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Stress Management Versus Lifestyle Modification on Systolic
Hypertension and Medication Elimination: A Randomized Trial
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HERBERT BENSON, M.D.,1,3–5† and RANDALL M. ZUSMAN, M.D.6†

ABSTRACT

Isolated systolic hypertension is common in the elderly, but decreasing systolic blood pressure (SBP) with-
out lowering diastolic blood pressure (DBP) remains a therapeutic challenge. Although stress management train-
ing, in particular eliciting the relaxation response, reduces essential hypertension its efficacy in treating isolated
systolic hypertension has not been evaluated. We conducted a double-blind, randomized trial comparing 8 weeks
of stress management, specifically relaxation response training (61 patients), versus lifestyle modification (con-
trol, 61 patients). Inclusion criteria were �55 years, SBP 140–159 mm Hg, DBP �90 mm Hg, and at least two
antihypertensive medications. The primary outcome measure was change in SBP after 8 weeks. Patients who
achieved SBP �140 mm Hg and �5 mm Hg reduction in SBP were eligible for 8 additional weeks of train-
ing with supervised medication elimination. SBP decreased 9.4 (standard deviation [SD] 11.4) and 8.8 (SD
13.0) mm Hg in relaxation response and control groups, respectively (both ps � 0.0001) without group differ-
ence (p � 0.75). DBP decreased 1.5 (SD 6.2) and 2.4 (SD 6.9) mm Hg (p � 0.05 and 0.01, respectively) with-
out group difference (p � 0.48). Forty-four (44) in the relaxation response group and 36 in the control group
were eligible for supervised antihypertensive medication elimination. After controlling for differences in char-
acteristics at the start of medication elimination, patients in the relaxation response group were more likely to
successfully eliminate an antihypertensive medication (odds ratio 4.3, 95% confidence interval 1.2–15.9, p �
0.03). Although both groups had similar reductions in SBP, significantly more participants in the relaxation re-
sponse group eliminated an antihypertensive medication while maintaining adequate blood pressure control.
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INTRODUCTION

The prevalence of hypertension in the elderly (aged 65
and over) increased from 44% in 1993–1995 to 55% in

2001–2003—an increase of 6 million elderly over this 11-

year period.1,2 Total annual medical expenditures attributed
to hypertension (including co-morbidities) are estimated to
range from $108–110 billion dollars.3 Because systolic
blood pressure (SBP) tends to increase while diastolic blood
pressure (DBP) tends to decrease after age 60,4 65%–75%
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of elderly hypertensive patients have isolated systolic hy-
pertension (SH). SH is defined as SBP greater than 140 mm
Hg and DBP less than 90 mm Hg.5 In this age group, the
economic impact of SH is projected to affect 10 million
Americans6 and will continue to be a significant public
health problem in the 21st century.4

In the elderly, SH is a more important risk factor for car-
diovascular disease than elevated DBP or hyperlipidemia.7

While numerous therapies treat hypertension, effectively re-
ducing SBP in the elderly with SH remains a therapeutic
challenge.8,9 Many antihypertensive treatments cause side-
effects such as dizziness, headache, fatigue, chest discom-
fort/cough, and sexual dysfunction, prompting some patients
to discontinue therapy.10,11 Since 40% of the elderly in the
United States take five or more medications daily, they are
also at greater risk for side-effects and drug–drug interac-
tions.12

Safe and effective nonpharmacologic approaches to treat
SH are of interest and public health importance.9 Stress man-
agement techniques that elicit the relaxation response (RR)13

are safe and effective for treating essential hyperten-
sion,14–17 but have not been studied in an SH patient popu-
lation. The RR is a coordinated physiologic response char-
acterized by decreases in volumetric oxygen consumption
(V̇O2),13,18,19 heart and respiration rates,13,18 responsivity to
norepinephrine,20 and elimination of carbon dioxide18 and
increases in exhaled nitric oxide.19 It is considered the coun-
terpart of the fight-or-flight response. The RR is not a tech-
nique. Rather it is elicited by scores of techniques that re-
sult in everyday thinking being suspended. This is often
achieved by the repetition of a word, sound, prayer, phrase,

or muscular activity and the disregard of routine thoughts
when they occur through a return to the repetitions. Tech-
niques that bring forth the RR have been practiced for mil-
lennia and include, in part, meditation, prayer, yoga, t’ai chi,
qigong, the presuggestive stage of hypnosis, and autogenic
training.13,18,19 Since these effects are likely to be benefi-
cial for the treatment of SH, we conducted a double-blind,
randomized controlled trial to determine whether 8 weeks
of training in eliciting the RR versus 8 weeks of lifestyle
modification (control group) would reduce SBP in elderly
patients with SH. The secondary objective of the trial was
to determine whether the dose of one or more antihyper-
tensive medications could safely be eliminated in patients
who reduced their SBP.

MATERIALS AND METHODS

Study design

This 20-week randomized trial involved patients aged 55
and older with SH (Fig. 1).9 The Committee for Clinical
Investigations, Beth Israel Deaconess Medical Center
(BIDMC), Boston, MA and the Institutional Review Board
at the Massachusetts General Hospital (MGH), Boston, MA
approved the study protocol and all amendments. The study
was registered at clinicaltrials.gov (NCT00179543).

Patients were recruited from hospital clinics (MGH and
BIDMC) and by brochures, newspaper advertisements, and
Internet postings. Potentially eligible individuals were
screened for the study if they were at least 55 years of age,
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FIG. 1. Flow chart depicting subject participation. The phases of the study are presented. RR, relaxation response; SBP, systolic blood
pressure.



had a SBP of 140–159 mm Hg, a DBP �90 mm Hg, while
on two antihypertensive medications. They were ineligible
if the dose of any antihypertensive medication had been
changed within the 4 weeks prior to screening; if they had
a major medical illness in the previous 6 months (heart, kid-
ney or liver disease, stroke, cancer, endocrinopathy, or psy-
chiatric illness); if they had an abnormal laboratory test; if
they currently smoked; or if they previously practiced any
mind/body techniques. The potentially eligible individuals
started a “run-in” period of three consecutive weekly visits
to establish the presence of SH and verify whether antihy-
pertensive medications had been changed. Participants were
seated for 5 minutes and blood pressure was measured us-
ing a certified, manual, wall-mounted mercury sphygmo-
manometer (W.A. Baum and Co., Copiague, NY) with an
appropriately sized arm cuff; the first and fifth Korotkoff
sounds denoted SBP and DBP, respectively.21 During each
of these run-in visits, the study nurse (BB) obtained at least
three blood pressure measurements while the patient re-
mained seated, waiting at least 2 minutes between mea-
surements. If the SBP or DBP varied by more than 8 mm
Hg, additional measurements were taken until the values
were within this range. The average of the closest three mea-
surements was used to determine final eligibility for the
study, and the average blood pressure obtained during the
final run-in visit was used as the baseline value. The same
study nurse (BB) made all of the blood pressure measure-
ments and used a questionnaire to assess the presence/ab-
sence of adverse events during all blood pressure assessment
visits.

A randomization list, without stratification, using an al-
location ratio of 1:1 and permuted blocks of 2 and 4 patients
per block, was generated by Dr. Patricia Hibberd prior to
study enrollment. Only therapists providing the RR or
lifestyle modification training accessed this list. Eligible pa-
tients were randomized to either group after successful com-
pletion of the run-in period.

After 8 weeks of training, patients returned for blood pres-
sure measurements using the same procedures as described
above. The study nurse (BB) measuring blood pressure was
blinded to the study treatment. The 8-week outcome for
blood pressure was the average of the closest three blood
pressure measurements. This blood pressure was used to de-
termine eligibility for the medication elimination protocol
(Fig. 1). Participants were eligible to participate in the su-
pervised medication elimination protocol if their SBP was
�140 mm Hg, DBP was �90 mm Hg, there had been a re-
duction of �5 mm Hg from baseline SBP, and there had
been no change in their antihypertensive regimen during the
8 weeks. Those who did not meet criteria at week 8 were
eligible to continue their assigned treatment and were re-
evaluated using the same criteria at week 12.

Patients who were eligible for medication elimination had
the dose of one antihypertensive medication reduced by half
(or a clinically appropriate amount) by the blinded study

physician (RMZ) and had their blood pressure checked af-
ter 4 weeks. If the SBP remained �140 mm Hg and DBP
remained �90 mm Hg, then the medication dose was again
reduced by a clinically appropriate amount or eliminated. If
the SBP increased above 140 mm Hg or DBP above 90 mm
Hg, the original dosage was resumed. The final three blood
pressure measurements were taken 8 weeks after each par-
ticipant started the medication elimination protocol. The av-
erage of these three measurements was considered the final
blood pressure value. Patients were classified as success-
fully eliminating one antihypertensive medication if their
SBP did not exceed 140 mm Hg after eliminating at least
one medication.

The trial was double blinded; patients were informed that
two different “stress management” training programs were
being compared. All personnel measuring blood pressure
and prescribing medication changes were also blinded to
group assignment. Therapists providing training in the RR
or lifestyle modification were not involved in assessment of
study outcomes.

Study intervention and compliance

To ensure equivalent time and attention, all patients at-
tended 60-minute individual training sessions for 8 consec-
utive weeks according to a standard research protocol 19 and
listened to a 20-minute audiotape at home every day. As a
measure of compliance, patients recorded the amount of time
spent listening to audiotapes in a daily diary, and these di-
aries were reviewed with their therapist each week.

Relaxation response group

At each weekly RR session, trainers provided 15 minutes
of instruction in approaches that elicit the relaxation re-
sponse—diaphragmatic breathing, guided body scan, repe-
tition of a self-chosen word, and mindfulness meditation.
Participants were led through a scripted 20-minute guided
relaxation response elicitation, and in the remaining 25 min-
utes they received health information about cardiac risk fac-
tors, stress and hypertension, and mind/body approaches for
coping with stress. Patients in the RR group were asked to
listen to the same 20-minute relaxation response audiotape
daily.

Lifestyle modification control group

At each weekly control session, participants received 60
minutes of written and verbal information about the stress
response and its impact on health, identification of cardiac
risk factors, role of stress in hypertension, and specific
guidelines and recommendations for sodium restriction,
weight reduction, and improving diet and exercise habits.5

Throughout the course of the trial, patients in the control
group were asked to listen to a series of different 20-minute
lifestyle modification audiotapes daily.

STRESS MANAGEMENT FOR SBP & MEDICATION ELIMINATION 131



Statistical analysis

Based on other similar studies evaluating the effect of
mind–body interventions on SBP reduction and taking into
account the possible dropouts, we used a moderate effect
size of 0.55 for determining the study sample size. With a
sample of 61 patients per group, we had 85% power to de-
tect a moderate effect size of 0.55 using a two-sample t-test
with two-sided type I error of 0.05.

Baseline characteristics of the two groups were compared
using two-sided t-tests for continuous variables and �2 or
Fisher Exact tests for categorical variables. Metabolic syn-

drome, one of the baseline characteristics, was determined
using the International Diabetes Federation definition with
the exception that obesity was defined as body mass index
�30 kg/m2.22 Similarly, we compared the characteristics of
the eligible patients in the two groups at their time of entry
into the supervised medication elimination protocol. The pri-
mary outcome was change in SBP from baseline to 8 weeks
in the two treatment groups, and this was compared using a
two-group t-test. This primary comparison was assessed us-
ing intent-to-treat (ITT) principles. As in a comparable
trial,23 missing data were imputed using the last-observa-
tion-carried-forward (LOCF) method. Results were reported
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180 Screening visit

122 Patients randomized

61 Assigned to
RR group

55 Completed
8 week visit

61 Included in
ITT analyses

44 Eligible for
 medication elimination

protocol at either
8 or 12 week visit

44 Included in
analyses

61 Assigned to
control group

49 Completed
8 week visit

61 Included in
ITT analyses

36 Eligible for
 medication elimination

protocol at either
8 or 12 week visit

36 Included in
analyses

• 34 SBP below 140 mm Hg
• 11 failed to complete run-in
• 8 eligible, but not randomized
• 2 previous RR training
• 2 SBP above 160 mm Hg
• 1 elevated depression

FIG. 2. Flow of participants through the study.



both with imputed data and without imputed data (com-
pleters only). We also estimated the statistical significance
of the change in SBP over the 8 weeks within each group
using a paired t-test.

We used a Pearson �2 test to compare the proportion of
patients in each group who successfully eliminated at least
one antihypertensive medication. We then estimated the
odds ratio (OR) of successful medication elimination for the
relaxation response versus control groups controlling for dif-
ferences in characteristics at the start of the medication elim-
ination protocol and SBP decrease using a logistic regres-
sion model. Missing data were imputed as failed to
successfully eliminate at least one antihypertensive medica-
tion for the ITT analysis. Data were also analyzed for com-
pleters only as a sensitivity analysis. The Statistical Analy-
sis System (SAS) version 9.1 (SAS, Cary, NC) was used for
analyses.

RESULTS

Participants

The first patient was randomized in August 2001 and the
last participant completed the study in May 2005. Of 180
individuals screened, 58 were excluded—36 did not meet
the eligibility criteria for SBP, 11 failed to complete the run-

in, 8 declined to participate after completing the run-in pe-
riod, 2 had prior experience with mind/body approaches, and
1 person had moderate depression on the Beck Depression
Inventory (Fig. 2). The remaining 122, randomly assigned
to the RR or control group (61 per group), had similar base-
line SBP (146.2 versus 145.3 mm Hg) and DBP (77.3 ver-
sus 77.6 mm Hg). Other characteristics were well matched
in the two groups, except the RR patients were taking more
antihypertensive medications, were nearly 5.5 kg heavier
than the control group, had higher serum creatinine, and a
higher proportion met criteria for metabolic syndrome
(Table 1).

SBP and DBP after 8 weeks

Eighteen patients did not complete the 8-week visit (6 in
the RR group and 12 in the control group). Completers (n �
104) and noncompleters (n � 18) had similar baseline char-
acteristics including SBP (146.8 versus 145.6 mm Hg, p �
0.34), DBP (79.7 versus 77.1 mm Hg, p � 0.17). Based on
the ITT analysis with LOCF for these 18 patients, the de-
crease in SBP at 8 weeks was 9.4 (standard deviation [SD]
11.4) and 8.8 (SD 13.0) mm Hg for RR and control, re-
spectively (both p � 0.0001) and no group difference (p �
0.75; Fig. 3). Similarly, patients in both RR and control
groups had modest changes in DBP between baseline and 8
weeks (�1.5 [SD 6.2] and �2.4 [SD 6.9] mm Hg, p � 0.05
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TABLE 1. BASELINE CHARACTERISTICS OF 122 RANDOMIZED PARTICIPANTS

RR group Control group
Characteristics (N � 61) (N � 61)

Age, y 66.6 � 6.9 67.0 � 7.6
Female, n (%) 30 (49) 37 (61)
Race n (%)

White 55 (90) 51 (84)
African-American 4 (7) 6 (10)
Other 2 (3) 4 (6)

Blood pressure at baseline, mm Hg
Systolic 146.3 � 5.5 145.3 � 4.7
Diastolic 77.3 � 7.1 77.6 � 7.8

No. of blood pressure medications at baseline* n (%)
2 29 (48) 43 (70)
2� 32 (52) 18 (30)

Blood pressure at baseline, n (%)
�-Blocker 36 (59) 31 (51)
Angiotensin-converting-enzyme inhibitor 31 (51) 26 (43)
Diuretics 41 (67) 33 (54)
Calcium channel blockers 27 (44) 22 (36)
Angiotensin II receptor antagonist 17 (28) 23 (38)
Other 7 (12) 10 (16)

Statins, n (%) 18 (30) 12 (20)
Metabolic syndrome**, n (%) 33 (54) 17 (28)
Weight, kg 82.4 � 18.3 77.1 � 18.3
Creatinine* mg/dL 1.05 � 0.31 0.96 � 0.20

Values are mean � standard deviation or no. (%) of subjects, *p � 0.05; **p � 0.01.
RR, relaxation response.



and 0.01, respectively) with no group difference (p � 0.48).
The sensitivity analysis using patients who completed the
protocol achieved almost identical results: change in SBP
was �10.2 (SD 11.6) and �9.4 (SD 13.9) and change in
DBP was �1.6 (SD 6.5) and �2.6 (SD 7.3) in the RR and
control groups, respectively.

Both RR and control groups had minimal weight loss over
the 8-week intervention averaging 0.65 (SD 3.50) and 0.33
(SD 2.07) kg, respectively. Weight loss was not correlated
with 8-week reductions in SBP or DBP (both p � 0.05).

Antihypertensive medication elimination

Sixty-six percent (66%) ((44�36)/122) of all study pa-
tients were eligible for medication elimination protocol

based on whether their 8-week or 12-week SBP was below
140 mm Hg and had decreased by at least 5 mm Hg from
baseline. Specifically, 44 participants in the RR group (34
after 8 weeks and 10 after 12 weeks) and 36 participants in
the control group (33 at 8-week visit and 3 at 12-week visit)
were eligible for supervised antihypertensive medication
elimination. Characteristics were well balanced between the
two groups except that a higher proportion of RR patients
had metabolic syndrome, higher serum creatinine, and were
taking more antihypertensive medications (Table 2).

Based on the ITT analysis, 14 (32%) in the RR group ver-
sus 5 (14%) in the control group were able to maintain their
SBP 	140 mm Hg while one or more antihypertensive med-
ications was eliminated. After controlling for the differences
in characteristics at the start of the medication elimination
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TABLE 2. CHARACTERISTICS OF 80 PARTICIPANTS IN MEDICATION ELIMINATION PROTOCOL

RR group Control group
Characteristics (N � 44) (N � 36)

Age, y 65.9 � 7.0 67.1 � 7.7
Female, n (%) 21 (48) 22 (61)
No. of blood pressure medications at baseline* n (%)

2 medications 22 (50) 29 (81)
2� medications 22 (50) 7 (19)

Blood pressure at baseline, mm Hg
Systolic 145.6 � 5.2 144.5 � 3.6
Diastolic 77.6 � 7.1 77.7 � 8.1

Statins, n (%) 15 (34) 9 (25)
Metabolic syndrome**, n (%) 27 (61) 11 (31)
Creatinine* mg/dL 1.03 � 0.28 0.93 � 0.17
Blood pressure change from baseline to start of

medication elimination protocol, mm Hg
Systolic �16.7 � 7.9 �16.7 � 7.4
Diastolic �4.2 � 6.2 �5.2 � 6.0

Values are mean � standard deviation or no. (%) of subjects, *p � 0.05; **p � 0.01.
RR, relaxation response.

FIG. 3. The effect of relaxation response (RR) on systolic and diastolic blood pressure. The mean systolic (A) and diastolic (B) blood
pressures are shown for the RR and lifestyle modification control groups at baseline, 4-week, and 8-week visits.
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protocol (number of antihypertensive medications at the start
of the protocol, presence of metabolic syndrome, and serum
creatinine), and reduction in SBP from baseline, patients in
the RR group were more likely to successfully eliminate one
or more antihypertensive medications (OR 4.3, 95% confi-
dence interval [CI] 1.2–15.9, p � 0.03). The results of the
sensitivity analysis in the 60 completers in the medication
elimination protocol achieved similar conclusions (OR 3.8,
95% CI 0.95–14.9; p � 0.06). Figure 4 identifies the anti-
hypertensive medications eliminated by medication class
and group.

Compliance. The daily average that the RR group listened
to their assigned audiotapes was 924 seconds (15.4 minutes,
SD 7.6) and 852 seconds (14.2 minutes, SD 8.9) for the con-
trol group with no group difference (p � 0.42).

Adverse events. Two (2) serious adverse events occurred
during the entire study (diagnosis of lung cancer and chest
tightness/dizziness), both in the control group and both con-
sidered unlikely to be related to participation in the study.
Eighteen (18) patients in the RR group and 14 in the con-
trol group had minor adverse events (mostly respiratory in-
fections and pain), all but an episode of back pain in a RR
group patient were considered unlikely related to the study.

DISCUSSION

In this randomized trial, we found that 8 weeks of stress
management training (via elicitation of the RR) and lifestyle
modification resulted in SBP reduction of more than 9 mm
Hg in elderly patients with SH. This result has clinical im-

pact since reduction in SBP of 5 mm Hg reduces mortality
by 7%5 and risk of stroke by 30%.7 Our observed SBP re-
duction was larger than exhibited in two previous studies of
stress management or RR on essential hypertension in mid-
dle-aged patients,14,17 but equivalent to published study of
older essential hypertensives.16 Our results are comparable
to the 11.8 mm Hg reduction in SBP reported in a substudy
of SH patients provided with the 8-week Dietary Approaches
to Stop Hypertension (DASH) diet.24 To our knowledge, the
present study and the DASH trial24 are the only nonphar-
macologic interventions that consistently and significantly
reduce SBP in “hard-to-treat” elderly adults with SH. We
recognize that our study patients had a mean age of 67 years
(versus 72 and 70 years in two recent studies of elderly pa-
tients with SH,25,26 but since 36 subjects (30%) were aged
70–79 and 5 (4%) were aged over 80, our results are likely
generalizable to these “hard-to-treat” elderly with SH. Both
groups reduced their SBP by a similar and larger amount
than we had anticipated. We realize that we had insufficient
statistical power to detect a difference in the observed re-
ductions in SBP, between treatment groups, but we did not
calculate “post-hoc” power, because the observed differ-
ences between groups would not be clinically significant.
However, it is noteworthy that about two thirds of the study
subjects responded to nonpharmacologic therapy.

An important but secondary result occurred in the 80
(66%) participants who reduced their SBP to 	140 mm Hg
and by at least 5 mm Hg from baseline, which enabled them
to participate in the supervised medication elimination pro-
tocol. A higher proportion of patients were able to success-
fully eliminate at least one antihypertensive medication in
the RR group than in the control group; medication elimi-
nation was safe in both groups. Potential implications of this
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FIG. 4. Outcome of medication elimination protocol. The number of participants in the relaxation response (RR) group (A) and con-
trol group (B) able to eliminate specific classes of antihypertensive medications. Calcium, calcium-channel blocker Beta, �-blocker;
Angio II, angiotensin II receptor antagonist; ACE, angiotensin-converting-enzyme inhibitor. Note: 1 subject in the control group was
able to eliminate both an ACE inhibitor and a diuretic.
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result include improved control of SH, decreased costs of
treatment of SH, fewer side-effects, and increased patient
adherence to antihypertensive therapy. There was imbalance
between treatment groups in the number of antihypertensive
medications that subjects were taking at baseline, raising the
concern that it might have been easier for patients on three
medications to eliminate one medication than those on two
medications. We attempted to control for this imbalance us-
ing logistic regression when we compared the likelihood of
medication elimination between the two study groups. Im-
portantly, there was no evidence that number of medications
independently predicted ability to eliminate antihypertensive
medications.

A major strength of our study is that it utilized a double-
blind design in which the assessment of outcomes and dose
modifications were made by a nurse and physician, respec-
tively, each blinded to group assignment. We were con-
cerned about the possibility that the study physician and
nurse measuring and evaluating the systolic blood pressure
might have been unblinded to treatment assignment, so in
addition to the above, we also counseled subjects to avoid
discussion of their treatment with these personnel. We also
conducted site visits to evaluate whether subjects were in-
forming the study nurse and physician about their treatment
assignment, and this did not occur. Furthermore, subjects
were blind to the study hypothesis and were not explicitly
aware of their treatment assignment in relation to the chance
that it might reduce SBP. To reduce bias in analysis, the
study blind was only broken after the final data set was
cleaned and frozen for analysis. This rigor adds credibility
to the result that patients in the RR significantly reduced
their SBP and were more likely to successfully eliminate an-
tihypertensive medications. The results in our control group
are also in line with other interventions, lending weight to
the validity of the conclusions.

We hypothesize that the larger than expected reduction
of SBP in both treatment groups might have been due to the
support provided to study subjects, possibly through im-
proved compliance with study regimens. The similar mag-
nitude in reduction in SBP in both groups may be the effect
of the intervention, the fact that participants spent identical
amounts of time with study staff, and the prescribed time
spent listening to study audiotapes. Since all patients were
informed that the study was comparing two different stress
management programs, the two groups likely had similar
expectations for improvement. At the end of the study, par-
ticipants were asked whether they thought that they had been
assigned to the active experimental or control group; 50%
in the RR group correctly identified that they were in the
experimental group, whereas 62% in the control group cor-
rectly identified that they were in the control group (p �
0.43). The mechanisms by which the reduction in SBP oc-
curred are likely to be different in the two groups. Since the
lifestyle modification control group received considerable
information on blood pressure–reducing recommendations

of the Joint National Committee on Prevention, Detection,
Evaluation, and Treatment of High Blood Pressure (JNC)
VII (e.g., sodium and weight reduction, increased exercise,
and enhanced nutrition), changes in SBP were presumably
due, at least in part, to modifications in diet and exercise.5

Hypertensive patients have endothelial dysfunction and low
plasma levels of nitric oxide (NO) metabolites.27 Since RR
elicitation is associated with increased NO in healthy sub-
jects,19 we hypothesize that in the current study RR elicita-
tion may have increased endothelial NO production result-
ing in vascular dilatation28 and reduced SBP. Furthermore,
since four of the five classes of antihypertensive drugs (ex-
cept diuretics) increase NO availability,29 this could explain
how RR group participants were more successful than con-
trols in eliminating antihypertensive medications. It is pos-
sible that NO increases resulting from relaxation response
elicitation might substitute for NO production stimulated by
antihypertensive medications. Despite much theoretical sup-
port for the role of NO in treatment of hypertension,28,29

there are no studies evaluating the therapeutic role of en-
dogenous NO in older adults with SH.

Despite promising results, our study has several limita-
tions. First, participants were on different combinations of
antihypertensive medications, with differential effects on the
ability to reduce or eliminate blood pressure medication. It
was not possible to standardize the particular antihyperten-
sive medication to be withdrawn as that depended on the
initial dosage and side-effects. Future investigations of this
approach to BP reduction and diminishing dependence on
drug therapy might address the question of whether the RR
takes the place of any particular class of antihypertensive
therapy. For example, are agents that have central nervous
system–dependent mechanisms of activity (i.e., �-adrener-
gic-blocking drugs, or clonidine) more easily replaced by
RR-responsive patients, or are peripheral-acting drugs (an-
giotensin-converting enzyme inhibitors, angiotensin II re-
ceptor blockers, and calcium channel blockers) that may
have a vasodilator effect mediated by nitric oxide more
likely to be replaced by a technique working through a NO-
mediated mechanism? As expected, since decisions about
medication elimination were conducted in a blinded fash-
ion, there was no difference in the types of medications tar-
geted for medication reduction. Second, we recognize that
the dose–response effect on SBP is not the same for all med-
ications, even for those in the same class. However, there
was no evidence of systematic bias in those patients targeted
for elimination in this blinded trial. Third, our trial may not
have been long enough to establish the durability of the RR
training in lowering SBP and eliminating antihypertensive
drug therapy. Future studies should include monitoring for
a longer period of time. Fourth, there was no monitoring of
lifestyle modifications that may explain changes in SBP or
ability to eliminate antihypertensive medications in both
groups. However, weight loss was minimal across both
groups and was not correlated with 8-week blood pressure
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reductions. Fifth, the authors recognize that the sample size
was limited and had insufficient power to evaluate other po-
tential predictors of responsiveness to the RR intervention.
Sixth, since this trial did not include a “no-treatment” con-
trol group, it was not possible to determine whether the ap-
proximately 9 mm Hg SBP reduction would have occurred
regardless of treatment assignment. It was not intended to
evaluate nontherapy or neglect of the BP elevation in these
patients. The patients had systolic BP elevations above ac-
ceptable levels, they were older, and thus at risk for
atherothrombotic vascular events. Ethically, nontherapy was
not an acceptable treatment alternative. Finally, this study
was not specifically designed to address whether the treat-
ments enabled subjects to eliminate antihypertensive med-
ications, because that was not the primary outcome of the
study. The authors recognize that the subjects who partici-
pated in the medication elimination portion of the study
could be a biased subset.

Pharmacologic studies of stage 1 SH indicate that patients
treated with placebo have reductions ranging from 2.030 to
3.431 mm Hg in SBP over 8 weeks. Studies of aerobic ex-
ercise versus normal sedentary activity report a modest (�4
mm Hg) reduction in SBP,32 and in the DASH trial24 of con-
ventional versus fruit/vegetable diets, patients achieved an
average of 0.6 mm Hg and 3.8 mm Hg reduction in DBP
and SBP reduction, respectively. Thus, the reduction in SBP
achieved by both groups in this trial was greater than that
reported in studies of usual care (or placebo) and other ther-
apeutic approaches to SH. The final limitation of the study
was the observed difference between groups in three base-
line characteristics. Strict procedures were followed during
the randomization process and on review of the quality con-
trol procedures, no errors were found, nor were there any
errors in consecutive assignment of study subjects. The au-
thors conclude that baseline differences were due to chance.

In summary, 8 weeks of RR training and lifestyle modi-
fication reduced SBP by �9 mm Hg in elderly patients with
SH, but patients receiving RR training were more likely to
eliminate at least one antihypertensive medication. Addi-
tional studies are needed to evaluate whether medication
elimination can be safely sustained through practice of the
RR and whether this approach results in decreases in mor-
bidity and mortality in the elderly with SH.

CONCLUSIONS

The prevalence of hypertension worldwide is substantial
and is increasing markedly, in concert with the aging pop-
ulation. Recent estimates suggest that 1 billion persons are
hypertensive and that this number will grow to 1.5 billion
by the year 2025.33 Yet, only 30% of patients with hyper-
tension are controlled using current modest targets as a mea-
sure of success.34 If blood pressure targets are reduced, as
they currently are for diabetic patients, for the entire popu-

lation, the number of patients classified as hypertensive will
soar beyond current estimates and the percentage of patients
whose blood pressure is adequately controlled will drop
significantly. The solution to this dilemma is not more wide-
spread prescription of antihypertensive pharmacologic 
therapy. The treatment of prehypertension is feasible, but
expensive and likely to elicit side-effect/adverse events in
many patients.35 A side-effect-free treatment strategy such
as the RR offers an as yet untapped opportunity to meet
these goals. If our findings in SH can be extended to other
patient populations, the benefits in preventing vascular
events as well as the cost savings in decreased drug depen-
dence are incalculable.

ACKNOWLEDGMENTS

We thank all of the site personnel for their support and
the study participants for their cooperation during this trial.
The study sponsor did not play a role in the design and con-
duct of the study; the collection, management, analysis, and
interpretation of the data; or the preparation, review, or ap-
proval of the manuscript. The study was funded by grants
H75/CCH 19124, H75/CCH 123424, and R01 DP000339
from the Centers for Disease Control and Prevention (CDC)
and K24AT003683 from the National Institutes of Health
(NIH).

REFERENCES

1. NHANES III Data Files. Online document at: www.cdc.gov/
nchs/about/major/nhanes/nh3data.htm Accessed August 10,
2007.

2. NHANES 2003-2004. Online document at: www.cdc.gov/
nchs/about/major/nhanes/nhanes2003-2004/nhanes03_04.htm
Accessed August 10, 2007.

3. Hodgson TA, Cai L. Medical care expenditures for hyperten-
sion, its complications, and its comorbidities. Med Care 2001;
39:599–615.

4. Franklin SS, Gustin WT, Wong ND, et al. Hemodynamic pat-
terns of age-related changes in blood pressure: The Framing-
ham Heart Study. Circulation 1997;96:308–315.

5. Chobanian AV, Bakris GL, Black HR, et al. The Seventh Re-
port of the Joint National Committee on Prevention, Detec-
tion, Evaluation, and Treatment of High Blood Pressure: The
JNC 7 report. JAMA 2003;289:2560–2572.

6. Burt VL, Whelton P, Roccella EJ, et al. Prevalence of hyper-
tension in the US adult population: Results from the Third Na-
tional Health and Nutrition Examination Survey, 1988–1991.
Hypertension 1995;25:305–313.

7. Staessen JA, Gasowski J, Wang JG, et al. Risks of untreated
and treated isolated systolic hypertension in the elderly: Meta-
analysis of outcome trials. Lancet 2000;355:865–872.

8. Nuesch R, Schroeder K, Dieterle T, et al. Relation between
insufficient response to antihypertensive treatment and poor

STRESS MANAGEMENT FOR SBP & MEDICATION ELIMINATION 137



compliance with treatment: A prospective case-control study.
BMJ 2001;323:142–146.

9. Franklin SS, Jacobs MJ, Wong ND, et al. Predominance of
isolated systolic hypertension among middle-aged and elderly
US hypertensives: Analysis based on National Health and
Nutrition Examination Survey (NHANES) III. Hypertension
2001;37:869–974.

10. Ross SD, Akhras KS, Zhang S, et al. Discontinuation of anti-
hypertensive drugs due to adverse events: A systematic review
and meta-analysis. Pharmacotherapy 2001;21:940–953.

11. Chen K, Chiou CF, Plauschinat CA, et al. Patient satisfaction
with antihypertensive therapy. J Hum Hypertens 2005;19:793–
799.

12. Gurwitz JH. Polypharmacy: A new paradigm for quality drug
therapy in the elderly? Arch Intern Med 2004;164:1957–1959.

13. Beary JF, Benson H. A simple psychophysiologic technique
which elicits the hypometabolic changes of the relaxation re-
sponse. Psychosom Med 1974;36:115–120.

14. Benson H, Rosner BA, Marzetta BR, et al. Decreased blood-
pressure in pharmacologically treated hypertensive patients
who regularly elicited the relaxation response. Lancet 1974;1:
289–291.

15. Leserman J, Stuart E, Mamish M, et al. Nonpharmacologic in-
tervention for hypertension: Long term follow up. J Car-
diopulmonary Rehabil 1989;9:316–324.

16. Schneider RH, Staggers F, Alexander CN, et al. A randomised
controlled trial of stress reduction for hypertension in older
African Americans. Hypertension 1995;26:820–827.

17. Schneider RH, Alexander CN, Staggers F, et al. A random-
ized controlled trial of stress reduction in African Americans
treated for hypertension for over one year. Am J Hypertens
2005;18:88–98.

18. Wallace RK, Benson H, Wilson AF. A wakeful hypometabolic
physiologic state. Am J Physiol 1971;221:795–799.

19. Dusek JA, Chang BH, Zaki J, et al. Association between oxy-
gen consumption and nitric oxide production during the re-
laxation response. Med Sci Monit 2006;12:CR1–CR10.

20. Hoffman JW, Benson H, Arns PA, et al. Reduced sympathetic
nervous system responsivity associated with the relaxation re-
sponse. Science 1982;215:190–192.

21. Kalish LA, Buczynski B, Connell P, et al. Stop Hypertension
with the Acupuncture Research Program (SHARP): Clinical
trial design and screening results. Control Clin Trials 2004;25:
76–103.

22. Shaw LJ, Berman DS, Hendel RC, et al. Cardiovascular dis-
ease risk stratification with stress single-photon emission com-
puted tomography technetium-99m tetrofosmin imaging in pa-
tients with the metabolic syndrome and diabetes mellitus. Am
J Cardiol 2006;97:1538–1544.

23. Appel LJ, Champagne CM, Harsha DW, et al. Effects of com-
prehensive lifestyle modification on blood pressure control:

Main results of the PREMIER clinical trial. JAMA 2003;
289:2083–2093.

24. Moore TJ, Conlin PR, Ard J, et al. DASH (Dietary Approaches
to Stop Hypertension) diet is effective treatment for stage 1
isolated systolic hypertension. Hypertension 2001;38:155–
158.

25. SHEP Cooperative Research Group. Prevention of stroke by
antihypertensive drug treatment in older persons with isolated
systolic hypertension: Final results of the Systolic Hyperten-
sion in the Elderly Program (SHEP). JAMA 1991;265:3255–
3264.

26. Staessen JA, Fagard R, Thijs L, et al. Randomised double-
blind comparison of placebo and active treatment for older pa-
tients with isolated systolic hypertension: The Systolic Hy-
pertension in Europe (Syst-Eur) Trial Investigators. Lancet
1997;350:757–764.

27. Forte P, Copland M, Smith LM, et al. Basal nitric oxide syn-
thesis in essential hypertension. Lancet 1997;349:837–842.

28. Vita JA. Nitric oxide-dependent vasodilation in human sub-
jects. Methods Enzymol 2002;359:186–200.

29. Napoli C, Ignarro LJ. Nitric oxide-releasing drugs. Annu Rev
Pharmacol Toxicol 2003;43:97–123.

30. Black HR, Elliott WJ, Weber MA, et al. One-year study of
felodipine or placebo for stage 1 isolated systolic hyperten-
sion. Hypertension 2001;38:1118–1123.

31. Grimm RH Jr., Black H, Rowen R, et al. Amlodipine versus
chlorthalidone versus placebo in the treatment of stage I iso-
lated systolic hypertension. Am J Hypertens 2002;15:31–36.

32. Ferrier KE, Waddell TK, Gatzka CD, et al. Aerobic exercise
training does not modify large-artery compliance in isolated
systolic hypertension. Hypertension 2001;38:222–226.

33. Kearney PM, Whelton M, Reynolds K, et al. Global burden
of hypertension: Analysis of worldwide data. Lancet 2005;
365:217–223.

34. Prevalence of actions to control high blood pressure—20
states, 2005. MMWR Morb Mortal Wkly Rep 2007;56:420–
423.

35. Julius S, Nesbitt SD, Egan BM, et al. Feasibility of treating
prehypertension with an angiotensin-receptor blocker. N Engl
J Med 2006;354:1685–1697.

Address reprint requests to:
Randall M. Zusman, M.D.

Section on Hypertension and Vascular Medicine
Cardiology Division, Medical Services

Massachusetts General Hospital
55 Fruit Street

Yawkey Center #5B-5800
Boston, MA 02114

E-mail: rzusman@partners.org

DUSEK ET AL.138



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (None)
  /CalRGBProfile (Adobe RGB \0501998\051)
  /CalCMYKProfile (Japan Web Coated \050Ad\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket true
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo true
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Remove
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile (None)
  /AlwaysEmbed [ true
    /ACaslon-AltBold
    /ACaslon-AltBoldItalic
    /ACaslon-AltItalic
    /ACaslon-AltRegular
    /ACaslon-AltSemibold
    /ACaslon-AltSemiboldItalic
    /ACaslon-Bold
    /ACaslon-BoldItalic
    /ACaslon-Italic
    /ACaslon-Ornaments
    /ACaslon-Regular
    /ACaslon-Semibold
    /ACaslon-SemiboldItalic
    /ACaslon-SwashBoldItalic
    /ACaslon-SwashItalic
    /ACaslon-SwashSemiboldItalic
    /ACaslonExp-Bold
    /ACaslonExp-BoldItalic
    /ACaslonExp-Italic
    /ACaslonExp-Regular
    /ACaslonExp-Semibold
    /ACaslonExp-SemiboldItalic
    /AGaramond-BoldItalic
    /AGaramond-Italic
    /AGaramond-Regular
    /AGaramond-Semibold
    /AGaramond-SemiboldItalic
    /ATTorino-Bold
    /ATTorino-Condensed
    /Americana
    /Americana-Bold
    /Americana-ExtraBold
    /Americana-Italic
    /AmericanaBT-Bold
    /AmericanaBT-ExtraBold
    /AmericanaBT-ExtraBoldCondensed
    /AmericanaBT-Italic
    /AmericanaBT-Roman
    /AvantGarde-Bold
    /AvantGarde-BoldObl
    /AvantGarde-Book
    /AvantGarde-BookOblique
    /AvantGarde-CondBold
    /AvantGarde-CondBook
    /AvantGarde-CondDemi
    /AvantGarde-CondMedium
    /AvantGarde-Demi
    /AvantGarde-DemiOblique
    /AvantGarde-ExtraLight
    /AvantGarde-ExtraLightObl
    /AvantGarde-Mdm
    /AvantGarde-Medium
    /AvantGarde-MediumObl
    /BauerBodoni-Black
    /BauerBodoni-BlackCond
    /BauerBodoni-BlackItalic
    /BauerBodoni-Bold
    /BauerBodoni-BoldCond
    /BauerBodoni-BoldItalic
    /BauerBodoni-Italic
    /BauerBodoni-Roman
    /Belwe-Bold
    /Belwe-Condensed
    /Belwe-Light
    /Belwe-Medium
    /BelweT-LighItal
    /Berkeley-Black
    /Berkeley-BlackItalic
    /Berkeley-Bold
    /Berkeley-BoldItalic
    /Berkeley-Book
    /Berkeley-BookItalic
    /Berkeley-Italic
    /Berkeley-Medium
    /BiffoMT
    /Bodoni
    /Bodoni-Bold
    /Bodoni-BoldCondensed
    /Bodoni-BoldItalic
    /Bodoni-Book
    /Bodoni-BookItalic
    /Bodoni-Italic
    /Bodoni-Poster
    /Bodoni-PosterCompressed
    /Bodoni-PosterItalic
    /Bookman-Bold
    /Bookman-BoldItalic
    /Bookman-Demi
    /Bookman-DemiItalic
    /Bookman-Light
    /Bookman-LightItalic
    /Bookman-Medium
    /Bookman-MediumItalic
    /BorderPi-OneFiveOneFiveNine
    /BrushScript
    /Carta
    /CaslonTwoTwentyFour-Black
    /CaslonTwoTwentyFour-BlackIt
    /CaslonTwoTwentyFour-Bold
    /CaslonTwoTwentyFour-BoldIt
    /CaslonTwoTwentyFour-Book
    /CaslonTwoTwentyFour-BookIt
    /CaslonTwoTwentyFour-Medium
    /CaslonTwoTwentyFour-MediumIt
    /Century-Bold
    /Century-BoldCond-DTC
    /Century-BoldCondItalic-DTC
    /Century-BoldCondensed
    /Century-BoldCondensedItalic
    /Century-BoldItalic
    /Century-Book
    /Century-BookCond-DTC
    /Century-BookCondItalic-DTC
    /Century-BookCondensed
    /Century-BookCondensedItalic
    /Century-BookItalic
    /Century-Light
    /Century-LightCond-DTC
    /Century-LightCondIta-DTC
    /Century-LightCondensed
    /Century-LightCondensedItalic
    /Century-LightItalic
    /Century-Ultra
    /Century-UltraCond-DTC
    /Century-UltraCondIta-DTC
    /Century-UltraCondensed
    /Century-UltraCondensedItalic
    /Century-UltraItalic
    /Century751BT-ItalicB
    /Century751BT-RomanB
    /CenturyExpanded
    /CenturyExpanded-Italic
    /CenturyExpandedBT-Bold
    /CenturyExpandedBT-BoldItalic
    /CenturyExpandedBT-Italic
    /CenturyExpandedBT-Roman
    /CenturyOldStyle-Bold
    /CenturyOldStyle-Italic
    /CenturyOldStyle-Regular
    /CgTorinoOutline
    /Cheltenham-Bold
    /Cheltenham-BoldCond
    /Cheltenham-BoldItalic
    /Cheltenham-Book
    /Cheltenham-BookCond
    /Cheltenham-BookCondItalic
    /Cheltenham-BookItalic
    /Cheltenham-Light
    /Cheltenham-LightCond
    /Cheltenham-LightCondItalic
    /Cheltenham-LightItalic
    /Cheltenham-Ultra
    /Cheltenham-UltraItalic
    /Clarendon
    /Clarendon-Bold
    /Clarendon-Light
    /ClarendonBT-BoldCondensed
    /ClarendonBT-RomanCondensed
    /CompactaBoldPlain
    /CompactaItalicPlain
    /CompactaOnlShaD-ReguItal
    /CooperBlack
    /CooperBlack-Italic
    /Courier
    /Courier-Bold
    /Courier-BoldOblique
    /Courier-Oblique
    /DINEngschrift-Alternate
    /EdwardianScriptITC
    /ElectraLH-Bold
    /ElectraLH-Cursive
    /ElectraLH-Regular
    /Fenice-Bold
    /Fenice-BoldOblique
    /Fenice-Light
    /Fenice-LightOblique
    /Fenice-Regular
    /Fenice-RegularOblique
    /Fenice-Ultra
    /Fenice-UltraOblique
    /FranklinGothic-Book
    /FranklinGothic-BookOblique
    /FranklinGothic-Condensed
    /FranklinGothic-CondensedOblique
    /FranklinGothic-Demi
    /FranklinGothic-DemiOblique
    /FranklinGothic-ExampleNumber
    /FranklinGothic-ExtraCond
    /FranklinGothic-Heavy
    /FranklinGothic-HeavyOblique
    /FranklinGothic-Roman
    /Frutiger-Black
    /Frutiger-BlackCn
    /Frutiger-BlackItalic
    /Frutiger-Bold
    /Frutiger-BoldCn
    /Frutiger-BoldItalic
    /Frutiger-Cn
    /Frutiger-ExtraBlackCn
    /Frutiger-Italic
    /Frutiger-Light
    /Frutiger-LightCn
    /Frutiger-LightItalic
    /Frutiger-Roman
    /Frutiger-UltraBlack
    /Futura
    /Futura-Bold
    /Futura-BoldOblique
    /Futura-Book
    /Futura-BookOblique
    /Futura-CondExtraBoldObl
    /Futura-Condensed
    /Futura-CondensedBold
    /Futura-CondensedBoldOblique
    /Futura-CondensedExtraBold
    /Futura-CondensedLight
    /Futura-CondensedLightOblique
    /Futura-CondensedOblique
    /Futura-Heavy
    /Futura-HeavyOblique
    /Futura-Light
    /Futura-LightOblique
    /Futura-Mdm
    /Futura-MdmCnd
    /Futura-MdmCndItl
    /Futura-MdmItl
    /Futura-Oblique
    /FuturaBT-Bold
    /FuturaBT-BoldCondensed
    /FuturaBT-BoldCondensedItalic
    /FuturaBT-BoldItalic
    /FuturaBT-Book
    /FuturaBT-BookItalic
    /FuturaBT-ExtraBlack
    /FuturaBT-ExtraBlackCondItalic
    /FuturaBT-ExtraBlackCondensed
    /FuturaBT-ExtraBlackItalic
    /FuturaBT-Heavy
    /FuturaBT-HeavyItalic
    /FuturaBT-Light
    /FuturaBT-LightCondensed
    /FuturaBT-LightItalic
    /FuturaBT-Medium
    /FuturaBT-MediumCondensed
    /FuturaBT-MediumItalic
    /FuturaBoldModified
    /FuturaBoldObliqueModified
    /FuturaEF-DemiBold
    /FuturaEF-DemiBoldObl
    /FuturaModified
    /FuturaObliqueModified
    /Garamond-Bold
    /Garamond-BoldCondensed
    /Garamond-BoldCondensedItalic
    /Garamond-BoldItalic
    /Garamond-Book
    /Garamond-BookCondensed
    /Garamond-BookCondensedItalic
    /Garamond-BookItalic
    /Garamond-Light
    /Garamond-LightCondensed
    /Garamond-LightCondensedItalic
    /Garamond-LightItalic
    /Garamond-Ultra
    /Garamond-UltraCondensed
    /Garamond-UltraCondensedItalic
    /Garamond-UltraItalic
    /GillSans
    /GillSans-Bold
    /GillSans-BoldCondensed
    /GillSans-BoldExtraCondensed
    /GillSans-BoldItalic
    /GillSans-Condensed
    /GillSans-ExtraBold
    /GillSans-ExtraBold-ScholasticLg
    /GillSans-ExtraBold-ScholasticSm
    /GillSans-ExtraBoldDisplay
    /GillSans-Italic
    /GillSans-Light
    /GillSans-LightItalic
    /GillSans-LightShadowed
    /GillSans-Shadowed
    /GillSans-UltraBold
    /GillSans-UltraBoldCondensed
    /GillSansExtraBoldItalic
    /GillSansUltraBoldItalic
    /Giovanni-Black
    /Giovanni-BlackItalic
    /Giovanni-Bold
    /Giovanni-BoldItalic
    /Giovanni-Book
    /Giovanni-BookItalic
    /Glypha
    /Glypha-Bold
    /Glypha-BoldOblique
    /Glypha-Oblique
    /Goldwater
    /Goudy
    /Goudy-Bold
    /Goudy-BoldItalic
    /Goudy-BoldItalicOsF
    /Goudy-BoldOsF
    /Goudy-ExtraBold
    /Goudy-Heavyface
    /Goudy-HeavyfaceItalic
    /Goudy-Italic
    /Goudy-ItalicOsF
    /Goudy-SC
    /GoudyCatalog-Itl
    /GoudyCatalog-Rgl
    /Helvetica-Black
    /Helvetica-BlackOblique
    /Helvetica-Bold
    /Helvetica-BoldOblique
    /Helvetica-Compressed
    /Helvetica-Condensed-Black
    /Helvetica-Condensed-BlackObl
    /Helvetica-Condensed-BoldObl
    /Helvetica-Condensed-Light
    /Helvetica-Condensed-LightObl
    /Helvetica-Condensed-Oblique
    /Helvetica-ExtraCompressed
    /Helvetica-LightOblique
    /Helvetica-Narrow-BoldOblique
    /Helvetica-Oblique
    /Helvetica-UltraCompressed
    /Humanist521BT-Roman
    /Industria-Inline
    /Industria-InlineA
    /Industria-Solid
    /Industria-SolidA
    /ItcEras-Bold
    /ItcEras-Book
    /ItcEras-Demi
    /ItcEras-Light
    /ItcEras-Medium
    /ItcEras-Ultra
    /ItcKabel-Bold
    /ItcKabel-Book
    /ItcKabel-Demi
    /ItcKabel-Medium
    /ItcKabel-Ultra
    /Kaufmann
    /Kaufmann-Bold
    /Linoscript
    /LubalinGraph-Book
    /LubalinGraph-BookOblique
    /LubalinGraph-Demi
    /LubalinGraph-DemiOblique
    /LucidaSans
    /LucidaSans-Bold
    /LucidaSans-Italic
    /Machine
    /MediciScript
    /Minion-Black
    /Minion-Bold
    /Minion-BoldItalic
    /Minion-DisplayItalic
    /Minion-DisplayRegular
    /Minion-Italic
    /Minion-Ornaments
    /Minion-Regular
    /Minion-Semibold
    /Minion-SemiboldItalic
    /Minion-SwashDisplayItalic
    /Minion-SwashItalic
    /Minion-SwashSemiboldItalic
    /MinionExp-Black
    /MinionExp-Bold
    /MinionExp-BoldItalic
    /MinionExp-DisplayItalic
    /MinionExp-DisplayRegular
    /MinionExp-Italic
    /MinionExp-Regular
    /MinionExp-Semibold
    /MinionExp-SemiboldItalic
    /Modern735BT-RomanA
    /Modern880BT-Bold
    /Modern880BT-Italic
    /Modern880BT-Roman
    /NewBaskerville-Black
    /NewBaskerville-BlackItalic
    /NewBaskerville-Bold
    /NewBaskerville-BoldItalic
    /NewBaskerville-BoldItalicOsF
    /NewBaskerville-BoldSC
    /NewBaskerville-Italic
    /NewBaskerville-ItalicOsF
    /NewBaskerville-Roman
    /NewBaskerville-SC
    /NewBaskerville-SemiBold
    /NewBaskerville-SemiBoldIta
    /NewCaledonia-Black
    /NewCaledonia-BlackItalic
    /NewCaledonia-Bold
    /NewCaledonia-BoldItalic
    /NewCaledonia-BoldItalicOsF
    /NewCaledonia-BoldSC
    /NewCaledonia-Italic
    /NewCaledonia-ItalicOsF
    /NewCaledonia-SC
    /NewCaledonia-SemiBold
    /NewCaledonia-SemiBoldItalic
    /Nofret-Bold
    /Nofret-BoldItalic
    /Nofret-Italic
    /Nofret-Light
    /Nofret-LightItalic
    /Nofret-Medium
    /Nofret-MediumItalic
    /Nofret-Regular
    /Novarese-Bold
    /Novarese-BoldItalic
    /Novarese-Book
    /Novarese-BookItalic
    /Novarese-Medium
    /Novarese-MediumItalic
    /Novarese-Ultra
    /OCRA
    /OCRB
    /OfficinaSans-Bold
    /OfficinaSans-BoldItalic
    /OfficinaSans-Book
    /OfficinaSans-BookItalic
    /OfficinaSerif-Bold
    /OfficinaSerif-BoldItalic
    /OfficinaSerif-Book
    /OfficinaSerif-BookItalic
    /OnyxMT
    /Optima
    /Optima-Bold
    /Optima-BoldOblique
    /Optima-Oblique
    /PalaceScriptMT
    /PalaceScriptMT-SemiBold
    /Palatino-Black
    /Palatino-BlackItalic
    /Palatino-Bold
    /Palatino-BoldItalic
    /Palatino-BoldItalicOsF
    /Palatino-BoldOsF
    /Palatino-Italic
    /Palatino-ItalicOsF
    /Palatino-Light
    /Palatino-LightItalic
    /Palatino-Medium
    /Palatino-MediumItalic
    /Palatino-Roman
    /Revival565BT-Bold
    /Revival565BT-BoldItalic
    /Revival565BT-Italic
    /Revival565BT-Roman
    /RomanaBT-Bold
    /RomanaBT-Roman
    /Sabon-Bold
    /Sabon-BoldItalic
    /Sabon-BoldItalicOsF
    /Sabon-BoldOsF
    /Sabon-Italic
    /Sabon-ItalicOsF
    /Sabon-Roman
    /Sabon-RomanSC
    /SmileyFace
    /Sonata
    /StoneInformal
    /StoneInformal-Bold
    /StoneInformal-BoldItalic
    /StoneInformal-Italic
    /StoneInformal-Semibold
    /StoneInformal-SemiboldItalic
    /StoneSans
    /StoneSans-Bold
    /StoneSans-BoldItalic
    /StoneSans-Italic
    /StoneSans-Semibold
    /StoneSans-SemiboldItalic
    /StoneSerif
    /StoneSerif-Bold
    /StoneSerif-BoldItalic
    /StoneSerif-Italic
    /StoneSerif-Semibold
    /StoneSerif-SemiboldItalic
    /StoneSerifTn4
    /Syntax-Black
    /Syntax-Bold
    /Syntax-Italic
    /Syntax-Roman
    /Syntax-UltraBlack
    /Techno
    /TimelessCyrillic-Bold
    /TimelessCyrillic-Light
    /TimelessCyrillic-LightIta
    /Times-Bold
    /Times-BoldItalic
    /Times-BoldItalicOsF
    /Times-BoldSC
    /Times-ExtraBold
    /Times-Italic
    /Times-ItalicOsF
    /Times-PhoneticAlternate
    /Times-PhoneticIPA
    /Times-Roman
    /Times-RomanSC
    /Times-Semibold
    /Times-SemiboldItalic
    /TimesEuropa-Bold
    /TimesEuropa-BoldItalic
    /TimesEuropa-Italic
    /TimesEuropa-Roman
    /TimesNewRomanMT-BoldCond
    /TimesNewRomanMT-Cond
    /TimesNewRomanMT-CondItalic
    /TimesNewRomanPS
    /TimesNewRomanPS-Bold
    /TimesNewRomanPS-BoldItalic
    /TimesNewRomanPS-Italic
    /ToonRoman
    /TorinoModern-Bold
    /TorinoModern-BoldItalic
    /TorinoModern-Italic
    /TorinoModern-Roman
    /Trajan-Bold
    /Trajan-Regular
    /Univers
    /Univers-Black
    /Univers-BlackExt
    /Univers-BlackExtObl
    /Univers-BlackOblique
    /Univers-BoldExt
    /Univers-BoldExtObl
    /Univers-BoldOblique
    /Univers-Condensed
    /Univers-CondensedBold
    /Univers-CondensedBoldOblique
    /Univers-CondensedLight
    /Univers-CondensedLightOblique
    /Univers-CondensedOblique
    /Univers-Extended
    /Univers-ExtendedObl
    /Univers-ExtraBlack
    /Univers-ExtraBlackExt
    /Univers-ExtraBlackExtObl
    /Univers-ExtraBlackObl
    /Univers-LightOblique
    /Univers-LightUltraCondensed
    /Univers-Oblique
    /UniversityRoman
    /VAGRounded-Black
    /VAGRounded-Bold
    /VAGRounded-Light
    /VAGRounded-Thin
    /WoodtypeOrnaments-One
    /WoodtypeOrnaments-Two
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Average
  /ColorImageResolution 300
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Average
  /GrayImageResolution 300
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Average
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /SyntheticBoldness 1.000000
  /Description <<
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308030d730ea30d730ec30b9537052377528306e00200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /FRA <>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /ENU (Use these settings to create PDF documents for RR Donnelley Book plants. The PDF documents can be opened with Acrobat and Reader 5.0 and later.)
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice




