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Abstract: Pulmonary tuberculosis (PTB) has been a major threat to global public health. The associa-
tion between meteorological factors and the incidence of PTB has been widely investigated by the
generalized additive model, auto-regressive integrated moving average model and the distributed lag
model, etc. However, these models could not address a non-linear or lag correlation between them.
In this paper, a penalized distributed lag non-linear model, as a generalized and improved one, was
applied to explore the influence of meteorological factors (such as air temperature, relative humidity
and wind speed) on the PTB incidence in Xinjiang from 2004 to 2019. Moreover, we firstly use a
comprehensive index (apparent temperature, AT) to access the impact of multiple meteorological
factors on the incidence of PTB. It was found that the relationships between air temperature, relative

" ou

humidity, wind speed, AT and PTB incidence were nonlinear (showed “wave-type “, “invested U-
type”, “U-type” and “wave-type”, respectively). When air temperature at the lowest value (—16.1 °C)
could increase the risk of PTB incidence with the highest relative risk (RR = 1.63, 95% CI: 1.21-2.20).
An assessment of relative humidity demonstrated an increased risk of PTB incidence between 44.5%
and 71.8% with the largest relative risk (RR = 1.49, 95% CI: 1.32-1.67) occurring at 59.2%. Both high
and low wind speeds increased the risk of PTB incidence, especially at the lowest wind speed 1.4 m/s
(RR =2.20, 95% CI: 1.95-2.51). In particular, the lag effects of low and high AT on PTB incidence were
nonlinear. The lag effects of extreme cold AT (—18.5 °C, 1st percentile) on PTB incidence reached a
relative risk peak (RR = 2.18, 95% CI: 2.06-2.31) at lag 1 month. Overall, it was indicated that the
environment with low air temperature, suitable relative humidity and wind speed is more conducive
to the transmission of PTB, and low AT is associated significantly with increased risk of PTB in
Xinjiang.

Keywords: pulmonary tuberculosis; penalized distributed lag non-linear model; meteorological
factors; apparent temperature; cumulative risk

1. Introduction

As one of the widely distributing and potentially fatal infectious diseases, tuberculosis
remains one of the top ten causes of mortality worldwide. According to the Global Tu-
berculosis Report of the World Health Organization in 2020 [1], there were approximately
9.96 million cases and 1.42 million tuberculosis-related deaths worldwide in 2019, of which
about 5.94 million were new PTB cases. China accounted for 8.6% of the world’s new tuber-
culosis cases in 2019, ranking third among 30 countries with a high burden of tuberculosis.
The incidence of PTB in Xinjiang is relatively serious, which has always been one of the
highest in China, and the reported incidence of PTB in 2019 is about three times the national
level.
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PTB is a chronic respiratory disease caused by Mycobacterium tuberculosis (M. tuberculo-
sis). A large number of lipids in M.tb resist the multiplication of lysozymes and damage
macrophages. Hence, it can inhibit the intracellular bactericidal mechanism and cause
an inflammatory response in the lungs [2]. Susceptible people can be infected through
breathing in dust with M.tb and inhaling the droplet nucleus released into the air by actively
infectious PTB coughing or sneezing [3]. It is revealed that meteorological factors (such as
air temperature, relative humidity and wind speed) may indirectly affect M.tb transmission
in the environment [4-7]. For instance, within a certain range of air temperature and
relative humidity, droplets containing M.tb are more likely to be evaporated in the air to
form into certain diameters that can be suspended in the air for a longer time (especially,
droplets containing M.tb can grow and reproduce at 35~37 °C, and it can survive for
4~5 years in —8~—6 °C), to be easily inhaled into the body by susceptible persons [5].
Moreover, changes in air temperature can also affect the human body’s physiological re-
sponse to toxic agents and retard the clearance rate of M.tb [6], and activate or inhibit the
development of PTB by influencing blood pressure [7]. Suitable humidity can promote the
growth and reproduction of M.tb and increase the time for M.tb to float in the air [8]. When
M.tb adheres to dust, it is easily affected by the wind speed, i.e., the higher the speed of the
wind, the wider spread of M.tb [9].

The annual PTB incidence in Xinjiang is still higher, which may be closely related
to its unique geographical location and climatic conditions [10]. Xinjiang, located at the
northwest border of China, has a temperate continental climate, with long winters, sparse
precipitation, dry climate, frequent wind and sand activities, and frequent snowfall [11].
With an annual average temperature of 11 °C, Xinjiang is one of the regions with a lower
annual average temperature in China. The heating period in Xinjiang is from October to
March of the next year, and the air pollution is serious in this period. M.tb is so small
that normal air currents can keep the pollution particulates containing M.tb airborne and
transport them through rooms or some buildings, which may increase the risk of PTB
development [3,5,12]. In addition, the snowfall in winter increases the humidity and makes
the droplet nucleus ejected by actively infectious PTB stay in the air longer [13], which may
create favorable conditions for the transmission of PTB. Therefore, it is of great significance
to study the relationship between meteorological factors and the PTB incidence in Xinjiang.

There have been various statistical models to characterize the relationship between me-
teorological factors and PTB incidence. For instance, a generalized additive model [14] was
used to quantitatively evaluate the effects of meteorological factors on the risk of pulmonary
tuberculosis in Jiangsu Province. The results illustrated that an environment with low temper-
ature, relatively high wind speed, and low relative humidity is conducive to the transmission
of PTB. Li et al. [15] employed an auto-regressive integrated moving average model to exhibit
the best predicting performance of PTB incidence by incorporating meteorological factors.
However, some results [8,9,15,16] demonstrated there is a non-linear and lag correlation
between meteorological factors and the incidence of PTB. The generalized additive model
somewhat ignores the collinearity among different lag days [4,17], and the auto-regressive
integrated moving average model fails to solve the collinearity problem and ignores the
lag effects [12,18]. Fortunately, the distributed lag non-linear model (DLNM) proposed by
Armstrong [19] can effectively evaluate the nonlinear and lag relationship between them.
For example, Wu et al. [20] investigated the cold and hot effects on mortality at different lags
in four subtropical cities. Yang et al. [21] evaluated the association between meteorological
factors and the mumps incidence in Guangzhou. Subsequently, a penalized framework
DLNM (P-DLNM) was put forward in [22], which introduces a penalized framework to the
exposure and lag dimensions in the DLNM, to overcome the complex fitting and the lack
of general standards in the selection of basic functions, the number of nodes, the maximum
number of lag days and the optimal model in the DLNM. It can control the smoothness of
the basis function, and effectively reduce the total number of degrees of freedom to make
itself more robust.
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Another concerning issue is how the combination of some meteorological factors
influenced the incidence of PTB. AT, firstly proposed by Stead-man [23], is a comprehensive
index to measure the interaction of air temperature, wind speed and relative humidity,
which more objectively represents the actual perception of air temperature. Many research
works [15,16,24] evaluated the relationship between meteorological factors and human
health by applying AT, such as acute coronary syndromes [15], stroke [16] and acute
excessive drinking [24]. However, there are few studies that quantified the impact of
meteorological factors and AT on PTB incidence in Xinjiang. Therefore, in this paper, a
penalized framework DLNM model is used to analyze the impact of meteorological factors
(such as air temperature, wind speed, and relative humidity) on PTB incidence, and AT,
is applied to quantify the comprehensive impact of multiple meteorological factors on
PTB incidence in Xinjiang from 2004 to 2019, which provides a theoretical basis for the
prevention and control of PTB in Xinjiang.

2. Materials and Methods
2.1. Study Area

Xinjiang, located in Northwest China (73°40'-96°18’ E, 34°25'-48°10' N), has a special
topography named as two basins lie in between three mountains, with an average altitude
of about 1000 km. From 2004 to 2019, the average annual temperature in Xinjiang was
10.1 °C, the average annual precipitation was 110.0 mm [11], the average annual wind
speed was 2.3 m/s, the average annual air pressure was 898 hPa and the average annual
relative humidity was 48.3% [25].

2.2. Meteorological and PTB Data

The monthly PTB cases in Xinjiang from 2004 to 2019 were obtained from Public Health
Scientific Data Sharing Center (http://www.phsciencedata.cn/, accessed 30 December
2021)and Health Commission of Xinjiang Uygur Autonomous Region (http://wjw.xinjiang.
gov.cn/, accessed 8 January 2022).

The monthly average values of meteorological indicators from 2004 to 2019 were de-
rived from 54 stations in Xinjiang (Supplementary Figure S1) from the China Meteorological
Data Sharing Center (http://data.cma.cn, accessed 21 November 2021), including average
air temperature (°C), average precipitation (mm), average wind speed (m/s), average air
pressure (hPa), average relative humidity (%), average sunshine duration (hours/month).
AT, is calculated as follows [24]:

AT = T+033 x e —0.70 x W — 4.00, 1)
RH T
e = 155 X 6:105 x exp (17.27 x W) @)

where T represents air temperature (°C); e represents water vapor pressure (hPa); RH is
relative humidity (%); and W represents wind speed (m/s).

In this paper, based on percentile range the AT was divided into seven categories for
analysis of the associations between low AT, high AT and PTB incidence: extreme cold
(<1st percentile), cold (1st-5th percentiles), mild cold (5th—25th percentiles), comfortable
(25th-75th percentiles), mild heat (75th-95th percentiles), heat (95th-99th percentiles)
and extreme heat (>99th percentile), respectively. In addition, the influences of low AT
(including extreme cold, cold and mild cold) and high AT (including extreme heat, heat,
and mild heat) on PTB incidence were investigated [24].

2.3. Spearman’s Rank Correlation

In order to measure the nonlinear relationship between meteorological variables
and PTB incidence, Spearman’s rank correlation analysis was used [26]. The correlation
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coefficient r; denotes the strength of an association between two variables, which can be
calculated as follows [27]:
2
6) d;
n(n?—1)

where 7 is the count of variables and d is the rank difference between each pair of variables.
The heatmap can be used to represent the values of the correlation coefficient between
multiple variables. In the heatmap, the darker the color grid, the greater the Spearman’s
rank correlation coefficient, and the blank space is usually used to represent two variables
without significant correlation.

rs=1-—

2.4. Statistical Method

DLNM, proposed by Gasparrini and Armstrong in 2010 [19], is widely used to evaluate
the relationship between meteorological factors and health effects, which is a nonlinear
model reflecting the exposure-lag-response relationship by selecting basis functions for
exposure-response and lag-response and to form a cross-basis function [28].

Define, f(x:; B) = Z:' B as the exposure-response function, where Z; is a matrix with
dimensions n X vy (n represents the length of the time series, v, represents the degree of
freedom), and B is the shape parameter of Z:T. Define, Gut = [xt_go, e Xp_py e, xt_L] Tis
lagged effects of the exposure x;, where ¢y and L are the minimum and maximum lags,
respectively, i.e., the lag structure can be formulated as [28] £ = [y, ..., L] T The cross-basis
function s(x, 1) is constructed by:

s(xt,m) = (1{féo+1Ax,t>’7 = w?{tn/
};t is a cross-basis matrix transformed from Ay ; (with dimensions vy X vy), and
y is the coefficient of wf, + Ayt is computed by a row-wise Kronecker product between
the two basis matrices R (with dimensions (L — ¢y + 1) x vx) and C (with dimensions
(L —£o+1) x vy) that obtained by applying basis transformations to vectors g, , and ,
thus A, can be expressed as:

where w

A= (1], @ Ryt) © (C1],),

where 1]2 is a unit vector with length v, ® and ©® denote the Kronecker and Hadamard
products, respectively [29].

The distributed lag non-linear model with a penalized framework (P-DLNM) applies
varying degrees of penalties in exposure and lag dimensions to smooth the surface of
exposure-lag-response, the log-likelihood function I,(,y, A) of P-DLNM is:

(7, A) =1(y,7) - %nT (Ae(se@1])) + 20 (1], @5,) ),

where the penalty matrices Sy and Sy are separately obtained by introducing the penalties
term to the base matrices R and C, A, and A, represent the penalty parameters of Sy and
Sy, respectively. 7 is the coefficient for the cross-basis, restricted by Sy, S; and the penalty
parameter A = [Ay, AZ]T. In this paper, the ridge penalty is used to add the penalty term
for the lag dimension and control the coefficient of S, to shrink towards the zero value
at different lag times [29]. The penalties of lag-response dimension are based on cubic
regression splines, i.e., CR smoother, which can be expressed as Sy = P,,, here P,, is a
pre-specified diagonal matrix with the weight p.

Based on the generalized additive model and combined the cross-basis functions with
penalties, meanwhile, controlled the long-term trend of time and other confounding factors,
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the association between meteorological factors and PTB incidence was investigated by the
following model in this paper:

4
In(As) = a+ Y si(x, ;) + ns(MF,df) + ns(time,df) + S + eAR + 6SF + TPC,
i=1

where A; is the case number of PTB on month t;;; « is the intercept; are the cross-basis
functions with coefficients 7; (i = 1,...,4), x; are meteorological variables (such as air
temperature, wind speed, relative humidity and AT); ns(-) is a natural cubic spline function,
which can be used to control the long-term trends (time with the degree of freedom 10,
df = 10) and other meteorological factors (air pressure, precipitation and sunshine duration
with the degrees of freedom 3, 3 and 1, respectively). S is a categorical variable with
coefficient <y to control for the seasonality (spring: Mar.-May., summer: Jun.-Aug., autumn:
Sep.-Nov. and winter: Dec.-Feb.); AR is the autoregressive term with coefficient ¢ to correct
for autocorrelation in the residuals [30]; is a binary variable with coefficient 6 to control
for the potential influences on delayed medical treatment of PTB patients caused by the
Spring Festival [12]; PC is a binary variable with coefficient T to avoid the impact of PTB
transmission caused by immigrants entering Xinjiang to pick cotton from August to October
every year.

In this paper, taking the median of air temperature, wind speed, relative humidity
and AT as references, four cross-basis functions (defined by an exposure-response rela-
tionship with four equally spaced intervals knots and a lag-response relationship with
four equal space log-knots) were built to more flexibly reflect the 3-D relationship between
meteorological factors and the incidence of PTB in Xinjiang.

2.5. Parameter Estimation

To quantify the risk between meteorological factors and PTB incidence, the relative
risks (RR) of specific exposure and lag time were used [22]. The values of RR and standard
error (SE) of specific exposure level x,, are as follows:

RR;, = exp <I§x,,) = exp (Ar,ﬂ?)

SEy, = exp ( V('§Xp)> = exp((y/45 V()45 7)

where Ay, denotes the cross-basis matrix with x = xp; V(-) denotes the variance of a
random variable. Similarly, the lag-specific risk RRy, and SE;, can be estimated. In
addition, the overall cumulative effect (RR.) of such exposure history, with associated SE.
could be computed with:

RR; = exp ([i) = exp(WFf),

SE; = exp( V(ﬁc>> = exp( W”V(ﬁ)I/V”T)
where WP denotes the cross-basis matrix.

2.6. Sensitivity Analysis

To assess the robustness of the model, a sensitivity analysis was conducted to examine
the influence of df of parameters and maximum lag time on the overall cumulative effect of
AT. In this paper, df of time in the model was varied from 10, 11 to 12, respectively. The df
of air pressure and precipitation in the model were changed between 3 and 5, respectively.
The df of sunshine duration was altered between 1 and 3, respectively. The maximum lag
time of AT was also set to 8, 10 and 12, respectively.

All statistical analyses were performed by carrying out R software version 4.0.5.
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3. Results
3.1. Descriptive Statistics of PTB Cases and Meteorological Factors

During the study period from 2004 to 2019 (192 months), a total of 668,753 PTB cases
were included, with an average of 3427 cases per year and a maximum of 74,549 cases in
2018. The case number of PTB in Xinjiang had an obvious seasonal pattern and showed

an increasing trend, with a peak from January to April (see Figure 1 and Supplementary
Figure S2).
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Figure 1. Time series of monthly PTB cases and meteorological factors in Xinjiang from 2004 to 2019.
Abbreviations: Temp, air temperature (°C); AT, apparent temperature (°C); SD, sunshine duration
(h); RH, relative humidity (%); AP, air pressure (hPa); Pre, precipitation (mm); WS, wind speed (m/s).
Note: The blue dotted line represents the median.

There were seasonal fluctuations and periodic trends of meteorological factors in
Xinjiang, roughly showing the variation of single peak and single valley (see Figure 1
and Supplementary Figure S3). Air temperature, AT and sunshine duration had similar
seasonal patterns, with higher values occurring from April to October (Seasonal index
>1 indicates obvious seasonal variation). The peak of relative humidity and air pressure
occurred from October to February of the next year, whereas the trough appeared from
March to September. A seasonal peak of precipitation emerged from May to September
and a trough occurred from October to March of the next year. Wind speed had a seasonal
trend with a peak from March to August and a valley from September to February of the
next year. In addition, the median of AT, air temperature, relative humidity, air pressure,
precipitation, wind speed and sunshine duration were 7.8 °C, 11.3 °C, 45.6%, 898.2 hPa,
8.0 mm, 2.3 m/s and 251.0 h, respectively (see Figure 1).

The descriptive statistics of meteorological factors and the case number of PTB were
shown in Table 1. The monthly average of AT was 5.7 °C, which was 3.5 °C lower than the
air temperature. The distributions of AT in thelst, 5th, 25th, 75th, 95th and 99th percentiles
were —18.5 °C, —15.1 °C, —6.3 °C, 7.8 °C, 18.0 °C, 23.3 °C and 24.3 °C, respectively.
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Table 1. Descriptive statistics for monthly PTB cases and meteorological factors in Xinjiang from 2004

to 2019.
Group Range ;j:s Percentiles

Py Ps Pys Pso Pys Pos Pyg

Pre 0.4~34.2 10.1 £7.0 1.7 25 45 8.0 144 24.4 30.0
AP 869.8~908.8 898 + 6.0 888.5 889.3 893.0 898.2 903.5 906.3 908.3

WS 1.4~3.3 23+05 1.4 1.6 1.9 23 2.6 3.0 3.2
Temp —16.1~26.5 92+ 125 —14.0 —10.6 —1.8 11.3 21.1 24.6 25.4
RH 29.1~74.7 48.3 + 10.8 31.4 33.4 40.2 45.6 579 67.4 70.1
SD 124.8~328.6 239.6 £ 52.7 145.2 157.6 188.1 251.0 286.3 306.9 319.8
PTB cases 1194~8151 3427 4+ 1152 1346 1937 2661 3271 4100 5279 7555
AT —20.9~25.0 5.7 +13.5 —18.5 —15.1 —6.3 7.8 18.0 23.3 24.3

Abbreviations: Temp, air temperature (°C); AT, apparent temperature (°C); SD, sunshine duration (h); RH, relative
humidity (%); AP, air pressure (hPa); Pre, precipitation (mm); WS, wind speed (m/s).

3.2. Spearman’s Rank Correlation Analysis

The Spearman’s rank correlation results between monthly PTB cases and meteorologi-
cal factors in Xinjiang from 2004 to 2019 were provided in Figure 2. AT (rs = —0.25), air
temperature (r; = —0.23), sunshine duration (rs = —0.17) and precipitation (rs; = —0.14)
were negatively correlated with the incidence of PTB, and wind speed (rs = 0.15) is posi-
tively correlated with it. There was no significant correlation between relative humidity,
air pressure and the incidence of PTB. There were high correlations among meteorological
factors, especially between air pressure and AT (rs = —0.94). The p-value < 0.05 was
considered statistically significant.

RH —043 0.77

PTR | —©™1 015 —017 —028 —025 Ig
p 10
AT 076 073 0.5
0.0

Temp 076 075

0.6 0.76 0.17
0.6 0.76 (O 50 R 073 0.15
. 06 06 NN MONEEN —0.14

Q@ @G‘) %Q &@Q\Q Y:S Q@ Yg Qg\

Pre —0.43

Figure 2. Spearman’s rank correlation results between the cases number of PTB and meteorological
factors in Xinjiang from 2004 to 2019. Abbreviations: Temp, air temperature (°C); AT, apparent
temperature (°C); SD, sunshine duration (h); RH, relative humidity (%); AP, air pressure (hPa); Pre,
precipitation (mm); WS, wind speed (m/s); 75, Spearman’s rank correlation coefficient.

3.3. The Influences of Air Temperature on the Incidence of PTB

Taking the overall median of monthly average air temperature (11.3 °C) as a reference,
it was obtained that the correlation between average air temperature and PTB incidence was
nonlinear at 12 lag months for the general population, and the largest exposed and delayed
cumulative effects occurred at —16.1 °C and lag 0 months, respectively (see Figure 3A). The
overall exposure-response curve between air temperature and the incidence of PTB took
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on a U-type when the air temperature below 11.3 °C, with a maximum value, occurred at
—16.1 °C (RR =1.63, 95% CI: 1.21-2.20), whereas an inverted U-type when the air temper-
ature was higher than 11.3 °C with a minimum value appeared at 26 °C (RR = 0.12, 95%
CI: 0.06-0.20), as shown in Figure 3B. The association between extreme air temperature
and the risk of PTB at specific lag months was shown in Figure 3B and Table S1. The
lag 0-1 and lag 11-12 months could significantly increase the risk of PTB at extremely
low air temperature —11.9 °C (2.5th percentiles), with a peak at lag 0 (RR = 1.59, 95% CI:
1.53-1.66). The cumulative risk at lag 12 months was largest (RR = 1.19, 95% CI: 1.14-1.24)
at the extremely high air temperature 25 °C (97.5th percentiles). The relationship of air
temperature-lag-PTB was evaluated by using the heatmap, as shown in Figure 3C.
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Figure 3. The exposure-lag-response correlations between meteorological factors and PTB incidence
in Xinjiang from 2004 to 2019. (A-C) represent the 3-D graphs of the relationships between air
temperature, relative humidity, wind speed and PTB incidence, respectively. (D-F) represent the
overall cumulative relative risks of air temperature, relative humidity, wind speed on PTB incidence
acrosslag 0-12 months, respectively. (G-I) represent the heatmaps of air temperature, relative
humidity, wind speed on PTB incidence, respectively.
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3.4. The Influences of Relative Humidity on the Incidence of PTB

Setting the overall median of monthly average relative humidity (45.6%) as a refer-
ence, it was found that the association between relative humidity and PTB incidence was
nonlinear at 12 lag months for the general population, and the largest exposed and delayed
cumulative effects occurred at the relative humidity 59.2% and lag 0 months, respectively
(see Figure 3D). The overall exposure-response curve between relative humidity and the
PTB incidence appeared an inverted U-type, with a peak at a relative humidity of 59.2%
(RR = 1.49, 95% CI: 1.32-1.67), as shown in Figure 3E. The relationship between extreme
relative humidity and the risk of PTB at specific lag months was revealed in Figure 3E and
Table S1. The lag 0, 10, 11 and 12 months could significantly increase the risk of PTB at the
extreme low relative humidity of 32.8% (2.5th percentiles), with a top at lag 0 (RR = 1.05,
95% CI: 1.03-1.07). The lag 0-3 months could significantly increase the risk of PTB at the
extreme high relative humidity 68.9% (97.5th percentiles), with a top at lag 0 (RR = 1.15,
95% CI: 1.13-1.17). The association of relative humidity-lag-PTB was estimated by using a
heatmap, as shown in Figure 3F.

3.5. The Influences of Wind Speed on the Incidence of PTB

Using the overall median of monthly average wind speed of 2 min (2.3 m/s) as a
reference (the wind speed corresponding to the lowest risk of PTB), it was found that the
influence of wind speed on PTB incidence was nonlinear at 12 lag months for the general
population, and the largest exposed and delayed cumulative effects occurred at 1.4 m/s and
lag 2 months, respectively (see Figure 3G). The overall exposure-response curve between
wind speed and the incidence of PTB showed a U-type with a trough that emerged at
2.3 m/s and a maximum relation arose at 1.4 m/s (RR = 2.20, 95% CI: 1.95-2.51), as shown
in Figure 3H. The correlation between extreme wind speed and the risk of PTB at specific
lag months was shown in Figure 3H and Table S1; the lag 0-9 months were separately
significantly associated with an increased risk of PTB effect at the extreme low wind speed
of 1.6 m/s (2.5th percentiles), with a maximum value at lag 2 (RR = 1.15, 95% CI: 1.13-1.16).
The lag 6-12 were separately significantly related to an increased risk of PTB at the extreme
high wind speed 3.1 m/s (97.5th percentiles), with a maximum value at lag0 (RR = 1.14,
95% CI: 1.12-1.15). The correlation of wind speed-lag-PTB was also assessed by using the
heatmap as shown in Figure 31

3.6. The Effect of AT on PTB Incidence

Considering the overall median of the monthly AT (7.8 °C) as a reference, it was discov-
ered that the connection between AT and the incidence of PTB was nonlinear at 12 lag months
for the total population, and the largest exposed and delayed cumulative effects occurred at
—20.9 °C and lag 0 months (see Figure 4A). As shown in Figure 4B, the overall exposure-
response curve between AT and the incidence of PTB presented a U-type when the AT
below 7.8 °C, with a maximum value occurred at —20.9 °C (RR = 2.01, 95% CI: 1.50-2.69),
whereas an inverted U-type when the AT was higher than 7.8 °C with a maximum risk
appeared at 12.6 °C (RR = 1.29, 95% CI: 1.16-1.44). The extreme cold —18.5 °C and mild
heat 18 °C had no significantly risky effects on PTB incidence, and the cold —15.1 °C
(RR = 0.59, 95% CI: 0.46-0.76), the mild cold —6.3 °C (RR = 0.22, 95% CI: 0.18-0.27), the
heat 23.3 °C (RR = 0.58, 95% CI: 0.38-0.90) and the extreme heat 24.3 °C (RR = 0.51, 95%
CI: 0.32-0.82) had significantly protective effects on PTB incidence. The connection of
AT-lag-PTB was also observed by using the heatmap, as shown in Figure 4C.

It is noteworthy that the lag effects of low AT presented a V-shape with the highest risk
at lag 0, whereas the lag effects of high AT presented an N-shape with the highest risk at lag
12 (see Figure 5). As shown in Figure 5, lag 0 and lag 1 could significantly increase the inci-
dence of PTB at the extreme cold, with the highest risk at lag 0 (RR = 1.81, 95% CI: 1.73-1.90).
The cold had a significantly risky effect on increasing PTB incidence at lag 0-1, with the
highest risk at lag 0 (RR = 1.60, 95% CI: 1.54-1.67), which was a protective factor for the risk
of PTB at lag 2-11. The mild cold had a significantly risky effect on increasing the incidence
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of PTB at lag 0 and lag 1, with the highest risk at lag 0 (RR = 1.22, 95% CI:1.19-1.26), which
was a protective factor for the risk of PTB at lag 2-12. The mild heat had a significantly risky
effect on increasing the incidence of PTB at lag 2 and lag 9-12, with the highest risk at lag 12
(RR =1.11, 95% CI: 1.09-1.14), which did not significantly influence the incidence of PTB
at lag 3. The heat and extreme heat had a significantly risky effect on increasing the inci-
dence of PTB at lag10-12, with the highest risk at lag 12 (RR = 1.18, 95% CI: 1.14-1.22 and
RR =1.20, 95% CI: 1.15-1.25), which did not significantly influence PTB incidence at lag 2
and lag 8-9.
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Figure 4. The exposure-lag-response correlations between meteorological factors and the incidence
of PTB in Xinjiang from 2004 to 2019. (A) represents the 3-D graph of the relationship between AT
and PTB incidence, (B) represents the overall cumulative relative risk of AT on PTB incidence across
lag 0-12 months, (C) represents the heatmap of AT on PTB incidence.
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Figure 5. The distribution of RR at various lag months with a reference of medium value 7.8 °C in
Xinjiang from 2004 to 2019.

In addition, the cumulative effects of low and high AT on PTB incidence at different
lag months were compared (see Table 2). For the extreme cold of low AT, the cumulative
effects were risky from lag 0 to lag 0-8, with a maximum value at lag 0-1 (RR =2.18, 95% CL:
2.06-2.31). For the cold, the cumulative effects were risky effects from lag 0 to lag 04, with
a maximum value at lag 0-1 (RR = 1.84, 95% CI: 1.74-1.94). For the mild cold the cumulative
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effects were risky from lag 0 to lag 0-2, with a maximum value at lag 0-1 (RR = 1.28, 95%
CI: 1.22-1.34). For the high AT, there was no significant risk of the cumulative effects of the
mild heat, heat and extreme heat, in particular, the cumulative effects of mild heat had no
significant influences from lag 0-10 to lag 0-12.

Table 2. The cumulative effects of low and high AT on the incidence of PTB by different lag period in

Xinjiang from 2004 to 2019.

Lag Py Ps Pas Pys Pos Pyg

Lag0 1.81 (1.73, 1.90) 1.60 (1.54, 1.67) 1.22(1.19,1.26) 0.86 (0.83, 0.88) 0.77 (0.74, 0.81) 0.76 (0.72, 0.80)
Lag 0-1 218 (2.06,231) 1.84(1.74,1.94) 128(1.22,1.34) 0.84(0.80,0.87)  0.74(0.70,0.80)  0.73 (0.68, 0.78)
Lag 0-2 2.01(1.89,2.14) 1.67(1.58,1.77) 1.16(1.09,1.22)  0.86(0.82,0.91)  0.76 (0.70,0.84)  0.75 (0.68, 0.82)
Lag 0-3 179 (1.65,1.94) 142(1.32,1.54) 095(0.88,1.02) 0.85(0.78,091)  0.69 (0.61,0.78)  0.66 (0.58, 0.76)
Lag 0-4 161 (145,1.78) 120 (1.09,1.32)  0.74(0.68,0.81)  0.80 (0.73,0.89)  0.58 (0.49,0.69)  0.54 (0.46, 0.65)
Lag 0-5 1.46 (1.29, 1.66) 1.02 (0.90, 1.14) 0.58 (0.53, 0.65) 0.77 (0.68, 0.87) 0.49 (0.40, 0.61) 0.45 (0.36, 0.56)
Lag 0-6 135(1.17,1.57)  0.88(0.77,1.01) 047 (0.42,0.53) 0.75(0.64,0.87)  0.44(0.34,056)  0.39 (0.30,0.51)
Lag 0-7 127(1.07,151) 078 (0.67,0.91) 039 (0.34,0.45)  0.74(0.63,0.88)  0.40 (0.31,0.54)  0.36 (0.26, 0.48)
Lag 0-8 121 (1.01,147) 070 (0.59,0.84) 033 (0.28,0.38)  0.76 (0.63,091)  0.39 (0.29,0.54)  0.34 (0.24, 0.48)
Lag 0-9 1.18 (0.95, 1.45) 0.65 (0.54, 0.79) 0.29 (0.24, 0.34) 0.79 (0.64, 0.97) 0.40 (0.28, 0.57) 0.35 (0.24, 0.51)
Lag 0-10 116 (0.92,1.46)  0.62(0.50,0.76)  0.25(0.21,031)  0.84(0.67,1.05)  0.43 (0.30,0.63)  0.38 (0.25, 0.57)
Lag 0-11 1.16 (0.90, 1.49) 0.59 (0.47, 0.75) 0.23 (0.19, 0.28) 0.91 (0.71, 1.16) 0.49 (0.32, 0.73) 0.43 (0.27, 0.66)
Lag 0-12 1.18 (0.90, 1.55) 0.59 (0.46, 0.75) 0.22 (0.18, 0.27) 1.01 (0.78, 1.31) 0.58 (0.37, 0.89) 0.51 (0.32, 0.82)

3.7. Sensitivity Analysis

The result of sensitivity analysis showed the model was robust when the df were
altered for the time trend (df = 10-12), air pressure (df = 3-5), precipitation (df = 3-5) and
sunshine duration (df = 1-3) (see Figures 54-56). Changing the maximum lag day into 8, 10
and 12 in the model did not show an obvious difference for fitting the overall effect curve
of AT in the model (see Figure S7).

4. Discussion and Conclusions

In this paper, the effects of meteorological factors (air temperature, wind speed and
relative humidity) on PTB incidence in Xinjiang were investigated by using a P-DLNM
model, and the relationship between AT and PTB incidence was evaluated. It was found
that the correlations between air temperature, relative humidity, wind speed, AT and PTB
incidence were nonlinear and lagged.

The overall effect between air temperature and PTB incidence showed a curve fluctua-
tion, and the low air temperature could have a significantly risky effect on PTB incidence,
which was consistent with previous studies [4,31,32]. It was reasonable that Xinjiang has a
longer winter and thus, people are more susceptible to being infected with M.tb because
the time of outdoor activities for humans was shorted [31]. Another reason is that the
air pollution is serious during the heating period in Xinjiang (from October to March of
the next year), then pollution particulates may attach more pathogenic bacteria including
M.tb [3,12]. Moreover, vitamin D was demonstrated as an important factor that affected
people’s immune response to resist and remove M.tb when someone was during incubation,
and with a long winter and low levels of vitamin D, latent infected PTB peoples are sensitive
to M.tb [32]. The association between high air temperature with PTB incidence is negative,
which may be the result that the recombinant strain of M.tb may stop growing or even be
destroyed when the temperature exceeds 37 °C. In addition, sunshine is the main route of
vitamin D synthesis. More sunbathing could help humans to enhance immunity so that the
risk of transmission of PTB is relatively lower [33]. As a reference of the overall median
of monthly average relative humidity (45.6%), it was obtained that the relative humidity
was possible to increase the risk of PTB when it was between 44.5% and 71.8%, while it
decreased the risk if it > 72%, which is consistent with the results in reference [4]. One
explanatory hypothesis for the high relative humidity is a lower chance of infection with
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PTB because Xinjiang is an arid /semi-arid region with a dry climate, scarce precipitation
and infrequent high relative humidity environment [11]. Another explanatory hypothesis
is high relative humidity promotes the production of protective mucus on the surface of
the respiratory tract thereby resisting the invasion of M.tb [34]. The overall effect of wind
speed on the incidence of PTB was a U-shape, low and high wind speed are significantly
positively correlated with the incidence of PTB, which is different from previous results
that high wind speed was positively correlated with PTB [31,35]. It can be seen in the
results that high wind speed may affect the transmission of M.tb, which may be because the
frequent dust weather in Xinjiang makes M.tb float in the air for a longer time [9]. Moreover,
the lower wind speed may also increase the chance of M.tb floating in the air in Xinjiang
because the wind speed in winter is lower but the frequency is higher [36].

One of the highlights of this paper is to illustrate that there is a significant association
between low AT and PTB incidence in Xinjiang. Generally, people are exposed to multiple
meteorological factors in the environment, with low air temperature, wind and high
relative humidity the sensations experienced by the human body are usually lower than
the air temperature. AT is a comprehensive index combining ambient temperature, wind
speed and humidity, which characterizes the physiological experience better than just
air temperature alone, then it may be more realistic and objective. In this paper, it was
shown that there was a nonlinear and lagged relationship between AT and PTB incidence in
Xinjiang, and low AT can significantly increase the risk of PTB. Using the overall median of
monthly AT (7.8 °C) as a reference, it was discovered that the lag effects of low AT presented
a V-shape with the highest risk at lag 0, while the lag effects of high AT emerged as an
N-shape with the highest risk at lag 12. Some specific biological mechanisms can account
for why low AT can significantly increase the risk of PTB [37]. In a low air temperature,
the human body is more sensitive to cold stimulation than heat stimulation, and the
sympathetic nervous system is stimulated if the human body is invaded by cold air, which
leads to the contraction of bronchial smooth muscle and excessive response, thus affecting
the pulmonary ventilation and the decline of human lung function [38]. Furthermore, the
human body’s perception of cold and heat is mainly controlled by the thermoregulation
system, nervous system and endocrine system [39], M.tb is more likely to invade the body in
extreme cold weather, thus the human body’s autonomous regulation is limited, the defense
ability of the immune system is weakened. AT, as a comprehensive index combining air
temperature, wind speed and relative humidity can be used to evaluate the impact of
meteorological factors on PTB incidence, thus it can better reflect the relationship among
human body, environment and disease.

The adjustment of energy structure has improved air quality in Xinjiang, and the
incidence of PTB decreased slowly in recent years [25]. However, there is still a long way
to go to mitigate the adverse effect of meteorological factors on the incidence of PTB in
Xinjiang. Some measures should be implemented to improve the air quality. For example,
the government should encourage the use of clean energy during the heating period.
Moreover, more trees should be planted to alleviate the harm of dust storms. People should
be appealed to wear masks in public places (especially in dusty weather) and enhance their
immunity by getting more sunlight (at a favorable temperature) and exercising.

This paper also has some limitations. Firstly, the incidence of PTB is also affected
by many variables (such as age, gender and air pollutant concentration) [40]. If these
confounding variables are included in the model, the impact of meteorological factors and
AT on PTB incidence can be more accurately evaluated. Secondly, other periodic dynamic
models also can be applied to investigate the relationship between meteorological factors
and PTB incidence.

Supplementary Materials: The following supporting information can be downloaded at: https:
/ /www.mdpi.com/article/10.3390/atmos13040533/s1, Figure S1: The study area and locations
of weather stations; Figure S2. The plot of partial auto-correlation function in the distributed lag
non-linear model; Figure S3. Seasonal decomposition of the time series of meteorological factors and
the case in-cidence of PTB in Xinjiang from 2004 to 2019. Abbreviations: PTB, pulmonary tuberculosis;
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Temp, temperature; AT, apparent temperature; SD, sunshine duration; RH, relative humidity; AP, air
pressure; Pre, precipitation; WS, wind speed; Figure S4. Sensitivity analysis when altering the degrees
of freedom (df = 10-12) of time for con-trolling for the long-term trend in the model in Xinjiang
from 2004 to 2019; Figure S5. Sensitivity analysis when altering the degrees of freedom (df = 3-5) of
air pressure and precipitation for controlling for the effect of confounding factors in the model in
Xinjiang from 2004 to 2019; Figure S6. Sensitivity analysis when altering the degrees of freedom (1-3)
of sunshine duration for controlling for the effect of confounding factors in the model in Xinjiang
from 2004 to 2019; Figure S7. Sensitivity analysis when altering the maximum lag periods for 8, 10
and 12 months in the model in Xinjiang from 2004 to 2019; Table S1. Estimated relative risks (95% CI)
of pulmonary tuberculosis cases with extremely low temperature (2.5th percentile, —11.9 °C) and
ex-tremely high temperature (97.5th percentile, 25 °C) and extremely low relative humidity (2.5th
percentile, 32.8%) and extremely high relative humidity (97.5th percentile, —68.9%) and extremely
low wind speed (2.5th percentile, 1.6 m/s) and extremely high wind speed (97.5th percentile, 3.1 m/s)
at lagged months in Xinjiang from 2004 to 2019.
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