Cole TJ (1990) The LMS method for constructing normalized 
growth standards. Eur J Clin Nutr 44:45–60

 34. Cole TJ, Green PJ (1992) Smoothing reference centile curves: the 
LMS method and penalized likelihood. Stat Med 11:1305–1319

 35. Zhang B, Cao Z, Zhang Y, Yao C, Xiong C, Zhang Y, Wang Y, 
Zhou A (2016) Birthweight percentiles for twin birth neonates by 
gestational age in China. Sci Rep 6:31290

 36. Hu X, Niu C, Zheng R, Zhang L, Chen H, Cao Y, Huang G (2022) 
Changes in peripheral perfusion index within 72 h of life in a 
cohort of very low birth weight infants. Chin Med J (Engl)

 37. Tekgündüz K, Bilen M, Kara M, Laloğlu F, Ceviz N (2021) Oxygen 
saturation and perfusion index screening in neonates at high altitudes: 
can PDA be predicted? Eur J Pediatr 180:31–38

 38. Meberg A, Brugmann-Pieper S, Due R Jr, Eskedal L, Fagerli I, 
Farstad T, Froisland DH, Sannes CH, Johansen OJ, Keljalic J, 
Markestad T, Nygaard EA, Rosvik A, Silberg IE (2008) First day 
of life pulse oximetry screening to detect congenital heart defects. 
J Pediatr 152:761–765

 39. Stark MJ, Clifton VL, Wright IM (2008) Microvascular flow, 
clinical illness severity and cardiovascular function in the preterm 
infant. Arch Dis Child Fetal Neonatal Ed 93:F271–274

 40. de-Wahl Granelli A, Wennergren M, Sandberg K, Mellander 
M, Bejlum C, Inganäs L, Eriksson M, Segerdahl N, Agren A, 
Ekman-Joelsson BM, Sunnegårdh J, Verdicchio M, Ostman-Smith 
I (2009) Impact of pulse oximetry screening on the detection of 
duct dependent congenital heart disease: a Swedish prospective 
screening study in 39,821 newborns. BMJ 338:a3037

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

Authors and Affiliations

Wei Hua1 · Conway Niu2 · Yan Xuan3 · Qu‑ming Zhao1,4 · Yan Ren5 · Xue Hu6 · Zhi‑xiu Wang7 · Jin‑qiao Sun7 · 
Gesang Yangjin8 · Yalan Dou1 · Wei‑li Yan1,9 · Xiao‑jing Hu1,9,10,11 · Guo‑ying Huang1,9,10,11

1 Children’s Hospital of Fudan University, Shanghai, China
2 King Edward Memorial Hospital, Subiaco, WA, Australia
3 Hainan Women and Children Medical Center, Haikou, China
4 People’s Hospital of Luchun County, Yunnan Province, 

China
5 People’s Hospital of Xinjiang Uygur Autonomous Region, 

Ürümqi, China
6 Yan’an Affiliated Hospital of Kunming Medical University, 

Kunming, China

7 People’s Hospital of Golog Tibetan Autonomous Prefecture, 
Dawu Town, China

8 Tibet Autonomous Region People’s Hospital, Lhasa, China
9 Shanghai Key Laboratory of Birth Defects, Shanghai, China
10 National Management Office of Neonatal Screening Project 

for CHD, Shanghai, China
11 Pediatric Heart Center, Children’s Hospital of Fudan 

University, 399 Wan Yuan Road, Shanghai 201102, 
People’s Republic of China


	Peripheral perfusion index in well newborns at 6 to 72 h of life at different altitudes: a multi-center study in China
	Abstract
	Introduction
	Methods
	Study design and participants
	PPI measurement
	Data collection
	Definitions
	Statistical analysis

	Results
	Study population
	The influence of altitude on PPI values at different measurement time points
	Smoothed reference curves at the 50th percentile for pre- and post-ductal PPI values at different altitudes

	Discussion
	Conclusions
	Acknowledgements 
	References


