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ABSTRACT

Objective: There are fundamental differences between the administration of medications and
the application of manual procedures, such as those used by chiropractors. The objective of this
study was to gather preliminary information on how to address these differences in the design
of a multisite, randomized placebo-controlled trial of chiropractic care for women with chronic
pelvic pain (CPP).

Design: Pilot study for a multisite, randomized, placebo-controlled clinical trial.

Setting: Three chiropractic research clinics in the midwest United States.

Subjects: Thirty-nine (39) women with CPP of at least 6 months” duration, diagnosed by board-
certified gynecologists.

Interventions: The active intervention consisted of the chiropractic technique, lumbar spine
flexion-distraction, combined with manual Trigger Point Therapy. The placebo intervention con-
sisted of a sham chiropractic procedure performed with an instrument combined with effleurage
(light massage).

Outcome measures: The primary outcome measure was the change in the Pain Disability In-
dex (PDI) from baseline to the end of treatment (6 weeks), assessed by group and site. If the
change score was in the same direction at all sites, the results were to be combined to estimate
treatment effect size.

Results: Patient characteristics were similar to those of patients with CPP in other studies. Re-
cruitment methods, particularly in respect to the eligibility criteria and screening protocols,
would require modification in order to recruit an adequate sample for the planned randomized
controlled trial. Clinicians followed standardized procedures with apparently minimal devia-
tion, patients in both groups were satisfied with their care and blinding appeared to be suc-
cessful. PDI change scores were not consistent across sites and so results were not combined and
overall treatment effect sizes were not estimated.

Conclusions: The technical and personnel resources required to achieve adequate standard-
ization of procedures at multiple sites may make a placebo-controlled trial unfeasible, given our
current lack of knowledge about the active agent in manual chiropractic procedures.
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INTRODUCTION

he randomized clinical trial (RCT), most of-

ten placebo-controlled, has been consid-
ered the gold standard of clinical research.
Therefore, complementary and alternative
medicine (CAM) practices, including manual
therapies, are expected to use this design to
document efficacy (Kaptchuk, 1999; Vickers,
1996). Although a much-publicized systematic
review of clinical trials called into question the
validity of the use of placebos, it is important
to note that this study concluded that placebos
appeared to have some benefit in trials that
used continuous subjective outcomes and
treated pain, and that, in fact, use of placebo is
only unwarranted “outside the setting of clini-
cal trials” (Hrobjartsson and Goetzsche, 2001,
p- 1594).

However, there are important differences be-
tween administering medications and applying
manual CAM procedures. These raise prob-
lematic issues in the design and conduct of
placebo-controlled RCTs for manual CAM pro-
cedures such as those used by chiropractors
(Bolton, 1999; Hawk, 2000; Joyce, 1994).

One of these issues is the lack of a definitive,
single active agent in chiropractic care. The rea-
son for patients” improvement may not be the
specific manual procedures but a psychophys-
ical gestalt encompassing the entire clinical en-
counter (Coulehan, 1985; Oths, 1994). Another
issue is the use of individualized procedures
with nonstandardized delivery parameters.
These lead to the third issue: it is difficult to be
sure that the placebo treatment does not pos-
sess the same attributes as the active treatment,
resulting in a misclassification error. This pos-
sibility has not, to date, been adequately ad-
dressed in RCTs of manual therapies (Balon et
al., 1998; Bove and Nilsson, 1998; Hondras et
al., 1999). Often the “placebo” in one CAM trial
is an active agent in another (Bove and Nils-
son, 1998; Field et al., 1996; Ironson et al., 1996;
Maa et al., 1997).

A fourth issue, especially challenging in
manual therapy RCTs, relates to blinding to
treatment group assignment, which is impor-
tant to minimize bias: it is impossible to blind
clinicians administering the manual treatment
and difficult to blind patients. In addition to
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these design issues common to trials of man-
ual procedures, choice of appropriate eligibil-
ity criteria can be problematic when the study
focuses on one of the chronic and ill-defined
conditions for which patients frequently seek
CAM care.

Most of these issues can be addressed by
minimizing the variability of the manual pro-
cedures and clinical encounter, such as by con-
ducting the trial at a single site with a single
clinician and using strict eligibility criteria to
maximize homogeneity of the patient sample.
However, to investigate the effects of CAM care
on conditions less common than, for example,
low back pain, a single site will probably not
yield a large enough sample to adequately
power the study.

In order to gather preliminary information
on how to address these issues to design a mul-
tisite trial of chiropractic care for women with
chronic pelvic pain (CPP), we conducted a pi-
lot study at three sites from 1999-2000. The ra-
tionale for conducting this pilot study was
based partially on the results of a previous sin-
gle-group study using one clinician, which had
shown clinically important reductions in CPP-
related pain and disability (Hawk et al., 1997).
This paper presents the results of the multisite
pilot study.

MATERIALS AND METHODS

Patients and clinic sites

Study population and eligibility criteria. Be-
cause this was a pilot for a larger study, not an
efficacy study, the targeted sample size of 20
patients at each of three sites was based on
available resources for recruitment.

Inclusion criteria were:

1. Females ages 18—45.

2. Diagnosis of CPP by each site’s screening
gynecologist. The gynecologic examination
determined the presence of: (1) pelvic pain
more than 6 months; (2) negative bimanual
examination; (3) possible musculoskeletal
etiology; (4) negative screening laboratory;
(5) no indications for laparoscopy (if imme-
diate laparoscopy was indicated to rule out



PILOT FOR A MANUAL PLACEBO-CONTROLLED TRIAL 23

remediable intrapelvic pathology, the pa-
tient was excluded).

3. Naive to chiropractic manipulation, defined
for this study as not having received chiro-
practic care: (1) for the past year, and (2) for
pelvic pain (by patient report).

Exclusion criteria were:

[

Pregnancy.

2. Menopause (cessation of menstruation less
than 6 months).

3. Reproductive tract surgery within the past 6
months.

4. Presence of pathology or conditions requir-
ing medical treatment and/or presenting
contraindication to chiropractic treatment,
as determined by the gynecologist.

5. Contraindications to manipulation, such as
presence of fracture or certain structural ab-
normalities.

6. Absence of indications of musculoskeletal
dysfunction, which include pain, tender-
ness, trigger points in the low back, abdom-
inal, and pelvic musculature, and lack of
mobility of lumbar and lumbosacral joints,
as determined by the chiropractic clinician.

7. Litigation for a health-related claim (in
process or pending).

8. Under treatment, medical or other, currently

for any condition other than CPP, excluding

counseling or psychotherapy.

Clinic sites. The three sites, in three mid-
western states, were: (1) a chiropractic outpa-
tient clinic in a large metropolitan area; (2) a
chiropractic multidisciplinary outpatient clinic
in a large metropolitan area; (3) a chiropractic
college research clinic in a smaller metropoli-
tan area.

Human subjects

Each site’s Institutional Review Board ap-
proved the project. Informed consent forms
were signed by all patients as described below.
All records were maintained in secure files ac-
cording to the sites” usual clinical protocols. For
transmission of any clinical records with pa-
tient identifiers to the data coordinating center
(DCC), a secure carrier was used. All other

study data were sent via priority mail, because
no patient identifiers were included.

Recruitment, enrollment, and
treatment assignment

Patients were recruited through local radio,
newspapers, direct mail, and referral from other
providers. These procedures have been de-
scribed elsewhere (Byrd et al., 1999).

Women calling in response to the advertise-
ments were asked to complete a telephone
screening interview. Those eligible and willing
to participate were scheduled for a clinic visit
to complete a questionnaire and personal in-
terview. Those remaining eligible met with
staff to discuss the study, sign the informed
consent and be examined by the chiropractor.
Eligible women were scheduled with the gy-
necologist for verification of the diagnosis of
CPP. Women who remained eligible were in-
vited to enroll in the study.

Enrolled patients were randomly assigned to
the active or control group at the first treatment
session. The DCC made all treatment assign-
ments using a predetermined restricted ran-
domization scheme with random block sizes,
generated separately for each site.

Interventions

In selecting the chiropractic technique for the
active intervention, we took an evidence-based
approach, choosing the technique with the best
available published evidence for its utility for
patients with CPP.

In developing the protocol for delivery of all
manual procedures, in the absence of authori-
tative data for a threshold of biomechanical
force below which a specific effect does not oc-
cur, we used consensus of the experienced clin-
icians and investigators. Before the study be-
gan, they identified an appropriate level of
biomechanical force for each procedure. For the
active procedures, this was based on usual and
customary practice by experienced chiroprac-
tors. For the placebo intervention, this was
based in part on feedback from volunteers and
in part on clinical experience, with the goal of
designing a placebo maneuver that produced
the smallest possible treatment effect, because
of our recognition that any manual procedure
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inevitably produces some type of physiologic
response.

Active intervention. The primary chiropractic
technique for delivering adjustments (the term
used within the profession for the use of man-
ual force resulting in correcting a subluxation,
which is defined in chiropractic as an area of
joint dysfunction) was lumbar spine flexion-
distraction, a manual procedure commonly
used in chiropractic practice. This technique
was used rather than the most commonly used
chiropractic technique because flexion-distrac-
tion is the only chiropractic technique reported
in published literature as showing utility in
CPP treatment (Browning, 1996, 1991, 1988,
1987; Polk, 1991; Hawk et al., 1997). The sec-
ondary technique was manual trigger point
therapy to the low-back and pelvic area, an-
other procedure commonly used by chiroprac-
tors, involving manual ischemic compression
of muscles where localized regions of painful
contracted tissue are palpated.

Placebo intervention. The placebo treatment
consisted of a sham adjustment combined with
effleurage (light massage). Because the consen-
sus of the investigators and clinicians was that
a sham procedure mimicking flexion-distraction
would be difficult to perform without causing a
significant treatment effect, sham adjustments
were performed with a hand-held adjusting in-
strument set to deliver no pressure, and applied
only to soft tissue adjacent to the spine.

Other aspects of the clinical encounter. In order
to create similar expectations in both groups,
treatment visit frequency and duration were
standardized to 15 minutes per treatment visit
and 14 treatment visits. Patient support by the
clinician was also standardized and deviations
were recorded.

Standardization of protocols among sites

A 2-day training session was conducted prior
to recruitment to standardize procedures and
protocols, and a Manual of Operating Proce-
dures was provided. Throughout the study,
site teams met regularly, with periodic intersite
conference calls.
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Standardization of intervention procedures. All
clinicians had been certified in the chiropractic
techniques and primary clinicians had at least
5 years experience.

At the training session, clinicians applied
each manual procedure with student volun-
teers as patients, using a specially designed chi-
ropractic table equipped with force-plates and
a computerized real-time display to ensure
replicability. The clinicians practiced the inter-
ventions until they were able to reproduce
them consistently. However, this equipment
was not available at all sites so could not be
used throughout the study for reinforcement.

Frequency and duration of treatment

The treatment plan was based on common
chiropractic practice, and consisted of 6 weeks
of treatment with three visits a week for 2
weeks and twice a week for 4 weeks (total =
14) (Haldeman et al., 1992).

Blinding

Patients were not told their group assign-
ment until the week 12 follow-up visit, after
they were asked which group they believed
they had been in and why. Blinding of the chi-
ropractic clinician was not possible. The re-
search assistant, blinded to patients” treatment
group status, administered all outcome assess-
ments.

Patient assessment

Outcome assessments were done at baseline
(prior to contact with the clinician), week 3, and
week 6. Follow-up assessments occurred at
week 12 (prior to unblinding) and week 24 by
mail. The primary outcome assessment point
was at week 6. Week 3 assessments were done
to provide information in case patients
dropped out prior to the week 6 visit.

The primary outcome analysis was compar-
ison of the score for the Pain Disability Index
(PDI) at baseline and after 6 weeks of treatment.
We used the PDI because patient-reported
symptoms of disability are more predictive of
outcomes than diagnostic tests (Gronblad et al.,
1993, 1994). The PDI, a seven-item patient ques-
tionnaire with a scoring range of 0-70, assesses
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perception of chronic pain-related disability
(Chibnall and Tait, 1994; Nordstrom et al., 1996;
Tait et al., 1987, 1990). Although the PDI’s
clinical responsiveness has not yet been defin-
itively described, it appears that six points
represents a clinically important change (Nord-
strom et al., 1996). The McGill Pain Question-
naire (MPQ) and the Visual Analogue Scale
(VAS) for Pain were used for additional infor-
mation (Melzack, 1983; Miller and Ferris, 1993;
Wewers and Lowe, 1990).

Other instruments provided baseline infor-
mation for purposes of comparison, including
the Medical Outcomes Study 36-Item Short-
Form Health Survey (SF-36) and the Beck De-
pression Inventory (BDI) (Beck et al., 1988;
Ware et al., 1993).

Patients evaluated the doctor—patient inter-
action via a questionnaire about time spent,
technical skills, communication and rapport.

Patient compliance

Patient compliance was assessed by adher-
ence to the schedule and protocol. Noncompli-
ance with the schedule was defined as missing
more than one treatment visit within a 2-week
interval. Noncompliance to the protocol was
defined as concurrent use of excluded treat-
ments. Patients were asked at each visit about
such use.

Data management

One of the sites used a computer-assisted
telephone interviewing system. All other data
were collected on hard copy forms forwarded
to the DCC where they were double-key—entry
verified. The gynecologic screening form was
transferred via fax. Data collection forms re-
mained in a secure location at the DCC and
electronic data in a password-protected Mi-
crosoft Access database on a secured network.
Final data were exported to SAS where they
were further managed to create the data set for
analysis.

Data analysis

Recruitment, screening, and enrollment data
were monitored throughout the study. Baseline
data were described for each treatment group.

Outcome data were first described separately
using medians and ranges for both treatment
groups at each site. As specified in the original
data analysis plan, the direction of the treat-
ment effect for the primary outcome variable
was assessed at each site; if these treatment ef-
fects were in the same direction, the data were
combined across sites to provide point and in-
terval estimates of the mean difference in the
changes between the active and control treat-
ment groups.

RESULTS

Recruitment and enrollment

As shown in Table 1, of 355 potential pa-
tients who contacted a site by phone, 202 were
ineligible, 109 because of chiropractic experi-
ence within the last year. Of the 153 eligible
callers, 83 reported for the onsite screening in-
terview. Although none were found ineligible
at the chiropractic screening examination, be-
cause of scheduling difficulties only 49 po-
tential patients completed the gynecologic
screening, with a mean waiting time for sub-
sequently enrolled patients of 22 days (range,
2-49) for the gynecologic examination. Seven
of these were determined ineligible by the gy-
necologist. However, 3 of the 7 were eligible
by the study’s gynecologic diagnostic criteria,
but the site’s gynecologist did not follow these
criteria. A total of 39 patients were enrolled in
the study (3 eligibles declined to participate).
Of these 39, 20 were randomly assigned to the
active treatment group and 19 to the placebo
group; 36 patients completed the study (7.6%
attrition).

Baseline patient characteristics

As shown in Table 2, there were no striking
differences at baseline between groups. Table
3 shows medication and food supplement use
at baseline. The distributions were similar in
the two groups. Nineteen (19) of 39 patients
reported no prescription medication use and
12 no nonprescription medication use. Four-
teen (14) patients reported no use of supple-
ments or herbs, and none reported such use
for CPP.
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TABLE 1. SUMMARY OF RECRUITMENT AND ENROLLMENT

Dropouts/
Phase of study Presenting ineligible Reasons for attrition between phases
Telephone 355 202 109, chiropractic within last year
screening 60, other exclusion criteria
interview 33, did not complete screening interview
Eligible callers 153 70 52, no show
from telephone 17, not willing /interested
screening 1, low-back pain only, not CPP
In-person 83 8 2, refused possibility of placebo
screening 2, no shows?
interview 2, cancelled
1, refused male gynecologist
1, refused informed consent
Chiropractic 75 26 24, no shows
examination 1, withdrawal
1, said “it took too long to get in to the
gynecologist”
Gynecologic 49 7 1, scarring in pelvis
examination® 1, uterine fibroids
1, previous pelvic pathology, phyisican ordered
laparoscopy
1, gallbladder disease, not CPP
1, dysmenorrhea, not CPP
2, endometriosis with cyclic rather than acyclic
pain
Eligible for 42 3 1, no show
study 2, work schedule did not accommodate
Enrolled 39 3 1, did not like treatment (placebo group)
1, no show (active)
1, illness requiring hospitalization (active)
Completed study 36

2”No show” indicates lost to follow-up; study personnel could not contact patient.
PMean number of days between screening and gynecologist appointment for patients who completed gynecologic
screening = 22 (range, 2-49)

CCP, chronic pelvic pain.

Assessment of the standardization of the
intervention protocols

All clinicians documented treatment proce-
dures and patient symptoms at each visit.
Noted deviations in the prescribed treatment
protocols are described below:

1. Use of one primary clinician (PC) per site to pro-

vide all chiropractic procedures at the 14 treat-
ment visits with backup clinicians for emergen-
cies only. There was some variation by site
for use of primary clinician. At site 1, the PC,
who had more than 20 years” experience and
was one of the primary developers of the
chiropractic protocol used, was the sole clin-

ician for 10 of 18 patients. The backup clin-
ician was a resident certified in the tech-
niques. At site 2, both the primary and
backup clinician were equally experienced
and qualified (one with 10 and one with 12
years experience). Eleven (11) of 12 patients
received care primarily from one clinician.
Atsite 3, the PC, with approximately 5 years
experience, provided all care for 6 of 9 pa-
tients. The backup clinicians were both res-
idents certified in the techniques.

2. Application of active treatment procedures. Ac-

tive treatment procedures were delivered as
prescribed except that at site 1, trigger point
therapy was not performed for 5 of 10 pa-
tients, and an additional procedure not in-
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TABLE 2. BASELINE CHARACTERISTICS, SYMPTOMS AND HEALTH HISTORY OF PATIENTS (BY PATIENT REPORT)

Placebo (n = 19)

Active
group (n = 20)

Total (n = 39)

Age—mean (SD) 33.7 (7.6) 34.7 (7.6) 34.2 (7.5)
Race—white 18 14 32
Married 12 12 24
High school diploma only 13 12 25
College degree or more 6 8 14

Duration of CPP in years

Mean, median (range)

Activity restriction, last 3 months
Mean, median (range)

6.3, 4.0 (0.5-22)

105, 7.3 (1-31) 8.4, 7.0 (0.5-31)

Days missed work 0.9, 0 (0-8) 0.5, 0 (0-5) 0.8, 0 (0-8)

Days reduced activity 14.0, 6.0 (0-90) 11.8, 5.5 (0-70) 12.8, 6.0 (0-90)

Days stayed in bed >1/, day 2.4, 0 (0-20) 1.1, 1.0 (0-4) 1.7, 0.5 (0-20)
Depression?®

Mean, median (range) 7, 6 (0-15) 4,2 (0-21) 5, 3 (0-21)
Reported current symptoms

Low-back pain 17 18 35

Menstrual cramps (within 15 17 32

last 6 months)

Bowel problems 10 13 23

Painful intercourse 7 8 15

Bladder problems 6 8 14
Comorbidities?

Asthma 3 3 6

Migraines 0 3 3

Endometriosis 2 1 3

Diabetes 2 0 2
Reported history of occurrence

Laparoscopy 7 8 15

Sexual/physical abuse 3 7 10

Hysterectomy 0 1 1

2Score on Beck Depression Inventory, in which 0-4 indicates no or minimal, 5-7 mild, 8-15 moderate, and 16+ se-

vere depression.

"Only conditions for which patient reported taking medication.

CPP, chronic pelvic pain.

cluded in the protocol was performed for 2

of 10 patients. Several patients at that site

noted that the clinicians seemed to apply the
procedures differently.

3. Application of placebo treatment procedures.
Clinicians followed the prescribed protocol,
except in one case, where on the first visit a
clinician delivered the placebo treatment by
mistake to a patient in the active group.

. Time spent by clinician with each patient at each
treatment visit was to be 15 minutes. Although
recording of time spent was not consistently
accomplished, it appears that time spent by
clinicians with patients was not uniform
across sites. At site 1, times were not
recorded, but the PC reported that he spent
10-15 minutes per visit with each patient in
both treatment groups. At site 2, time with

the clinician was recorded for almost all
treatment visits; the clinician spent a mean
of 8 minutes with patients in the placebo
group and 11 minutes with patients in the
active group. At site 3, time was not
recorded consistently, but it appears from
the data recorded that a mean of 11 minutes
was spent with placebo group and 17 with
active group patients.

Patient compliance

Three of the 39 patients did not complete the
study (see Table 1). One, in the placebo group,
dropped out after two treatments because she
did not like the treatment. Another dropped
out and could not be contacted. The third
dropped out after the 12th visit because of other
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TABLE 3. PRESCRIPTION AND NONPRESCRIPTION MEDICATION AND SUPPLEMENT USE BY GROUP

Placebo group Active group Total
n=19) (n=18) (n=37)

Prescription medication

Female hormones (including oral contraceptives) 4 5 9

Antidepressants/tranquilizers 3 3 6

Analgesic/anti-inflammatory 2 2 4

Medications for conditions other than CPP 5 7 12

None 11 8 19
Nonprescription medication

Analgesic/anti-inflammatory 9 12 21

Medications for conditions other than CPP 3 2 5

None 7 5 12
Supplements/herbs

For general health 4 11 15

None 8 6 14

for non-CPP related health problems 5 7 12

CPP, chronic pelvic pain.

health problems unrelated to the study. All 36
patients who completed the study were com-
pliant with 14 treatment visits. However, 3 pa-
tients, 2 in the placebo group and 1 in the ac-
tive group, initiated massage therapy and one
of these also initiated reiki therapy during the
study.

Assessment of treatment effects

Baseline scores on outcome measures. Table 4
shows the baseline scores on the outcome mea-
sures and the SF-36. For the primary outcome

measure, the PDI, as well as for the MPQ and
the Physical Component and Mental Compo-
nent SF-36 subscales, the placebo and active
groups were approximately equivalent at base-
line. The active group had greater pain as mea-
sured by the VAS at baseline (median of 4.0
compared to 2.1), although this was not re-
flected by either the MPQ or the Bodily Pain
subscale of the SF-36. There was a great deal of
variability in the scores for the SF-36 (Table 4).

Changes in outcome measures. The primary as-
sessment of treatment effects was the change in

TABLE 4. BASELINE SCORES ON OUTCOME MEASURES BY GROUP?

Group
Placebo Active
Outcome measure n=19 n =20
Pain Disability Index (PDI) 19.0 (22.0) 19.5 (13.5)
Visual Analogue Scale (VAS) (cm) 2.1 (2.7) 4.0 (4.0
McGill Pain Questionnaire (MPQ) 22.0 (31.0) 24.0 (24.0)
SF-36 subscales
Physical function 80.0 (20.0) 80.0 (20.0)
Role functioning because physical problems 50.0 (75.0) 62.5 (100)
Bodily pain 41.0 (21.0) 41.0 (19.0)
General health 67.0 (52.0) 57.0 (33.5)
Vitality /fatigue 45.0 (25.0) 50.0 (27.5)
Social functioning 75.0 (37.5) 62.5 (37.5)
Role functioning because of emotional problems 66.7 (66.7) 100.0 (50.0)
Mental health 60.0 (32.0) 76.0 (16.0)
Physical component score 40.6 (11.7) 42.0 (17.1)
Mental component score 449 (16.3) 50.8 (16.0)

*Median (interquartile range).
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the PDI at week 6; the median improvement
was, for the placebo and active group, respec-
tively: 4.0 and 9.0 at site 1, 8.0 and 7.0 at site 2,
and 14.0 and 1.0 at site 3. For the PDI, VAS, and
MPQ, the direction of differences between the
active and placebo groups were inconsistent
across sites (Table 5). Therefore, the results
were not combined across sites and overall
treatment effect sizes were not estimated.

Evaluation of doctor—patient interaction and per-
ception of treatment group assignment. Table 6
shows patients” evaluation of the clinicians at
each site by group. At all sites, all responses for
interactions with the clinicians were “excel-
lent” or “good,” with evaluations of their out-
comes slightly less positive.

In terms of blinding, perception of treatment
group assignment in both groups was correct
in half the patients (8/16 for the placebo group

and 9/18 in the active group), as shown in
Table 7.

DISCUSSION

This was a pilot study; it was not designed
to investigate the efficacy of chiropractic care
for symptoms of CPP. It was designed to pro-
vide the investigators with information on
whether it is feasible to move forward with
plans for an RCT on that topic.

Patient characteristics

Comparing this study to our previous single-
group study (Hawk et al., 1997), baseline PDI
scores and symptomatology were similar. An-
tidepressant use in this study compared to the
earlier one was also similar, whereas hormone
use was considerably less (15% versus 37%),

TABLE 5. CHANGES IN OUTCOME MEASURES FOR PATIENTS COMPLETING WEEK 6 VISIT, BY GROUP AND SITE (1 = 36)?

Site 1 Site 2 Site 3
Outcome Placebo Active Placebo Active Placebo Active
measure n=7 n= n==6 n= n=>5 n=
PDI
Baseline score 19.0 22.0 17.0 13.0 19.0 13.0
(2, 65) (10, 32) (8, 32) (8, 36) (6, 43) (4, 32)
Week 6 change® 4.0 9.0 8.0 7.0 14.0 1.0
(—18, 32) (1, 20) (2, 15) (-5, 21) (1, 28) (=30, 22)
Week 12 change® 7.0 9.0 10.5 9.5 5.0 2.0
(=10, 46) 0, 27) (0, 19) (—14, 16) (1, 20) (=39, 25)
(n=4)
VAS (cm)
Baseline score 2.3 5.6 1.2 4.3 2.0 1.7
(1.3, 7.2) (0, 7.6) (0, 6.0) (0, 10.0) (1.0, 4.1) (0.2, 2.8)
Week 6 change® 1.4 3.6 1.1 2.0 1.3 -6.3
(—=1.2, 34) (0, 7.6) (=0.5, 6.0) (—=1.6, 5.0) (=17, 2.8) (=7.0, —0.3)
Week 12 change® 1.1 3.6 04 2.3 0.3 —-23
(=29, 3.5) (—0.6, 7.6) (—1.4, 3.8) (—4.0, 5.1) (—=3.5, 3.9) (—4.9,0.2)
(n=4)
MPQ (total PRI)4
Baseline score 27.0 23.0 33.5 10.0 8.0 24.0
(7, 54) (12, 51) (9, 51) (8, 54) (1, 32) (14, 31)
(n=5)
Week 6 change® 3.0 9.0 8.0 3.5 1.0 11.0
(=5, 26) (1, 25) (5, 26) (—14, 36) (=6, 12) (=10, 17)
(n=149
(n=3)

?Median (minimum, maximum); positive values indicate improvement.
PChange score from baseline to end of week 6.
‘Change score from baseline to end of week 12.
dMPQ was not administered at week 12.

PDI, Pain Disability Index; VAS, Visual Analogue Scale; MPQ, McGill Pain Questionnaire, PRI Pain Rating Index.
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TABLE 6. EVALUATION OF DOCTOR-PATIENT INTERACTION BY GROUP AND SITE?
Site 1 Site 2 Site 3 All
Doctor Placebo Active Placebo Active Placebo Active Placebo Active
characteristic n=7 n=9 n==6 n==6 n=>5 n=3 n=18 n=18
Technical skills 6 9 6 6 5 3 17 18
Time spent 7 9 5 6 5 3 17 18
Attention 7 9 6 5 5 3 17 17
Outcomes 1 4 4 3 2 3 7 10

(how much you
were helped)®

2Number of patients in each group who responded “excellent” or “very good” on “Evaluation of Clinical Services”

questionnaire are provided.
b, — o
n = 17 for placebo group due to missing response.

with prescription analgesic use (10% versus
5%) and nonprescription analgesic use (54%
versus 63%) being not too dissimilar. Baseline
depression as measured by the BDI was in the
mild category for this study and moderate for
the previous one.

Compared to characteristics of patients in
studies of medical care for women with CPP,
our patients were in the same age range and
were similar in terms of low-back pain and dys-
menorrhea, but there appeared to be fewer
with a history of sexual /physical abuse (Peters
et al., 1991; Reiter, 1990; Reiter and Gambone,
1990; Reiter & Milburn, 1992). Patients in our
study did not report much use of supplements
or herbs. It is possible that patients interested
in CAM therapies were screened out because
of the exclusion of those with recent chiro-
practic experience. Generally, it appears that
our patients were fairly similar to those in our
previous study and to medical CPP patients.

Recruitment issues

It appears that we cannot recruit enough pa-
tients for a larger study using this study’s pa-

rameters, particularly in respect to the eligibil-
ity criteria and screening protocols. Further
study is needed on the necessity of excluding
patients with recent chiropractic experience.
Also, exploration of methods to expedite the
screening process and develop referral rela-
tionships with local gynecologists is warranted.

Delivery of standardized procedures and
record keeping of procedures used

The chiropractic clinicians followed strict
protocols for delivering standardized proce-
dures without a great deal of variation and
maintained more detailed records about spe-
cific treatment procedures than are often re-
quired in clinical studies, facilitating in-depth
analysis. Even though no differences were
noted in patient satisfaction or perception of
group assignment, patients did note differ-
ences between clinicians’ treatments, usually in
the case where there were large differences in
the experience level of the clinicians. Because
outcomes were ambiguous, it behooves us to
develop better ways for future multisite stud-
ies to ensure that clinicians are actually deliv-

TABLE 7. PERCEPTION OF GROUP ASSIGNMENT BY GROUP AND SITE FOR PATIENTS COMPLETING THE STUDY (1 = 36)

Site 1 Site 2 Site 3 Total
(n =16) Group (n=12) Group (n=8)? Group correct
Perception P A Perception P A Perception P A a
Placebo 4 5 Placebo 2 3 Placebo 2 1 8/16
Active 3 4 Active 4 3 Active 1 2 9/18

2One patient in the placebo group did not complete the week 12 assessment and another in the placebo group said
she could not guess her group status, thus 6 of 8 patients are represented.
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ering the same procedures in terms of biome-
chanical forces and techniques.

Identity of the active agent

One would expect the active group to show
greater improvement than the placebo group,
if the procedures used were, in fact, “active”
and “placebo” agents. However, this pattern
was only discernable at site 1, where the pri-
mary clinician was the most highly experienced
in this technique but also was the only one who
varied the active procedure in response to in-
dividual patient needs. At site 2, patients in
both groups improved approximately equally,
and at site 3, it appeared that patients in the
placebo group improved more, although the
sample sizes were extremely small. These am-
biguous results indicate a need to ensure that
the active and placebo procedures are applied
according to strict biomechanical parameters in
a multisite study, in order to eliminate varia-
tion introduced by use of different clinicians.

Success of blinding

From patient report of satisfaction with the
intervention and belief about group assign-
ment, the placebo intervention was believable.
The question that must be answered before
conducting a placebo-controlled trial, however,
is related to the issue of the identity of the ac-
tive agent: Was the placebo intervention, in
fact, a placebo? Further investigation of the bio-
mechanical forces producing treatment effects
is certainly warranted.

Summary

The technical and personnel resources re-
quired to achieve adequate standardization of
procedures at multiple sites may make a
placebo-controlled trial unfeasible, given our
current lack of knowledge about the active
agent in manual chiropractic procedures. It
might be more efficient to reverse the tradi-
tional order of experimentation used for phar-
maceuticals, which begins with safety, pro-
ceeds to efficacy and finally to effectiveness.
Because chiropractic—a CAM profession using
manual methods for more than 100 years—can
scarcely be considered in the same category as

a newly developed medication, it might be rea-
sonable to first investigate effectiveness. If chi-
ropractic care that is provided by experienced
chiropractors who are allowed to use their best
clinical judgment of how to apply the proce-
dures is documented in such studies to im-
prove patient outcomes compared to standard
medical care alone, more in-depth and con-
trolled studies would then be warranted to
identify specific aspects of that gestalt of care
that are most responsible for the outcomes or
if there are certain subpopulations of patients
who benefit most from them.
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