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Summary

Background Non-invasive pressure support ventilation
(NIPSV) is an effective treatment for acute respiratory failure
in patients with chronic obstructive pulmonary disease. We
assessed the efficacy of this therapy in acute cardiogenic
pulmonary oedema in a randomised comparison with
conventional oxygen therapy.

Methods 40 patients were randomly assigned conventional
oxygen therapy or NIPSV supplied by a standard ventilator
through a face mask, with adjustment of tidal volume and
pressure support in addition to a positive end-expiratory
pressure of 5 cm water. Physiological measurements were
obtained in the first 2 h and at 3 h, 4 h, and 10 h. The main
endpoints were intubation rate and resolution time. Analyses
were by intention to treat.

Findings Three patients were withdrawn on the basis of
clinical and chest radiography results. Endotracheal
intubation was required in one (5%) of 19 patients assigned
NIPSV and in six (33%) of 18 assigned conventional oxygen
therapy (p=0·037). Resolution time (defined as a clinical
improvement with oxygen saturation of 96% or more and
respiratory rate less than 30 breaths/min) was significantly
shorter in the NIPSV group (median 30 [IQR 15–53] vs 105
[50–230] min, p=0·002). NIPSV led to a rapid improvement
in oxygenation in the first 2 h. There were no differences in
hospital length of stay or mortality.

Interpretation In this study of acute cardiogenic pulmonary
oedema, NIPSV was superior to conventional oxygen therapy.
Further studies should compare NIPSV with continuous
positive airway pressure.
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Introduction
Acute cardiogenic pulmonary oedema is a common cause
of acute respiratory failure. During the past decade,
several studies have shown that continuous positive airway
pressure (CPAP) is effective in this setting, through
improvement in gas exchange and decrease in the need for
intubation.1–3 CPAP is usually obtained with a hermetic
nasal or face mask that has an expiratory valve to maintain
a positive pressure at the end of expiration. With this
modality, patients do not receive any assistance with
respiration. Non-invasive pressure support ventilation
(NIPSV) is a new mode of mechanical ventilation without
intubation, in which a certain volume of air is delivered by
a ventilator during the inspiratory cycle, by means of a
preset pressure and through a nasal or face mask.
Addition of positive end-expiratory pressure to NIPSV
results in a CPAP mode with an assisted inspiration (also
called bilevel positive airway pressure). This assistance
can improve ventilation indices and vital signs4,5 more
rapidly than CPAP alone and also seems to reduce the
work of breathing more effectively in intubated6 and non-
intubated patients.7 In chronic obstructive pulmonary
disease, NIPSV reduces the need for endotracheal
intubation, the length of stay in the intensive-care unit,
and mortality compared with conventional oxygen
therapy.8–10 In patients with acute respiratory failure from
other causes, the effect of NIPSV is less conclusive.11–13

However, good results have been reported,14 especially in
hypercapnic patients.15 No study has tested the efficacy of
NIPSV over conventional oxygen therapy in acute
cardiogenic pulmonary oedema,16 and the available data
come from one prematurely stopped trial of bilevel
positive airway pressure versus CPAP4 and from
uncontrolled studies.17,18 Therefore, we undertook a
controlled prospective randomised study to investigate
whether the use of NIPSV would decrease the need for
intubation and shorten time to recovery as compared with
conventional oxygen therapy in patients with acute
cardiogenic pulmonary oedema.

Methods
Patients
Our institutional ethics committee approved the study
design, and all patients or their next of kin gave written
informed consent. We enrolled patients with acute
respiratory failure. Inclusion criteria were: dyspnoea of
sudden onset with physical findings consistent with
pulmonary oedema (widespread rales with or without
third heart sound) and typical findings of congestion on a
chest radiograph (to initiate treatment as soon as possible,
patients could be assigned randomised treatment on
admission to the intensive-care unit, before chest
radiography). Patients with mild acute cardiogenic
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pulmonary oedema  (acute heart failure not presenting
evident shortness of breath) were not eligible. Exclusion
criteria were: cardiogenic shock (systolic blood pressure
<90 mm Hg); severe acute or chronic airflow obstruction
without evidence of cardiogenic pulmonary oedema;
severe chronic renal failure (serum creatinine
concentration >265 �mol/L); any neurological
impairment that would prevent adherence to the protocol;
acute myocardial infarction necessitating thrombolysis;
evidence of pneumonia; immediate need for intubation;
and absence of pulmonary oedema on a first chest
radiograph. Criteria for treatment failure were: cardiac or
respiratory arrest necessitating resuscitation or refractory
and progressive hypoxaemia (oxygen saturation <80%)
with clinical signs of muscle fatigue.

Candidates for the study were recruited in the
emergency room or in the ward and were subsequently
transferred to the intensive-care unit. Oxygen
administration and medical therapy were started before
the transfer.

Design
Patients were randomly assigned NIPSV or conventional
oxygen therapy administered with a Venturi mask (control
group). The randomisation sequence was generated by a
table of random numbers. The assignments were placed
in closed envelopes with identification numbers that were
stored in the intensive-care unit. Each patient’s
assignment was made on admission to the intensive-care
unit by the attending physician, from the next record
sheet and the attached envelope. Masking of treatment
allocation was not possible.

Patients were placed in a semirecumbent position and
were managed by an experienced medical and nursing
team, who gave clear instructions and tried to relax the
patients. Monitoring by pulse-oximetry and electro-
cardiography was started, and oxygen therapy was
administered with an initial fraction of inspired oxygen up
to 0·50, which could be increased if the oxygen saturation
remained below 95% after several minutes (with a
reservoir mask) in the continuous oxygen group and
switching fraction of inspired oxygen on the ventilator up
to 1·00 in the NIPSV group). When intravenous access
had been obtained, 40 mg furosemide and 4 mg morphine
were given. Continuous perfusion of glyceryl trinitrate was
started at an initial rate of 1·5 mg/h. If systolic blood
pressure was above 180 mm Hg, 1 mg intravenous
glyceryl trinitrate was administered. Further doses of
morphine (2 mg), furosemide (20 mg), and glyceryl
trinitrate were unrestricted according to clinical response.
Patients with fast atrial fibrillation received digoxin. An
arterial catheter was inserted for blood-pressure control
and to obtain blood samples in all the patients. Urinary
output was monitored through a Foley catheter. Patients
were intubated when the criteria for treatment failure were
met. Recording of physiological measurements finished
after intubation or 10 h after study inclusion. Patients who
survived the acute phase were transferred to the general
ward, where an echocardiogram was done.

For patients assigned NIPSV, a ventilator (Puritan
Bennett 7200, CA, USA) was connected to a hermetic
face mask (Respironics, Murrysville, USA). The degree of
pressure support was adjusted to obtain maximum tidal
volume  of more than 400 mL, without leakage, and was
frequently changed to achieve the best response. A
positive end-expiratory pressure of 5 cm water was
administered to all patients. The sensitivity of the
ventilator was decreased to a minimum (0·5 cm water) to
allow easier triggering of the machine. Much effort was

put into adapting face masks, adjusting them to the face
with head straps, sometimes with active nursing help at
the beginning. Under the protocol, the duration of NIPSV
was 4 h, but if a patient responded very rapidly, the
treatment could be stopped earlier. Conversely, in
patients with a poor clinical response, with persistent
hypoxaemia (ratio of arterial pressure of oxygen to
fraction of inspired oxygen <150 mm Hg), the duration of
NIPSV could be extended.

Oxygen saturation (by pulse-oximetry), heart rate,
respiratory rate, and blood pressure (plus pressure
support and tidal volume in NIPSV), were measured
every 5 min (for analysis, data every 15 min were used)
during the first 2 h, then at 3 h, 4 h, and 10 h. Arterial
blood samples were also taken, as soon as possible at
entry, every hour for 4 h, then at 10 h, for analysis of
blood gases and lactate concentrations. Cardiac enzymes
(creatine phosphokinase and its MB isoenzyme) were
analysed at study entry, 4 h, and 10 h. Further
measurements were made in patients with acute
myocardial infarction. An estimation of the illness severity
and predicted probability of death was made for each
patient by the APACHE II system.19 First radiographs
were assessed by the Battler classification,20 with scoring
of pulmonary oedema in four categories. Resolution of the
acute pulmonary oedema was defined as evident clinical
improvement with a respiratory rate of less than 30
breaths/min and oxygen saturation of 96% or more. The
time for these criteria to be met was called the resolution
time.

Statistical analysis
The primary endpoint was the intubation rate. We
calculated that a sample size of 40 patients would allow us
to detect, at p=0·05, a difference between a postulated
50% rate of intubation and mechanical ventilation in the
conventional oxygen group and a 10% rate in the NIPSV
group with a power of 80%.
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142 patients with signs
       and symptoms of
       severe heart failure 

28 excluded
74 not eligible
     56 mild oedema or
     other causes
    18 intubated 

 20 assigned
      conventional
      therapy
      (control) 

18 analysed 

 20 assigned NIPSV 

19 analysed 

    2 excluded on clinical
       and radiographic
       criteria 

1 excluded on clinical
   and radiographic
   criteria 

  40 randomised 

Figure 1: Trial profile
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Physiological measurements obtained after intubation
were excluded from the analysis, because intubation
would produce bias. ANOVA was used to compare the
two groups at study entry and at each time. Multiple
comparisons were made with ANOVA for repeated
measures, with the Bonferroni test for post-hoc analysis.
The Kolmogorov-Smirnov test was used to identify
variables with normal distribution. Variables without
homogeneous variance and normal distribution were
compared by non-parametric testing (Mann-Whitney).
Fisher’s exact test was used for pairwise comparisons.
Logistic regression analysis was done to analyse whether
baseline characteristics had a significant influence on the
intubation rate. All p values are for two-tailed
comparisons.

Results
Between April, 1996, and December, 1998, 40 patients
were enrolled in the study (figure 1). 102 other patients
seen during this period were not included because they
did not meet entry criteria. Three patients enrolled were
later excluded because they were judged not to have had
cardiogenic pulmonary oedema; two were thought to have
had pneumonia/bronchopneumonia and one chronic
obstuctive pulmonary disease with pulmonary fibrosis.
Thus, 19 patients in the NIPSV group and 18 in the
control group were included in the analyses.

NIPSV was applied for a mean of 254 min (SD 90). 14
of the 19 patients completed the first 4 h of the protocol
(in three, the treatment was extended to 10 h). In the
other five, the treatment was stopped early because of
vomiting (one case), haematemesis (one), and discomfort
from the hermetic face mask after resolution was achieved
(three). Mean setting pressure support was 15·2 cm water
(SD 2·4; range 10–20). Tidal volumes obtained with
NIPSV ranged from a mean of 531 mL (143) at study
entry to 627 mL (137) at 4 h.

Baseline characteristics of the patients are shown in
table 1 and causes of cardiac decompensation in table 2.

The proportions of patients with previous myocardial
infarction, chronic obstructive pulmonary disease, and
diabetes were higher in the control group than in the
NIPSV group. The proportions of patients in the two
groups with myocardial infarction as a cause of acute
cardiogenic pulmonary oedema were similar.

Six (33%) patients in the control group and one (5%)
in the NIPSV group needed endotracheal intubation
because they met the criteria for therapeutic failure
(p=0·037). Thus, the effect size of the intervention was
28% (95% CI 4·5–52·1). Intubation was necessary during
the first hour in three patients, owing to cardiac or
respiratory arrest, and during the third hour in the other
two patients for refractory hypoxaemia (all these patients
were in the control group). The remaining two patients
needed late intubation (after the first 10 h of the
protocol): one (control group) had a poor response to
treatment with progressive respiratory failure, and the
other (NIPSV group) had an initial good response to
therapy but later developed atrial fibrillation and
worsening cardiac failure.

Four of the seven intubated patients and seven of the 31
non-intubated patients had acute myocardial infarctions
(p=0·09). Intubated patients had worse radiological
scores (mean 3·4 [SD 0·5] vs 2·8 [0·7], p=0·02) and
APACHE II scores (20 [7] vs 15 [5], p=0·032) than non-
intubated patients. By logistic regression analysis, baseline
characteristics had no significant influence on intubation
rate.

Two patients assigned conventional oxygen therapy
died: one of cardiogenic shock secondary to acute
myocardial infarction and one of ventilator-associated
pneumonia with septic shock. There were no differences
between the control and NIPSV groups in total hospital
stay (14·3 [4·0] vs 14·2 [5·0] days, p=0·93).

Resolution time was significantly shorter in the NIPSV
group than in the control group (median 30 [IQR 15–53]
vs 105 [50–230] min, p=0·002).

At 15 min, the patients assigned NIPSV showed
significantly higher oxygen saturation than those assigned
conventional oxygen therapy, and the difference persisted
during the first 3 h of the study (figure 2). Similarly,
patients assigned NIPSV showed a greater decrease in
respiratory rate than those assigned to the control group at
15 min (p=0·009) and 30 min from baseline (p=0·042, 
table 3). Moreover, the ratio of arterial oxygen pressure to
fraction of inspired oxygen was higher in the NIPSV
group than in the control group during the first 2 h 
(figure 2), and the differences from the baseline values
were also significantly greater in the NIPSV group than in
the control group during the first 4 h. The fraction of
inspired oxygen was slightly higher in the NIPSV than the
control group during the first 30 min but subsequently it
was lower in that group (table 3); the difference between
the groups did not reach significance at any time.
Although baseline arterial pressure of carbon dioxide was
slightly higher in the control group than in the NIPSV
group, there were no differences between the groups at
any time (figure 2).

In the whole group, six patients (16%) had hypocapnia
on admission (arterial partial pressure of carbon dioxide
�36 mm Hg), and 16 (43%) had hypercapnia on
admission(�46 mm Hg), nine in the control group and
seven in the NIPSV group. Throughout treatment, only
the hypercapnic patients assigned to the NIPSV group
showed significant decreases from baseline in arterial
pressure of carbon dioxide (p=0·002, figure 3).
Furthermore, four of the nine hypercapnic patients
assigned to the control group needed endotracheal
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Number of patients

Control NIPSV
(n=18) (n=19)

Hypertension or progressive* 3 (17%) 6 (32%)
Respiratory-tract infection 2 (11%) 4 (21%)
Treatment non-compliance 5 (28%) 2 (11%)
Tachyarrythmia 1 (6%) 1 (5%)
Acute myocardial infarction 6 (33%) 5 (26%)
Unstable angina 1 (6%) 0
Volume overload 0 1 (5%)

*No clear cause of decompensation; the most significant finding was high blood
pressure at study entry.

Table 2: Causes of acute pulmonary oedema

Control group NIPSV group
(n=18) (n=19)

Demography
Age (years)* 78·5 (5·0) 75·3 (11·0)
Male/female† 11/7 8/11

Condition*
APACHE II 15·9 (6·0) 16·1 (6·0)
Battler score 3·0 (0·7) 2·8 (0·6)
New York Heart Association class 2·1 (0·7) 1·8 (1·0)

History†
Heart failure 12 (67%) 10 (53%)
Acute myocardial infarction 12 (67%) 5 (26%)
Hypertension 14 (78%) 15 (79%)
Diabetes mellitus 10 (56%) 6 (32%)
Chronic obstructive pulmonary disease 7 (39%) 3 (16%)

*Mean (SD). †Number of patients.

Table 1: Baseline characteristics of the patients
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intubation, compared with none of the seven patients
assigned to the NIPSV group (p=0·08). In this study,
patients with chronic obstructive pulmonary disease and
those without a history of this disorder had similar arterial
pressures of carbon dioxide (mean 48 [SD 17] vs 47
[13] mm Hg).

There were no differences between the groups in
absolute values or proportional changes from baseline in
heart rate or systolic, diastolic, or mean blood pressure
(table 3). However, in relation to baseline values, arterial
pH, lactate concentration, blood pressure, heart rate, and
respiratory rate showed significant improvement earlier in
the NIPSV group than in the control group. Furthermore,
patients in the NIPSV group showed larger increases in
arterial pH after 60 min and after 120 min.

We did separate analyses for patients with poor

outcome (n=13), defined by resolution time longer than
120 min or need for intubation, to establish indicators of
severity. Compared with the patients defined as having a
good outcome, these patients had a higher Battler
radiological score (3·3 [0·5 vs 2·7 [0·7], p=0·009), higher
previous New York Heart Association functional class
(2·4 [0·8] vs 1·8 [0·9], p=0·03), and slightly higher arterial
pressure of carbon dioxide (53 [17] vs 44 [11] mm Hg,
p=0·053) at study entry. At 30 min from baseline, oxygen
saturation was lower (84 [9] vs 95 [6] %, p=0·003) and
respiratory rate higher (34 [5] vs 27 [8] per min, p=0·01)
in the high-risk group than in the remaining patients. At
60 min, there were also significant differences in pH, ratio
of arterial oxygen pressure to fraction of inspired oxygen,
arterial oxygen pressure, arterial carbon dioxide pressure,
oxygen saturation, and respiratory rate.
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Discussion
In this study, NIPSV shortened the resolution time of
acute cardiogenic pulmonary oedema in comparison with
conventional oxygen therapy. This effect could be achieved
by several mechanisms: more rapid improvement in
oxygenation; more rapid lowering of the respiratory rate,
probably as a result of a decrease in the work of breathing;
and faster reversal of acidosis (essentially by decreasing
hypercapnia). These results are consistent with previous
uncontrolled studies of NIPSV in acute cardiogenic
pulmonary oedema. The main finding of this study was the
decrease in the intubation rate. We also expected to find an
effect on the length of stay and mortality, but the study was
probably too small to detect differences in these variables.

The study did not compare NIPSV with CPAP.
Although some randomised trials have shown beneficial
effects of CPAP in acute cardiogenic pulmonary oedema,
the use of this technique is not yet judged standard in the
guidelines of the American Heart Association21 or the
European Society of Cardiology.22 Furthermore, a
systematic review16 highlighted the lack of studies on the
usefulness of NIPSV compared with conventional therapy
or CPAP. Therefore, we designed a study to compare
NIPSV with conventional oxygen therapy. Moreover,
assessment of NIPSV versus CPAP in terms of intubation
rate would have needed a much larger sample.

Patients with acute cardiogenic pulmonary oedema are
generally managed in emergency departments. Therefore,
this therapy should be used in that setting. NIPSV was
administered in the intensive-care unit in our trial. NIPSV
is not complicated, and it has been succesfully used in
general wards.10 Furthermore, the use of a standard
ventilator (as in this study) offers advantages, and the same
ventilator can be used if the patient has to be intubated.

Some baseline characteristics (table 1) indicated more
severe disease in the control group, but the differences
did not influence intubation rate and could be
counterbalanced because on admission, the NIPSV group
had a slightly higher respiratory rate, lower oxygen
saturation, and higher lactate concentrations. Patients in
NIPSV group received a slightly higher fraction of inspired
oxygen during the first 30 min, but subsequently the
control group received somewhat higher fraction of
inspired oxygen; despite this difference, the ratio of arterial
oxygen pressure to fraction of inspired oxygen remained
lower than in the NIPSV group during most of the study.
We observed that several patients who were almost
candidates for intubation in both groups successfully
recovered after the fraction of inspired oxygen was
increased to 1·00. Previous studies have used a wide range
of fraction of inspired oxygen from 0·30–0·601,2 to
0·93–1·00.3,18,23 We believe that high oxygen concentrations
(1·00) should be recommended early in the treatment of
acute cardiogenic pulmonary oedema, especially if NIPSV
is used.

NIPSV was quite well tolerated, and previously decribed
side-effects,24 such as eye irritation and facial-skin necrosis,
were not found in this study, probably because the
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Baseline 15 min 30 min 45 min 60 min 120 min 180 min 240 min 600 min

Pressure support (cm water)
NIPSV 15·3 (2·5) 15·5 (2·4) 15·5 (2·6) 15·6 (2·5) 15·4 (2·6) 15·2 (2·5) 14·3 (1·9) 14·1 (2·0) 14·7 (4·1)

Tidal volume (mL)
NIPSV 531 (143) 533 (132) 588 (143) 596 (117) 562 (129) 577 (136) 561 (118) 627 (137) 555 (67)

Fraction of inspired oxygen
Control 0·45 (0·18) 0·53 (0·12) 0·53 (0·13) 0·67 (0·24) 0·64 (0·24) 0·65 (0·26) 0·66 (0·28) 0·63 (0·28) 0·55 (0·30)
NIPSV 0·47 (0·17) 0·63 (0·23) 0·66 (0·23) 0·66 (0·24) 0·63 (0·23) 0·59 (0·23) 0·56 (0·19) 0·50 (0·14) 0·46 (0·16)

Arterial pH
Control 7·31 (0·12) . . . . . . 7·29 (0·10) 7·33 (0·10) 7·35 (0·09) 7·35 (0·08) 7·41 (0·06)*
NIPSV 7·29 (0·09) . . . . . . 7·33 (0·07) 7·36 (0·07) 7·36 (0·07) 7·38 (0·07)† 7·41 (0·06)‡

Lactate concentration (mmol/L)
Control 2·76 (1·76) . . . . . . 2·24 (1·44) 2·22 (1·44) 2·40 (1·89) 2·16 (1·22) 2·23 (1·55)
NIPSV 3·28 (2·44) . . . . . . 2·51 (1·33) 2·26 (1·22) 2·45 (1·22) 2·32 (1·22) 1·88 (0·89)

Mean blood pressure (mm Hg)
Control 119 (30) 108 (25) 107 (23) 104 (26) 98 (24) 89 (17)* 90 (19)* 88 (15)* 85 (11)†
NIPSV 121 (32) 109 (22) 103 (18) 99 (17) 91 (17)* 92 (13)* 92 (16)† 93 (15)† 89 (10)*

Respiratory rate (breaths/min)
Control 35·3 (8) 34·2 (9) 30·7 (8) 27·4 (8) 26·3 (8)* 23·8 (7)† 21·6 (9)‡ 21·8 (8)‡ 20·5 (5)‡
NIPSV 39·2 (8) 32·3 (7)* 28·0 (7)‡ 25·8 (7)‡ 24·8 (4)‡ 19·9 (5)‡ 18·8 (5)‡ 18·5 (4)‡ 20·7 (3)‡

Heart rate (beats/min)
Control 107 (23) 105 (25) 104 (24) 99 (26) 96 (23) 89 (21) 88 (23) 81 (17) 79 (16)
NIPSV 113 (21) 112 (21) 103 (26) 103 (27) 99 (24) 90 (22) 88 (19)* 85 (16)† 82 (17)‡

Comparison with baseline value: *p<0·05; †p<0·01; ‡p<0·001.

Table 3: Mean (SD) physiological measurements during the first 10 h of the study (all patients included)
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Figure 3: Measurements of arterial pressure of carbon dioxide
in patients with hypercapnia at baseline who completed the
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duration of therapy was short (250 min on average). In
previous studies of acute cardiogenic pulmonary oedema,
face masks or nasal masks were used with CPAP or
NIPSV. However, face masks seem to be more appropriate
in this setting because most patients are tachypnoeic,
breathing through the mouth, and because nasal
respiration may increase airflow resistance.

No significant haemodynamic complications were seen.
At study entry, most of the patients had blood pressure
high enough (mean systolic pressure 172 mm Hg) to
confer protection against the hypotension associated with
mechanical ventilation and positive end-expiratory
pressure. There were no differences between the study
groups in treatment for blood pressure or heart rate in any
study interval; thus, the raised intrathoracic pressure
caused by NIPSV did not impair the function of a failing
heart and even could assist it, as in previous studies with
CPAP.3 Although in patients with cardiac failure and low
pulmonary wedge pressure, CPAP and bilevel positive
airway pressure may decrease cardiac output,5 this is not
the case for the acute cardiogenic pulmonary oedema, in
which patients have high pulmonary wedge pressure.
Furthermore, the positive intrathoracic pressure has been
reported to increase stroke volume index and to decrease
intrapulmonary shunt and left-ventricular afterload
without compromising cardiac index.3,25,26

An interesting finding of this study was the evolution of
arterial carbon dioxide pressure. There were no 
differences in this variable between the study groups or
within a group at different times. High pressures 
(>45 mm Hg) were detected in fewer than half of the
patients, and the values were not higher in patients with a
history of chronic obstructive pulmonary disease.
Hypercapnia is not a constant finding in acute cardiogenic
pulmonary oedema. In our series, 16% of patients even
had hypocapnia at study entry. Some investigators1,3 have
reported normal mean arterial carbon dioxide
concentrations in their patients with acute cardiogenic
pulmonary oedema. Conversely, others2,4,17 have reported
higher than normal carbon dioxide concentrations. Mehta
and colleagues4 found that bilevel positive airway pressure
decreased arterial carbon dioxide pressure more quickly
than CPAP.5 In an uncontrolled study, Rustherholtz and
colleagues18 found higher arterial carbon dioxide pressures
in patients who responded successfully to NIPSV than in
those who did not respond, but these patients had a higher
proportion of acute myocardial infarction, which may have
biased the results. As others have reported,4,17 we found
that NIPSV lowered carbon dioxide concentrations in
hypercapnic patients and tended to reduce intubation in
these patients.20

Unlike other studies, we found no association between
myocardial infarction and NIPSV. Mehta and colleagues4

interrupted their trial of CPAP versus bilevel NIPSV when
a high proportion of patients with myocardial infarction
were detected in the NIPSV group, but whether the
infarcts preceded or were a consequence of therapy was
not clear. Rusterholtz and colleagues18 found a higher
proportion of myocardial infarction in patients who did not
respond to treatment and therefore did not recommend
NIPSV in patients with myocardial infarction.
Nevertheless, Takeda and colleagues27 described a good
response to nasal CPAP in patients with acute cardiogenic
pulmonary oedema  secondary to myocardial infarction. In
our study, the proportion of patients with myocardial
infarction was similar in the two study groups. Post-hoc
analysis suggested a poorer outlook for patients with
myocardial infarction, independently of the therapy used.
Myocardial infarction may well have a worse prognosis

than other causes of acute cardiogenic pulmonary oedema,
because it usually implies impairment of cardiac function.
We believe that NIPSV can be used in patients with
myocardial infarction.

Not all patients are good candidates for this therapy,
because the hermetic face mask causes discomfort in
anxious patients (usually needing higher doses of opioids)
and the technique requires intensive attention until
patients are adapted to face masks and ventilators.
Furthermore, about a third of our patients had a rapid
response to treatment, and many of these patients
probably did not need any additional intervention. NIPSV
may produce greater benefit in patients with more severe
acute cardiogenic pulmonary oedema, especially in those
with severe signs of alveolar oedema on chest radiograph
and those with impaired functional class or high arterial
pressure of carbon dioxide on admission. In patients
initially managed with conventional treatment, if a new
assessment is made after 30 min, as Poponick and
colleagues suggested,28 NIPSV should be considered in
those who had poor response, with high respiratory rate
and low oxygen saturation.
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