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Introduction

In therapy evaluation studies, a number of factors apart from the
test therapy can contribute to the outcome, for example, natural
recovery, adjunctive therapies and observation bias. In controlled
studies, the effects of such bias factors can be suppressed by
subtracting the outcome of the control group from the outcome of
the therapy group (with adjustment for baseline differences if the
groups are not randomized). Sometimes, however, control groups
are not feasible, for example, in the case of rare diseases [1],
strong therapy preferences [2] or for ethical reasons [3]. Fifty
years after the introduction of the randomized clinical trial [4],
more than half of published studies even in front-line journals are
not randomized [5] (in surgery more than 90% [6,7]), and for
many therapies (e.g. drugs [8—11], surgery [1,12—14], other proce-
dures [2,15]) the evidence base consists exclusively of studies
without control groups. In reports of single-arm therapy studies,
the issue of therapy effects versus bias is often only briefly men-
tioned, or at the best, the influence of one or two bias factors is

analysed separately.

Abstract

Rationale, aims and objectives For therapy evaluation studies, control groups are some-
times not feasible. In single-arm studies, various bias factors apart from the test therapy can
affect clinical outcomes. The objective of this analysis was to improve the methods to
minimize bias in single-arm studies.

Method We present a procedure for combined suppression of several bias factors, using
two methods: sample restriction to patients unaffected by bias, and score adjustment. The
procedure was used for a secondary analysis of disease score (doctors’ global rating, 0-10)
in a cohort of patients receiving anthroposophic therapies for chronic diseases. Four bias
factors were suppressed stepwise: attrition bias (by replacing missing values with the
baseline value carried forward), bias from natural recovery (by sample restriction to
patients with disease duration of 212 months), regression to the mean due to symptom-
driven self-selection (by replacing baseline scores with scores three months before enrol-
ment) and bias from adjunctive therapies (by sample restriction to patients not using
adjunctive therapies).

Results In the cohort analysed, these four bias factors could together explain a maximum
of 37% of the 0- to 6-month improvement of disease score.

Conclusion Combined bias suppression, using sample restriction and score adjustment, is
a transparent procedure to minimize bias in single-arm therapy studies. Further applicabil-
ity of the procedure should be tested in future studies.

This paper contributes to the quality improvement of single-arm
studies by presenting a procedure for combined suppression of
four bias factors that may commonly affect outcomes: attrition
bias, natural recovery, regression to the mean (RTTM) and adjunc-
tive therapies. (The procedure does not encompass other factors
such as placebo effects. However, these factors do not always have
a relevant influence on clinical outcomes [16,17]. This issue will
be dealt with in a separate paper.)

There are two simple and transparent methods for reliable sup-
pression of individual bias factors without a control group. Each
method has an underlying premise and can be applied if the
premise is fulfilled:

1 If, as a premise, one necessary precondition for the occurrence
of a certain bias in certain patients can be identified on account of
patient characteristics, suppression of this bias is possible by sam-
ple restriction: the exclusion of patients with the respective char-
acteristics from the study or the analysis, thus restricting the
analysed sample to patients unaffected by this bias.

2 If, as a premise, the maximal plausible impact of a certain bias
on the outcome can be established, suppression of this bias is
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possible by score adjustment: re-analysis of the outcome after
subtracting the maximum plausible bias impact (analogous to
subtracting the outcome of the control group in a controlled
study).

Technically, both methods of bias suppression are one-way sen-
sitivity analyses, assessing the ‘worst case’ of maximum plausible
bias impact [18]. The objective is thus not to identify the real
magnitude of bias impact (because this magnitude is often
unknown), but to suppress the maximum plausible bias impact and
subsequently analyse study outcomes under largely bias-free
conditions.

For simultaneous suppression of several bias factors (techni-
cally a ‘worst case’ extreme scenario analysis [18]), a further
premise is that the techniques used for suppression of each factor
can be combined. The implementation of combined bias suppres-
sion is illustrated in the following.

Methods

Study sample and outcome measure

Combined bias suppression was used for a secondary analysis of
data from the Anthroposophic Medicine Outcome Study (AMOS),
a prospective multicentre cohort study of outpatients aged 1—
75 years starting anthroposophic therapies (art, eurythmy exer-
cises, rhythmical massage or medication) for various chronic dis-
eases. Patients were enrolled from 1998 to 2005. A 2-year analysis
of patients enrolled up to 31 March 2001 had shown significant
improvement of disease symptoms and quality of life [19]. Most
improvements occurred during the first 6 months after study
enrolment, during which the anthroposophic therapies were
implemented.

The present analysis concerned the 0- to 6-month change of
disease score (doctor’s global assessment of disease severity,
0 =not present, 10 = worst possible, documented after 0, 6 and
12 months) and was performed on patients enrolled from 1 July
1998 to 31 March 2001 with disease score available at baseline
(n=887 of 898 enrolled patients). The majority of patients
(88.5%, 785/887) were recruited by primary care doctors. Mean
age was 35.6 years (SD 18.5); 73.1% (648/887) were women.
Most frequent main diagnoses, classified by the International
Classification of Diseases, Tenth Edition, were FOO-F99 mental
disorders (32.1%, 285/887 patients), M00-M99 musculoskeletal
diseases (19.1%), JO0-J99 respiratory diseases (9.0%) and GOO-
G99 nervous system disorders (7.0%). Mean disease duration was
6.5 years (SD 8.4).

Data analysis

Disease score was analysed using a stepwise suppression of four
bias factors: attrition bias, natural recovery, RTTM and adjunctive
therapies. Each subsequent step was added to the previous steps,
provided that the potential impact of the respective bias on the
outcome was found to be positive.

Bias factors may have a potential positive impact on the outcome
(i.e. the suppression of the respective bias reduces the magnitude
of the improvement) or a potential negative impact (suppression
increases the improvement). For bias factors with a potential neg-
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ative impact, the ‘worst case’ is zero impact; therefore, the suppres-
sion of such biases was not included in the final analysis.
Paired samples were analysed with 7-test, using SPSS 14.01.

Step 1: Attrition bias

Patient attrition can bias the outcome if patients with missing
outcome data are excluded from the analysis but have less favour-
able results than respondents. This bias can be suppressed by
subtracting its maximum plausible impact on the outcome, that is,
by replacing the missing values with values reflecting the maxi-
mum plausible degree to which dropouts may have less favourable
results than respondents. The maximum plausible impact of attri-
tion bias will depend on the individual study situation:

In AMOS, doctors’ 6-month follow-up documentation of dis-
ease score was available for 82.5% of patients (732/887) and
missing for 17.5%. (The corresponding patient 6-month follow-up
documentation was available for 91.4% (811/887) and missing for
8.6%.) Patients with and without available follow-up documenta-
tion did not differ significantly in age, sex, diagnosis, disease
duration or baseline disease score. For patients with evaluable data
at 6-month follow-up, disease score was improved from baseline
in 83.5% of patients (611/732), unchanged in 11.6% and deterio-
rated in 4.9%.

The maximum plausible extent of attrition bias was assumed to
be that, in patients with missing values, disease score would be
unchanged from baseline. Accordingly, replacement of missing
values with baseline values should fully suppress attrition bias.

Suppression of attrition bias: To minimize the potential for bias,
missing values were replaced with the baseline value carried
forward.

Step 2: Bias from natural recovery

Natural recovery (permanent reduction or disappearance of symp-
toms without effective therapy) must be distinguished from RTTM
because of symptom fluctuation and self-selection at symptom
peaks (see Step 3). The potential for natural recovery diminishes
with increasing disease duration and will eventually approach
zero. According to the empirical literature, no relevant improve-
ment will be expected in cohorts with typical AMOS diagnoses
after 1 year’s duration or even earlier. Therefore, restricting the
analysis to patients with disease duration of =12 months will sup-
press natural recovery bias. (We searched the literature for meta-
analyses or representative studies of common AMOS diagnoses.
In five diagnoses investigated, no relevant natural recovery was
found beyond 2—3 months’ duration (low back pain [20], migraine
[21], tension headache [21] and generalized anxiety disorder
[22]) and 12 months’ duration (major depression [23-28]),
respectively.)

Suppression of bias from natural recovery: To minimize the
potential for bias, the sample was restricted to patients with dis-
ease duration of 212 months (75.6% of patients, 671/887).

Step 3: Bias from regression to the mean

In therapy studies of symptomatic patients, RTTM can occur if
symptoms fluctuate and if there is also symptom-driven patient
self-selection, that is, if patients preferentially seek medical atten-
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tion and are enrolled into the study at symptom peaks (Fig. 1). As
a consequence of this self-selection, the average disease severity
at study enrolment (in this sample: disease score at 0 months,
DSO0) will be higher than the true disease severity (true disease
score). There are three important aspects of this self-selection
bias:

® increase of average disease severity before study enrolment
(i.e. egression from the mean, EFTM);

e DSO0 showing higher (worse) values than true disease score; and
e return to average levels after study enrolment (i.e. RTTM).

The RTTM is a consequence of EFTM, and both will be of the
same magnitude, provided that the amplitude and frequency of
symptom fluctuation do not change over time (Fig. 1).

Another possible cause of RTTM in therapy studies is a trun-
cated patient selection, which occurs when the inclusion criteria
require a score to exceed a specific threshold, or when subgroups
are analysed according to cut-off values. Truncated patient selec-
tion did not occur in the present sample, and this issue will not be
further dealt with here.

Regression to the mean from self-selection at symptom peaks
can be suppressed in three ways: by using a concurrent control
group, by complex adjustment techniques [29-32] and by using
two or more baseline scores [33-36]. For the present analysis, we
used two baseline scores: DSO and DS-3 (disease score 3 months
before study enrolment, documented at study enrolment). DS-3
can be taken as an estimate of true disease score (Fig. 1). There-
fore, replacement of DSO by DS-3 will suppress RTTM bias (see
Fig. 1).

Suppression of RTTM-bias: To minimize the potential for bias,
DSO0 was replaced by DS-3.

(For the present analysis of AMOS patients recruited from 1
July 1998 to 31 March 2001 (AMOS-98-01), a direct replacement
with DS-3 was not possible, because study documentation of DS-
3 had only been performed on AMOS patients recruited from 1
September 2004 to 31 December 2005 (AMOS-04-05). As a
substitute, the difference (DSO — DS-3) was calculated in AMOS-
04-05 (average 0.43 points, n = 107 patients with disease duration

Egression — regression in six patients
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of 212 months). This difference (DSO — DS-3 = EFTM) was then
subtracted from DS0 in AMOS-98-01, in order to estimate DS-3 in
this sample. AMOS-98-01 and AMOS-04-05 patients fulfilled the
same eligibility criteria and did not differ significantly in age, sex
and main diagnosis. This necessity to impute data from other study
patients is a technical limitation of the present analysis, which can
be avoided in future studies.)

Step 4: Bias from adjunctive therapies

Adjunctive therapies may affect clinical outcomes. In AMOS,
adjunctive therapies were allowed, and at 6-month follow-up the
patients documented their use of adjunctive therapies during the
first six study months (medication use was also documented at 3-
month follow-up). Because AMOS comprised a range of disor-
ders, for which different therapies might affect outcomes, an
analysis of diagnosis-related adjunctive therapies was not feasible
for all diagnoses. The present analysis was therefore performed on
the largest evaluable diagnostic subgroups: patients with a main
diagnosis of mental, respiratory, musculoskeletal or headache
disorders (67.1%, 450 of 671 patients with disease
duration > 12 months).

Suppression of bias from adjunctive therapies: To minimize the
potential for bias, this sample was restricted to patients not using
diagnosis-related adjunctive therapies during the first 6 months
after study enrolment (54.7% of patients, 246/450). Diagnosis-
related adjunctive therapies were any of the following therapies, if
used for at least 1 day per month:

e mental disorders: psychotherapy (in children ergotherapy or
play therapy); anti-epileptic, psycholeptic, analeptic and anti-
addiction drugs (Anatomical Therapeutic Chemical Classification
Index NO3A, N05-06, NO7B);

e respiratory disease: relevant respiratory drugs (HO02, JO1-02,
J04-05, JO7A, LO3, RO1, R03, R06-07) or surgery;

e musculoskeletal disease: immunosuppressive, musculoskeletal,
analgesic and antidepressant drugs (L04, M01-05, M09, NO2A-B,
NO6A); physiotherapy or relevant surgery; and

Egression — regression in group
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Figure 1 Model of egression from the mean (EFTM) and regression to the mean (RTTM) due to symptom-driven patient self-selection. True disease
score (TDS) = DS-3 (disease score 3 months before study enrolment). DSO: disease score at study enrolment.
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Table 1 Disease score with stepwise bias suppression

H.J. Hamre et al.

0-6 months difference

0 months 6 months
Bias suppression steps n Mean + SD Mean + SD Mean 95% Cl P-value
Patients with all diagnoses
Patients with evaluable data at 0 and 6 months 732 6.40+1.76 3.43+2.23 2.97 2.79-3.14 P<0.001
Step 1: BVCF 887 6.38+1.76 3.93+£2.41 2.45 2.29-2.61 P<0.001
Step 1 + 2: BVCF, patients with disease duration of 671 6.41+1.79 4114237 2.30 2.12-2.49 P<0.001
>12 months
Final analysis — Step 1 + 2 + 3. BVCF, patients with 671 5.98+1.79 4114237 1.87 1.69-2.06 P <0.001
disease duration of >12 months, adjustment of
baseline score to suppress RTTM
Patients with mental, respiratory, musculoskeletal or headache disorders
Patients with evaluable data at 0 and 6 months 480 6.36 £ 1.71 3.23+£2.11 3.14 2.92-3.35 P <0.001
Step 1 + 2 + 3: BVCF,; Patients with disease 450 6.00+1.72 3.92+2.33 2.08 1.85-2.31 P<0.001
duration of 212 months, adjustment of baseline
score to suppress RTTM
Step 1+ 2 + 3 + 4: BVCF,; Patients with disease 246 595+ 1.68 3.65+2.28 2.30 1.99-2.61 P <0.001
duration of 212 months, adjustment of baseline
score to suppress RTTM, patients without
diagnosis-related adjunctive therapies
BVCF, missing data replaced by the baseline value carried forward.
RTTM, regression to the mean.
e headache disorders: analgesics, antimigraine and antidepressant Disease score
drugs (C04AX01, CO7AA05, CO7AB02, CO8CA06, CO8DAOL, 10
NO02, NO3AGO1, NO6A, NO7CAO03).
gL -
Results A
Each of the bias suppression Steps 1-3 (suppression of attrition % 6 — T T —o— Without bias
bias, natural recovery and RTTM) leads to a successive reduction S _ suppression
of the 0- to 6-month improvement of disease score (Table 1). é 4 n - Combined bias
Altogether, Steps 1 +2 + 3 reduced the average improvement by % \E)-\G W suppression
37% (2.97 — 1.87 points). n
In patients evaluable for Step 4, that is, patients with mental, 2 - 1
respiratory, musculoskeletal or headache disorders, Steps B 1
1+ 2+ 3 resulted in a similar reduction of the improvement by, 0
altogether, 34% (3.14 — 2.08 points). However, the restriction of 0 6 12
Months

this sample to patients not using diagnosis-related adjunctive ther-
apies (Step 4) leads to a more pronounced improvement of disease
score (2.30 points), compared with the improvement of all patients
with these diagnoses (2.08 points). Thus, the potential impact of
adjunctive therapy bias was not positive but negative. Accordingly,
Step 4 was not included in the final analysis.

The final analysis of disease score, after suppression of the
maximum plausible positive bias impact by combining
Steps 1 +2 + 3 in patients with all diagnoses (Fig. 2), showed a
significant 0- to 6-month improvement of 1.87 points (95% confi-
dence interval 1.69-2.06 points).

Discussion

We have presented a procedure for the combined suppression of
four bias factors that may affect outcomes in single-arm studies:
bias from patient attrition, natural recovery, RTTM and adjunc-
tive therapies. The procedure combines two methods: sample
restriction (restricting the study sample to patients unaffected by

Figure 2 Disease score without bias suppression and with combined
bias suppression. (Final analysis: suppression of bias from patient attri-
tion, natural recovery and regression to the mean. The additional sup-
pression of adjunctive therapy bias would not further reduce the
improvement). Patients with all diagnoses.

the respective bias) and score adjustment (re-analysis of the out-
come after subtraction of the maximum plausible impact of the
respective bias). The procedure was illustrated by the analysis of
a study of primary care patients with chronic diseases receiving
anthroposophic therapies (AMOS). After combined suppression
of bias from natural recovery and adjunctive therapies (by sample
restriction) and of attrition bias and RTTM (by score adjustment)
it was found that these four bias factors could together explain a
maximum of 37% of the 0- to 6-month improvement of disease
score (0-10), with a residual significant improvement of 1.87
points.
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Although many techniques for bias suppression are known [37],
the simultaneous application of different techniques to suppress
different bias factors within one study does not appear to be widely
used. To our knowledge, the combination of sample restriction and
score adjustment has not been presented previously.

The suppression techniques used here largely fulfil the premises
for reliable bias suppression: The premise for sample restriction is
that the patients potentially affected by the respective bias can be
identified and excluded from the study or the analysis. Because
adjunctive therapies can only affect patients who use them, sample
restriction to non-users of diagnosis-related adjunctive therapies
should reliably suppress this potential bias. Bias from natural
recovery will be largely excluded by sample restriction to patients
with disease duration of at least 1 year. The reason is that after
1 year’s duration, natural recovery of chronic disease in primary
care does not generally occur. (In five AMOS indications investi-
gated, no relevant natural recovery is found after follow-up periods
ranging from 2 to 12 months.)

The premise for score adjustment is that the maximal plausible
impact of the respective bias can be established and subtracted
from the outcome. For the 6-month analysis of disease score in
AMOS, the maximum plausible impact of arttrition bias was
assumed to be a no change from baseline in all patients with
missing data — a clearly conservative assumption, as 83% of eval-
uable patients were improved from baseline. The maximum plau-
sible impact of RTTM bias from symptom fluctuation and self-
selection at symptom peaks was assumed to equate the full
amount of symptom deterioration observed during the 3 months
preceding study enrolment (DSO — DS-3). This is probably also a
conservative assumption, as some of this deterioration will not
represent symptom fluctuation but permanent deterioration; for
example, in major depression and in low back pain, higher symp-
tom severity is associated with a more unfavourable prognosis
[38,39].

Thus, the bias suppression techniques used in the present
example were conservative, that is, aimed at protecting against
false-positive results. This principle should be upheld in future
studies.

The advantages of combined bias suppression as presented here
are its transparency and the modular, stepwise procedure, enabling
other researchers to add or delete steps as needed, or to modify
steps, substituting other techniques for the suppression of individ-
ual bias factors.

As an example, to suppress bias from natural recovery, we
restricted the sample according to the criterion of disease duration.
For other studies, the use of this criterion may pose difficulties or
be considered insufficient. However, there is a possibility of add-
ing a second criterion: In individual patients with only moderately
long prior disease duration, a short time span between beginning
of treatment and clinically relevant improvement makes spontane-
ous improvement more unlikely than long disease duration alone.
Therefore, a combined criterion (long disease duration and short
time to improvement) may prove more useful than long disease
duration alone.

To suppress bias from adjunctive therapies, we restricted the
sample to non-users of disease-relevant therapies. In other
instances, most or all patients will use adjunctive therapies, mak-
ing sample restriction to non-users unfeasible. However, it may
still be possible to predefine patient groups on a stable adjunctive

© 2008 The Authors. Journal compilation © 2008 Blackwell Publishing Ltd
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therapy regimen (e.g. ongoing use of antidepressants or corticos-
teroids in stable doses), for which the addition of a new therapy
may be assessed.

For minimization of EFTM/RTTM from symptom-driven
patient self-selection, we replaced DSO with DS-3. This method
has two advantages. First, using DS-3 allows for a direct suppres-
sion of EFTM (which is the primary source of bias in patient self-
selection), instead of suppressing RTTM (which is secondary to
EFTM). Thus, no assumptions of EFTM and RTTM being equal
are needed. Second, no imputing of data from reference groups is
needed nor any assumption about identical score variability of
study sample and reference group. Nonetheless, other researchers
may prefer to use one of the many other techniques for RTTM
adjustment [29-32].

The example of combined bias suppression presented here was
a secondary (post hoc) analysis. In future studies all design and
analysis elements of combined bias suppression can be pre-
planned and incorporated into the study protocol. Thus, several
limitations of the present analysis can be avoided. Regarding nat-
ural recovery, the cut-off point beyond which no relevant recov-
ery will occur can be determined for all indications of interest
(and not just for selected diagnoses, as here). Regarding RTTM,
DS-3 can be documented for each analysed patient (instead of
imputation of data obtained on other study patients, as here).
Adjunctive therapy use can be documented by diaries or week
charts (instead of retrospectively for the last 3—6 months, as
here).

A technical requirement for combined bias suppression is an
adequate sample size, which will depend on the magnitude of the
outcome, the proportion of patients to be excluded from the analy-
sis, the magnitude of patient dropout and so on.

Combined bias suppression has three important general limi-
tations. First, the use of sample restriction means that a direct
conclusion is possible only for the subsample unaffected by bias
(in this analysis, patients with disease duration of >12 months
not using adjunctive therapies). No direct conclusions are possi-
ble about the impact of adjunctive therapies in patients using
them or about the impact of natural recovery in patients with
disease duration of <12 months. Notably, this limitation of gen-
eralizability to similar patients receiving similar treatment is in
principle shared by all other empirical evaluations. Second, the
focus on maximum plausible bias impact means that no conclu-
sions are possible about the minimum plausible, or the true bias
impact. Thus, in the analysed sample, the four biases suppressed
could together explain a maximum of 37% of the improvement.
However, their true impact may have been 0% (even a negative
impact is possible, as was found in the case of adjunctive thera-
pies), but this issue was not the subject of the analysis. Third,
and more important, combined bias suppression only covers the
bias factors expressly suppressed — in the present example four
factors — and not other confounders (e.g. patient expectations
[40] or observation bias [41]) that can also affect clinical out-
comes. The method of combined bias suppression should there-
fore be supplemented with a method for the identification of all
potentially relevant bias factors and the assessment of their rele-
vance for the respective outcome (Hamre et al., manuscript in
preparation). Depending on study characteristics (patients, indi-
cations, treatment, outcomes, etc.), different bias factors may or
may not be relevant.



Bias suppression

Conclusion

Combined bias suppression, using sample restriction and score
adjustment, is a straightforward and transparent procedure for
minimization of bias in single-arm therapy studies. The procedure
should be tested in future studies.

Acknowledgements

This analysis was funded by the Software-AG Stiftung and the
Innungskrankenkasse Hamburg with supplementary grants from
the Deutsche BKK, the Betriebskrankenkasse des Bundesver-
kehrsministeriums, the Dr Hauschka Stiftung, the Forderstiftung
Anthroposophische Medizin, the Mahle Stiftung and the Zu-
kunftsstiftung Gesundheit.

References

1.

Ismail-Khan, R., Robinson, L. A., Williams, C. C., Jr, Garrett, C. R.,
Bepler, G. & Simon, G. R. (2006) Malignant pleural mesothelioma: a
comprehensive review. Cancer Control, 13 (4), 255-263.

. Gill, A. L. & Bell, C. N. (2004) Hyperbaric oxygen: its uses, mecha-

nisms of action and outcomes. QMJ: Monthly Journal of the Assocai-
tion of Physicians, 97 (7), 385-395.

. Thomson, H., Hoskins, R., Petticrew, M., Ogilvie, D., Craig, N.,

Quinn, T. & Lindsay, G. (2004) Evaluating the health effects of social
interventions. British Medical Journal, 328 (7434), 282-285.

. Streptomycin in Tuberculosis Trials Committee. (1948) Streptomycin

treatment of pulmonary tuberculosis. British Medical Journal, 2, 769—
782.

. Ray, J. G. (2002) Evidence in upheaval: incorporating observational

data into clinical practice. Archives of Internal Medicine, 162 (3),
249-254.

. McCulloch, P., Taylor, 1., Sasako, M., Lovett, B. & Griffin, D. (2002)

Randomised trials in surgery: problems and possible solutions. British
Medical Journal, 324 (7351), 1448-1451.

. Panesar, S. S., Thakrar, R., Athanasiou, T. & Sheikh, A. (2006)

Comparison of reports of randomized controlled trials and systematic
reviews in surgical journals: literature review. Journal of the Royal
Society of Medicine, 99 (9), 470—472.

. Claassen, J., Hirsch, L. J., Emerson, R. G. & Mayer, S. A. (2002)

Treatment of refractory status epilepticus with pentobarbital, pro-
pofol, or midazolam: a systematic review. Epilepsia, 43 (2), 146—
153.

. Sibai, B. M. (2003) Diagnosis and management of gestational hyper-

tension and preeclampsia. Obstetrics and Gynecology, 102 (1), 181—
192.

. Srisurapanont, M., Kittiratanapaiboon, P. & Jarusuraisin, N. (2001)

Treatment for amphetamine psychosis. Cochrane Database of System-
atic Revive, 4, CD003026.

. Critchley, P., Plach, N., Grantham, M., Marshall, D., Taniguchi, A.,

Latimer, E. & Jahad, A. R. (2001) Efficacy of haloperidol in the
treatment of nausea and vomiting in the palliative patient: a systematic
review. Journal of Pain and Symptom Management, 22 (2), 631-634.

. McCahill, L. & Ferrell, B. (2002) Palliative surgery for cancer pain.

West Journal of Medicine, 176 (2), 107-110.

. Esiashvili, N., Landry, J. & Matthews, R. H. (2002) Carcinoma of the

anus: strategies in management. Oncologist, 7 (3), 188-199.

. Huisstede, B. M., Miedema, H. S., van Opstal, T., de Ronde, M. T.,

Kuiper, J. L., Verhaar, J. A. & Koes, B. W. (20006) Interventions for
treating the posterior interosseus nerve syndrome: a systematic review
of observational studies. Journal of the Peripheral Nervous System, 11
(2), 101-110.

20.

21.

22.

23.

24.

25.

26.

217.

28.

29.

H.J. Hamre et al.

. Whitlock, E. P., Garlitz, B. A., Harris, E. L., Beil, T. L. & Smith, P. R.

(2006) Screening for hereditary hemochromatosis: a systematic
review for the U.S. Preventive Services Task Force. Annals of Internal
Medicine, 145 (3), 209-223.

. Kienle, G. S. & Kiene, H. (1997) The powerful placebo effect: fact or

fiction? Journal of Clinical Epidemiology, 50 (12), 1311-1318.

. Hrobjartsson, A. & Gotzsche, P. C. (2004) Placebo interventions for

all clinical conditions. Cochrane Database of Systematic Review, 3,
CD003974.

. Briggs, A. H. & Gray, A. M. (1999) Handling uncertainty in economic

evaluations of healthcare interventions. British Medical Journal, 319
(7210), 635-638.

. Hamre, H. J., Becker-Witt, C., Glockmann, A., Ziegler, R., Willich, S.

N. & Kiene, H. (2004) Anthroposophic therapies in chronic disease.
The Anthroposophic Medicine Outcomes Study (AMOS). European
Journal of Medical Research, 9 (7), 351-360.

Pengel, L. H., Herbert, R. D., Maher, C. G. & Refshauge, K. M.
(2003) Acute low back pain: systematic review of its prognosis. Brit-
ish Medical Journal, 327 (7410), 323-327.

Holroyd, K. A. (2002) Assessment and psychological management of
recurrent headache disorders. Journal of Consulting and Clinical Psy-
chology, 70 (3), 656-677.

Borkovec, T. D. & Ruscio, A. M. (2001) Psychotherapy for general-
ized anxiety disorder. Journal of Clinical Psychiatry, 62 (Suppl. 11),
37-42.

Keller, M. B., Lavori, P. W., Mueller, T. I., Endicott, J., Coryell, W.,
Hirschfeld, R. M. & Shea, T. (1992) Time to recovery, chronicity, and
levels of psychopathology in major depression. A 5-year prospective
follow-up of 431 subjects. Archives of General Psychiatry, 49 (10),
809-816.

Coryell, W., Akiskal, H. S., Leon, A. C., Winokur, G., Maser, J. D.,
Mueller, T. I. & Keller, M. B. (1994) The time course of nonchronic
major depressive disorder. Uniformity across episodes and samples.
National Institute of Mental Health Collaborative Program on the
Psychobiology of Depression — Clinical Studies. Archives of General
Psychiatry, 51 (5), 405-410.

Solomon, D. A., Keller, M. B., Leon, A. C., Mueller, T. I., Shea, M.
T., Warshaw, M., Maser, J. D., Coryell, W. & Endicott, J. (1997)
Recovery from major depression. A 10-year prospective follow-up
across multiple episodes. Archives of General Psychiatry, 54 (11),
1001-1006.

Kendler, K. S., Walters, E. E. & Kessler, R. C. (1997) The prediction
of length of major depressive episodes: results from an epidemiolo-
gical sample of female twins. Psychological Medicine, 27 (1), 107—
117.

Furukawa, T. A., Kitamura, T. & Takahashi, K. (2000) Time to recov-
ery of an inception cohort with hitherto untreated unipolar major
depressive episodes. British Journal of Psychiatry, 177, 331-335.
Spijker, J., de Graaf, R., Bijl, R. V., Beekman, A. T., Ormel, J. &
Nolen, W. A. (2002) Duration of major depressive episodes in the
general population: results from The Netherlands Mental Health Sur-
vey and Incidence Study (NEMESIS). British Journal of Psychiatry,
181, 208-213.

Lin, H. M. & Hughes, M. D. (1997) Adjusting for regression toward
the mean when variables are normally distributed. Statistical Methods
in Medical Research, 6 (2), 129-146.

. Chen, S., Cox, C. & Cui, L. (1998) A more flexible regression-to-

the-mean model with possible stratification. Biometrics, 54 (3), 939—
947.

. Muller, H. G., Abramson, I. & Azari, R. (2003) Nonparametric regres-

sion to the mean. Proceedings of the National Academy of Sciences of
the USA, 100 (17), 9715-9720.

. Barnett, A. G., van der Pols, J. C. & Dobson, A. J. (2005) Regression

to the mean: what it is and how to deal with it. International Journal
of Epidemiology, 34 (1), 215-220.

© 2008 The Authors. Journal compilation © 2008 Blackwell Publishing Ltd



H.J. Hamre et al.

33.

34.

35.

36.

37.

Ederer, F. (1972) Serum cholesterol changes: effects of diet and
regression toward the mean. Journal of Chronic Disease, 25 (5), 277—
289.

Boissel, J. P., Duperat, B. & Leizorovicz, A. (1980) The phenomenon
of regression to the mean and clinical investigation of blood choles-
terol lowering drugs. European Journal of Clinical Pharmacology, 17
(3), 227-230.

Blomgpvist, N. (1986) On the bias caused by regression toward the
mean in studying the relation between change and initial value. Jour-
nal of Clinical Periodontology, 13, 34-37.

Yudkin, P. L. & Stratton, I. M. (1996) How to deal with regression to
the mean in intervention studies. Lancet, 347 (8996), 241-243.
Shadish, W. R., Cook, T. D. & Campbell, D. T. (2002) Experimental
and quasi-experimental designs for generalized causal inference. Bos-
ton, MA: Houghton Mifflin Company.

© 2008 The Authors. Journal compilation © 2008 Blackwell Publishing Ltd

38.

39.

40.

41.

Bias suppression

Melartin, T. K., Rytsala, H. J., Leskela, U. S., Lestela-Mielonen, P.
S., Sokero, T. P. & Isometsa, E. T. (2004) Severity and comorbid-
ity predict episode duration and recurrence of DSM-IV major
depressive disorder. Journal of Clinical Psychiatry, 65 (6), 810—
819.

Schiottz-Christensen, B., Nielsen, G. L., Hansen, V. K., Schodt, T.,
Sorensen, H. T. & Olesen, F. (1999) Long-term prognosis of acute low
back pain in patients seen in general practice: a 1-year prospective
follow-up study. Family Practice, 16 (3), 223-232.

Crow, R., Gage, H., Hampson, S., Hart, J., Kimber, A. & Thomas, H.
(1999) The role of expectancies in the placebo effect and their use in
the delivery of health care: a systematic review. Health Technology
Assessment, 3 (3), 1-96.

Sackett, D. L. (1979) Bias in analytical research. Journal of Chronic
Disease, 32, 51-63.



