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Abstract

This study was undertaken to assess the impact of three months of targeted nutritional
therapy for migraine on health-related quality of life. The study is also intended to lend
support to a theory that migraine is caused by an underlying dysfunction involving
assimilation or elimination mechanisms. Forty people were selected from approximately
120 applications. Fourteen participants were selected from among those applicants
within the authors’ practices and 26 from applicants solicited via the Internet. Participants
were required to complete the Medical Outcomes Trust Migraine Specific Quality of
Life (MSQ) Questionnaire. Eighty percent of the study participants experienced
significant and sustained improvements in quality of life during the 90 days of the study.
The study instrument is specifically designed to measure quality of life improvement
and thus does not solicit responses relative to number of migraine attacks or duration
of each migraine. However, it should be noted that improvement in quality of life is
likely due to a reduction in the duration and frequency of migraine attacks.

(Altern Med Rev2001;6(5):488-494)

Introduction

Migraine prevalence studies have indicated that the condition is suffered by more than
17 percent of the female and six percent of the male population in the United Btatigition
to the debilitating effect of a migraine attack, sufferers report a significant impact on their qual-
ity of life between attacks. Many migraine patients report that the fear of getting a headache
totally disrupts their ability to plan social events, vacations, and other family activifibe.
debility associated with migraine has substantial economic impact, with estimates of the direct
cost of migraine treatment and indirect migraine-associated costs due to lost productivity in the
workplace as high as $17.2 billion annually in the United St&rslies have shown that most
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people who have migraine headaches are never can relieve some migraines in minutés.

diagnosed by a physician or treated with pre-
scription mediciné;? and those who do receive
care are often dissatisfied with the restilts.
Available research on the treatment o
migraine is focused in acute treatment and pro-
phylactic medications. Advances in acute treat-
ment are well documented. Sumatriptan, a se-
rotonin-1 agonist, administered subcutane-
ously, orally, or intranasally, is effective in al-
leviating the pain and associated symptoms of
the acute migraine attack. Moderate or severe
pre-dose pain is reduced to mild or no pai
within two hours of dosing in approximately
80 percent of patients treated with the subcu-
taneous form and 63 percent of patients treated
with the nasal form, and within four hours of
dosing in 65-78 percent of patients treated wit
the oral form1°The use of sumatriptan has
also been shown to have a positive impact on
the quality of life of migraine sufferefs.
In contrast there has been limited
progress in the prophylactic treatment of mi
graine. Although current preventive pharma
ceuticals can be expected to reduce the dura-
tion and frequency of migraine attacks, th
treatment guidelines suggest almost all patients
will still require symptomatic or acute treat-
ment!?Indeed a good response to prophylac-
tic treatment is defined as a 50-percent reduc-
tion in the frequency or severity of migraine
attackst? Few studies have compared the re
sponse to particular migraine preventive drugs,
leaving physicians with little guidance for
choosing among various ageft$he medi-
cations used include beta blockers, calciu
channel blockers, tricyclic antidepressant
anticonvulsants, serotonin antagonists
NSAIDS, and MAO inhibitors.
Botanical and nutritional approaches
to migraine prevention have shown som
promise. For example, riboflavin proved su
perior to placebo in reducing frequency an
length of migraine& On average, magnesium
levels are lower in people with migrainés.
has been shown that intravenous magnesiu

Double-blind research indicates daily supple
mental magnesium reduces premenstrual mij-
graines'’ Studies have shown the continuou
use of botanicals, includinganacetum
parthenium(feverfew)}®2° and Petasites
hybridus(butterburj* can result in a reduction
in the duration, frequency, and severity of mi
graine attacks.

The approach utilized in this study is
based on classic naturopathic medical philoso-
phy; i.e., disease is the deterioration of nor
mal function in one of two areas — either th
body is not getting what it needs due to fault
assimilation or the body is unable to remov
wastes and toxins due to poor elimination, o
both. Naturopathic philosophy also suggest
that genetics determine underlying suscepti-
bility to disease or dysfunction, but not actua
disease manifestation. The goal is to remov
obstacles to cure by focusing on improvin
assimilation and elimination, allowing the
body’s inherent abilities of repair and recov-
ery to function properly.

Subjects

Subjects were solicited via the Interne
and from the patient base of the physician
involved. Those selected included five male
and 35 females, 18 years and older, who had
suffered from migraines for at least one yeatr.
Due to the relative short term of the evalua
tion effort (90 days), only patients who suf-
fered at least two migraines per month on
consistent basis were selected. Applicants wit
head or neck trauma in their medical historie
were eliminated. No consideration relative t
inclusion or exclusion from the study was
given to the patients’ current or previous us
of pharmaceutical, over-the-counter, or natu
ral products.

Materials and Methods
Two nutritional formulations were
used. The first, Combination A, contained a
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enzymatically rendered fish protein with a high
level of bioactive peptides and amino acids
Research on the biological activity of peptides
has focused on the critical care arena, com

paring peptide-based enteral feeding formur

las to intact protein or amino acid-based for-
mulas. In a randomized trial of a peptide diet
versus an intact protein diet in patients follow-
ing traumatic injury, diarrhea developed in 40
percent of patients receiving the intact protein
formula compared to no diarrhea in those re
ceiving the peptide diétA peptide diet has

also been reported to be better tolerated tha
an amino acid diet in postoperative patiefts.

Peptide-based diets have also been reported

to improve intestinal morphology in patients
with radiation-induced gut injufyand inflam-
matory bowel diseaseé.

Combination A also contains a blend
of four probiotics Lactobacillus acidophilus
(DDS-1 strain),Lactobacillus bulgaricus
Enterococcus faeciunand Bifidobacterium
bifidum) and chlorophyll. Probiotics are the
beneficial bacteria that inhabit the intestinal
lining and assist in the digestion and absorp
tion of nutrients. Lactobacillus and
Bifidobacteria maintain a healthy balance of
intestinal flora by producing organic com-
pounds such as lactic acid, hydrogen perox
ide, and acetic acid that increase the acidity a
the intestine and inhibit the reproduction of
many harmful bacteri&:?’Probiotic bacteria
also produce bacteriocins, which act as natu
ral antibiotics to kill undesirable microorgan-
ismsZ The theory for their use for migraine
prevention is that the combination of peptides
and probiotics should improve nutrient assimi-
lation in most patients.

The second formulation, Combination
B, is a blend of twenty-one different
ingredients designed to improve the nutritiona
status of the liver and kidneys. The ingredients
include vitamins (thiamine mononitrate and
pyridoxal 5-phosphate), minerals (magnesiun
aspartate, manganese glycerylphosphate, zir
gluconate, and copper glycinate),
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micronutrients (malic acid, proanthocyanidins,
inositol, N-acetyl-L-cysteine, and super oxide
dismutase), glandulars (liver, kidney, and
spleen), and herb$Si{lybum marianunimilk
thistle),Beta vulgarigbeet root)Nasturtium
officinale (watercress)Apium graveolens
(celery seed), Taraxacum officinale
(dandelion),Apium petroselinunfparsley),
andCapsicum frutescer(sayenne)).

The function of Combination B was
to provide direct nutritional support to the or-
gans of elimination, while also providing the
nutrient and herbal components that have been
shown in practice and/or research to be criti
cal for antioxidant and detoxification function.
Some of the ingredients have been shown to
have direct impact in these two areas and oth
ers are known co-factors for enhancing detoxi
fication and increasing glutathione levels in
the liver.

An open label design was chosen tg
simulate the conditions under which a
healthcare provider or migraine patient might
introduce a new therapy. Participants were in
structed to take three capsules of Combina
tion A and two capsules of Combination B ten
minutes before their two largest meals of the
day. In anticipation of a limited amount of di-
gestive disturbance that can accompany any
dietary adjustment, the participants were in:
structed to take reduced dosages for the first
week: two Combination A capsules and one
Combination B capsule once per day for the
first three days, two Combination A capsules
and one Combination B capsule twice per da
for the next three days, and the full dosage fo
the remainder of the trial. Participants were
not required to make any changes in curren
use of other migraine products, whether phar
maceutical, natural, or over-the-counter, and
no lifestyle or dietary changes were required.

Participants were required to complete
the Medical Outcomes Trust Migraine Specific
Quiality of Life (MSQ) Questionnaire (Version
2.1, copyrighted 1992, 1996, 1998 by Glaxa
Wellcome Inc., Research Triangle Park, North
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Carolina¥® at baseline (prior to taking any
product), and again at 30, 60, and 90 days. The
MSQ is a 14-item questionnaire that assesses

emotional function (the emotional effects of
migraine). For example, typical questions ad-
dress migraine-associated problems in attend

aspects of health believed to be particularl
affected by migraine. Three dimensions wer
measured: (1) role-function restrictive (th
degree to which performance of normal ac
tivities is restricted or limited by migraine);
(2) role-function preventive (the degree t
which performance of normal activities is pre
vented or interrupted by migraine); and (3

ing social activities (role-function restrictive)
or the degree to which migraine patients fee
their migraines are a burden on others (emg

tional function). The MSQ has shown evidence

of reliability and validity in migraine suffer-
ers participating in clinical triaf8:3!

D

Figure 1. Results of Migraine Specific Quality of Life Questionnaire
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MSQ = Migraine specific quality of life questionnaire
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The MSQ was completed and mailed
to the study administrator at 30-day intervals
Data analysis was conducted according to pre
designed software provided by Medical Out-
comes Trust.

Results
Each of three MSQ dimensions was

scored separately and transformed onto a scale

ranging from O (least favorable score) to 10G
(most favorable score). Reviewing each of the
three dimensions (restrictive, preventive, anc
emotional) measured by the MSQ reveals pos
tive results in each. Figure 1 represents
graphical depiction of results.

In the category role-function restric-
tive, the degree to which performance of nor;
mal activity was restricted or limited by mi-
graine, the study participants registered a com
bined quality of life scale of 38. At the end of
30 days this quality of life dimension had risen
to 66 and by the end of 90 days it was at 76.

The role-function preventive dimen-
sion quality of life scores also rose from a

baseline of 56 to 78 at 30 days and 84 at the

conclusion of 90 days.

The emotional function dimension
scores rose from a baseline of 30 to a qualit
of life score of 63 at 30 days and 77 at the
conclusion of 90 days.

Eight of the 40 participants experi-
enced no improvement in their migraine fre-
qguency or duration and subsequently their
quality of life scores remained consistently
low. Twenty-four (60%) of the participants
experienced almost total relief from migraine
attacks and their quality of life scores were in
the 80 to 100 range. The remaining eight par
ticipants experienced varying degrees of im;
provement in the duration and frequency of
their attacks and their quality of life scores
reflected the extent of improvement.

<

O =P

Discussion
Advances in migraine research and

knowledge over the last decade have resulted

in improvements in the quality of life for mi-
graine sufferers. The most significant of thesg
advances has been in the area of migraine abg
tive drugs such as sumatriptan. For the firs
time, migraine patients have the knowledge
that they can eliminate the pain of an intens
attack. Unfortunately, these abortive advance
have little impact on reducing the number of
attacks, and side effects associated with th
triptans limit the patients’ willingness to use
them indiscriminately?14:32

Advances in migraine prevention have
been limited. While there are a variety of pre-

ventive pharmaceutical approaches available

none has proven to be free of side effects @
effective for an extended period of tirité?3?
This study clearly indicates that it is
possible to significantly improve the quality
of life of migraine sufferers with targeted nu-
tritional therapy. Additionally, the fact that the

supplements caused no noticeable side effects

resulted in a high level of patient satisfaction
and compliace.
These study results support the theory

that migraines may be, at least in part, caused

by an underlying deterioration of normal body
functioning. In this study, by improving assimi-
lation and elimination mechanisms, the mani;
festation of migraine diminished or ceased for
the majority of the participants. Although the
study instrument measures specific quality o
life markers, it is critical to note that 60 per-
cent of the study participants also reported the
were virtually migraine free, including partici-
pants who have suffered migraine disease fa
over 25 years and have tried many available
treatments, both natural and pharmaceutical.

Discussions are currently underway to
repeat this study with appropriate controls in &
major university medical center. Studies to in-
vestigate the edicts of improved assimilation
and elimination in other chronic diseases als
seem warranted.

Page 492

Alternative Medicine ReviewVolume 6, Number 51 2001
Copyright©2001 Thorne Research, Inc. All Rights Reserved. No Reprint Without Written Permission

5] n O P

=

f

=

D



13. Gray RN, Goslin RE, McCrory DC, et al. Drug

References treatments for the prevention of migraine

1. Lipton RB, Stewart WF. Migraine in the headaches. Technical review 2.3, February
United States: a review of epidemiology and 1999. Prepared for the Agency for Health Care
health care uséleurology1993;43:56-S10. Policy and Research under Contract No. 290-

2. Solomon GD. Quality-of-life assessment in 94-2025. www.clinpol. me. duke.edu. )
patients with headachBharmacoeconomics 14.  Schoenen J, Jacquy J, Lenaerts M. Effective-
1994:6:34-41. ness of high dose riboflavin in migraine

prophylaxis. A randomized controlled trial.

3. Solomon GD, Skobieranda FG, Gragg LA. Neurology1998;50:466-470.

Does quality of life differ among headache

diagnoses? Analysis using the medical 15. Gallai V, Sarchielli P, Coata G, et al. Serum
outcomes study instrumetteadache and salivary magnesium levels in migraine.
1994:34:143-147. Results in a group of juvenile patients.

4, Osterhaus JT, Gutterman DL, Plachetka JR. Headachel 992;32:132-135.
Healthcare resource and lost labour costs of 16.  Mauskop A, Altura BT, Cracco RQ, Altura
migraine headache in the US. BM. Intravenous magnesium sulphate relieves
Pharmacoeconomick992:2:67-76. migraine attacks in patients with low serum

5. Lipton RB, Stewart WF, Simon D. Medical lonized magnesium levels: a pilot stu@jin

consultation for migraine: results from the Sci (C9|Ch).1995;89:633'636‘
American Migraine StudyHeadache 17. Facchinetti F, Sances G, Borella P, et al.

1998:38:87-96. Magnesium prophylaxis of menstrual mi-
graine: effects on intracellular magnesium.

6. Edmeads J, Findlay H, Tugwell P, et al. Impact Headache1991:31:298-301.

of migraine and tension-type headaches on

life-style, consulting behaviour, and medica- 18.  Murphy JJ, Heptinstall S, Mitchell JR.
tion use: a Canadian popu|ation Sur\@an J Randomised double-blind plaCGbO-COﬂtrO”ed
Neurol Sci1993;20:131-137. trial of feverfew in migraine prevention.

7. Cutler N, Mushet GR, Davis R, et al. Oral Lancet1988;2:189-192.
sumatriptan for the acute treatment of mi- 19.  Johnson ES, Kadam NP, Hylands DM,
graine: evaluation of three dosage strengths. Hylands PJ. Efficacy of feverfew as prophylac-
Neurology1995;45:S5-S9. tic treatment of migraindBr Med J(Clin Res

8. Sargent J, Kirchner JR, Davis R, Kirkhart B. Ed) 19_85;291:569'573'
Oral sumatriptan is effective and well tolerated| ~ 20.  Palevitch D, Earon G, Carasso R. Feverfew as

for the acute treatment of migraine: results of a a prophylactic treatment for migraine: a
multicenter studyNeurology1995;45:S10- double-blind placebo-controlled study.
S14. Phytother Re4997;11:508-511.

9. No authors listed. Treatment of migraine 21.  Grossman W, Schmidramsl H. An extract of
attacks with sumatriptan. The Subcutaneous Petasites hybriduss effective in the prophy-
Sumatriptan International Study Grouyp. laxis of migraineAltern Med Rex2001;6:303-
Engl J Med1991;325:316-321. 310.

10. Ryan R, Elkind A, Baker CC, et al. 22.  Meredith JW, Ditesheim JA, Zaloga GP.
Sumatriptan nasal spray for the acute treatment Visceral protein levels in trauma patients are
of migraine. Results of two clinical studies. greater with peptide diet than with intact
Neurology1997;49:1225-1230. protein dietJ Traumal990;30:825-828.

11. Cohen JA, Beall D, Beck A, et al. Sumatriptan |  23.  Ortiz C, Candau P, Arock M, et al. A compara-
treatment for migraine in a health maintenance tive post-operative study — an enteral solution
organization: economic, humanistic, and based on small peptides compared to an enteral
clinical outcomesClinTher 1999;21:190-204. solution based on free amino acids.

12.  Pryse-Phillips WE, Dodick DW, Edmeads JG, Gastroenterol Clin Bioll985/9:182. _
et al. Guidelines for the diagnosis and managet  24.  Bounous G. Elemental diets in the prophylaxis

ment of migraine in clinical practice. Canadian and therapy for intestinal lesions: an update.
Headache SocietgMAJ1997;156:1273- Surgery1989;105:571-575.
1287.

Alternative Medicine Review O Volume 6, Number 5 2001 Page 493

Copyright©2001 Thorne Research, Inc. All Rights Reserved. No Reprint Without Written Permission



25. Steinhardt HJ, Payer E, Henn B, et al. Effects 29. Medical Outcomes Trust. Boston;

of whole protein vs hydrolyzed protein on www.outcomes-trust.org
nitrogen economy and intestinal protein loss. 30. Jhingran P, Osterhaus JT, Miller DW, et al.
Gastroenteroll988;94:433. Development and validation of the Migraine-
26. Kawase K. Effects of nutrients on the intestinal Specific Quality of Life Questionnaire.
microflora of infantsJpn J Dairy Food Sci Headachel998;38:295-302.
1982;31:A241-A243. 31. Jhingran P, Davis SM, LaVange LM, et al.
27. Rasic JL. The role of dairy foods containing MSQ: Migraine-Specific Quality-of-Life
bifido and acidophilus bacteria in nutrition and Questionnaire. Further investigation of the
health.N Eur Dairy J1983;4:80-88. factor structurePharmacoeconomics
28. Barefoot SF, Klaenhammer TR. Detection and 1998;13:707-717.
activity of lactacin B, a bacteriocin produced 32. Capobianco DJ, Cheshire WP, Campbell JK.
by Lactobacillus acidophilusAppl Environ An overview of the diagnosis and pharmaco-
Microbiol 1983;45:1808-1815. logic treatment of migrainéddayo Clinic Proc

1996;71:1055-1066.

Statement of Ownership, Management, and Circulation
(Required by 39 USC 3685)
1. Publication title: Alternative Medicine Review
. Publication number: 0017-641
. Filing date: September 28, 2001
. Issue frequency: bimonthly
. Number of issues published annually: Six
. Annual subscription price: US $95.00
. Mailing address, office of publication: 25820 Highway 2 West, Sandpoint, Bonner County, Idaho 83864-7364
Contact Person: Kelly Czap Telephone: 208-263-1337
. Mailing address, general business office of publisher: P.O. Box 25, Dover, [daho 83825-0025
9. Names/mailing addresses of publisher, editor, and managing editor:
Publisher: A. F. Czap, P.O. Box 25, Dover, Idaho 83825-0025
Editor: Kathleen A. Head, ND, P.O. Box 25, Dover, Idaho 83825-0025
Managing Editor: Kelly Czap, P.O. Box 25, Dover, Idaho 83825-0025
10. Owners:
Thorne Research, Inc., PO. Box 25, Dover, Idaho 83825-0025
A. F. Czap, P.O. Box 25, Dover, Idaho 83825-0025
Kelly A. Czap, P.O. Box 25, Dover, I[daho 83825-0025
11. Bondholders, mortgagees, other security holders owning or holding one percent of total amount of bonds,
mortgages, or other securities: None
12. Tax Status: Not applicable
13. Publication Title: Alternative Medicine Review
14. Issue date for circulation data: August 2001
15. Extent and nature of circulation
Average number of copies each issue during preceding 12 months / actual number of copies of single issue published nearest filing date:
a. Total number of copies (net press run): 6250 / 6500
b. Paid and/or requested circulation:
(1) paid/requested outside-county mail subscriptions stated on Form 3541: 2871 /2997
(2) paid in-county subscriptions stated on Form 3541: 0/3
(3) sales through dealers, carriers, street vendors, counter sales and other non-USPS paid distribution: 0/ 200
(4) other classes mailed through USPS: 46 /50
c. Total paid and/or requested circulation (sum of 15b (1),(2),(3), and (4): 2917 / 3250
d. Free distribution by mail (samples, complimentary, other free):
(1) outside-county as stated on Form 3541: 2476 / 3149
(2) in-county as stated on Form 3541: 0/0
(3) other classes mailed through the USPS: 0/0
e. Free distribution outside the mail (carriers or other means): 0/0
f. Total free distribution (sum of 15d and 15e): 2476 / 3149
g. Total distribution (sum of 15¢ and 15f): 5393 / 6399
h. Copies not distributed: 857 / 101
i. Total (sum of 15g and h): 6250 / 6500
j. Percent paid and/or requested circulation (15c/I5g x 100): 54% / 50.7%
16. Publication of Statement of Ownership: printed in October 2001 issue
17. Signature and title of publisher: A. F. Czap, publisher Date: September 28, 2001

~No o ON

©

Page 494 Alternative Medicine ReviewMolume 6, Number 51 2001
Copyright©2001 Thorne Research, Inc. All Rights Reserved. No Reprint Without Written Permission



