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ORIGINAL ARTICLE

High-Dose Acetylcysteine
in Idiopathic Pulmonary Fibrosis

Maurits Demedts, M.D., Juergen Behr, M.D., Roland Buhl, M.D.,

Ulrich Costabel, M.D., P.N., Richard Dekhuijzen, M.D., Henk M. Jansen, M.D.,
William MacNee, M.D., Michiel Thomeer, M.D., Benoit Wallaert, M.D.,
Francois Laurent, M.D., Andrew G. Nicholson, M.D., Eric K. Verbeken, M.D.,
Johny Verschakelen, M.D., Christopher D.R. Flower, M.D., Frédérique Capron, M.D.,
Stefano Petruzzelli, M.D., Paul De Vuyst, M.D., Jules M.M. van den Bosch, M.D.,
Eulogio Rodriguez-Becerra, M.D., Giuseppina Corvasce, Ph.D., Ida Lankhorst, M.D.,
Marco Sardina, M.D., and Mauro Montanari, Ph.D., for the IFIGENIA Study Group*

ABSTRACT

BACKGROUND
Idiopathic pulmonary fibrosis is a chronic progressive disorder with a poor prognosis.

METHODS

We conducted a double-blind, randomized, placebo-controlled multicenter study that
assessed the effectiveness over one year of a high oral dose of acetylcysteine (600 mg
three times daily) added to standard therapy with prednisone plus azathioprine. The
primary end points were changes between baseline and month 12 in vital capacity and
in single-breath carbon monoxide diffusing capacity (DLc).

RESULTS

A total of 182 patients were randomly assigned to treatment (92 to acetylcysteine and
90 to placebo). Of these patients, 155 (80 assigned to acetylcysteine and 75 to placebo)
had usual interstitial pneumonia, as confirmed by high-resolution computed tomog-
raphy and histologic findings reviewed by expert committees, and did not withdraw
consent before the start of treatment. Fifty-seven of the 80 patients taking acetylcys-
teine (71 percent) and 51 of the 75 patients taking placebo (68 percent) completed one
year of treatment. Acetylcysteine slowed the deterioration of vital capacity and DL¢q:
at 12 months, the absolute differences in the change from baseline between patients
taking acetylcysteine and those taking placebo were 0.18 liter (95 percent confidence
interval, 0.03 to 0.32), or a relative difference of 9 percent, for vital capacity (P=0.02),
and 0.75 mmol per minute per kilopascal (95 percent confidence interval, 0.27 to
1.23), or 24 percent, for DL (P=0.003). Mortality during the study was 9 percent
among patients taking acetylcysteine and 11 percent among those taking placebo
(P=0.69). There were no significant differences in the type or severity of adverse events
between patients taking acetylcysteine and those taking placebo, except for a signifi-
cantly lower rate of myelotoxic effects in the group taking acetylcysteine (P=0.03).

CONCLUSIONS
Therapy with acetylcysteine at a dose of 600 mg three times daily, added to prednisone
and azathioprine, preserves vital capacity and DL in patients with idiopathic pulmo-
nary fibrosis better than does standard therapy alone.
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DIOPATHIC PULMONARY FIBROSIS IS A

chronic progressive interstitial pneumonia

with a poor prognosis.1-#It has been proposed
that a pathogenetic mechanism of idiopathic pul-
monary fibrosis is repeated lung injury, with aber-
rant progressive fibrotic reaction.5- If this is the
case, it may explain why treatment with corticoste-
roids and immunosuppressive agents results in only
slight therapeutic benefit.3.10-12

An oxidant-antioxidant imbalance may contrib-
ute to the disease process in idiopathic pulmonary
fibrosis.13-20 Acetylcysteine, a precursor of the ma-
jor antioxidant glutathione, given at a daily dose of
1800 mg, has been shown to restore depleted pul-
monary glutathione levels16-19 and to result in a
statistically significant improvement in lung func-
tion in patients with fibrosing alveolitis after 12
weeks18 of treatment.

We conducted the IFIGENIA (Idiopathic Pulmo-
nary Fibrosis International Group Exploring N-Ace-
tylcysteine I Annual) trial to test the hypothesis that
a high dose of acetylcysteine, administered over a
period of one year in addition to prednisone and
azathioprine, would slow the functional deteriora-
tion in patients with idiopathic pulmonary fibrosis.2!

METHODS

STUDY DESIGN

This study was a multinational, double-blind, ran-
domized, placebo-controlled, parallel-group trial.
The study treatment consisted of oral administra-
tion of N-acetylcysteine (Fluimucil, Zambon Group)
in 600-mg effervescent tablets three times daily or
matched placebo. In addition, the patients were
given prednisone (starting dose, 0.5 mg per kilo-
gram of body weight per day; 0.4 mg per kilogram
per day at month 2; and 0.3 mg per kilogram per
day at month 3; the dose was progressively reduced
to 10 mg per day in months 4, 5, and 6, and this
dose was maintained until month 12) and azathi-
oprine (2 mg per kilogram per day), in addition to
the usual care, as recommended by the American
Thoracic Society/European Respiratory Society In-
ternational Consensus.21,22

INCLUSION AND EXCLUSION CRITERIA

Patients 18 through 75 years of age with a histolog-
ic or radiologic pattern typical of usual interstitial
pneumonia?1-27 were included after other causes
of usual interstitial pneumonia had been ruled out.

The inclusion criteria were as follows. A high-reso-
lution computed tomographic (CT) scan was very
suggestive or consistent with a probable diagnosis
of usual interstitial pneumonia.21-25 In patients
younger than 50 years, open or thoracoscopic lung
biopsy was mandatory and showed a pattern of
usual interstitial pneumonia21,22:26:27; lung biopsy
was optional for older patients. In the absence of
lung biopsy, a transbronchial biopsy was strongly
advocated to exclude alternative diagnoses. Bron-
choalveolar lavage must have been performed at
any time before inclusion and must have failed to
show features supporting alternative diagnoses.
The duration of the disease was more than three
months, and bibasilar inspiratory crackles were
present. In addition, the following functional ab-
normalities were present: a dyspnea score of at
least 2 on a scale of 0 (minimum) to 20 (maxi-
mum),28 vital capacity of no more than 80 percent
of the predicted value or total lung capacity less
than 90 percent of the predicted value, and single-
breath carbon monoxide diffusing capacity (DL¢)
less than 80 percent of the predicted value.29:3°

Patients were excluded if the standard regimen
with prednisone and azathioprine was contraindi-
cated or not justified for them or if they presented
with a known intolerance to acetylcysteine. Further
exclusion criteria were treatment with prednisone
ata dose of at least 0.5 mg per kilogram per day or
with azathioprine at a dose of at least 2 mg per kilo-
gram per day during the month before inclusion in
the study, or treatment with acetylcysteine ata dose
of more than 600 mg per day for more than three
months in the previous three years. Other reasons
for exclusion were concomitant or preexisting dis-
eases, abnormalities, or treatment at study entry or
in the past with drugs (such as antioxidants and
antifibrotic drugs) that interfere with the diagnosis,
severity, therapy, or prognosis of idiopathic pulmo-
nary fibrosis.

DETERMINATION OF SAMPLE SIZE

The sample size was calculated to provide a power
0f 80 percent (a«=0.05 by two-sided test) to detect a
treatment difference between the two groups of 15
percent for vital capacity and 20 percent for DL,
after one year. On the basis of previous datas.31
and with an expected withdrawal rate of 25 percent,
including patients who died, a total of 150 patients
with confirmed idiopathic pulmonary fibrosis were
to be enrolled.
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RADIOLOGIC AND HISTOLOGIC COMMITTEES
Independent committees of radiologic and histo-
logic experts, who were blinded to the patients’
baseline data, confirmed or rejected each diagnosis
on the basis of published criteria21-27 for the diag-
nosis of usual interstitial pneumonia by high-reso-
lution CT and surgical lung biopsy, respectively. The
committees either confirmed the diagnosis with a
“yes” (very suggestive or probable diagnosis) or re-
jected it with a “no” (diagnosis unlikely). In addi-
tion, the severity scores according to high-resolu-
tion CT were assessed, 2324 and chest radiographic
scores were estimated for the clinical, radiologic,
and physiological (CRP) score.28

PRIMARY AND SECONDARY END POINTS
The primary end points were the absolute changes
in vital capacity and DL, between baseline and
month 12, measured according to the European
Respiratory Society guidelines.29:3° Post hoc, we
evaluated changes in vital capacity of more than 10
percent or 0.2 liter and changes in DL of more
than 15 percent or 1 mmol per minute per kilopas-
cal as categorical variables, because these were re-
cently shown to be related to the risk of death.32-34
The following prespecified secondary end points
were assessed for changes between baseline and 12
months: vital capacity and DL as percentages of
the predicted value and DL q:alveolar volume as ab-
solute change and percentage of the predicted value;
CRP score28; dyspnea score28; maximum exercise
indexes (load [W'p,y], oxygen uptake [V'Oymaxl,
and ventilation [V'E,,4])35; scores of ground-glass
opacities and of fibrosis on high-resolution CT24
(ranging from 0 [minimum] to 5 [maximum]);
health status according to the St. George’s Respi-
ratory Questionnaire (total scores range from 0 to
100, with higher scores indicating a worse quality
of life)3%; number of adverse effects and withdraw-
als; and mortality during the study and up to one
month after withdrawal.

RANDOMIZATION AND EVALUATION

At the screening visit, the patients were checked to
determine whether they met the inclusion or exclu-
sion criteria, potentially eligible patients were ran-
domly assigned to treatment with study medication,
and treatment was started. High-resolution CT im-
ages and histologic slides, if available, were sent to
the members of the expert committees, without any
additional patient information, and patients for
whom the diagnosis of usual interstitial pneumo-

nia was not confirmed were excluded from the
study. This process generally took four to six weeks.

Randomization of treatment (with a 1:1 ratio of
acetylcysteine to placebo) was performed centrally
with the use of a computer-generated randomiza-
tion list stratified (in blocks of four) according to
country and whether the vital capacity was 60 per-
cent or less of the predicted value or more than 60
percent of the predicted value. The patients under-
went clinical examination, laboratory tests, lung-
function tests, chest radiography, and assessment
of adverse events and drug compliance every three
months. Drug noncompliance (defined by an intake
of less than 50 percent of the study medication)
was determined by counting the returned tablets.
The findings from high-resolution CT, the maxi-
mum exercise test, and the St. George’s Respirato-
ry Questionnaire were evaluated every six months.

If standard therapy had to be adapted (for exam-
ple, because of adverse effects, poor compliance,
or clinical worsening), the patient was treated ac-
cording to the preference of each center, with the
drug-exclusion criteria, especially concerning anti-
oxidants and antifibrotic drugs, taken into consid-
eration. Continuation of treatment with acetylcys-
teine or placebo and regular follow-up visits was
recommended if it was compatible with the medi-
cal condition.

Safety was continuously monitored by central
collection of records of all serious adverse events.
All adverse events, including mortality, were re-
corded by the investigator until one month after the
patient completed or withdrew from the study. Pa-
tients were considered to have withdrawn from the
study if they discontinued the follow-up visits for
any reason.

The study was conducted according to the cur-
rentstandards of Good Clinical Practice of the Inter-
national Conference on Harmonisation3? and na-
tional regulations. The protocol was approved by
local ethics committees. All patients gave written
informed consent and were free to withdraw at any
time. Regular monitoring and sample audits were
performed at the centers throughout the study.

The study was designed and analyzed by a com-
mittee composed of 19 academic physicians expe-
rienced in idiopathic pulmonary fibrosis, 1 inde-
pendent statistician, and 3 representatives of the
sponsor. The sponsor held the data but placed no
limitations on study design, data analysis, or the
content of the manuscript. The statistical analysis
was performed by an independent statistical com-
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Screened: 184

Consent withdrawn: 1
Death: 1

Randomized: 182
Acetylcysteine: 92
Placebo: 90

Acetylcysteine, confirmed
and included: 80

Acetylcysteine,

Acetylcysteine, not
included: 12
Usual interstitial
pneumonia not
confirmed: 10
Consent withdrawn
before start of

treatment: 2

available for efficacy
analysis: 80

Withdrawn: 16 (20%)
Prohibited therapy: 3
Withdrawn by investi-

gator: 3
Consent withdrawn: 4
Adverse events: 2
Noncompliance: 1
Other: 3

Death: 7 (9%)
Disease progression: 3
Respiratory tract
infection: 3
Heart failure: 1

Completed study:
57 (71%)

Placebo, not included: 15
Usual interstitial
pneumonia not
confirmed: 12
Consent withdrawn
before start of
treatment: 3

Placebo, confirmed and
included: 75

Placebo, available
for efficacy analysis: 75

Withdrawn: 16 (21%)
Prohibited therapy: 2
Withdrawn by investi-

gator: 2
Consent withdrawn: 4
Adverse events: 2
Noncompliance: 2
Ineffective treatment
or worsening con-
dition: 4

Death: 8 (11%)
Disease progression: 4
Respiratory tract
infection: 1
Cardiac arrest: 1
Myocardial infarction: 1
Cancer: 1

Completed study:
51 (68%)

Figure 1. Disposition of Patients.

For a patient to be included in the study, at least two of the three members of each committee or at least two members
of the radiology committee (if no biopsy was available) had to confirm the diagnosis of usual interstitial pneumonia.

pany (Innopharma, Milan). All authors participat-
ed in the preparation of the manuscript and had
full and unfettered access to the raw data and

analyses.

N E

STATISTICAL ANALYSIS
The analyses were based on data from all patients
who underwent randomization, met the inclusion
criteria for the study, received the trial medication
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Table 1. Baseline Characteristics of the Study Population.*
Patients Excluded from the Study
Characteristic* Patients Included in the Study (N=27)
Acetylcysteine Placebo
(N=80) (N=75)
Sex— %
Male 69 75 87
Female 31 25 13
Age —yr 62+9 64+9 58+11
Smoking status — %7
Current smoker 3.8 6.7 7.7
Former smoker 57.5 62.7 61.5
Never smoked 38.8 30.7 30.8
Months since diagnosis
Mean 19.9+28.3 18.9+33.1 14.0+26.5
Median 5.0 3.0 5.5
Diagnosed within previous 6 mo — no. (%) 39 (49) 42 (56) 13 (48)
Underwent surgical lung biopsy — no. (%) 38 (48) 35 (47) 24 (89)
Vital capacity — no. of patients::
>60% 49 53 17
<60% 31 22 8
Total lung capacity
Volume — liters 3.72£1.00 3.72+0.94 4.11+1.37
% of predicted value 62.1+13.9 61.6+11.5 64.4+15.1
PAO,-Pa0, at rest — mm Hg 31.6+13.8 30.1+£11.8 28.9+13.9
PaO, at rest — mm Hg 70.1+£12.7 72.0£11.2 73.8+13.7
Bronchoalveolar lavage
Fluid instilled — ml 141.4+50.9 146.6+52.8 132.7+64.8
Lymphocytes — % 10.8+11.8 10.6+9.5 19.5+22.8
Neutrophils — % 13.2+16.3 17.4+21.0 9.5+10.6
Eosinophils — % 6.1+9.6 4.3+5.5 43+4.8
CD4:CD8 cell ratio 1.6+1.3 2.1+2.4 1.2+0.7
Total SGRQ score 50+18 52+16 —

* The baseline values for the primary and secondary end points are given in Tables 2 and 3. PAO, denotes partial pressure
of alveolar oxygen, PaO, partial pressure of arterial oxygen, and SGRQ the St. George’s Respiratory Questionnaire (for
which total scores can range from 0 to 100, with higher scores indicating a worse quality of life). Plus—minus values are
means +SD.The distribution of patients randomly assigned to treatment according to country was as follows: Germany:
63 total — 33 acetylcysteine, 30 placebo; France: 41 total — 20 acetylcysteine, 21 placebo; Spain: 21 total — 10 acetyl-
cysteine, 11 placebo; Belgium: 20 total — 10 acetylcysteine, 10 placebo; the Netherlands: 19 total — 9 acetylcysteine,
10 placebo; and Italy: 18 total — 10 acetylcysteine, 8 placebo.

T Current smokers were defined as those actively smoking, irrespective of the number of cigarettes smoked per day.
Former smokers were defined as those who had stopped smoking at least three months previously.

I Baseline results for vital capacity were not available for two patients who were excluded from the study.

at least once, and underwent at least baseline ob-
servation. Missing data were replaced by the last-
observation-carried-forward (LOCF) method for all
patients who underwent at least one lung-function
measurement after baseline.

N ENGL J MED 353;21 WWW.NEJ

The statistical analysis was based on a stepwise,
fixed-effects analysis of covariance (ANCOVA)
(Proc GLM; SAS, version 8.0), which included
country and treatment group in its general design
as main fixed factors, country-by-treatment as an
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Table 2. Effects of Acetylcysteine on Vital Capacity (VC) and Single-Breath Carbon Monoxide Diffusing Capacity (DL o) at 12 Months.*

Value for Patients

Value for Patients  Absolute Difference P Relative

Measurement No. of Patients Taking Acetylcysteine Taking Placebo (95% Cl) Valuet Difference::
Acetylcysteine Placebo
liters percent

vC
Baseline 80 75 2.29+0.68 2.36+0.74
12 mo 55§ 51 2.31+0.79 2.26+0.72
12 mo LOCF 71 68 2.22+0.77 2.17+0.71
Mean difference between -0.06 (-0.14 t0 0.02) -0.19 (-0.29 to -0.09)

baseline value and

12 mo LOCF (95% Cl)
LS-LOCFq| 71 68 2.27+0.05 2.10+0.05 0.18 (0.03 to 0.32) 0.02 9

mmol/min/kPa

DLeco
Baseline 79 74 3.85+£1.41 3.90+1.39
12 mo 48 47 4.20+2.07 3.46+1.22
12 mo LOCF 68 63 3.74+1.99 3.20+1.26
Mean difference between -0.11 (-0.47 to 0.25) -0.70 (-0.95 to -0.45)

baseline value and

12 mo LOCF (95% Cl)
LS-LOCFq 68 63 3.85+0.17 3.10£0.18 0.75 (0.27 to 1.23)  0.003 24

* Cl denotes confidence interval, LOCF the last observation carried forward, and LS least squares. Plus—minus values are means +SD except for

LS-LOCF, for which the mean +SE is given.

T The nominal P value after correction for multiple tests (statistically significant at P<0.025) is given.
I The relative difference is the difference between the LS means for the acetylcysteine group and the placebo group, according to the following

equation: [(LS-LOCFqcetyicysteine = LS-LOCFplacebo) +LS-LOCF pjacebo] x 100.
§ Data were not available for two patients.
9§ LS-LOCF is the LS (or adjusted) mean from the LOCF analysis of variance.

2234

interaction, and baseline values as covariates. The
following potential cofactors were assessed: smok-
ing history (current or former smokers vs. those who
had never smoked), age (<65 years vs. 265 years),
duration of disease since diagnosis (<6 months vs.
>6 months), DL (£40 percent vs. >40 percent of
the predicted value), vital capacity (<60 percent vs.
>60 percent of the predicted value), sex (male vs.
female), and whether a biopsy had been performed.

After evaluation of the assumptions underlying
the ANCOVA model, the first goal was to obtain the
model that best described the data (with treatment
excluded); the second goal was then to apply that
model to compare the effects of acetylcysteine and
placebo. To obtain the best model, we iteratively
tested all possible combinations of the cofactors,
with the aim of selecting the model in which the
smallest variability (P<0.001) and the highest R2
value (>0.5) were reached. The relevant combina-
tions of cofactors were then included as fixed fac-
tors in the model.

To assess the robustness of the LOCF-ANCOVA
primary analysis, a likelihood-based method was
applied; this method used a mixed-effect model
and was developed under the MAR (missing at ran-
dom) framework by the MAR method.3%:3% With
the mixed-effect approach, information from the
observed data is not explicitly imputed, and no ad-
ditional data manipulation or analysis is required
to accommodate the missing data. Two sensitivity
analyses were performed with the mixed-effect
model repeated-measure approach (MMRM) on
different data sets (but without replacing missing
data). The mixed procedure of the SAS package
was used, with treatment and time as fixed effects,
patients as random effects, and the observed values
as the response variable. The first analysis was per-
formed on the LOCF data set, which was based on
all patients with confirmed usual interstitial pneu-
monia who had been randomly assigned to treat-
ment, had taken atleast one dose of the study drug,
and had undergone at least one lung-function eval-
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Figure 2. Vital Capacity and Single-Breath Carbon Monoxide Diffusing Capacity (DL.o) at 6 and 12 Months, as Compared

Mean values for vital capacity (Panels A and B) and DL, (Panels C and D) are shown both as absolute amounts and as
percentages of the predicted value; I bars represent SEMs. There are almost no changes in the acetylcysteine group, in

contrast with the placebo group. The last-observation-carried-forward analysis of vital capacity was based on 71 patients
in the acetylcysteine group (with data imputed for 16 patients) and 68 in the placebo group (with data imputed for 17 pa-
tients); the analysis of DL, was based on 68 patients in the acetylcysteine group (with data imputed for 20 patients) and
63 in the placebo group (with data imputed for 16 patients).

uation after baseline. The second analysis was per-
formed on the baseline data set, which was the
same as the LOCF data set, except that it included
data from patients whose lung function had been
evaluated only at baseline. The two sensitivity
analyses performed to test the robustness of the
LOCF-ANCOVA analysis confirmed the results for
the primary end points.

There were no interim analyses of efficacy. All
reported P values are two-sided and were not ad-
justed for multiplicity. Because two statistical tests
were performed for the analysis of the primary end
points, the nominal P value for defining statistical
significance was reduced from P<0.05 to P<0.025.
Fisher’s exact test was used to evaluate categorical
variables, such as adverse events. All of the varia-
bles are expressed as means +SD, unless otherwise
specified, and also as medians, quartiles, and min-
imum-maximum ranges where appropriate.

RESULTS

ENROLLMENT, PATIENT CHARACTERISTICS,
AND FOLLOW-UP

Between March 2000 and July 2002, 184 patients
were screened in 36 centers in six countries, and
182 were randomly assigned to treatment (Fig. 1).
Of these 182 patients, 155 (85 percent) were in-
cluded in the analysis. In 82 patients (53 percent),
the diagnosis was based on high-resolution CT
only; in 73 patients (47 percent), the diagnosis was
based on both high-resolution CT and histologic
findings. Twenty-seven patients were not included
in the analysis: 5 withdrew consent before starting
treatment, and 22 (12 percent) were excluded be-
cause the diagnosis of usual interstitial pneumonia
was rejected (by histologic findings in 10, by high-
resolution CT in 8, and by both diagnostic meth-
odsin 4).

N ENGL J MED 353;21 WWW.NEJM.ORG NOVEMBER 24, 2005

Downloaded from www.nejm.org at UNIVERSITEIT VAN AMSTERDAM on December 19, 2006 .
Copyright © 2005 Massachusetts Medical Society. All rights reserved.

2235



2236

The NEW ENGLAND JOURNAL of MEDICINE

Table 3. Effects of Acetylcysteine on Secondary End Points at 12 Months.*
Value for Patients ~ Value for Patients ~ Absolute Difference P Relative
Measurement Taking Acetylcysteine  Taking Placebo (95% CI) Value Differencef
percent

Lung function
VC (% of predicted)

Baseline 64.76+15.41 66.57+14.42

12 mo 63.14+19.98 61.59+15.17

LS mean 65.13+1.85 60.34+1.85 4.79 (0.80to 8.77) 0.02 8
DLco (% of predicted)

Baseline 43.04+13.10 44.79+15.15

12 mo 40.85+14.85 38.75+14.75

LS mean 41.60+1.35 36.52+1.45 5.08 (1.17 to 8.99) 0.01 14
DLco:VA (mmol/min/kPa/liter)

Baseline 1.14+0.45 1.11+0.35

12 mo 1.21+0.81 0.99+0.31

LS mean 1.19+0.81 1.00+0.31 0.19 (0.01 t0 0.37) 0.04 19
DLco:VA (% of predicted)

Baseline 72.09+24.31 72.80+20.44

12 mo 70.92+25.43 66.71+21.44

LS mean 72.09+25.43 65.49+21.44 6.60 (1.05to 12.15)  0.02 10
Exercise(
Wimax (W)

Baseline 86.02+41.60 82.38+36.46

12 mo 88.76+38.53 73.61+30.86

LS mean 84.71+3.53 77.27+3.38 7.44 (-2.34t017.23) 0.13 10
V'O,max (liters/min)

Baseline 1.20+0.40 1.31+0.46

12 mo 1.26+0.52 1.16+0.43

LS mean 1.28+0.05 1.15+0.05 0.13 (-0.01 to 0.26) 0.08 11
V'Emax (liters/min)

Baseline 56.75+19.44 59.03+17.09

12 mo 60.70+19.48 57.83+15.17

LS mean 61.13+1.85 57.10+1.77 4.03 (-1.07 to 9.26) 0.12 7

No significant differences in baseline character-
istics were found between the 80 patients assigned
to acetylcysteine and the 75 assigned to placebo
(Table 1). At the beginning of the study, eight pa-
tients assigned to acetylcysteine and two assigned
to placebo were receiving continuous oxygen ther-
apy. Forty-seven patients (30 percent) had been
treated with prednisone (16 patients assigned to
acetylcysteine and 13 to placebo), azathioprine
(8 assigned to acetylcysteine and 5 to placebo), or
both (2 assigned to acetylcysteine and 3 to placebo).

Of the 155 patients for whom the data were an-
alyzed, 108 (70 percent, 57 assigned to acetylcys-
teine and 51 to placebo) completed the one-year
study (Fig. 1). However, the standard therapy had
been changed for 24 of these 155 patients (15 per-
cent, 13 assigned to acetylcysteine and 11 to pla-
cebo) during the study. Three patients receiving
acetylcysteine and 11 receiving placebo started con-
tinuous oxygen therapy. Thirty-two patients (16 re-
ceiving acetylcysteine [20 percent] and 16 receiving
placebo [21 percent]) withdrew from the study, for
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Table 3. (Continued.)
Value for Patients  Value for Patients  Absolute Difference P Relative
Measurement Taking Acetylcysteine  Taking Placebo (95% CI) Value Differencey
percent

CRP scoref|
CRP total

Baseline 39.73£15.01 37.06+15.88

12 mo 36.80+14.50 38.68+13.85

LS mean 37.62+1.75 39.33+£1.70 -1.71 (-8.72t0 5.30) 0.70 5
CRP without exercise

Baseline 32.88+9.81 31.69+9.04

12 mo 32.54+10.75 33.18+9.78

LS mean 30.91+0.84 32.50+0.87 -1.59 (-4.37t0 1.19)  0.17 5
Dyspnea

Baseline 8.35+4.44 7.92+3.99

12 mo 8.96+5.53 9.12+4.88

LS mean 8.88+0.49 9.20+0.51 -0.32 (-1.72t0 1.09)  0.65 4
HRCT scoref]
Fibrosis

Baseline 2.03+0.70 2.05+0.64

12 mo 2.27+0.74 2.22+0.65

LS mean 2.29+0.04 2.19+0.04 0.10 (-0.02 t0 0.21) 0.09 5
Ground-glass opacities

Baseline 1.76+0.63 1.79+0.65

12 mo 1.94+0.62 1.96+0.60

LS mean 1.95+0.05 1.96+0.05 -0.01 (-0.15t0 0.14) 0.95 1

* Cl denotes confidence interval; VC vital capacity; LS least squares; DL, single-breath carbon monoxide diffusing capac-
ity; VA alveolar volume; W' 5y, maximum exercise load; V'O,max maximum oxygen uptake; V'Emax maximum exercise
ventilation; CRP clinical, radiologic, and physiological; and HRCT high-resolution computed tomography. Plus—minus
values are means +SD except for LS mean, for which the mean £SE is given.

T The relative difference is the difference between the LS means for the acetylcysteine group and the placebo group,
according to the following equation: ([LS-LOCF,cetyicysteine ~LS-LOCFplacebo] + LS-LOCFplacebo) X 100.

1 The LS mean is the least-squares (or adjusted) mean from the last-observation-carried-forward (LOCF) analysis of

variance.

§ Only 61 patients in the acetylcysteine group and 67 in the placebo group were able to perform exercise.
9§ Total CRP scores range from 0 to 100, CRP scores without exercise from 0 to 70, dyspnea scores from 0 to 20, and HRCT
scores from 0 to 5. In all cases, higher scores indicate more severe symptoms or findings.

various reasons. In addition, 15 patients (10 per-
cent) died during the study: 7 of these (9 percent)
were receiving acetylcysteine, and 8 (11 percent)
were receiving placebo (P<0.69).

EFFECTS ON PRIMARY END POINTS

The LOCF analysis included 139 patients (71 re-
ceiving acetylcysteine and 68 receiving placebo, with
data imputed for 16 and 17 patients, respectively)
for the vital capacity analysis and 131 patients (68
receiving acetylcysteine and 63 receiving placebo,

with data imputed for 20 and 16 patients, respec-
tively) for the DL analysis (Table 2). There was a
slower rate of loss of vital capacity in the group re-
ceiving acetylcysteine; the absolute value of vital ca-
pacity was 0.18 liter, or 9 percent, greater (P=0.02)
and the value of DL was 0.75 mmol per minute
per kilopascal, or 24 percent, greater (P=0.003) in
those receiving acetylcysteine than in those receiv-
ing placebo. The analysis of DL, after correction
for hemoglobin levels yielded similar results: the
value was 0.81 mmol per minute per kilopascal or
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25 percent greater in patients receiving acetylcys-
teine (P=0.001). None of the combinations of co-
factors included in the fixed-effects LOCF-ANCOVA
analysis were statistically significant, and therefore
the treatment comparisons are unadjusted. The
changes in vital capacity and DL over the 12-
month period are illustrated in Figure 2.

POST HOC ANALYSIS OF CATEGORICAL CHANGES

When the vital capacity data were dichotomized so
that a change in vital capacity from baseline to 12
months of more than 10 percent or 0.2 liter versus
a smaller change was treated as a categorical varia-
ble, then the condition of 63 percent of patients re-
ceiving acetylcysteine (45 of 71) and 49 percent of
those receiving placebo (33 of 68) was considered
stable or improved, and the condition of 37 percent
of those receiving acetylcysteine (26 of 71) and 51
percent of those receiving placebo (35 of 68) was
considered to have deteriorated (P=0.22). Similarly,
when the DL data were dichotomized so that a
change in DL of more than 15 percent or 1 mmol
per minute per kilopascal from baseline to 12
months versus a smaller change was treated as a
categorical variable, the condition of 57 percent of
patients receiving acetylcysteine (39 of 68) and 49
percent of those receiving placebo (31 of 63) was
considered stable or improved, and the condition of
43 percent of those receiving acetylcysteine (29 of
68) and 51 percent of those receiving placebo (32 of
63) was considered to have deteriorated (P=0.17).

EFFECTS ON SECONDARY END POINTS

For vital capacity and DL, expressed as percent-
ages of the predicted values, the relative differences
between the study groups at 12 months were 8 per-
cent (P=0.02) and 14 percent (P=0.01), respective-
ly (Table 3), with values higher in the group receiv-
ing acetylcysteine. The changes in other secondary
end points did not differ significantly between the
two study groups (Table 3).

COMPLIANCE AND SAFETY

More than 85 percent of the patients in both groups
took on average more than 80 percent of the pre-
scribed daily dose of the study drug. The overall in-
cidence of adverse events is presented in Table 4,
and the incidence of fatal adverse events in Figure 1.
None of the differences between the study groups
were significant except for adverse events related to
bone marrow toxicity, which occurred in 4 percent
of patients receiving acetylcysteine (3 of 80) and in

13 percent of those receiving placebo (10 of 75)
(P=0.03).

DISCUSSION

Our results show that the addition of acetylcysteine
to standard therapy with prednisone and azathio-
prine in patients with idiopathic pulmonary fibro-
sis significantly slows the rate of deterioration of
the primary pulmonary surrogate end points vital
capacity and DL,. A relative difference of 24 per-
cent was observed for DL and of 9 percent for vi-
tal capacity, differences that are in agreement with
the assumed differences in the sample-size power
calculation. Although we could not establish that
the acetylcysteine-related reduction in the decline
of vital capacity and DL, translates into a survival
benefit, our data suggest that the effects of acetyl-
cysteine on the primary end points may slow dis-
ease progression.

In our opinion, the effects of acetylcysteine on
the primary end points are of clinical relevance. It
has recently been shown that decreases in vital ca-
pacity of 10 percent or more and in DL, 0f 15 per-
cent or more from baseline over a period of 6 to 12
months are associated with an increased risk of
death in patients with idiopathic pulmonary fibro-
sis.3234 Figure 2 and Table 2 show that, in the
present study, acetylcysteine reduced the declines
in vital capacity and DL, after one year of treat-
ment. However, the present study did not docu-
ment the finding of other studies32-34 that changes
in vital capacity and DL, are associated with sur-
vival. Other recent studies indicated that the six-
minute walk test may be a predictor of survival as
well.4142 Such tests were not performed in this trial.

The post hoc analysis of categorical changes in
vital capacity and DL, did not find a significant
difference between the responses to acetylcysteine
and placebo; however, the sample-size power cal-
culation indicated that at least 200 patients with id-
iopathic pulmonary fibrosis would have had to be
enrolled to detect a statistically significant differ-
ence of 10 percent for vital capacity and 15 percent
for DL

The main rationale for the present study was
based on previous findings that an oxidant-anti-
oxidant imbalance existed in idiopathic pulmonary
fibrosis,13-20 that depleted glutathione levels were
restored by high doses of acetylcysteine,16-19 and
(in a pilot study) that acetylcysteine treatment had
concomitant favorable effects on lung function.18
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Table 4. Adverse Events Occurring in at Least 5 Percent of Patients.*

Adverse Event

No. of

All adverse events 322
Respiratory tract infectiony 22
Dyspneai 16
Fever 17
Liver-function test abnormalf 15
Cough 15
Abdominal pain€ 12
Upper respiratory tract infection|| 11
Blood glucose increased** 9
C-reactive protein increased 7
Blood alkaline phosphatase increased 6
Blood lactate dehydrogenase increased 6
Back pain 6
Respiratory failure 5
Bone marrow toxic effects{ 3
Edemazii 3
Headache 4
Astheniaf{f§ 3
Influenza-like illness 3
Muscle cramp 1

Acetylcysteine Group

Adverse Events  Patients (N=380)

Placebo Group
No. of
Adverse Events  Patients (N=75)
no. (%) no. (%)
72 (90) 303 67 (89)
20 (25) 27 24 (32)
16 (20) 21 19 (25)
15 (19) 10 10 (13)
14 (18) 13 11 (15)
13 (16) 17 16 (21)
12 (15) 7 7(9)
11 (14) 15 13 (17)
9 (11) 12 11 (15)
6 (8) 3 3 (4)
6 (8) 1 1(1)
6 (8) 2 2(3)
6 (8) 6 5(7)
5 (6) 1 1 (1)
3 (4) 10 10 (13)
3 (4) 5 5(7)
3 (4) 6 6 (8)
3 (4) 5 5(7)
3 (4) 5 5(7)
1(1) 4 4(5)

* All diagnoses were based on the clinical judgment of the investigator and were blindly coded by qualified persons ac-

cording to the Medical Dictionary for Regulatory Activities.4

tion are included.
: Exacerbated dyspnea is included.

i Lower respiratory tract infections, pneumonia, bronchopneumonia, bronchitis, acute bronchitis, and bronchial infec-

§ Increased or abnormal aspartate aminotransferase or alanine aminotransferase and increased or abnormal y-glutamyl-

transferase are included.
Gastritis is included.

Rhinitis, sinusitis, and nasopharyngitis are included.
** Hyperglycemia is included.

|

TTAnemia, leukopenia, lymphopenia, neutropenia, thrombocytopenia, decreased lymphocyte count, and decreased red-
cell count are included. Bone marrow toxic effects were significantly less frequent with acetylcysteine than with placebo

(P=0.03).
iiPeripheral edema is included.
§§ Fatigue is included.

The favorable effects of acetylcysteine on lung func-
tion have, indeed, been confirmed by the present
trial. It was not our aim to examine whether the
therapeutic effect of the activity of acetylcysteine is
in accordance with the current hypothesis that per-
sistent lung injury from fibrosis, and not from in-
flammation, is the primary pathogenetic mecha-
nism in idiopathic pulmonary fibrosis.® On the
basis of this hypothesis, there has been particular
interest in antifibrotic drugs,” such as pirfeni-

done,*344 and in immune modulators, especially
interferon gamma-1b.45-47 In a recent double-blind
study, pirfenidone was shown to improve vital ca-
pacity and to prevent acute exacerbations of idio-
pathic pulmonary fibrosis.** Interferon gamma-1b
appeared to be effective in a pilot study,*s but this
was not confirmed in subsequent studies.46:47
However, a retrospective analysis of the data of
Raghu et al.#¢ found that a decrease of more than
10 percent in forced vital capacity (as a percentage
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of the predicted value) is a valid measure of disease
progression.*8 If the pathogenetic mechanism in
idiopathic pulmonary fibrosis is, indeed, an aber-
rant and irreversible fibrosis, then improvement
by therapy may be improbable, and at best a slow-
ing down of disease progression may be accom-
plishable.

In this study, N-acetylcysteine was administered
in three 600-mg effervescent tablets, for a total dose
0f 1800 mg per day. This is three to nine times the
usual approved dose of acetylcysteine when it is ad-
ministered as an antioxidant and mucolytic agent
in chronic obstructive pulmonary disease. The ace-
tylcysteine and placebo groups had similar overall
rates of side effects, withdrawals, and treatment
failures, a result suggesting that it was unlikely that
acetylcysteine was interfering with therapy with
prednisone plus azathioprine. There was a tenden-
cy toward a higher rate of respiratory failure in the
group receiving acetylcysteine than in that receiv-
ing placebo (6 percentvs. 1 percent, P=0.24); how-
ever, eight patients in the acetylcysteine group and
only two in the placebo group were receiving oxy-
gen continuously at the beginning of the study. Fur-
thermore, compliance with the study drugs and
with the standard therapy was generally good. The
lower incidence of adverse events related to bone
marrow toxicity in the acetylcysteine group might
have been due to the augmentation of glutathione
biosynthesis induced by acetylcysteine. In recent
publications, acetylcysteine has been shown to pro-
tect hepatocytes from azathioprine-induced toxicity
by replenishing intracellular glutathione concentra-
tions.49,50

Our trial used prednisone and azathioprine as
standard therapy for all patients, as proposed by
the International Idiopathic Pulmonary Fibrosis
Consensus Statement.2! The mortality up to one
month after completion of the study or withdrawal
from the study was rather low (9 percent in the ace-
tylcysteine group and 11 percent in the placebo
group). This result suggests that the standard ther-
apy with prednisone and azathioprine may be ben-
eficial, but controlled trials are needed to confirm
this. Because our study, unlike previous studies, in-
cluded patients with both early and late stages of
idiopathic pulmonary fibrosis, the results are more
likely to be applicable to the majority of patients
seen in daily clinical practice. To our surprise, there
was no difference in the results between newly and
previously diagnosed patients, or between those
with a baseline vital capacity of more than 60 per-

cent and those with a baseline vital capacity of 60
percent or less of the predicted value. Finally, our
study illustrates the difficulty of conducting clini-
cal trials in patients with idiopathic pulmonary
fibrosis: we required 36 sites and 27 months to en-
roll 155 patients.

Some potential limitations of the study need to
be addressed. First, the evidence supporting the
better preservation of vital capacity and DL, in the
acetylcysteine group should be interpreted with
caution, since about 30 percent of the patients were
lost to follow-up at 12 months owing to death or
withdrawal. Second, this trial does not permit firm
conclusions regarding the effects and side effects
of treatment with prednisone plus azathioprine giv-
en that there was no placebo group for these drugs.
Third, it is unknown whether acetylcysteine would
have the same effects when given without standard
therapy. Fourth, the study was not powered or de-
signed to detect an effect on survival.

In conclusion, the results of our trial demon-
strate that acetylcysteine at a dose of 600 mg three
times daily, added to prednisone and azathioprine,
in patients with idiopathic pulmonary fibrosis pre-
serves vital capacity and DL, better than standard
therapy alone. High-dose acetylcysteine in addi-
tion to standard therapy is, therefore, a rational
treatment option for patients with idiopathic pul-
monary fibrosis.

Supported by the Zambon Group.

Dr. Demedts reports having received consulting fees from Zam-
bon, Wyeth, and Roche and lecture fees from GlaxoSmithKline,
AstraZeneca, and Zambon; Dr. Behr, consulting fees from Zambon
and Actelion and lecture fees from Zambon, Actelion, GlaxoSmith-
Kline, and AstraZeneca; Dr. Buhl, consulting fees from Zambon and
lecture fees from ALTANA, AstraZeneca, Bayer, Boehringer Ingel-
heim, Fujisawa, GlaxoSmithKline, Novartis, Merck Sharpe & Dohme,
Pfizer, Schering-Plough, and Zambon; Dr. Costabel, consulting fees
from InterMune, Centocor, and Zambon and lecture fees from Inter-
Mune; Dr. Jansen, consulting fees from Zambon; Dr. MacNee, con-
sulting fees from Pfizer, lecture fees from Zambon, GlaxoSmith-
Kline, AstraZeneca, and Pfizer, and grant support from Chugai
Pharma Europe, GlaxoSmithKline, SMB Pharmaceuticals, and Cere-
Medix; Dr. Thomeer, consulting fees from Zambon and InterMune
and lecture fees from Zambon, InterMune, AstraZeneca, and Glaxo-
SmithKline; Dr. Wallaert, lecture fees from Merck Sharpe & Dohme,
Chiron, and GlaxoSmithKline; Dr. Laurent, consulting fees from
Zambon; Dr. Nicholson, consulting fees from Zambon and lecture
fees from AstraZeneca; Dr. Verbeken, consulting fees from Zam-
bon; Dr. Verschakelen, consulting fees from Zambon; Dr. Flower,
consulting fees from Zambon; Dr. Capron, consulting fees from
Zambon; Dr. De Vuyst, consulting fees from GlaxoSmithKline and
lecture fees from AstraZeneca and Boehringer Ingelheim; Dr. Rod-
riguez-Becerra, lecture fees from Zambon; and Dr. Montanari, sta-
tistical consulting fees from Zambon. Dr. Corvasce is a former em-
ployee and Dr. Sardina a current employee of Zambon; Dr.
Lankhorst reports having received consulting fees from Zambon
and was formerly employed by Zambon.

N ENGL ) MED 353;21 WWW.NEJM.ORG NOVEMBER 24, 2005

Downloaded from www.nejm.org at UNIVERSITEIT VAN AMSTERDAM on December 19, 2006 .
Copyright © 2005 Massachusetts Medical Society. All rights reserved.



ACETYLCYSTEINE IN PULMONARY FIBROSIS

We are indebted to Professor E. Lesaffre and his collaborators at  Brompton Hospital in London and to Professor T. Fleming from the
the Biostatistics Center of the Katholieke Universiteit Leuven for sta- ~ Biostatistics Department of the University of Washington, Seattle,
tistical advice and assistance, and to Professor R. du Bois and Pro-  for their valuable comments.
fessor A. Wells from the Interstitial Lung Disease Unit of the Royal

APPENDIX

The following members of the IFIGENIA Study Group participated in the study: Steering Committee: M. Demedts (chair), J. Behr, R. Buhl,
U. Costabel, P.N.R. Dekhuijzen, H.M. Jansen, W. MacNee, B. Wallaert, and M. Thomeer. High-Resolution CT Scientific Committee: C.D.R.
Flower, F. Laurent, and J. Verschakelen. Histology Scientific Committee: A.G. Nicholson, E.K. Verbeken, and E. Capron. Country Coordina-
tors: J. Behr, J.M.M. van den Bosch, P. De Vuyst, E. Rodriguez-Becerra, S. Petruzzelli, and B. Wallaert. Zambon Group: Clinical Trial Coor-
dinators: G. Corvasce and A. Peviani; Medical Department: I. Lankhorst, E. Makin, L. Licciardello, S. Bellinvia, C. Di Padova, M. Sardina, N.
Kormoss, P. Boulanger, and A. Esteras; Data Coordination: F. Sirtori; Drug Safety: G. Moroni; Statistics: A. Ardia; Biostatistics: M. Mon-
tanari (Innopharma). Active participating centers and clinical investigators: Belgium: M. Demedts and M. Thomeer, U.Z. Gasthuisberg, Leu-
ven; H. Slabbynck, Algemeen Ziekenhuis Middelheim, Antwerp; E. Michiels, Z.0.L. Campus St. Jan, Genk; P. De Vuyst, Free University of
Brussels, Erasmus Hospital, Brussels. France: B. Wallaert and N. Just, C.H.R.U. de Lille, Hopital Calmette, Lille; J.F. Muir, Hopital de Bois
Guillaume, Rouen; P. Delaval, Hopital Pontchaillou, Rennes; P. Chanez and A. Bourdin, Hopital Arnaud de Villeneuve, Montpellier; J.
Cadranel, Hopital Tenon, Paris; P. Camus, C.H.U. Le Bocage, Dijon. Germany: U. Costabel and H. Steveling, Medical Faculty Essen, Ruhr-
landklinik, Essen-Heidhausen; J. Behr and R. Baumgartner, University of Munich, Klinikum Grosshadern, Munich; A.M. Kirsten, III,
Medizinische Klinik, Klinikum der Johannes-Gutenberg-Universitit, Mainz; J. Miiller-Quernheim, Forschungzentrum Borstel, Mediz-
inische Klinik, Borstel; R. Loddenkemper, Lungenklinik Heckeshorn, Klinikum Zehlendorf, Berlin; T. Welte, Zentrum fiir Innere Medizin,
Universitits Klinikum Magdeburg, Magdeburg; A. Meyer, Universitits Krankenhaus Eppendorf, Hamburg; R. Bonnet and I. Mider, Zen-
tralklinik Bad Berka, Bad Berka. Italy: G. Simon, Azienda Ospedaliera Villa Sofia, Palermo; G. Bottino, D.I.M.L.—Universita di Genova,
Genoa; C. Giuntini, Dipartimento Cardiotoracico, Universita degli Studi di Pisa, Pisa; A. Rossi, I.R.C.C.S. Policlinico S. Matteo, Pavia; S.
Gasparini, Ospedale Torrette, Torrette di Ancona; M. Dottorini, Ospedale R. Silvestrini, Perugia; G. Anzalone, Ospedale di Prato, Prato; G.
Bustacchini, Ospedale S. Maria delle Croci, Ravenna. Spain: E. Rodriguez-Becerra, Hospital Universitario Virgen del Rocio, Seville; L. Callol
Sanchez, Hospital Universitario Del Aire, Madrid; J. Ancochea Bermudez, Hospital Universitario de la Princesa, Madrid; J.M. Rodriguez-
Arias and L. Vigil, Hospital Sant Pau, Barcelona; J.L. Llorente, Hospital De Cruces, Baracaldo-Bilbao. The Netherlands: J. van den Bosch, St.
Antonius Ziekenhuis, Nieuwegein; F. Beaumont, Bosch Medicentrum, Locatie Grootziekengasthuis, Hertogenbosch; H.M. Jansen, Academ-
ic Medical Center, Amsterdam; F.J.J. van den Elshout, Ziekenhuis Rijnstate, Arnheim; M. Drent, University Hospital Maastricht, Maastricht.

REFERENCES

1. Bjoraker JA, Ryu JH, Edwin MH, et al.
Prognostic significance of histopathologic
subsets in idiopathic pulmonary fibrosis.
Am ] Respir Crit Care Med 1998;157:199-
203.

2. Flaherty KR, Travis WD, Colby TV, et al.
Histopathologic variability in usual and
nonspecific interstitial pneumonias. Am J
Respir Crit Care Med 2001;164:1722-7.

3. Douglas WW, Ryu JH, Swensen SJ, et al.
Colchicine versus prednisone in the treat-
ment of idiopathic pulmonary fibrosis: a
randomized prospective study. Am J Respir
Crit Care Med 1998;158:220-5.

4. Schwartz DA, Helmers RA, Galvin JR, et
al. Determinants of survival in idiopathic
pulmonary fibrosis. Am J Respir Crit Care
Med 1994;149:450-4.

5. Crystal RG, Bitterman PB, Mossman B,
etal. Future research directions in idiopath-
ic pulmonary fibrosis: summary of a Nation-
al Heart, Lung, and Blood Institute Working
Group. Am J Respir Crit Care Med 2002;
166:236-46.

6. Gross TJ, Hunninghake GW. Idiopathic
pulmonary fibrosis. N EnglJ Med 2001;345:
517-25.

7. Selman M, King TE Jr, Pardo A. Idio-
pathic pulmonary fibrosis: prevailing and
evolving hypotheses about its pathogenesis
and implication for therapy. Ann Intern Med
2001;134:136-51.

8. Thannickal V], Toews GB, White ES,
Lynch JP III, Martinez FJ. Mechanisms of
pulmonary fibrosis. Annu Rev Med 2004;55:
395-417.

9. Selman M, Thannickal VJ, Pardo A, Zis-
man D, Martinez FJ, Lynch JP I1I. Idiopathic
pulmonary fibrosis: pathogenesis and ther-
apeutic approaches. Drugs 2004;64:405-30.
10. Raghu G, Depaso WJ, Cain K, etal. Aza-
thioprine combined with prednisone in the
treatment of idiopathic pulmonary fibrosis:
a prospective double-blind, randomized,
placebo-controlled clinical trial. Am Rev
Respir Dis 1991;144:291-6.

11. Selman M, Carrillo G, Salas J, et al.
Colchicine, D-penicillamine, and predni-
sone in the treatment of idiopathic pulmo-
nary fibrosis: a controlled clinical trial.
Chest 1998;114:507-12.

12. Johnson MA, Kwan S, Snell NJC, Nunn
AJ, Darbyshire JH, Turner-Warwick M. Ran-
domised controlled trial comparing pred-
nisolone alone with cyclophosphamide and
low dose prednisolone in combination in
cryptogenic fibrosing alveolitis. Thorax
1989;44:280-8.

13. Cantin AM, North SL, Fells GA, Hub-
bard RC, Crystal RG. Oxidant-mediated epi-
thelial cell injury in idiopathic pulmonary fi-
brosis. J Clin Invest 1987;79:1665-73.

14. RahmanI, MacNee W. Role of transcrip-
tion factors in inflammatory lung diseases.
Thorax 1998;53:601-12.

15. Cantin AM, Hubbard RC, Crystal RG.
Glutathione deficiency in the epithelial lin-
ing fluid of the lower respiratory tract in id-
iopathic pulmonary fibrosis. Am Rev Respir
Dis 1989;139:370-2.

16. Meyer A, Buhl R, Magnussen H. The ef-
fect of oral N-acetylcysteine on lung gluta-

thione levels in idiopathic pulmonary fibro-
sis. Eur Respir ] 1994;7:431-6.

17. Meyer A, Buhl R, Kampf S, Magnussen
H. Intravenous N-acetylcysteine and lung
glutathione of patients with pulmonary fi-
brosis and normals. Am J Respir Crit Care
Med 1995;152:1055-60.

18. Behr J, Maier K, Degenkolb B, Krom-
bach F, Vogelmeier C. Antioxidative and
clinical effects of high-dose N-acetylcys-
teine in fibrosing alveolitis: adjunctive ther-
apy to maintenance immunosuppression.
Am J Respir Crit Care Med 1997;156:1897-
901.

19. Behr J, Degenkolb B, Krombach F
Vogelmeier C. Intracellular glutathione and
bronchoalveolar cells in fibrosing alveolitis:
effects of N-acetylcysteine. Eur Respir J
2002;19:906-11.

20. Liu RM, Liu Y, Forman HJ, Olman M,
Tarpey MM. Glutathione regulates transform-
ing growth factor-B-stimulated collagen
production in fibroblasts. Am J Physiol
Lung Cell Mol Physiol 2004;286:L121-
L128.

21. Idiopathic pulmonary fibrosis: diagno-
sis and treatment — international consen-
sus statement: American Thoracic Society
(ATS), and the European Respiratory Society
(ERS). AmJ Respir Crit Care Med 2000;161:
646-64.

22. American Thoracic Society/European
Respiratory Society International Multidis-
ciplinary Consensus Classification of the Id-
iopathic Interstitial Pneumonias. Am J
Respir Crit Care Med 2002;165:277-304.

N ENGL J MED 353;21 WWW.NEJM.ORG NOVEMBER 24, 2005

Downloaded from www.nejm.org at UNIVERSITEIT VAN AMSTERDAM on December 19, 2006 .
Copyright © 2005 Massachusetts Medical Society. All rights reserved.

2241



2242

ACETYLCYSTEINE IN PULMONARY FIBROSIS

[Erratum, Am J Respir Crit Care Med 2002;
166:426.]

23. Gay SE, Kazerooni EA, Toews GB, et al.
Idiopathic pulmonary fibrosis: predicting
response to therapy and survival. Am J
Respir Crit Care Med 1998;157:1063-72.

24. Kazerooni EA, Martinez FJ, Flint A, etal.
Thin-section CT obtained at 10-mm incre-
ments versus limited three-level thin-sec-
tion CT for idiopathic pulmonary fibrosis:
correlation with pathologic scoring. AJR
AmJ Roentgenol 1997;169:977-83.

25. Wells AU, Hansell DM, Rubens MB,
Cullinan P, Black CM, du Bois RM. The pre-
dictive value of appearances on thin-section
computed tomography in fibrosing alveoli-
tis. Am J Respir Crit Care Med 1993;148:
1076-82.

26. Katzenstein AL, Myers JL. Idiopathic
pulmonary fibrosis: clinical relevance of
pathologic classification. Am J Respir Crit
Care Med 1998;157:1301-15.

27. Nicholson AG, Colby TV, du Bois RM,
Hansell DM, Wells AU. The prognostic sig-
nificance of the histologic pattern of inter-
stitial pneumonia in patients presenting
with the clinical entity of cryptogenic fibro-
sing alveolitis. Am J Respir Crit Care Med
2000;162:2213-7.

28. Watters LC, King TE Jr, Schwarz MI,
Waldron JA, Stanford RE, Cherniak RM.
Aclinical, radiographic, and physiologic
scoring system for the longitudinal assess-
ment of patients with idiopathic pulmonary
fibrosis. Am Rev Respir Dis 1986;133:97-
103.

29. Quanjer PH. Standardized lung func-
tion testing: report of working party. Bull
Eur Physiopathol Respir 1983;19:Suppl 5:1-
95.

30. Standardized lung function testing: of-
ficial statement of the European Respiratory
Society. Eur Respir J Suppl 1993;16:1-100.
31. Thomeer MJ, Vansteenkiste J, Verbeken
EK, Demedts M. Interstitial lung diseases:
characteristics at diagnosis and mortality risk
assessment. Respir Med 2004;98:567-73.
32. Latsi PI, du Bois RM, Nicholson AG, et
al. Fibrotic idiopathic interstitial pneumo-
nia: the prognostic value of longitudinal

functional trends. Am ] Respir Crit Care
Med 2003;168:531-7.

33. Collard HR, King TE Jr, Bartelson BB,
Vourlekis JS, Schwarz MI, Brown KK.
Changes in clinical and physiologic varia-
bles predict survival in idiopathic pulmo-
nary fibrosis. Am J Respir Crit Care Med
2003;168:538-42.

34. Flaherty KR, Mumford JA, Murray S, et
al. Prognostic implications of physiologic
and radiographic changes in idiopathic in-
terstitial pneumonia. Am J Respir Crit Care
Med 2003;168:543-8.

35. European Respiratory Society Task
Force on Standardization of Clinical Exer-
cise Testing. Clinical exercise testing with
reference to lung disease: indications, stan-
dardization and interpretation strategies.
Eur Respir] 1997;10:2662-89.

36. Jones PW, Quirk FH, Baveystock CM.
The St George’s Respiratory Questionnaire.
Respir Med 1991;85:Suppl B:25-31.

37. International Conference on Harmoni-
sation of Technical Requirements for Regis-
tration of Pharmaceuticals for Human Use.
ICH guidelines: “efficacy” topics. E6. Good
clinical practice: consolidated guideline. (Ac-
cessed October 28, 2005, at http:/jwww.
ich.org/cache/compo/276-254-1.html.)

38. Mallinckrodt CH, Watkin JG, Molen-
berghs G, Carroll RJ. Choice of the primary
analysis in longitudinal clinical trials.
Pharm Stat 2004;3:161-9.

39. Mallinckrodt CH, Raskin J, Wohlreich
MM, Watkin JG, Detke MJ. The efficacy of
duloxetine: a comprehensive summary of
results from MMRM and LOCF-ANCOVA in
eight clinical trials. BMC Psychiatry 2004;4:
26-35.

40. Medical Dictionary for Regulatory Activ-
ities (MedDRA) (Accessed October 28,
2005, at http://www.msso.org.)

41. Lama VN, Flaherty KR, Toews GB, et al.
Prognostic value of desaturation during a
6-minute walk test in idiopathic interstitial
pneumonia. Am J Respir Crit Care Med
2003;168:1084-90.

42. Hallstrand TS, Boitano LJ, Johnson WC,
Spada CA, Hayes JG, Raghu G. The timed
walk test as a measure of severity and sur-

vival in idiopathic pulmonary fibrosis. Eur
Respir] 2005;25:96-103.

43. Raghu G, Johnson WC, Lockhart D,
Mageto Y. Treatment of idiopathic pulmo-
nary fibrosis with a new antifibrotic agent,
pirfenidone: results of a prospective, open-
label Phase II study. Am J Respir Crit Care
Med 1999;159:1061-9.

44. Azuma A, Nukiwa T, Tsuboi E, et al.
Double blind, placebo-controlled trial of
pirfenidone in patients with idiopathic pul-
monary fibrosis. Am J Respir Crit Care Med
2005;171:1040-7.

45. Ziesche R, Hofbauer E, Wittmann K,
Petkov V, Block LH. A preliminary study of
long-term treatment with interferon gamma-
1b and low-dose prednisolone in patients
with idiopathic pulmonary fibrosis. N Engl
JMed 1999;341:1264-9. [Erratum, N Engl
J Med 2000;342:524.]

46. Raghu G, Brown K, Bradford WZ, et al.
A placebo-controlled trial of interferon gam-
ma-1b in patients with idiopathic pulmonary
fibrosis. N Engl ] Med 2004;350:125-33.

47. Prasse A, Miiller K-M, Kurz C, Hamm H,
Virchow JC Jr. Does interferon-gamma im-
prove pulmonary function in idiopathic pul-
monary fibrosis? Eur Respir J 2003;22:906-
11.

48. King TE Jr, Safrin S, Starko KM, et al.
Analyses of efficacy end points in a con-
trolled trial of interferon-gamma1b for idio-
pathic pulmonary fibrosis. Chest 2005;127:
171-7.

49. Menor C, Fernandez-Moreno MD, Fu-
eyoJA, etal. Azathioprine acts upon rat hep-
atocyte mitochondria and stress-activated
protein kinases leading to necrosis: protec-
tive role of N-acetyl-L-cysteine. ] Pharmacol
Exp Ther 2004;311:668-76.

50. Raza M, Ahmad M, Gado A, Al-Sha-
banah OA. A comparison of hepatoprotec-
tive activities of aminoguanidine and N-ace-
tylcysteine in rat against the toxic damage
induced by azathioprine. Comp Biochem
Physiol C Toxicol Pharmacol 2003;134:451-
6.

Copyright © 2005 Massachusetts Medical Society.

PHYSICIAN-JOURNALIST

The Journal is seeking a physician with substantial reporting
experience to write articles on timely topics in medicine and society
for the Perspective section. Send curriculum vitae and writing samples
to Perspective Editor, New England Journal of Medicine, 10 Shattuck St.,
Boston, MA 02115, or at writer@nejm.org.

N ENGL ) MED 353;21 WWW.NEJM.ORG NOVEMBER 24, 2005

Downloaded from www.nejm.org at UNIVERSITEIT VAN AMSTERDAM on December 19, 2006 .
Copyright © 2005 Massachusetts Medical Society. All rights reserved.



