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This randomized clinical trial (RCT) is aimed at exploring the best nebulizer position for aerosol delivery within the mechanical
ventilation (MV) circuitry. This study enrolled 75 intubated and MV patients with respiratory failure and randomly divided
them into three groups. The nebulizer position of patients in group A was between the tracheal tube and Y-piece. For group B,
the nebulizer was placed at the inspiratory limb near the ventilator water cup (80 cm away from the Y-piece). For group C, the
nebulizer was placed between the ventilator inlet and the heated humidifier. An indirect competitive enzyme-linked
immunosorbent assay (ELISA) was used to measure salbutamol drug concentrations in serum and urine. The serum and urine
salbutamol concentrations of the three groups were the highest in group B, followed by group C, and the lowest in group A.
Serum and urine salbutamol concentrations significantly differed among the three groups (P < 0.05). It was found that the drug
was statistically significant between group differences for groups B and A (P =0.001; P = 0.002, respectively) for both serum and
urine salbutamol concentrations. There were no significant differences observed among the other groups. It was found that the
drug concentrations were the highest when the nebulizer was placed 80 cm away from the Y-piece, while the location between
the tracheal tube and the Y-piece with the higher frequency of nebulizer placement was the location with the lowest drug
concentration.

1. Introduction

Invasive mechanically assisted ventilation is a common
treatment for intensive care unit (ICU) patients [1]. About
3 million patients in the United States of America (USA)
received tracheal intubation at the emergency or ICU
departments. Each year, one-third of patients require
mechanical ventilation (MV) for more than 48 h, and many
patients require aerosol therapy during the MV [2]. Aerosol
therapy is a safe and convenient method of treatment and
commonly used in patients with invasive MV in the ICU,
especially for patients with asthma and chronic obstructive
pulmonary disease [3, 4]. The three most commonly used

aerosolizing drugs are bronchodilators, corticosteroids,
and antibiotics [5, 6]. However, the effect of aerosolized
inhalation is reduced due to the establishment of an artifi-
cial airway in a tracheal intubated patient [7, 8]. Macintyre
and colleagues first reported that, in patients with artificial
airways, aerosol transmission was only one-sixth of what
it was in patients without artificial airways [9]. Over the
past 25 years, with the development of aerosol equipment
and operation technology, the aerosol delivery to invasive
MV patients has almost been matched and even exceeded
that reported in patients with nonartificial airways [10-12].

Many factors may affect the efficacious delivery of aero-
sols to the lungs. These factors are associated with patients,
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drugs, devices, artificial airways, ventilator settings, and ven-
tilator circuits [13-18]. The position of nebulizers placed by
ICU nurses is another important factor. In clinical practice,
the most common nebulizer position was between the
tracheal tube and the Y-piece (41~46%) or after Y-piece
(39~41%), respectively [5, 19]. Many in vitro tests showed
that, when the nebulizer was placed after Y-piece or between
the ventilator inlet and heated humidifier, drug delivery to
the lungs was the largest [20-23]. However, there have been
fewer in vivo experiments about how different nebulizer
positions affect aerosol delivery. Morarine found no differ-
ence in urine drug concentrations in urine between aerosol-
ized drugs delivered via Y-piece and the inspiratory limb
closed to heated humidifier [24].

The authors knew that in clinical practice, the common
nebulizer position was between the tracheal tube and the Y-
piece [5, 19]. However, it is not known whether the higher
frequency of atomizer placement is the location with the
highest drug concentration. Therefore, upon review of clini-
cal practice and in vitro literature, three locations were
selected (between the tracheal tube and the Y-piece, at the
inspiratory limb near the ventilator water cup (80 cm away
from Y-piece) and between the ventilator inlet along with a
heated humidifier). Serum and urine drug concentrations
were used as outcomes. It was hypothesized that placing the
nebulizer in position between the tracheal tube and the Y-
piece would result in higher urinary and drug salbutamol
concentrations.

2. Methods

2.1. Study Design. This study design was an RCT investigat-
ing the effects of different nebulizer positions on drug con-
centrations. Informed written consent was obtained from
all participants or their responsible family member. Ethical
approval was obtained from the Ethics Committee of the
First Affiliated Hospital of Chongqing Medical University
(Document No. 2019-311).

2.2. Patients in the Study. This RCT was performed between
June 2019 and January 2021. Eligible patients were aged >18
years with a previous diagnosis of respiratory failure with
invasive MV (intubation) admitted to the ICU at the First
Affiliated Hospital of Chongqing Medical University and
were prescribed salbutamol. Exclusion criteria were patients
with (1) no indwelling catheter; (2) do not agree to partici-
pate in this study; (3) systolic blood pressure < 100 mmHg
or receiving adrenaline booster drugs; (4) renal dysfunction
(i.e., serum creatinine concentration > 2mg/dL or urine
output < 50 ml/h); (5) myocardial infarction, unstable angina
or arrhythmia, and refractory hypoxemia; and (6) those aller-
gic to salbutamol drugs, or patients had used salbutamol
drugs 7 days prior to inclusion. Seventy-five random num-
bers were chosen through the random number table method,
and each number was divided by 3, and if the remainder was
0, it was assigned to group A; if the remainder was 1, it was
assigned to group B; if the remainder was 2, it was assigned
to group C. When the patient who met the inclusion criteria,
a random number was randomly selected from an envelope
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and was assigned to group X by the study designer. Research
designer was not involved in data collection and analysis.

2.3. Study Procedure. Seventy-five (75) patients who met the
inclusion criteria were selected, and the power of this study
was 86.2%. These individuals were randomly divided into
three groups. The nebulizer position of patients in group A
was between the tracheal tube and the Y-piece. For group
B, the nebulizer was positioned at the inspiratory limb near
the ventilator water cup (80cm away from Y-piece). For
group C, the nebulizer was between the ventilator inlet along
with a heated humidifier (Figure 1).

There were many indicators for evaluating the efficacy of
nebulization inhalation, such as chest tightness, wheezing,
airway resistance, lung compliance, and drug concentrations.
Drug concentrations in blood and urine samples from
patients were chosen because these measures were both
objective and easy to measure. Preparation before the study:
(1) the patients were positioned in a semirecumbent position
with the bed head raised by 30 degrees, (2) fully suctioned of
endotracheal and airway secretions, (3) the humidifier was
turned off, (4) the atomizer was tapped regularly until the
atomization was completed, and (5) the nebulizer was
washed with sterile water.

The study was completed by five trained researchers. At
9:30 every morning, 3ml of normal saline and 2.5ml
(5mg) of salbutamol were added to the Jet atomizer (Emedi-
cal). The nebulizer’s mass median aerodynamic diameter
(MMAD) was 3.6 um, and geometric standard deviation
(GSD) was 2.2 yum. All patients received “Dréger” ventilator-
(a ventilator with fog function-) assisted ventilation. Before
nebulization, the researchers ensured that the patient had
not been treated with salbutamol within 7 days. The doctor
uniformly adjusted the ventilator parameters to assist-
control ventilation (A-CV) mode, with a tidal volume of
500 ml, PEEP of 5 cmH, 0, breathing frequency of 16 time-
s/minute, and inspiratory/exhalation =1/2. Ten minutes
after the inhalation of salbutamol, 5ml of venous blood was
taken (using a heparin-free anticoagulant tube), and 10 ml
of urine was retained after 30 minutes and stored in a -80°C
refrigerator by researchers [21, 25, 26].

2.4. Data Collection. An indirect competitive ELISA was used
to measure salbutamol drug concentrations in serum and
urine. The specific steps were as follows: @ Centrifuge
0.5 ml of the urine or serum sample at 4,000 x g for 5 minutes
and use 50 ul of the supernatant per well for the assay. @ Add
50 ul of each salbutamol standards in duplicate into different
wells. 50 ul was added of each sample in duplicate into differ-
ent sample wells. Then, 100 yl of antibody #1 was added and
the solution mixed well by gently rocking the plate manually
for 1 minute. ® The plates were incubated for 30 minutes at
room temperature (22.5+2.5) °C and then washed three
times with 250 ul of 1x wash solution. After the last wash,
the plate was inverted, and the plate gently tapped dry on
paper towels. ® 150 ul of 1x HRP-conjugated antibody #2
was added, and the plate was incubated for 30 minutes at
room temperature (22.5+2.5) °C. After this, the plate was
washed three times with 250 yl of 1x wash solution. After
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FiGure 1: The position of the nebulizer in the three groups are after Y-piece (position A), inspiratory limbs near the ventilator water cup
(80 cm away from Y-piece) (position B), and between the ventilator inlet and the heated humidifier (position C).

the last wash, the plate was inverted and gently tapped dry
onto paper towels. ® Then, 100 ul of TMB substrate was
added, after which the reaction was immediately timed. The
solution was mixed by gently rocking the plate manually
for 1 minute while incubating. After incubating for 15
minutes at room temperature (22.5 +2.5) °C, 100 ul of stop
buffer was added to stop the enzyme reaction. (® The plate
was read as soon as possible following the addition of the stop
buffer using a plate reader with a 450 nm wavelength.

The patient’s airway symptoms were assessed using the
patient airway symptom scoring tool. Patients were evaluated
according to sputum aspiration, sputum volume, sputum
color, sputum consistency, cough irritation, and lung rhon-
chus, with scores of 0 ~ 3 for each indicator. The total scores
were 0 ~ 18 points [27].

2.5. Study Outcomes. The primary outcomes included salbu-
tamol drug concentrations in serum and urine associated
with nebulizer placement at each of the three locations.
Demographic characteristics, APACHE-II, tracheal tube size,
ICU length of stay, MV time, airway average pressure, airway
peak pressure, and airway clinical symptom score were also
collected.

2.6. Quality Control of the Study. Prior to the study, five
researchers were uniformly trained. Patients were strictly
screened according to the inclusion and exclusion criteria.
The specimens were accurately retained and stored by
researchers. This meant that 10 minutes after the inhalation
of salbutamol, 5ml of venous blood was taken (using a
heparin-free anticoagulant tube), 10 ml of urine was retained
after 30 minutes, and the specimen was stored in a -80°C
refrigerator. The researchers who conducted the clinical trial
only participated in the data collection, and the data were
analyzed by others. Salbutamol drug concentrations in serum
and urine were tested by the same researcher.

2.7. Statistical Analysis. All data were analyzed using SPSS
(version 21; IBM Corp, Armonk, New York, USA). General
data were expressed as mean + standard deviation, percent-
age, or median (quartile). General data comparisons among
the three groups were performed using a chi-square analysis,
analysis of variance (ANOVA), or nonparametric tests, as
appropriate. The blood and urine concentrations of salbuta-

mol in each of the three nebulizer position groups were com-
pared using ANOVA, and the pairwise comparisons were
performed using the LSD method. Statistical significance
was set at P <0.05.

3. Results

3.1. General Information about Eligible Patients. A total of
152 patients were screened, of which 75 met the inclusion
criteria and were randomly assigned to 3 groups of 25
patients each. Finally, the data of 75 patients was analyzed
(Figure 2). The enrolled 75 patients (43 males and 32
females) aged 22 to 89 years (57.3 + 17.1 years). The mean
body mass index was 21.7 + 2.9, APACHE II was 18.9+ 7.0,
and the mean airway clinical symptom score was 10.4 + 3.0.
The median and interquartile range for the length of ICU stay
was 5 (3-9) days and 56 (28-102) h for the duration of MV.
There was no statistical difference in the baseline data of the
three groups (Table 1).

3.2. Salbutamol Levels in Serum and Urine. The salbutamol
serum and urine concentrations of the three groups were
the highest in group B, followed by group C, and were the
lowest in group A. There was a significant difference in the
3 groups about the serum and urine salbutamol concentra-
tion (P < 0.05). Further analysis using the LSD test found that
there were statistically significant difference between group B
and group A (P=0.001; P=0.002, respectively) both in
serum and urine salbutamol concentrations, while there were
no significant differences among other groups (Table 2).

4. Discussion

This RCT indicated that when the nebulizer was placed
80 cm away from the Y-piece, the salbutamol concentrations
were the highest in both serum and urine, whilst the lowest
drug concentration was found when the nebulizer was
located between the tracheal tube and Y-piece. This is
completely contrary to the author’s hypothesis and means
that the common nebulizer location is not the optimal posi-
tion when ICU nurses implement aerosol therapy for intu-
bated and MV patients.

Many factors may affect aerosol delivery for patients with
invasive MV, and the nebulizer position is one such crucial
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Evaluated for eligibility
Patients with invasive
MV (intubation) (n=152)

Did not meet the inclusion criteria (n=77):

Age <18 years (n=4);

Receiving adrenaline booster drugs (n=24);
Renal dysfunction (n=37);

Salbutamol was administered to patients
within 7 days prior to inclusion (n=12)

A

v
Enrolled (n=75)

y
Group A (n=25) Group B (n=25) Group C (n=25)

|

Follow-up (n=75)

!

Analyzed (n=75)

F1cure 2: Consort flow diagram of this study procedure.

TaBLE 1: General information pertaining to patients in the study.

Characteristics Group A* (n=25) Group B* (n=25) Group C* (n =25) t/ F/x* P
Sex

Male 17 (39.5%) 11 (25.6%) 15 (34.9%) 3.052 0.217

Female 8 (25.0%) 14 (43.8%) 10 (31.3%)
Age,y 55.5+16.3 59.5+18.3 56.8+17.1 0.342 0.711
BMI 21.7£3.2 21.6+3.3 21.8+2.3 0.037 0.964
APACHE II 16.8+6.7 20.5+£7.0 19.6+7.2 1.941 0.151
Tracheal tube size 7.4+0.3 7.4+0.2 7.3+0.4 0.308 0.736
ICU length of stay, d 5(1.8,21.7) 5 (3.4, 14.0) 5 (4.3, 26.6) 0.264 0.876
Mechanical ventilation, h 62 (45, 107) 66 (54,168) 50 (46, 192) 0418 0.811
Airway average pressure, cmH,0 10.1+1.8 10.7 +£2.6 10.7+2.9 0.409 0.666
Airway peak pressure, cmH,0 19.4+3.9 21.0+5.5 19.0+4.9 1.226 0.299
Airway clinical symptom score [27] 10.2+2.6 10.4+3.1 10.7+3.5 0.188 0.829

*Group A, the nebulizer was between the tracheal tube and the Y-piece. Group B, the nebulizer was positioned at the inspiratory limb near the ventilator water
cup (80 cm away from Y-piece). And group C, the nebulizer was between the ventilator inlet along with a heated humidifier.

TABLE 2: Salbutamol excretion in blood and urine at different nebulization locations.

Characteristics A (n=25) B (n=25) C(n=25) F P
Salbutamol concentrations in serum 1.41+0.45" 1.94+0.57" 1.64 +0.63 5.887 0.004
Salbutamol concentration in urine 0.47 £0.23" 0.70+0.31" 0.59+0.24 5.085 0.009

*The LSD method showed that the excretion of salbutamol in blood and urine was statistically different in group A and group B (P=0.001; P =0.002,
respectively).
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factor [28]. In the clinical practice, ICU nurses often place the
nebulizer between the tracheal tube and the Y-piece or after
Y-piece. Ehrmann et al. [5, 19] found that 41~46% of physi-
cians would place the nebulizer between the tracheal tube or
after the Y-piece in 39~41% of patients. However, place-
ments in other positions only accounted for 10~20%. A pre-
vious study also showed that the nebulizer was usually placed
at between the tracheal tube and Y-piece and after the Y-
piece [29]. However, in this study, the lowest drug concentra-
tion was found between the tracheal tube and Y-piece, a fre-
quently placed location.

In vitro experiments showed that, when the nebulizer was
placed in different locations, aerosol delivery changed in both
adult and pediatric lung models [20, 22, 23, 30-33]. Many
studies indicated that, when the nebulizer was placed at
either the ventilator or humidifier, aerosol delivery was the
largest. The less efficient was received when nebulizer was
placed at Y-piece or between Y-piece and the tracheal tube
[20, 22, 23, 30, 33]. As reported by Air et al. [30], the jet neb-
ulizer was the most efficient in position 15cm from the ven-
tilator under both nonhumidified and heated humidified
conditions, while when the heating humidifier is turned off,
the position between Y-piece and the tracheal tube was the
lowest. This RCT differed in part from these studies.
Although there was no statistically significant difference
between positions B and C, drug concentrations were slightly
higher in position B than that in position C. In this study, the
position B where the nebulizer was placed 80 cm away from
the Y-piece was the optimal position. This might be related
to the fact that the nebulizer was connected to the inspiratory
limb away from the artificial airway. The pipeline could
therefore store mist and increase aerosol delivery [34]. Simi-
lar to the above findings, the aerosol delivery was the lowest
at the position between Y-piece and the tracheal tube. How-
ever, the limitation of these studies was that these were con-
ducted in vitro. In vivo studies were needed to draw definitive
conclusions [35].

To the authors’ knowledge, no in vivo experiments have
attempted to detect salbutamol concentrations relative to
nebulizer positioning after the Y-piece, at the inspiratory
limb near the ventilator water cup, and between the ventila-
tor inlet and the heated humidifier at the same time. Moraine
et al. [24] divided 38 patients with invasive MV into 2 groups:
the nebulizer positioned before the heated humidification
system or the inspiratory limb before the Y-piece. The
authors found that the urine concentrations of ipratropium
bromide did not differ between the 2 groups. This is different
from this study, which may be due to the fact that the nebu-
lizer is too close to the Y-piece to store mist, and that part of
the aerosol is easy to be lost from the expiratory limb. In this
study, the nebulizer was placed 80 cm away from the Y-piece.
Indeed, other study reported when the nebulizer was placed
at 30cm from the Y-piece, the aerosol transport efficiency
was higher than that at Y-piece [22]. Another reason may
be that different drugs are studied, which can affect the
results [36].

4.1. Clinical Implications. Most patients with invasive MV
will receive aerosol therapy every day, and ICU nurses play

a crucial role during the implementation of this therapy. How-
ever, this present study showed marked discrepancies in the
nebulizer operation between trial and clinical practice para-
digms. This was particularly true when it came to the optimal
nebulizer position. Thus, targeted atomization education or
training is necessary for all ICU nurses. Increasing the aware-
ness of ICU nurses to different nebulizer positions will likely
affect aerosol delivery and help determine which position is
best for patients. Moreover, standards or guidelines for aerosol
therapy should focus on standardizing the atomization opera-
tion and developing measures to deal with potential hazards
[37]. Furthermore, targeted atomization educational programs
should be implemented through departments or hospital edu-
cation and academic conferences. Finally, future atomization
studies should attempt to mirror clinical practice settings
and be easy to operate. Even though the study data shows that
changing the ventilator parameters during the atomization
operation may be more effective, this may be very difficult to
implement in clinical practice [5].

4.2. Limitations. There are several limitations to this study.
First, the drug concentrations were not measured in the three
different positions on one patient, but instead randomly
placed the nebulizer on different patients. Some patients
receive invasive MV for fewer than three days. If the time
interval is too short, some salbutamol may remain in the
patient. However, when comparing the baseline data of the
three groups, it was found that the groups’ baseline data were
similar and likely did not affect the study results. Second,
clinical measures were not measured; thus, whether receiving
a bit more of salbutamol was better for the patients was
unknown. Finally, only three nebulizer locations were
selected because these three positions were the ones that were
most often reported in the literature and were ones com-
monly placed by ICU nurses.

5. Conclusion

In conclusion, serum and urine drug concentrations were
used as outcomes to determine which placement was the best
among three locations (between the tracheal tube and the Y-
piece, at the inspiratory limb near the ventilator water cup
(80 cm away from Y-piece), and between the ventilator inlet
along with a heated humidifier). It was found that the drug
concentrations were the highest when the nebulizer was
placed 80cm away from the Y-piece while the location
between the tracheal tube and the Y-piece with the higher
frequency of nebulizer placement was the location with the
lowest drug concentration.
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