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Falling Off the PACE
Analysis of the Lancet study

A paper published Feb. 18, 2011 in the Lancet, “Comparison of adaptive pacing therapy, cognitive
behavior therapy, graded exercise therapy, and specialist medical care for chronic fatigue syndrome
(PACE): a randomised trial” compares four treatment approaches in a population of 641 patients in the
United Kingdom (U.K.). The study reported that patients who received a six-month course of cognitive
behavioral therapy (CBT) or graded exercise therapy (GET) had improvement in self-reported symptom
scores at higher rates than those who were provided specialized medical care alone (SMC) or adaptive
pacing therapy (APT). In the Discussion section of the paper, the authors led by Peter D. White
acknowledge, “Our finding that studied treatments were only moderately effective also suggests
research into more effective treatments is needed. The effectiveness of behavioural treatments does
not imply that the condition is psychological in nature.”

The study has received a great deal of media attention following a London press
conference held on Feb. 17, 2011 and a press release circulated that day by the
journal. White et al, begin the paper by drawing attention to the controversy the
application of these therapies in CFS has generated over the years, “Trial
findings show CBT and GET can be effective treatments for CFS, but patients’
organisations have reported that these treatments can be harmful and favour
pacing and specialist health care.” This opening statement set up the rather
adversarial nature of the study itself and its conclusions, and it flavored much of
the news coverage. As we have seen with other recent studies, statements
made in the press release and press conference get more attention than
somewhat more tempered statements or details of the paper itself. Headlines WCESUA RIS e

have touted more conclusive results than the data support, as described in Kim  nicg Guidelines for CFS/ME
McCleary’s commentary about the study, “Too Big to Fail.”
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The study and services, called the PACE Trial, were designed by a large steering committee and the
service providers were specially trained to deliver the highly structured programs for the benefit of the
National Health Service. It was funded by the U.K. Medical Research Council, the U.K. Department of
Health and the U.K. Department for Work and Pensions. The patient population was selected using the
Oxford criteria for CFS. 3,148 patients diagnosed with CFS recruited from six CFS specialty clinics in
England and Scotland were screened to identify 641 subjects who met study criteria. The Oxford criteria
are broader than either the 1994 international research case definition or the 2003 Canadian criteria for
ME/CFS, suggesting that the term CFS is used by physicians in the U.K. to identify a broad spectrum of
medically unexplained illness. According to the Trial’s Frequently Asked Questions,

“The Oxford criteria will allow researchers to generalise their findings to the largest

possible number of people with CFS/ME and ensure the trial can recruit enough people

to give meaningful results. Assessing participants using International and London criteria

once they've been enrolled into the trial may shed light on whether different groups of

people respond differently to different treatments. The ultimate aim is to rigorously

evaluate all the treatments on offer so that patients and doctors can make informed

choices about which treatment might best improve an individual's quality of life.”



http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(11)60096-2/fulltext
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exclude individuals with depressive or anxiety disorders. One-third had depression and almost half had a
history of some depressive disorder. The authors state, “Our findings were much the same for
participants meeting the different diagnostic criteria for CFS and for M.E., for those with depressive
disorder, and after allowing for clustering effects.”

It is important to note that study participants had to be able to attend sessions at a hospital or clinic,
and therefore more severely ill or homebound patients were not included. The study recruited patients
age 18 and older. The average duration of illness was about three years and no subject had beenill
longer than six years. The average age was 38; 77 percent of the subjects were women and 93 percent
were Caucasian.
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measures reported. Studies of CBT in other conditions including HIV/AIDS and cardiovascular disease,
routinely collect data on immune markers or other biological measures in attempt to understand how
and why CBT works in the context of the condition studied.
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approach that encouraged patients to
“plan and pace activity to reduce or avoid fatigue, achieve prioritized activities and provide the best

Table 4 reports safety outcomes for each group

conditions for natural recovery.” CBT services were delivered by clinical psychologists and nurse
therapists. They guided patients to establish a baseline of activity and rest and a regular sleep pattern,
and then make collaboratively planned gradual increases in both physical and mental activity.

Participants were helped to address social and emotional obstacles to improvement through problem-
solving. GET services were provided by physiotherapists and one exercise physiologist. Therapeutic
strategies in the GET group consisted of establishing a baseline of achievable exercise or physical
activity, followed by a negotiated, incremental increase in the duration of time spent physically active.
Target heart rate ranges were set when necessary to avoid overexertion, which eventually aimed at 30
minutes of light exercise five times a week. The subjects receiving only specialized medical care were
seen 5-6 times during the study, while the subjects in the other three programs were seen a total of 16-
17 times during the study.

Although the patient organization Action for M.E. participated in the planning and design of the
adaptive pacing program, it doesn’t completely mirror the type of pacing advocated by many expert CFS
physicians or that has been tested formally by Leonard Jason, PhD’s group at DePaul University. Dr.
Jason’s latest published study in the Journal of Clinical Psychology found that increasing activity was
associated with more improvements for those who started treatment within their energy envelope
compared with those outside of their energy envelope.

The PACE Trial reported a moderate beneficial effect of CBT and GET compared to adaptive pacing
therapy and specialized medical care alone. Participants’ global impressions of the therapy report
positive change by 41 percent of those receiving CBT or GET at the one year mark; 31 percent of the
pacing group had positive change and 25 percent of the specialized medical care (alone) group had
positive change. Negative change was reported by six percent of the CBT group, seven percent of the
GET and pacing groups, and nine percent of the group receiving specialized medical care alone. Serious
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adverse events were lowest in the CBT and medical care alone group with four percent; highest was the
pacing group with nine percent. Rates of serious adverse reactions and serious deterioration did not
differ between treatment groups.

The characteristic feature of CFS is post-exertional relapse and provoking the relapse of all symptoms
after even modest physical or mental activity is of great concern to patients who experience it. Eighty-
four percent of the subjects reported this symptom at baseline and the distribution of subjects into the
four groups resulted in fairly even distribution of this symptom across the four treatment groups. The
greatest improvement in this symptom was seen in the GET group, where participants were advised to
gradually return to appropriate physical activities and reverse deconditioning. At the one-year mark the
report of post-exertional relapse in this group had dropped from 82 percent to 44 percent of
participants. In the CBT group where participants were encouraged to do more than they thought they
could, post-exertional relapse was reported by 49 percent of the participants at follow-up. In the pacing
group, participants were advised not to undertake activities that demanded more than 70 percent of
participants’ perceived energy envelopes. Increased activities were encouraged, if the participant felt
able, and as long as they did not exacerbate symptoms. At the end of the study, 63 percent of the pacing
participants reported post-exertional malaise. In the group that received specialized medical care only,
participants were simply counseled to avoid the extremes of rest and activity; 63 percent of them
reported post-exertional malaise at follow-up.

Given the size of this study and its potential implications for health policy in the U.K. and other
countries, it is deeply disappointing that there was no attempt to include measures that might provide a
biologic explanation for the outcomes reported. In fact, the word biology is not mentioned once in this
paper. The lack of biological explanation for observed improvements reinforces the perception that CFS
is mind over matter, even while the paper says it should not. While most people recognize that CBT and
GET can be effective in many chronically ill populations as an adjunct to medical care, the news coverage
of studies like this one often fails to underscore this point. In several studies of CBT and infection, CBT is
shown to work by helping decrease chronic inflammation and tempering the number and activity of
harmful immune cell activity. A walking program was shown to improve memory by increasing brain
volume in aging sedentary people, as shown by functional MRI studies. Again, no such correlations were
attempted in the PACE trial. Further, it is unclear whether the moderate benefits achieved from such an
intensive course of CBT and GET are sustained. The authors indicate that long-term follow-up will be
reported in other papers, along with a cost-effectiveness assessment and breakdowns of treatment
benefits by subgroup analysis according to different case definitions used.

The takeaway message from this study is that the current standard medical care available to people with
CFS (by any definition) remains very limited and is relatively ineffective on its own. Structured programs
that seek to expand function and reduce symptoms may provide modest benefits when added to
standard medical care, but they do not offer complete resolution of symptoms or cure, and the benefits
are equivalent to those seen in other studies of chronic illness. Younger, less severely ill and more
recently ill individuals may benefit more, according to the effects seen in this select study population. It
is worth noting that the specialized medical care provided to all subjects in this study — at least three
sessions over a 12-month period — represents more access to medical care delivered by professionals
educated about CFS than most CFS patients in the United States (and other countries) can obtain,
regardless of their financial resources. Without that important adjunct, it is unknown how successful
these behavioral treatment modalities would be, especially if delivered outside this type of structured
program by lesser trained professionals who lack basic information about the rather specific and unique
challenges posed by CFS.
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The CFIDS Association of America is committed to advancing research that leads to the early detection,
objective diagnosis and effective treatment of CFS. The scientific and medical communities are obligated
to understand the biological roots of CFS so that targeted and effective treatments can be made
available to the millions of people around the world whose lives have been derailed by CFS.
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