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BACKGROUND: Controversy exists regarding the best method to interpret pediatric spirometry.
There is also controversy regarding the benefit of performing post-bronchodilator spirometry after
normal baseline spirometry. This study compares the use of lower limit of normal (LLN) against
percent of predicted (PP) in the interpretation of spirometry. We also investigate the occurrence of
a substantial bronchodilator response for patients who received post-bronchodilator spirometry.
METHODS: Spirometric tests performed in the pediatric clinic at San Antonio Military Medical
Center were retrospectively reviewed. Results of spirometry were compared using LLN and PP for
interpretation. Abnormal spirometry was defined as a low FEV, or low FEV,/FVC, indicating
evidence of airway obstruction. The presence of a substantial bronchodilator response was recorded
and the results were analyzed. RESULTS: Of 242 tests, 212 normal and 30 abnormal tests were
reported using the LLN interpretation strategy. Using the PP interpretation strategy, there was a
significant difference in the number of normal (183) and abnormal (59) tests, when compared to the
LLN (P < .001). No significant difference between LLN versus PP interpretation strategies was
noted in the number of baseline tests, normal or abnormal, that demonstrated a substantial re-
sponse to bronchodilator. Of the subjects with normal baseline spirometry, 10% (PP) and 12%
(LLN) had a substantial bronchodilator response. An abnormal baseline spirometry was more
likely to have a substantial response to bronchodilator, compared to normal baseline spirometry
(P < .001). CONCLUSIONS: The use of LLN for interpretation is more likely to report a test as
normal, when compared to the PP interpretation strategy. Although a substantial bronchodilator
response is more likely to occur following abnormal baseline spirometry, 10-12% of subjects with
normal baseline spirometry showed a substantial bronchodilator response. This suggests that nor-
mal baseline spirometry may miss reversible airway obstruction, which is a hallmark of asthma. Key
words: spirometry; pulmonary function test; bronchodilator response; pediatric; FEV,; FVC. [Respir
Care 2013;58(5):785-789]

Introduction

Asthma is a chronic disease with a prevalence of 13% in
children and is one of the most common reasons for out-
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patient pediatric clinic visits.! The substantial impact of
this disease is illustrated by 12.8 million missed school
days, 3% of all pediatric hospital admissions, and 2.8% of
all emergency department visits in the United States.!
Among the contributing factors to asthma morbidity, it has
been noted that physicians frequently underestimate the
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degree of asthma control.? Diagnosis of asthma can often
be challenging, and the National Asthma Education and
Prevention Program recommends the use of spirometry to
assist in the evaluation of asthma. The recommendation
suggests that an FEV, < 80% is an objective measurement
that is consistent with persistent asthma, or asthma that is
not well controlled.2 However, evidence shows that a ma-
jority of patients with known asthma demonstrate normal
baseline spirometry, based on an FEV, = 80% of pre-
dicted.? Controversy exists regarding the ideal method to
interpret spirometry.*!! The American Thoracic Society
and European Respiratory Society task force recommends
using the lower limit of normal (LLN) for interpretation of
spirometry.* However, the use of a percent of predicted
(PP) threshold is still common practice.

There is no consensus for the interpretation of pediatric
spirometry. A survey of pediatric training programs shows
there was variability in the interpretative strategies, al-
though the majority of programs used the = 80% pre-
dicted threshold to define normal spirometry.® The Na-
tional Health and Nutrition Examination Survey III
(NHANES III) survey provides a robust database for spi-
rometry reference values.!? It has been suggested that there
should be more confidence in utilizing the LLN for pedi-
atric interpretation, using the NHANES III reference set.!?
However, it is unknown how many pediatric pulmonary
function labs have adopted LLN for interpretation.

Bronchodilator response (BDR) presents additional con-
troversy to spirometry testing and interpretation. There is
disagreement in adult patients on whether post-broncho-
dilator testing is necessary if the baseline spirometry is
normal.'#1¢ The value of performing post-bronchodilator
testing in children with normal baseline spirometry is un-
known.

In this retrospective analysis we compare pediatric spi-
rometry results using 2 different interpretation strategies to
determine if there is a difference in the diagnosis of nor-
mal spirometry. We also investigate the occurrence of sub-
stantial BDR despite normal baseline spirometry.

Methods

Spirometry test results obtained in the general pediatric
clinic at the San Antonio Military Medical Center from
January 1, 2009, to January 30, 2010, were reviewed. Pa-
tients who presented for spirometry testing had a diagnosis
of asthma, or were undergoing evaluation for asthma. Post-
bronchodilator spirometry test results were performed if
requested by the primary healthcare provider.

Spirometry was performed using a spirometer (Koko,
nSpire Health, Longmont, Colorado) by a registered re-
spiratory therapist with training in pulmonary function test-
ing. FVC, FEV,, FEV,/FVC, and forced expiratory flow
between 25% and 75% of vital capacity were recorded. All
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QUICK LOOK

Current knowledge

The National Asthma Education and Prevention Pro-
gram recommends spirometry to evaluate asthma, and
suggests that an FEV,; < 80% of predicted is consistent
with persistent or uncontrolled asthma. Many patients
with asthma have normal FEV, (= 80%). Controversy
exists regarding the ideal method to interpret spirome-

try.

What this paper contributes to our knowledge

The use of the lower limit of normal for spirometry
interpretation was more likely (than percent of pre-
dicted) to report a test as normal. A substantial bron-
chodilator response was more likely following abnor-
mal baseline spirometry, but 10—12% of patients with
normal baseline spirometry had a substantial broncho-
dilator response. Normal baseline spirometry may miss
reversible airway obstruction. Baseline percent of pre-
dicted FEV, should not impact the decision to perform
post-bronchodilator spirometry.

test results that met American Thoracic Society standards
for lung function testing were included.!” A minimum of 3
repeatable efforts (< 10% difference in the sum of FEV,
and FVC values) with a minimum expiratory time of 6 sec-
onds (3 seconds if the subject was < 10 years old) was
used as criteria for an appropriately performed test.

Predicted values were defined by comparison using the
NHANES III population data set for subjects 8§—18 years
of age.'? For subjects below 8 years of age, the data set
reported by Wang et al was used.!® Subjects > 18 years of
age were excluded. Abnormal spirometry (evidence of air-
way obstruction) was defined as FEV,; < 80% predicted or
FEV,/FVC < 0.8 for PP interpretation. Abnormal spirom-
etry results were also recorded using the LLN for FEV, or
FEV,/FVC.

Post-bronchodilator spirometry was obtained 15 min af-
ter 180 ug of albuterol was administered via 2 puffs from
a metered-dose inhaler, using a disposable spacer. A sub-
stantial BDR was defined as an increase in FEV, of = 12%
and 200 mL, compared to the baseline results obtained
from the pre-bronchodilator spirometry.> The Student ¢ test
was used to evaluate statistical significance of the average
age in each group. The Pearson chi-square test was used to
evaluate sex difference in both groups, the association
between baseline spirometry results, and the occurrence of
a clinically important BDR. This project was reviewed and
approved by the institutional review board at San Antonio
Military Medical Center.
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Percent Predicted

Lower Limit of Normal

All Tests All Tests
242 242
Y
Y Y Y Y
Baseline Spirometry Normal Abnormal Normal Abnormal
183 59 212 30
. Yes No Yes No Yes No Yes No
Post-Bronchodilator 74 109 41 18 126 86 o4 6
L] ¥ L] ¥ [
; Yes Yes No Yes No Yes No
B hodil R
ronchodilator Response 11 18 23 15 111 14 10

Fig. 1. Comparison of lower limit of normal versus percent predicted spirometry interpretation results and bronchodilator response.

Results

Baseline demographic data show that subject age ranged
from 6 to 18 years, with 140 male and 102 female. There
was no significant difference between the average subject
ages (12.7 y vs 13.0 y) or sex in the normal and abnormal
baseline spirometry groups.

A total of 242 baseline pediatric spirometric tests were
reviewed, with 212 normal results and 30 abnormal results
using the LLN. One hundred twenty-six subjects with nor-
mal tests and 24 subjects with abnormal tests received
post-bronchodilator tests. Fifteen subjects with normal
baseline spirometry and 14 subjects with an abnormal base-
line spirometry had a substantial BDR. Using the PP cri-
teria, baseline spirometry showed 183 normal results with
59 abnormal results. One hundred nine subjects with nor-
mal tests and 41 subjects with abnormal tests received
post-bronchodilator tests. Eleven subjects with normal
baseline spirometry and 18 subjects with abnormal base-
line spirometry had a substantial BDR (Fig. 1).

When comparing LLN to PP interpretation, there was a
significantly higher number of baseline spirometry tests
reported as abnormal in the PP group (P < .001) (Fig. 2).
There was no difference in the percentage of normal base-
line spirometry with a BDR in the LLN (12%), compared
to the PP (10%) groups. Regardless of interpretation strat-
egy, an abnormal baseline spirometry was more likely to
have a substantial BDR, compared to a normal baseline
spirometry (P < .001) (Table 1).

When the results are analyzed by baseline FEV,, 7/20
subjects had a BDR when FEV, was 80—89%, 6/44 sub-
jects had a BDR when FEV, was 90-99%, and 6/70 sub-
jects had a BDR when FEV, > 100%. When comparing
BDR by the designated FEV, groups, there was a signif-
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Fig. 2. Comparison of lower limit of normal versus percent pre-
dicted baseline normal and abnormal tests.

icant difference (P < .04) only when comparing the FEV
80—-89% group to the FEV, > 100% group (Table 2).

Discussion

In this study we show that the diagnosis of an abnormal
spirometry is significantly affected by the interpretation
strategy. More tests were identified as abnormal utilizing
the PP strategy. A potential concern would be the false
reassurance of a normal test, which is more likely using
the LLN strategy. Although the diagnosis of asthma should
not rely on spirometry alone, a provider inexperienced at
spirometry interpretation may rely heavily on the results.
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Table 1.  Comparison of Bronchodilator Response by Interpretation
Strategy and Baseline Spirometry Results

No Percent of

Interpretation ~ Baseline  Bronchodilator Bronchodil Tests With
Strate; Spirometr Response ronchodilator Bronchodilator
gy P y P Response

p Response*
LLN Normal 15 111 12
LLN Abnormal 14 10 58
% Predicted  Normal 11 98 10
% Predicted ~ Abnormal 18 23 44

#* P < .001 for LLN (lower limit of normal) with normal baseline spirometry versus LLN
with abnormal baseline spirometry. P < .001 for percent of predicted with normal baseline
spirometry versus percent of predicted with abnormal baseline spirometry. Other differences
not significant.

Table 2.  Bronchodilator Response Tests Results Categorized by
Baseline Percent of Predicted FEV,

Percent of
Baseline Total Bronchodilator Tests With
%FEV, Response Bronchodilator
Response
< 80 16 10 63
80-89 20 7 35%
90-99 44 6 14
> 100 70 6 9%
£P =04

Baseline spirometry has been shown to impact clinical
decision making in asthma.!® Many patients with asthma
may have normal spirometry, and conversely an abnormal
spirometry does not diagnose asthma. Caution must be
taken when interpreting spirometry results. Although the
American Thoracic Society/European Respiratory Society
recommend use of the LLN, the PP method continues to be
utilized in many pediatric pulmonary function labs.!> Ad-
ditional research is required to determine if a specific in-
terpretative strategy is more useful in the diagnosis and
management of pediatric asthma.

Our study also shows that normal baseline spirometry
does not rule out reversible airway obstruction. As ex-
pected, having an abnormal baseline spirometry was more
likely to be associated with a BDR, compared to a normal
baseline spirometry. However, 10—-12% of normal base-
line spirometry had a BDR in this study. Normal spirom-
etry is based upon comparisons with normative values
derived from specific population sets. It is important to
keep this in mind when analyzing spirometry and report-
ing the test as normal. An individual patient may not fall
within the normative parameters set by the population sets
used for a reference. Therefore, pre-bronchodilator and
post-bronchodilator spirometry should be considered in
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pediatric patients with asthma, regardless of the baseline
pre-bronchodilator spirometry results. This point is impor-
tant; note that nearly one half of the patients in our study
with a normal baseline spirometry did not perform post-
bronchodilator spirometry.

Our study also shows that the baseline FEV,% pre-
dicted should not determine whether or not post-broncho-
dilator spirometry should be performed. A recent adult
study suggests that post-bronchodilator spirometry is not
required if the FEV, is > 90% of predicted.!# Our results
show that > 10% of baseline tests with an FEV, > 90%
had a BDR. These results also support performing post-
bronchodilator spirometry in children, regardless of base-
line spirometry results.

Conclusions

The use of different interpretation strategies for pediat-
ric spirometry may substantially alter the reported results.
It is unknown whether or not a specific interpretation strat-
egy is more useful in the diagnosis and management of
asthma. A normal baseline spirometry should be analyzed
with caution, and post-bronchodilator testing should be
considered to evaluate for reversible airway obstruction,
regardless of baseline spirometry results. FEV, % predicted
at baseline should not impact the decision to perform post-
bronchodilator spirometry.

REFERENCES

1. Hill V, Wood PR. asthma epidemiology, pathophysiology, and initial
evaluation. Pediatr Rev 2009;30(9):331-336.

2. National Heart, Lung, and Blood Institute. Guidelines for the diag-
nosis and management of asthma (EPR-3). NIH Publication 07-
4051. http://www.nhlbi.nih.gov/guidelines/asthma. Accessed March
1, 2013.

3. Bacharier LB, Strunk RC, Mauger D, White D, Lemankse RF Jr,
Sorkness CA. Classifying asthma severity in children. Mismatch
between symptoms, medication use and lung function. Am J Respir
Crit Care Med 2004;170(4):426-432.

4. Galant SP, Nickerson B. Lung function measurement in the assess-
ment of childhood asthma: recent important developments. Curr Opin
Allergy Clin Immunol 2010;10(2):149-154.

5. Pelligrino R, Viegi G, Brusasco V, Crapo RO, Burgos F, Casaburi R,
et al. Interpretive strategies for lung function testing. Eur Respir J
2005;26(5):948-968.

6. Pattishall EN. Pulmonary function testing reference values and in-
terpretations in pediatric training programs. Pediatrics 1990;85(5):
768-773.

7. Roberts SD, Farber MO, Knox KS, Phillips GS, Bhatt NY, Mastro-
narde JG, et al. FEV,/FVC ratio of 70% misclassifies patients with
obstruction at the extremes of age. Chest 2006;130(1):200-206.

8. Brazzale DJ, Upward AL, Pretto JJ. Effects of changing reference
values and definition of the normal range on interpretation of spi-
rometry. Respirology 2010;15(7):1098-1103.

9. Kreider ME, Grippi MA. Impact of the new ATS/ERS pulmonary
function test interpretation guidelines. Respir Med 2007;101(11):
2336-2342.

RESPIRATORY CARE ®* MAY 2013 VoL 58 No 5



10.

11.

12.

13.

14.

EVALUATION OF INTERPRETATION STRATEGIES AND SUBSTANTIAL BRONCHODILATOR RESPONSE

Quadrelli SA, Roncoroni AJ, Porcel G. Analysis of variability in
interpretation of spirometric tests. Respiration 1996;63(3):131-136.
Aggarwal AN, Gupta D, Behera D, Jindal SK. Comparison of fixed
percentage method and lower confidence limits for defining limits of
normality for interpretation of spirometry. Respir Care 2006;51(7):
737-743.

Hankinson JL, Odencrantz JR, Fedan KB. Spirometric reference
values from a sample of the general US population. Am J Respir Crit
Care Med 1999;159(1):179-187.

Seed L, Wilson D, Coates AL. Children should not be treated like
little adults in the PFT lab. Respir Care 2012;57(1):61-70.
Hegewald MJ, Townsend RG, Abbott JT, Crapo RO. Bronchodilator
response in patients with normal baseline spirometry. Respir Care
2012;57(10):1564-1570.

RESPIRATORY CARE ®* MAY 2013 VoL 58 No 5

15.

16.

18.

19.

Sposato B, Mariotta S, Ricci A. When should a reversibility test be
performed on patients with early stages of asthma and normal spi-
rometry? J Asthma 2008;45(6):479-483.

Kotti GH, Bell DG, Matthews T, Lucero PF, Morris MJ Miller M.
Correlation of airway hyper-responsiveness with obstructive spiro-
metric indices and FEV, > 90% of predicted. Respir Care 2012;
57(4):565-571.

. Hankinson J, Brusasco V, Burgos F, Casaburi R, Coates A. Stan-

dardisation of spirometry. Eur Respir J 2005;26(2):319-338.

Wang X, Dockery DW, Wypij D, Fay ME, Ferris BG Jr. Pulmonary
function between 6 and 18 years of age. Pediatr Pulmonol 1993;
15(2):75-88.

Holt EW, Tan J, Hosgood HD. The impact of spirometry on pediatric
asthma diagnosis and treatment. J Asthma 2006;43(7):489-493.

789



