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Clinical research

One year open trial of naturopathic
treatment of HIV infection class IV-A in men

Leanna Standish ND., Pa.D. Jane Guiltinan ND.
Elizabeth McMahon vaD. Carol Lindstrom

The potential effectiveness of a comprehensive program of natural therapeutics was
evaluated in 30 men with AIDS related complex (ARC) CDC Class IV-A. Therapentic
strategy was three-pronged: 1) administration of botanical anti-viral medicines; 2) en-
hancement of immune function, and 3} implementation of psycho-neuroimmurology
principles. Treatment included botanical medicine, constitutionally prescribed homeo-
pathic medicines, therapeutic nutrition, hyperthermic hydrotherapy treatments and psy-
chological counseling. Twenty eight men completed the intake procedures; 16 of these
completed the 12 month regimen. O ver 300 variables were measured every 3 months ineach
patient including blood chemistries , complete blood counts (including CD4, CD8 and B-
Cells) and physical exam findings. Neuropsychological evaluations occurred at entry and
completion of the trial.

No patient completing the protocel progressed to AIDS during the course of the study

X‘F gl ~—1and no patients died. Mortality and disease progression rates compare favorably with
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placebo data in patients in published AZT trials and are similar to disease progression rates
in AZT treated patients. Clinical improvement {decreased fatigue, lymnphadenopathy and
nigltsweats), stable or improved neuropsychological status, 4nd effective control of HIV-
related complications (oral thrush, diarrhea and herpes zoster) were observed. Although
CD§ cell counts decreased, there was only transient rise in CD4 celt count which then fell
below baseline levels by the end of the 12 month study. We conclude that this naturopathic
protocol for patients with mildly symptomatic immune deficiency may be useful in slowing
progression to AIDS and in providing symptomatic relief.

J. Naturopath. Med. 1992; 3(1):42-64
Keywords: HIV, AIDS {experimental or non-standard treatment) / (naturopathic treat-
ment) nutrition; neuro-psychologic; homeopathy; phytotherapy

INTRODUCTION

ALTHOUGH THE ANTIVIRAL AGENT zidovudine (AZT, Retrovir) has been demon-
strated to be efficacious in increasing survival rates in patients with acquired
imnunme deficiency (1,2), toxicity may be severe and viral resistance to the
compound may develop (1,3). There is widespread interest in the development of
non-toxic therapeutics which can be adniinistered on an ongoing basis. Addition-
ally, many HIV patients are self-administering untried compounds. It has been
said that the one common feature among “long term survivors” of AIDS is that
each of them has used some form of natural or alternative therapy.

The goal of this study (Healing AIDS Research Project I—HARP 1) was to
evaluate a protocol of integrated natural products and naturopathic techniques in
men with advanced ARC to determine therapeutic potential,
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MATERIALS AND METHODS

Natural products

The 16 subjects were all prescribed a
"basic supplement program.” The agent,
manufacturer, dosage and rationale in-
cluded:

Ascorbic mcid, powder or tablets
{Bronson Vitamin Co p.o. toboweltolerance).
Vitamin C has demonstrated in vitro activity
againsthuman retrovirus {4}. ltis alsc apotent
antioxidant and useful in reducing the tissue
destructive action of oxidation reactions asso-
ciated with immunological responses to viral
and bacterial antigens (5,8} as well as having
direct antiviral action (7). Ascorbic acid also
increases maotility of macrophages (8) and
neutrophils (9), as well as stabilizing mast cell
membranes {10).

Beta carotene "Beta plex" (Scientfic
Botanicals, 300,000 [U/iday p.o.), Beta caro-
tene is the precursor for vitamin A but is
selectively convertedtovitamin A, thus reduc-
ing risk of toxicity. A key element: in viral
pathogenesis involves the production of free
radicals capable of lysing the cell membrans.
Betacaroteneisan effective free radical scav-
engerandapotentquencher of singlet oxygen
{11). Retinoids have been shown to have
signiticant viricidal activity (12).

Vitamin Adeficiency has beenassociated
with decreasedthymus activity and decreased
number of T and B lymphocytes, Oral admin-
istration of beta carotene increased the num-
ber of CD4 lymphoeytes in human blood (13).
Moreover, AIDS patients are at high risk for
developing malignancies. Highintake ofbeta
carotene reduces the rates of cancers involv-
ing epithelial cells (14).

Egg Lecithin "Eggsact” {Source Natu-
ral, 20 g/day p.o.). In 1885, Sarin and Gallo
repered that AL721 had prevented human T
cells from becoming infected with the AIDS
virus (15). This compound, derived from egg
yolk, is composed of neutral lipids (70%),
phosphatidylcholine (20%) and phosphatidyle-
thanolamine {10%). AL721 removes choles-
terol from viral envelope and the lymphocyte
lipid bilayer, thus increasing fluidity of mem-
branes. This action has been hypothesized
to inhibit the ability of lipid coated viruses
{HIV, Epstein Barr virus and members afthe
Herpes viral family) from attaching to CD4
receptor sites. Atthe time of the planning of
this study, clinical trials conducted in Israel
were yielding promising data (16).
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Multiple vitamin and minerat supplement "Spectrum”
{(Naturopathic Formulations, 2 tid cc) A large proportion of AIDS
patients are at nulritional risk. There have been reports of
hypochlorhydria (17), protein malabsomption, hypoalbuminemia
(18), andabnormal zinc status (19,20). Protein calorie malnutrition
and hypealbuminemia may further impair cellular and humoral
immunity as well as phagoeytic function. As a result of poor
nutritional status, the susceptibility of the hosttointectionssuchas
Pneumocystis carinii, Candida, tuberculosis, herpes and bacterial
diarrhea is increased (21). A high potency mineral and vitamin
supplement was administered inthis study inan attempt to reduce
the risk of malnutrition and thus reduce host susceptibility to
infection,

In addition to the basic supplement package, 11 of the

16 patients were assigned to the "botanicalf natural product
group” and received the following:

Glycyrrhiza glabra (Western Herbs, three "00" capsules tid
betweenmeals) Glyeyrrhiza(licorice root) is a widely usedplantin
both oriental and occidental botanical medicine. Numerous studies
have demonstratedits abilityto enhance macrophage activity and
the endogenous production ofgammainterferon {22), Glycyrhizic
acid, one ofthe majer active constituents, inhibits in vitrogrowth of
several RNA and DNAviruses including vaccinia, Herpes simplex
|, Newcastle, and vesicular stomatitis virus {23,24). Glycyrrhizin
sulfate, the sulfated polysaccharide constituent, possesses anti-
reverse transcriptase activity and demonstratad significant anti-
HIV activily i vitro (25,26). Glycyrrhizaalso hasbroad spectrum
antimicrobial action against Staphylococeus auraus, Streplococ-
cus mutans, Mycobacterium smegmatis and Candida albicans(27).

Glycyrrhizaalso has a hepatoprotectantaction viaits ability o
scavenge free radicals (28). Many patients with AIDS and ARC
show elevated liver enzymes in serum and present with a past
medical history of hepatitis, both A and B. Hepatoprotection is
therefore a goal of therapy and prophylaxis.

Another important medical action of Glycyrrhiza involves
its anti-allergy and anti-inflammatory effects via affinity of
glycyrrhinin and glycyrrhelic acid to glucocorticoid receptors
(29). Glycyrrhizastrongly inhibits betareductase activity, thus
increasing the half life of circulating anti-inflammatery cortisol
(30). Given recently published data suggesting an autaim-
mune component to the pathogenesis of AIDS (31), reducing
general inflammaticn is considered to be a positive step in
health maintenance. Glycyrrhiza inhibits phospholipase A2
(32} and thus reduces the inflammatory response to experi-
mentally induced allergic reactions (33). Cell mediated immu-
nity Is impaired in AIDS and ARC. Nevertheless, these
patients often show elevated sedimentation rates and inflam-
matory skin reactions such as seborrheic dermatitis and
eczema suggestive of systemic inflammation. Additionally,
glyeyrrhizin has been shown to inhibitand protect against the
thymolytic activity and thymic involution caused by cortisons,
while enhancing cortisone’s anti-inflammatory action (34).

Lomatium dissectumisolate {Eclectic Institute 3-5 gits bid
between meals). A plant native to the American weslern states,
Lomatiumhasbeen usedwidely by practitioners oftraditional native
American medicine, herbal medicine and naturopathic medicine,
Alsoknown as Leplotaenia, itwas recognized asa medicinal plant
by the native people of Nevada, being used most commenly as a
tea forupperandlower respiratory infections, including tuberculo-
sis. -In vitro tests show moderate bactericidal activity againsta

43

number of pathogenic bacteria. Gram positive bacteria showed
greater sensitivity than gram negative species (35,36). Although
morerecent scientificliterature identifyingthe aclive constituents or
theirmechanism of action onimmune system functioningis unavail-
able, emplrical clinical evidence recommends Lomatium in any
protocol for treatment of virus assoclated acquired immune defi-
ciency. Since Lomatiumis highin furanocoumarins, it is reasonable
fohypothesize that it is capable of permeating viral coat and cross
linking with viral DNA to prevent transcription (37).

"Astralsatis”, "Astra 10" (Hoalth Concerns, 3 capsules tid).
This patent Chinese medicine contains the following herbs: Astra-
galus, Conodopsis, Glycyrrhiza, Atractylodes, Dioscorea,
Broussonetia, Isatis, Laminaria, Bupfeurum, Lycium, and
Cynamorium, Astragalusand Isatisare thetwa major constituents.
Astragalus has a reputation among western praciitioners of tradi-
tional Chinese medicine as animmune enhanger. Itis purportedto
elevatethenumberof macrophages, enhance T cell transformation
and increase phagocytosis (37a). In the treatment of people
susceptibleto the common cold, Astragalusincreasedtheamount
oflgAand lgG andinducedthe formation of interferen by peripheral
white cells (37a}. This herb also enhanced jn vitro lymphocyte
blastogenesis in white blocd cells from both normal patients and
cancer patients (37b} and improved T cell function in cancer
patients (37¢). Intraditional Chinese herbal medicine, Astragalus
isclassified as awarm, sweettonic herb that enhances the function
of the Seieen and the Luns. Indications in traditional Chinese
medicing Include edema, night sweats, skin ulcers, eliminating
toxins, abscesses and cancer,

Isalis tinctoria has broad specirum antibacterial and antiviral
action. It has marked inhibitory effect on the influanza virus (374,
as wellas antibacterial action against Staphfococus aureus, Diplo-
coceus pneumoniae, alpha Streptococeus, Hemophilusinfivenza,
E. coli, Salmonella typhi, Shigefla dysenteriae and Neiseria
meningitidis (37e). In open trials, fsatis has been shown to be
effectivein treating encephalitis B, chickenpox, actte and chronic
hepatitis, mumps, influenza, intectious menonucleosis, meningitis
and diptheria (371,379,37h). According to traditional Chinese
medical theory, Isalis is a cold herb that clears pathogenic Hear,
andhas anti-inflammatory, antipyretic and detoxitying properties. It
is indicated in Winp Heat conditions.

Calf Thymus Extract (Biotic Research, 2 capsules (125mg)
Oral administration of glandular tissues has been usedtherapeu-
tically for centuries. The preparations used have typically been
tablets of whole gland concentrates or crude extracts. Purported
mechanism of action include direct hormoenal and/or prolein precur-
sorstimulation of endacrine function. Radioactive labelling studies
have demonstrated that large molecular weight polypeptide con-
stituents of glandular extracts are absorbed whole and accumulate
intarget tissues (38),

Several clinical studies and review articles have appeared
documenting the biclogical and therapeutic activity of the thymic
factors (39,40). Various thymic peptides and extracts are being
used to correct congenital immune deficiencies (41,42) and de-
pressedimmunityin cancerpatients and patients with herpes (43).

Thymic fractions are capable of restoring some aspects of
depressed immunity in AIDS patients and may have long-term
value In preventing the progression from asymptomatic status to
frank ALDS (39). Thymostimulin, a calf thymus extract, enhanced
interferon productionin vitroby mitogen stimulated human lympho-
cytes (44}, Administration of thymestimulin to patients with HIV
infection has been reportedto increase CD4 cell percentages {45)
and lymphocyte numbers (48). However, a recently published
report ofadoubleblindplacebo-controlledtrial of Thymostimulinin
25 ARG patients showed no therapeutic effect (47).
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Monolaurin {Cardiovascular Research, 600 mgtidcc) Thisis
" a monoglycerol ester of lauric acid, a 12-carbon fally acid with
demonstrated aclivity againsta number of envelopedviruses (48).
it has been hypothesized thal esters of lauric acid act to solubilize
lipids and phosphdlipids in the viral envelope and prevent viral
attachment to host cell. Clinical studies have shown Monolaurin
tobe effective against Herpes land I, Epstein-Barr virus, influenza
and cytomegalovirus, all of which share lipid envelope character-
istics, HiV shares these envelope characteristics as well {49).
Hypericum perforatum {Yerba Prima, three 250 mg tablets
qgid pc Monday, Tuesday) Hypericin, an active constituent of the
plant Hypericum perforatum (S1. John's Wort) has been long used
as abotanical medicine for depression due to its mild monoamine
oxidase inhibition {50) and its bactericidal action. In 1988, Meruelo
etal. demonstrated, invitroand invive, the anti-refroviral activity
of hypericin (51). Hypericin also blocks HIV syncytia formation
{51). The mechanism of antiviral action of hypericin is notknown.
Unlike AZT and its analogues, it is not a reverse transcriptase
inhibitor (52). A Japanese study indicated that an extract of
Hypericum erectum showed potent antiviral activities against
Epstein-Barr virus (53). Hypericum alse has broad spactrum
antimicrobial activily against gram negative and positive bacteria
(54).

Other modalities

Hyperthermic hydrotherapy. Artificial fever reatments
have long been used to treat viral and bacterial infections.
Immersion of patients for 30-40 minutes in whirlpool baths
with water temperature at 104 is designed to elevate core
temperature to 102°-104°F. Body temperatures above 100°
F are viricidal and bacteriostatic. It has been hypothesized
that increasing core temperature elevates white blood cell
counts and activity, as well as increasing T lymphocyte
maturation within the skin. The diaphoresis produced by
artifical fever treatments has a detoxifying action which is
especially relevant to patients with a history of drug abuse.

Experimental whole bedy hyperthermia (41-42°C for
1) has been shown to increase the production of cutaneous
interleukin-1 inmice(544). Inthis study, after a transient fall
in IL-1 production, 4 howrs after whole body hyperthermic
treatment, significant elevations (up to twice control levels)
were noted, with a peak at 16-20 hour post treatment.
Interleukin-1 represents a family of polypeptides having a
pivotal role in the mediation of infectious, inflammatory and
immunologic responses, including induction of fever and
augmentation of mitogenesis of natural killer lymphocytes,
which are involved in both anti-viral and anti-neoplastic
responses of the imnune system. Whole body hyperthermia
hasbeenused experimentally in cancer patients. Inone study
(54b) of cancer patients, a total of 3 treatments over a 3 wk
period, in which core body temperature was elevated by 2°
C for 30-60 min with microwave hyperthernia, upregulated
the immune system in several ways: Increased the number of
peripheral mononuclear cells, increased activity of natural

HARP 1 DESIGN & PROTOCOL

BOTANICAL GROUP HOMEOPATHY GROUP
Basic Supplements Basic Supplements
(Table 2} (Table 2}

Individualized constitutional
homeopathic prescribing

Botanical Agents
(Table 3)

Twelve hyperthermia treatments
(Core temperature to 102 degrees
F for 40 minutes; two serles of
bl-weekly treatments of 3 weeks
duration}

Twelve hyperthermia treatments
(Core temperature to 102 degrees
F for 40 minutes; two series of
bi-weakly treatments of 3 weeks
duration)

Nutritional counssling and Nutriticnal counseling and

education education
Psychotherapy Psychotherapy *
(elther Individual or support (elther Individual or support
group) group}

TABLE 1.HARP 1 protocol summary.

killer T lymphocytes, increased interleukin-1 and interleukin-
2 activity and increased CD4/CD8 cellratios by elevating the
number of circulating CD4 cells.

HIV is heat labile (55) and has been shown to undergo
greater deactivation per unit time at progressively higher
temperatures. For example, after 30 min heating in a water
bath at42°C(107.6°F.),40% deactivation has beenreported,
and at 56° C (132.8°F.), 100% deactivation (56). Data have
suggested that the safe upper limit for hypertheria treatments
is 42.0-42.5° C (57). A theoretical basis for predicting HIV
inactivation by hyperthermia treatment has been discussed
recently in the medical literature (58,59).

Nutrition counseling. Malnutrition is a significant con-
tributery factor in the progression and pathology of AIDS.
The-immune deficiencies, such as profound depression of
cellular immunity and multiplé opportunistic infections, are
similar to those seen in protein calorie malnutrition. Aside
from averall deficiencies in caloric intake, HIV status and
AIDS have been associated with deficiencies in vitamin B6
(60) (even in asymptomatic HIV seropositive patients),
vitamin B , and folate (61,62). AIDS patients frequently
have abnormal Schilling tests indicative of B , malabsorp-
tion (63). Long standing vitamin B, malabsorption may
begin early in the course of HIV infection and may be related
to localization of HIV in cellular reservoirs in the terminal
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BASIC SUPPLEMENTS BOTANICAL GROUP PROTOCOL
NAME
DOSAGE NAME
{MANUFACTURER) MONTH (MANUFACTURER) DOSAGE
Ascorbic acid, powder or : .
tablets To bows| tolerance 123 Glycyrrhiza glabra 3 capsules TID
(Bronsan) o {Western Herb, Seattls, WA) between meals
Beta Carote'ne N § gtts BID CC 456 Lomatium isclate 3-5 gits BID
{"Beta Plus" Scientific 300,000 U/day s {Eciectic Institute, Portland, OR) betwaen meals
Botanicals) ’
R L Astra-isatis 3 capsules
__ Multiple Vitarnin Spectrum: 2 GID CC 789 1 (Health Concerns, Alamsda, CA) TID
("Spectrum” NF Formulas; Optimum: 2 TID GG
"Optimum" Eclectic Institute) P :
. Thymus Extract 2 capsules
. AL'_’:?1 Facsimile 20 g. QD with a fat-free meal (Biotic Research, Houston TX) TID ec
{"Eggsact” Source Naturals) 014
b
TABLE 2. Basic supplement package usedin HARP 1. Monolaurin
{Cardiovascular Research, 2 ?ralgs:ées
ileum (64). Additionally, plasma levels of selenium have Concord CA)
been shown to be reduced in HIV patients independent of
malabsorption (66). Several studies have demonstrated g:‘;fl’;sd‘a%
reduced levels of zinc in sera from HIV-infected patients 1112 Hypericum after
67 ! (Yerba Prima, Oakland, CA)
(&7). meals Monday
Malabsorption and diarrhea are significant complica- and Tuesday

tions in AIDS (65,68,69). Diarrheal illness occurs in greater
than 50% of people with AIDS (65). A recent study of jejunal
biopsy specimens showed that 62% of patients with AIDS
presenting with chronic diarrhea and weight loss had partial
villous atrophy (65). The malabsorption is usually second-
ary to diarrhea, nonspecific intestinal inflammation of the
bowel or intestinal infections which contribute to nutrient
deficiencies. However, it has been speculated that HIV
alone may affect the structure and function of the small
mtestine and mucosal immunity (70). HIV has been demon-
strated in the cells of the intestinal mucosa by molecular
hybridization techniques (64).

There are three sources of malnutrition in AIDS: 1)
eating disorders, 2) disturbances in intermediary metabo-
lism and 3) nutrient malabsorption. Supporting evidence for
the changes in intermediary metabolismincludes the finding
of elevated fasting triglyceride levels (71). Hyperlipidemia,
with accumulation of very low density lipoproteins has been
observed in various acute and cluwonic infections, while
starvation decreases fasting serum triglyceride levels,
Hypertriglyceridemia results from decreased lipoprotein
lipase activity, increased fatty acid synthesis and esterifica-

TABLE 3. Natural products used in botanical group protocol.

tion, and increased lipoprotein synthesis in the liver. A
follow-up study showed that hypertriglyceridemia in AIDS
was associated with increased serum concentrations of alpha
interferon (72). Elevated triglyceride levels may also be
indicative of hypemmetabolism as well (72a).

In additiontodisordered triglyceride metabolism, stud-
ies have documented xylose and fat malabsorption in HIV-
infected persons, even in the absence of diarrhea (68).
Lactase deficiency is common as well (64).

It has been hypothesized that essential fatty acid defi-
ciency associated with fnalabsorption may lead to immune
dysfunction and increased susceptibility to infections (70).
Immune function is tightly coupled to essential fatty acid
metabolism and essential fatty acid deficiency leads to
immune dysfunction. For example, neutrophil chemotaxis
and oxidative metabolism, functions of vital importance in
microbial killing, are markedly reduced in essential fatty
acid deficiency (73). A recently published open trial dem-
onstrated clinical improvement in 29 patients with ARC and
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AIDS who were treated nutritionally for 6 months. Treat-
ment consisted of a balanced nutritional supplentent (vita-
mins, minerals and amino acids), aloe vera juice and essen-
tial fatty acids (linoleic acid,- gamma linolenic acid,
eicosapentaenoic acid, and docosahexaenic acid, with d-
alpha tocopherol). Clinical improvement and a decrease in
p-24 core antigen activity was observed (74).

Overconsumption of certain nutrients may have a
deleterious affect on the immune system. Oral consumption
of 100g portions of simple carbohydrate significantly de-
creases nentrophil phagocytic activity and lymphocyte trans-
formation for up to 5 hours (75,76). High fat diets with
increased levels of cholesterol inhibit gastric acid secretion,
and increase free fatty acids and triglycerides, These in um
inhibit lymphoproliferative response to infection, response
to mitogens, antibody production, neutrophil chemotaxis
and phagocytosis (77-80). Alcohol and caffeine are also
known immunosuppressants (81,82).

The normal bowel is not completely impermeable to
macromolecules. As much as 2% of food protein ingested
remains intact and reaches the systemic circulation thereby
stimulating antigenic activity (83,84). Impaired protein
digestion contributes to the macromolecule load on the gut
and increases antigenic stimulation. Intestinal permeability
is increased in AIDS patients due to repeated antibiotic
treatment for STDs, pathogenic microbes and parasites,
nonspecific inflammatory changes, neoplasms and disrup-
tion of rectal membranes by anal intercourse.

The Kupffer (reticulo-endothelial) cells of the liver
play a crucial role in protection against enteric antigens
reaching the systemic circulation. They function by phago-
cytizing immune complexes and other antigenic material
absorbed from the gut and transported via portal circulation
to the liver. In chronic liver disease, increased levels of
circulating immune complexes pose serious problems (85).
HIV seropositive patients have several predisposing factors
for liver disease. These included frequent histories of
hepatitis, IV drug use and treatment with chemotherapeutic
agents for infections and neoplasms (86). Elevated liver
enzymes (SGPT and SGOT), alkaline phosphatase and
hepatomegaly are common findings in AIDS patients.

The gastro-hepatobiliary picture of the AIDS patient is
one of increased gut-derived antigenic load resulting in
chronic immune system challenge and stimulation, with its
associated chronic stimulation of T cells in particular (87).
Replication of the HIV virus in lymphocytes is dependent on
chironic or repeated antigenic stinmlation. Thus, the gut-
derived antigens may be an imporiant susceptibility factor
operating in the progression of disease.

Patients were insiructedto include the iollowing guidelines In thelr dally
nutritionalintake:
Whale foods - more nutriticnally dense foods with fewer addi-
tives, Emphasize organic and fresh proteins and vegetables.
Reduce simple sugars and replace with complex carbohy-
drates which have higher zinc levels.
Minimize polyunsaturated and saturated fats while empha-
sizing mono unsaturated fats with special emphasis on omega3
essential fatty acids.
Eat numerous small meals throughout the day to maximize
absorptionof nutrients.
Maintaln the following proportions of nutrients: 65% com-
plex carbohydrates, 15% protein, 20% fat.
Freshfruits and vegetables need to be thoroughly cleaned;
steam lightly to kill bacteria and parasites.
Increase variety of foods to decrease antigenic load and
secondary mucesal inflammation to insure maximal nutrient
absorption.
Eliminate alcohol, caffeine and theophilline intake.

Psychological Counseling

We designed this study to to devote special attention to
examining the effects of psychology on immune function.
There is evidence that the central nervous system and the
immune system are intimately linked. Lymphocyte cell
membranes contain receptor sites for diverse neuropeptide
neurotransmitters secreted by the brain. Monocytes can
chematax to numerous newropeptides via processes medi-
ated by distinct receptors indistinguishable from those found
inthe brain. Neuropeptides and theirreceptors join the brain,
endocrine system and immune system in a complex network
of commumnication between brain and body. Pertet al. have
suggested that this complex network may represent the
biochemical substrate of the psychosomatic basis of emotion
(88,89).

Patients were requested to begin some form of indi-
vidual or group psychotherapeutic process if not already
doing so. Three members of the team (EM,CL.PM) ran a
weekly “HARP Healing Circle.” This support group focused
on open discussion of emotional, plysical and spiritual
issues as well as meditation and positive affirmation strate-
gies modeled after the work of Louise Hay.

;There is a relationship between emotional states, the
immune system and rates of progression of disease in cancer
patients (90). It is reasonable to hypothesize, based on the
emerging data from the field of psychoneuroimmunology,
that emotional states and cognitive patterns may have an
impact on immune function in patients with acquired im-
mune deficiency. Moreover, because of the immune defi-
ciency which characterizes AIDS, the function of the im-
mune syster may be even more heavily influenced by CNS
states and their associated neuropeptide secretory patterns.
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SPECIFIC INTERVENTION

Berberina alkaloids {(Hydrastis, Berberis)

Diarrhea Garlic (Allium sativa)
- Lactobacillus acidophilus
Weight loss Free form amino acids

Sorbic acid mouthrinse (Orithrush),

Oral candidiasis Lactobacillus acidophilus, garlic

Glyeyrrhizic acid {Hemlic) topically

Herpes Simplex High lysine/ low arginine diet

Hepatoprotactant antioxidants (Silymarin,

Compromised liver Catechin}

function Nutritional counselling
resl';zx"ﬁrcry Expectorants (Elecampagne)
infection Immunemedulators (Echinacea)
. Glycyrrhizic Acid (Herplic) topically
Herpes Zoster Supplemental vitamin B12
Antibacterials (Hydrastis, Uva ursi,
Prostatitis/ UTI Chimaphilia)
Beta-sitostarols (Serenoa)
Calendula, Comirey and Echinacea creme
Essential Fatty Acid supplemantation
Skin rashes Homeopathic prescribing

Supplemental zing, retinoids
(Vitamin A}, or biotin

TABLE 4. Sympiom-relatedintervention.

Based on these psychoneuroimmunological data and
principles, we hypothesized that emotional support from
group or individual work, stress reduction teclmiques, medi-
tative states and positive emotional and cognitive states
would be beneficial in the optimal functioning of the cellular
immune system.

PROCEDURE
Patients

Thirty two men meeting CDC class IV-A definition were
enrolled in the study between October 1988 and May 1989.

Inclusion criteria included lymphadenopathy in two or more
noncontiguous sites either currently or during the 3 months
prior to entering the study, and at least one of the following
symptoms during the previous 6 months: Herpes zoster, oral
candidiasis, fever, night sweats, weight loss of greater than
10 Ibs, or chronic diarrhea. Patients currently taking AZT
were excluded from the trial. Two patients had previously
received a regimen of AZT. All patients were male and at
least 18 years of age. Mean age was 34,66 (+6.34). All were
homosexual. Of the 28 patients who completed initial intake
procedures, 27 were and continued to be employed full time
and/or in graduate school. Employment ranged from skilled
to professional positions, with approximately equal distribu-
tions.

Nine out of 30 patients (30%) presented with oral
candidiasis at entry; 19 of 30 patients (63%) presented with
chronic diarrhea; 9 ont of 30 (30%) had recwirent fevers and
15 out of 30 patients (50%) complained of night sweats. A
history of liver disease (hepatitis A or B) was found i the
histories of 13 of 30 patients (43%) and 30% of the patients
presented with abnormal liver function tests (mean SGOT of
33.8 (+10.6) and mean SGPT 0f 45.7 (+23.7). Sixteen of 30
patients (53%)had ahistory of gonorrhea and 9 of 30 patients
(30%) had a history of syphilis.

Imnine panels and blood chemistries were completed
on ail patients atentry. Average CD4 lymphocyte count was
691 (+ 346, range 70-1435) and average CD8 lymphocyte
counts were 1359 (+ 551, range 476-3289). Most patients
had normal white and red blood cell counts. Only onepatient
(A15) showed low RBC counts and only two patients (Aland
A7) showed low WBC counts. Mean corpuscular volumes
(MCV) were within normal range for all patients. Fourof 30
patients (13%) presented with differential percentages of
lymphocytes beyond normal range. While neutropenia was
not observed in any patient at entry, 4 patients (13%)
presented with abnormally high differential counts of neu-
trophils. Nine of 30 patients (30%) showed high sedimen-
tation rates at entry as well.

Patients were deemed “evaluated” if they completed
the full 12 months of the study. There were 16 such patients.
Two patients (A2, A11) died within two weeks of enrolling
in the study; A2 of acute liver failure and All by suicide.
A28 enrolled but did notinitiate treatment. Sixteen patients
completed the full 12 months of the trial. Of the remaining
13 patients who did not complete the full 12 month trial, 1
patient completed 1 month, 3 completed 2 months, 3 com-
pleted 3 months, 1 completed 4 months, 1 completed 5
months, 1 completed 7 months, 2 completed 8 months, and
1 compleied 10 monihs.

Prior to enrolling in the study, patients were screened
on the basis of an initial interview, physical exam and HIV
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antibody test. Patients who fulfilled entrance criteria signed
an informed consent form and were randomly assigned to
either the botanical medicine or homeopathic medicine
regimen. Two patients who were assigned to the homeopa-
thy group refused to participate unless they received the
botanical medicine regimen and were permitted to change to
that group. Table I summarizes the medical protocols for
patients in the botanical medicine and homeopathy groups
respectively. Tables 2 and 3 present specific doses and
sources of supplements and botanical medicines.

Procedure

Prior to initiating treatment each patient underwent a 6 hr
newopsychological assessment of cognitive and emotional
status, a complete physical exam, an interview concerning
subjective state of health. Blood samples were drawn for a
complete blood cownt and to assess blood chemistry and
immune status, These blood tests were repeated every three
months while physical exams and interviews were con-
ducted monthly. Neuropsychological assessments were
completed at 0 and 12 months.

At each monthly appointment clinical symptoms were
assessed by the clinician using a scale from 0t 5 (0 =no
symptom present; 1 = slight, 2 = mild, 3 = moderate, 4 =
severe, 5 =debilitating). Table 5 lists the symptoms assessed
in this manner.

At the end of the 12 month study, the medical director
of the study conducted exit interviews with each patient,
reviewing their medical and emotional progress and current
status. During this interview patients were asked to evaluate
the impact of their involvement in the study by answering the
following gquestion: How do yon feel now compared to how
you felt when you first began the study one year ago? Using
a scale from I to 5 (1 = much worse, 2 = worse, 3 = same,
4 =better, 5 = much better). Patients were asked to answer
the above question in terms of both emotional and physical
well being.

Six month follow up interviews were conducted with
17 patients following completion of the one year regimen in
order to determine current healih status, numbers of AIDS
defining opportunistic infections, current therapies, satisfac-
tion with study results and reasons for completing or drop-
ping out of the study.

Neuropsychological Assessment

Several published studies (91-95) have consistently delin-
eated the areas of newopsychological involvement subse-
quent to HIV-1 infection as cognitive, motor and behavioral.
Earlier studies have noted impairments in attention/concen-

CLINICAL ASSESSMENT PARAMETERS

Vitals, Weight, Fatigue, Anorexia,
Lymphadenopathy, Night sweats
Progress in chief complalnt
Qenseral
Subjective  {1-10}
* Physical well-bsing
* Emotional well-being

Colds, Sinusitis, Pharyngitis,

Resplratory Bronchitis, Pneumonia, Tuberculosis

Thrush, Herpes, Hairy Leukoplakia,
Flatulence, Proctitis, Diarrhea/
Constipation

Gastro-
Intestinal

Cyslitls, Pyelonephyitis, Syphilis,
Chlamydia, Herpes Simplex,
Condyloma, Candidiasis, Prostatitis,
Non-Gonorrheal  Urethritis

Geanlito-
Urinary

Fungi, Herpes Zoster, Herpes
Simplex, Kaposl's Sarcoma,
Seborrhea, Eczema

Skin

TABLE 5. HARP assessment parameters.

tration, verbal and non-verbal memory, abstraction abilities,
language skills, speed of processing, visuospatial percep-
tionfconstruction abilities, timed psychomotor tasks, and
affective states. Although overlapping, the conditions of
dementia (AIDS Dementia Complex}and neuropsychological
impairment are not identical. As pointed cut by Grant &
Heaton (96), “The term dementia refers to moderate or
severe mental impairment that, by definition, can be de-
tected with clinical diagnostic methods . . .” The term
newropsychological impairment, however, includes mild
neurocognitive deficits which may occur in a considerably
earlier stage of HIV-1 infection and are usually detectable
only with sensitive and comprehensive neuropsychological
test batteries.

In an effort to assess even mild deficits in as broad a
spectrum of relevant domains as possible without being
unredsonably fatiguing, the battery described below was
administered to 28 patients who were accepted into the
Project and, again, one year later to the 16 patients who
completed the full twelve-month regimen. Although selec-
tion of the individual tests was made prior to the autunn of
1988, it is noted that this battery was in accord with the
recommendations of the NIMB WorksHop on
NEUROPSYCHOLOGICAL ASSESSMENT APPROACHES held in April
of 1990 (97,98).

The neuropsychological battery utilized in this study
consisted of the following:
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WechslerAduit intelligenice Scale-Revised(WAIS-R) Vocabu-
lary: Standardset of 35 word definitions ranging from very common
to moderately uncomman; scaled score correlates highly with
verbal 1Q and is considered an indicator of premorbid intellectual
abilities (99}).

Word Fluency Test (FAS). Measures palient’s ability to gén-
erate orally a number of words beginning with one of three letters
within a one-minute time [imit for each letter {100). .

WAIS-R Digit Span: Brieftest of attenticn andimmediaterecall;
requires the patient to repeat progressively longer sequences of
single digits inthe order presentedbythe examinerandthen, inthe
second part, to repeat them in the reverse order (99).

Paced Auditory Serial Addition Test (PASAT): Testofattention
andspeed ofinformation processing; foursets of randemized digits
between 1 and 8 are serially presented via tape recording with
patient required to add the current number to the number which
precededitandiorespond withthetotal; the rate atwhich the digits
are presented increases with each set (101).

Rey Auditory VerbalLearning Test (RAVLT): Measures serial
learning of verbal material, as well as delayed recall and recegni-
tion; five learning trials for a list of 1 S words with an interference trial
prior to the delayed recall and recognition {102},

Wechsler Memory Scale-Logical Memory: Measure of learn-
ing andrecalloflogically related verbal materialiwobrief stories are
presented and then verbally recalledto the examiner including as
many of the 24 elements of each story as possible; recall portion is
repeated after a 30-minute period of unrelated testing (103,104).

Wechslser Memory Scale-Figures: Measureofnonverballearn-
ingandmemory;on each ofthree trials, patient must repreduce an
increasingly complex geomelricfigure from memory following a 10~
second study period; recall portion is repeated after a 30-minute
pericd of unrelatedtesting (103,104),

Banton Visual Retention Test{BURT)-Form C, Administration
A:Assessesvisual perception, visualmemory and visuoconstructive
abilities; 10 designs, each containing one or more figures; patient
is required to reproduce each design frem memory following a2 10-
second study time (105).

Category Test: Nonverbal measure of complex reasoning and
abstraction/conceptual skills; involves sequential presentation of
208 stimulus cards, each associated with a number between one
and four; patient must develop hypotheses about the way in which
sets of visual materials are related and resist the influence of
irrelevant information; requires flexibility to develop new hypoth-
eses as new principles are introduced (106,107).

Wisconsin Card Sorting Test- Level of Conceptualization and
Perseverative Errors: Measure of abstraction, conceptualization,
perseveration; patient required to match adeck ofresponse cards
to one of four stimufus cards according to three successive
principles while being informed whether each respense is right or
wrong but not told the current sorting principle {108).

WAIS-R Digit Symbol: Visuo-perceptual and motor task;
requires patient to associate single digit numbers with unfamiliar
symbols, drawing the correct symbol below each of nine numbers
using the given digit-symbol code and completing as many asso-
ciations as possible in 90 seconds (99).

Finger Tapping Test: Measure of simple motor speed with
upper extremities; patient is requiredtotap on a key counter using
the index finger of his/her dominant, andthen nendominant, hand
fortrials of 10 seconds repeated until four trials are obtained within
arange of five taps; score is the mean of the trials for each hand
{106,107},

Stroop Colorand Word Test - Colorand Interference: Measure
of cognitive flexibility, complexity and resistance to interference
from outside stimuli; requires patient to read celumns ofthree color

words (red, green, and blue), then columns of colored Xs (red,
green andblue), then columns of color words printedin “ather color”
ink; each task has a 45-second time limit (109).

Beck Depression invantory: A21-itemseli-administered mea-
sure of depression in which the patient rates him/herselfon a four-
point scale for each item (110}.

Taylor Manifest Anxiety Scale: Fifty true-false sell-adminis-
tered items dealing with correlates of anxiely; taken from the
MinnesoTa MuripHasic PeERsonauTy INVENTORY; raw score can be
transformedintot-score (111},

Hardiness Scale: Measures a synthesis of commitment,
cantrol, and challenge;self-administeredinventoryis a composite
otscales from five existing questionnaires; 48 items require patient
to rate him/Merself on a four-point scale and 23 items require a
forced choice between two alternatives (112}.

Clinical intarview: Assessment of patient's present mental
status, affect, perceivedlevel of stress, etc.;relevant medical and
psychological history; present symptoms, especially
neurcpsychological history; and, at t2-menth evaluation, per-
ceived changes and Project assessment. All procedures were
administered inthe standard manner.”

The time required for each subset of tests was approxi-
mately equal. Two patients were evaluated simultaneously
with a rest in the middle and an exchange of examiners.
Thus, there was a balanced design with one-half of the
patients being adninistered the WAIS-R subtests, PASAT
and Category Test firsi, then the remainder of the proce-
dures; and the other one-half of the patients being evaluated
in the reverse order. This airangement was utilized for both
the initial and the 12-month assessments. The self-adminis-
tered inventories were completed at the end of each session.

All materials for both evaluations were scored by EM.

RESULTS
Evaluated vs. unevaluated patients

Seventeen of the original 30 patients were able to be con-
tacted for six month follow up interviews. Thirieenofthe 16
evaluated patients (81%) were located for telephone inter-
view, but only 4 of the 14 unevaluated patients (29%) were
located. Reasons for dropping from the program, in these 4
patients, included inability to pay (1 patient), dissatisfaction
with a component of the protocol (2 patients) and desire to
initiate AZT treatment (1 patient) subsequent to a drop in
CD4 lymphocyte counts (from 70 at entry to 65 at month 3}.

Clinically, evaluated and unevaluated patient groups
were similar at entry to the study and prior to initiating
therapy. Fever was presentin 31% of evaluated patients and
29% of unevalunated patients. Oral thrush was presentin 67%
of evaluated patients and 38% of unevaluated patients.

* E.M. administered the WAIS-R subtests {Vacabulary, Digit Span, and
Digit Symbol), the Category Test, the PASAT, andthe clinical interview,
C.L. administered all of the ather procedures.
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Chronic diaithea was a presenting complaint in 56% of
evaluated patients and 71% of unevaluated patients. Night
sweats were reported at entry by 56% of evaluated patients
and 43% of unevaluated patients.

To answer the question of whether evaluated and
unevaluated patients differed in their disease progression,
mean duration of HIV infection was determined. Patients
were -asked during the intake interview when they
seroconverted or when they first tested seropositive for HIV
antibodies. The average number of years since HIV infec-
tion using this approximate method was 2.63 years (+ 2.08)
in the 16 evaluated patients and 1.96 years (+ 1.32) in the 14
wevaluated patients.

CD4 lymiphocyte counts were 52 cells lower atentry to
the study, on the average, in the patients who did not
complete the trial {691 celis/mm?® + 264 in evalanble patients
and 637 cells/mm?® + 409 in unevaluated patients} compared
with those who did complete the trial. CD8 cell counts were
nearly identical (1377 cells/mm® # 352 in evaluated patients
and 1359 cells/mm® + 551) in unevaluated patients).

Of the 16 total evaluated patients, 6 were in the
homeopathy group and 10 were in the botanical medicine
group. Of the 14 unevaluated patients who did not complete

the study, 7 were from the homeopathy group and 5 were-

from the botanical medicine group.
Clinical changes in 16 evaluated patisnis

For analysis of treatment outcome in the 16 patients who
completed one year of naturopathic treatment, patient data
from both groups (homeopathy and botanical medicine)
were pooled and broadly classified into several groups.

Category A (Table A, Figures Al, A2) presents mean
changes in fatigue (Figure Al}, lymphadenopathy (Figure
AZ2), fever, night sweats and anorexia. Fatigue and
lymphadenopathy were common complaints at entry. Al-
though standard deviations are large, these data indicate a
decline in both fatigue and lymphadenopathy during the
following 12 months. Fevers, niglit sweats and anorexia
wereneither common nor severe in this group of patients but
showed a decline as well over the 12 month period,

Category B (Table B, Figure Bl) describes changes
in mean total respiratory symptoms. These data reflect the
presence and severity of all respiratory symptoms assessed:
Colds, sinusitis (Fignre BI), pharyngitis, bronchitis and
pneumonia. Sinusitis was the most conimon respiratory
complaintand waspresentatentry in 12 of 16 patients (75%).
Resolution of sinusitis occurred in 8 of those 12 patients by
the last two months of the trial. Pharyngitis and bronchitis
were both rare and mild and no patients developed pneumo-
nia,

Category C(Table C, Figures C1,C2) reportschanges
in mean total symptom severity for a variety of gastrointes-
tinal symiptoms over the 12 month trial. Oral thrush (38%),
diarrhea (69%) and flatulence (89%) were the most commeon
complaints at entry. While the average severity in diarrhea
(Figure C1 ) and flatulence wasreduced during the treatment
period, oral thrush (Figure C2) was resolved in only 3 of the
4 patients who initially presented with this complaint. Three
patients were free of thrush initially, developed it during the
course of the trial, and were treated into remission (Table 4).
Oral herpes simplex Iesions were present at entry in 44% of
patients; in 3 of those 7 patients lesions did not reappear
during the duration of the treatment period. Four of the 7
patients had apparent lesions at the beginning as well as the
end of the study. Four out of 16 patients presented with
proctitis; improvement was observed in 3 of these 4 patients.
Two patients developed proctitis during the study, with
resolution in both cases.

Few genitourinary symptoms (cystitis, nephritis,
prostatitis, urethriiis, chlamydia, herpes simiplex, condyloma,
gonorrhea or syphilis) were present at entry, nor developed
during the study, therefore the data are not presented.

Category D (Table D, Figure D1, D2} presents changes
in skin symptoms over the course of the study, Acne (69%),
skin fungal infections (56%), seborthea (31%) and eczema
(19%) were the most conmmon skin complaints at eniry. Two
patients presented with Herpes Zoster (Figure DI) at entry
and four patients developed zoster lesions during the course
of the trial. Resolution of zoster lesions ocowred in 2 of these
4 patients. Skin fungal infections (Figure D2} resolved in4
of 9 patients who presented with this complaint atentry. One
previously asymptomatic patient developed fungal lesions
during the course of the study. Seborrhea resolved in only
one of 5 patients. Four initially asymptomaltic patients
developed seborrhea during the study. Every case resolved
within 1 month of appearance. Table 4 lists the specific
treatments for a variety of complaints. Acne (4 patients) was
the most common skin complaint on entry. An additional 8
patients developed acne during the cowrse of the study.
Eczema was present in 3 patients, of which 2 improved
durinig the study. An additional 4 patients developed eczema
during the study. Three of these patients had complete
resolution before the end of the study. No patients presented
with orsubsequently developed Kaposi's sarcoma during the
trial.

Changes in laboratory values in 16 evaluated patients
Catepory E (Table E, Figures EI-E6) presents changes in

biological markers of immune status (CD4, CD§, CD4/CD8
ratio, WBC, total lymphocyte and total T lymphocyte con-
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centrations). Mean CD4 cell counts at entry were 691 cells/
mn?® (+346). Anincreaseof 84 cells wasobservedin average
CD4 cell counts at 3 months, the average CD4 cell count
increasing to 775 (1 433, Figure El). However, this rise in
CD4 cells was only transient. At6monthsaverage CD4 cells
counts had dropped below baseline and continued falling
throughout the duration of the trial. At 12 months average
CI4 cell counts were 452 (+ 293), an average drop of 254
cellsoverthe courseofthe year. Only twoofthe 16evaluated
patients showed an increase in CD4 cell count between entry
and 12 months (A26, A27). A26hadaCD4 cellcountof 181
atentry and 195 atmonth 12. A27's CD4 cell count was 966
atentry and 1139 atmonth 12. Mean % CD4 cell counts were
26% at intake and dropped to 22% by month 12. No clear
agsociation was seen between rate of decline in CD4 cell
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CATEGORY A/ Constitutional symptoms. (TableA} Mean scores
for generalized clinical symptoms. Figure A1: Mean fatigue score.
Figure A2: Mean PGL {persistent generalized lymphadenopathy)}
score. (n=16). NOTE: §.D.=standard deviation.

counts and STD history (gonorrhea, syphilis, hepatitis B).

Mean CD8 cell counts{Figure E2) also fell: A mean
of 1377 (+ 352) at entry and 1099 (+ 365) atmonth 12. The
average CD4/CD8 ratio (Figure E£3} also fell slightly from
a mean of .55 at entry to .42 at month 12.

Mean white blood cell counts {Fignre E4 } were within
normal limits at entry and remained so throughout the 12
month trial although a trend towards decline in total WBC’s
was observed. Mean total lymphocyle counts and total T
lymphocyte counts were also within normal limits at intake
and after 12 months of treatment despite a similar decline
over the duration of the stmdy (Figures ES, E6) . While
average B lymphocyte counts were always within normat
range, a slow but steady increase over the 12 month trial was
noted.

Category F (Table F, Figures FI, F2) presents
changes in red blood cell (RBC) counts, hematocrit, mean
corpuscular volume, sedimentationrate and complete blood
count differential data. Mean RBC counts, % hematocrit
and mean corpuscular volume remained steady and well
within normal limits throughout the duration of the study.
The CBC differential revealed that monocytes, lympho-
cytes, neutrophils, eosinophils and basophils as well re-
mained within normal limits throughout the trial. A trend
towards an increase in % monocytes was observed (Figure
F1) although values were never outside the normal range.
Sedimentation rate, however, showed abnormalities. Mean
sedimentation rate (Fignre F2) was 12.4 (+ 9) at entry with
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CATEGORY B/ Respiratory symptoms. Table B: Mean respiratory
scores. Figure B1: Mean sinusitis score. (n=16)

normal range formen being 0-10. Atmonth 3, sedimentation
rate spiked to 39.3 (& 26.6) and in succeeding months
dropped from this high value but remained higher than the
normal range. At month 12, mean sedimentation rate was
20.1 (+ 11.6).

Category G (Table G, Figures GI-G3) presents
assessment results for a variety of blood chemistries. Kid-
ney, thyroid, electrolyte and cardiovascular function were
nomial in the 16 evaluated patients. The only abnormal
values were liver enzymes and blood triglyceride levels.

Category G presents changes in blood chemistry
values which were abnormal either at entry or became
abnormal during the study in the 16 evaluated patients.

Liver function tests revealed high but steady mean
alanine aminotransferase (SGPT, Figure G2) levels. Mean
aspartate aminotransferase (SGOT, Figure G1) levels were
normal at the beginning of the study and remained so
throughout. However, 4 patients presented at entry with high
SGOT. Two of these four patients showed decreased SGOT
during the study. SGOT levels in the other 2 patients

remained high, but did not increase. SGPT levels were high
atentry in 6 out of 16 patients (mean =41.8 +21). Three of
these 6 patients showed improvements in SGPT, while SGPT
levels in 3 other patients remained unchanged during the
trial, No clear association was found between a history of
hepatitis and abnormal liver function tests in this group of
patients.

Cholesterol levels at intake were low in 4 of the 16
palients (A13, A15, A18, A30) and high in 2 patients (A20,
A26). Of the 4 patients with low entry chelesterol levels,
only A18’slevel increased to within normal limits during the
duration of the trial. The two patients presenting with
abnornally high cholesterol values (A26 and A28) showed
decreases to within nommal range during the study period.

Triglyceride levels (Fig. G3} were abnormally high in
6ofthe 16 patients atentry and in9 of the 16 patients atmonth
12. Four of these 9 patients developed hypertrigiyceridemia
during the study; 4 other patients of the 9 retained their
hypertriglyceridemic status during the study, and 1 of the 9
patients with high triglyceride levels at entry showed de-
creased levels to within the normal range at month 12. Mean
valueatentry forall patients was 159 (+119) and 204 (+ 140)
at month 12.

Elood albumin levels began within normal limits and
remained so throughout the duration of the study. However,
a trend towards decreased levels was observed during the
course of the study. Mean albumin levels at entry were 4.24
{(+.22) and 3.89 (+ .22) at month 12.

Neuropsychological Assessment

Mean performance on the neuropsychological and psycho-
logical measwres (Table 6) were compared for initial and 12-
month assessments. Student’s t test was utilized to interpret
the significance of differences between means; ratios were
computed using the formula for correlated data (113,114).
Because there were no a priori hypotheses regarding direc-
tion of outcome, a two-tailed testof significance was utilized
throughout. .

As can be seen from Table 6, there was a statistically
significant difference between mean performances on 10 of
the 21 measures. All 10 - Vocabulary, PASAT (number
correct and mean processing rate), BURT (errors), Nonverbal
Memory (immediate and delayed), Category Test, and Tap-
ping (preferred hand) - reflect improved performances from
initial to final assessment.

Mean performance on the remaining 11
neuropsychological variables evidence improvement, though
on 8 of them to anonsignificant degree. The three exceptions
were on measures of immediate and delayed memory for
logically related, verbal material and delayed recall on a task
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CATEGORY G/ Digestive symptoms. Table C: Mean gastrointesti-
nal scores. Figure C1: Meandiarrhea score, Figure C2: Mean thrush
score, (n=16)

of serial verbal learning. Nonsignificant improvement can
also be seen in the self reports of depression and anxiety but
not of Kardiness.

Mean performance on all neuropsychological, psycho-
logical, and demographic (age, education, and months since
first positive HIV test), measures were also compared for
initial assessment of those who completed the one-year study
{n=16) and those who did not (n=12). Again, Student’s t was
utilized to interpret significance of differences between
means. F-tests for differences between variances were
nonsignificant, thereby allowing for the use of pooled vari-
ances, for all measures except the WAIS-R Vocabulary and
the Stroop Interference. Since the F-tests for those were
significant, the standard errors of the two means were used
to obtain the standard error of the difference between the
means,

No significant difference in the performance of the two
groups was found on any of the variables with the exception
of depression. On that measure, the 12 patients who did not
complete the one-year regimen reported themselves to be
more depressed, initially, than the patients whodid complete
it, to an extent that was statistically significant beyond the
p<.05 level of probability. In all other respects, the two
groups performed the same on all measuresand, for purposes
of this study, are considered to have been drawn from the
same population.

Clinical interviews at the twelve-month evaluation
included selfreports of changes, if any, in 15 aspects of daily
life as well as how each assessed the personal impact of
having participated in the study. Responses were grouped
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according to positive, negative or no change for each aspect.
A change was considered positive if it were in a direction
viewed by most professional caregivers as promoting/con-
tributing to health, eg. reduction in intake of alcohel, drugs,
caffeine, sugar; fewer work absences; better nutrition; more
emotional stability, etc,

Patient self-assessment

Atthe completion of the 12 month participation in the study,
each patient was asked to assess both physical and emetional
changes since they entered the program on a scale of 1-5.
Data were collected for all 16 evaluated patients. All butone
patient reporied doing either “better” or *“much better” both
physically and emotionally after one year of participation in
the study. A16 reported feeling “worse™ physically (score
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clinic was as follows: “Physically” mean score was 4.44 (&
.8); “emotionally” (4.6 + .5).

Botanical medicine vs. homeopathy

Category H (Figures HI-H6). Five of the 16 evaluated
patients received homeopathic prescriptions with monthly
follow up visits with a single physician throughout the study
year. Comparison of treatment efficacy between botanical
medicine and homeopathy is difficult because only 5 pa-
tients were in the homeopathy group and because large
differences existed in mean entry CD4 cell count between
the two groups. Mean CD4 cell count in the homeopathy
group (n=5) was 501 cells/mm® (+ 283), while mean CD4
cells count at entry in the botanical group (n=11) was 822
cell/mm? (+ 255). Figure 8 presents the changes in CD4 and
CD8 cells in patients receiving homeopathy vs. botanical
medicine over the 12 months of the study.

Neither homeopathic nor botanical medical treatment
prevented declines in CD4 cell counts. However, there was

no transient rise in CD4 cell counts at 3 months in the
homeopathic group as there was in the patients receiving
botanical medicine. It is possible that this transient rise in
CD4 cell counts seen in the botanical medicine group was
due to the effects of Glycyrrhiza glabra, the botanical
medicine administered during the first 3 months of trial.
CD8 cell counts were similar at entry between the two groups
although they dropped to lower levels in the homeopathic
group compared to the botanical medical group.
Symptomatic improvement was similar in the two
groups. Category H also shows changes in sedimentation
rate and serum levels of SGPT (Figure H3). Sedimentation
rates were initially higher in the homeopathic group and
steadily increased by the same slope as the botanical group
{Figure H6). Triglyceride levels were similar initially and
rose to similar levels by the end of the one year trial in both
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groups. While SGPT levels were equivalent at entry in the
two groups, they were considerably higher at 12 months in
the homeopathy group (Figure H4).

Compatison of resulfs with published zidovudine trials

The efficacy of this naturopathic protocol was determined by
comparing previously published clinical trials of zidovudine
in similarly ill patients to the result observed with the
participants of this study. Unfortunately, there is little cur-
rent data available on mildly symptomatic class IV-A HIV
infected patients with mean CD4 counts >500 mm?®.

A double-blind, placebo-controlled multicenter trial of
zidovudine in mildly asymptomatic HIV patients was con-
ducted by the AIDS Clinical Trials Group (115) and pub-
lished in 1990. Rate of progression to a "critical event”
(advanced ARC, AIDS or death) was measured. AIDS
related complex was defined as the presence of two or more
specified symptoms and a CD4 count< 200mm?. Of the
patients in this AZT trial with CD4 counts between 500-799
mn?®, approximately 3% of those receiving 1200mg AZT
daily developed a critical event within an average follow-up
interval of 11 months. Approximately 2% of mildly symp-
tomatic patients receiving placebo developed a critical event
within that time. The patient population treated in HARP 1
had a 0% progression rate to AIDS and a 0% progression to
ARC using the definition in the AIDS Clinical Trials Group
study, althongh 3 of 16 patients developed oral thrush during
the course of the trial which was absent at entry, With such
a small sample size it would be impossible to determine
whether the difference between HARP 1 and the larger
placebo-controlled study is meaningful.

Asimilar 1990trial (116) of zidovudinein asymptomatic
HIV infection in patients with CD4 counts < 500 mm?
showed a progression rate of 7.7% in patients receiving
placebo and reduced progression rates of 2.4% in patients
receiving 500mg AZT, and 3.1% in patients receiving
1500mg AZT. While these data are not comparable to the
HARP 1 data (CD4 counts were higher in HARP 1 upon
entry), it illustrates progression rates to AIDS within 55
weeks of follow-up in initially asymptomatic patients.

Although the numbers in the HARP 1 study are too
small to permit a comparision with conventional HIV stan-
dard of care, progression rates to AIDS in this small sample
of patients was negligible and compares favorably to placebo
data in patients in published AZT trials and is, at least, no
worse than progression rates with AZT.

DISCUSSION

The data generated by this small open one year trial of natural
medical reatment of men with class IV-A AIDS Related
Complex suggest amelioration of both specific and constitu-
tional symptoms. The lack of toxic or adverse reactions is

demonstrated by stable red and white blood counts and is
buttressed by patients’ self reportof an increase in subjective
states of well being. Clinical improvements were attained
without the adverse reactions typically associated with AZT
admunistration (macrocytic anemia, neutropenia, elevated
liver enzymes, nausea, anorexia).

The fact that mean CDM4 cell count was elevated only
transiently and declined by the end of the one-year trial
suggests that immune function was not restored and there
was no reversal of disease. CD4 cell counis dropped an
average of 248 cells/mm® over the course of the year in the
16 evaluated patients. This raises the question of whether
this decline was accelerated over the drop of 60-100 cells
anticipated by most physicians within a year’s time. How-
ever, there is some evidence that 2 years prior to the
development of AIDS involves adrop fromaround 500 cells/
mm?® down to 100-200 cells/mm?® (117). Presently there is
insufficient data to assess whether the rate of CD4 cell loss
in these patients was greater than patients who are untreated
or who are receiving antiviral chemotherapy.

The role of CD4 cells and the human immunodefi-
ciency virus in the genesis and progression of acquired
immune deficiency is still not clear. Data have been
published that demonstrate that HIV seronegative patients
were as likely as seropositives to have abnormal immuno-
fogical tests (118). Some authors have suggested that the
strongest association with prognosis is a recent history of
sexually transmitted disease. As high as 10% of HIV
seronegative homosexual men have in vitro immunological
abnormalities and these are correlated with the number of
sexually transmitted infections in the history of the patient
(118,119).

Decline in CD4 cell counts following a transient rise at
3 months is a common finding across several published
clinical trials using diverse therapeutic agents. This phe-
nomenon may be the result of a placebo effect. If so, it
reflects the powerful impact that psychological state can
have on immune parameters. However, the transient rise in
CD4 cell counts was seen more clearly among the patients.
receiving botanical medicine. This suggests that the particu-
lar botanical medicine used during the initial 3 months,
Glycyrrhiza glabra, wasresponsible for this transient rise. A
single agent trial utilizing Giycyrrhiza solid exlract is re-
quired to answer this question.

Neuropsychological results were quite favorable, to
the extent that they are comparable with other studies in the
literature. Most other studies have wtilized a cross-sectional
design, comparing groups of patients in various stages of
HIV-1 infection as classified by the CDC (1987). Although
the exact incidence and extent of neurocognitive impairment
subsequent to infection is unknown, these studies have
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identified deficits in verbal abilities (120); flexibility of
thinking, visuocontructional abilities and psychomotor speed
(121); andrate of information processing (91,122). Learning
and memory impairments have been reported inconsistently
in the pre-dementia studies.

Van Gorp et al. {122) found no statistically significant
differences between the ARC and BIV seronegative control
groups. However, Grant and Heaton (96), on the other hand,
are of the opinion that “, . . CNS involvement with ATDS and
ARC is widely acknowledged and noncontroversial, [but]
there is much disagreement and divergence of findings . . .
with regard to the possibility of neuropsychological impair-
ment in the early stages of HIV-1 infection, before signifi-

cant immunosuppression and other medical symptoms ap-
pear.” (p. 24) Most recent studies have concentrated,

" therefore, on elucidating possible deficits in earlier stages.

However, as pointed out by Selnes et al. (123}, “A somewhat
surprising conclusion from review of these cross-sectional
studies is that there may be significant variability in the
specific domains of cognitive functioning purportedly af-
fected by HIV-1.” (p. 207) That conclusion now needs to be
examined in the light of longitudinal data.

Two studies have utilized a longitudinal design
(123,124). Using a moderately extensive battery, Goethe et
al. (124) re-evaluated 15 of the original 83 HIV+ patients
after one year and found that three of the patients who had
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abnormal baseline scores had normal scores on follow-up 5 10 -
testing, despite signsofencroaching systemic disease. Selnes = .
et al. (123), using a very brief and less sensitive battery, 0 B e o e e e e N

followed 238 CDC Groupll & Il males and 170 uninfected
controls in the MACS (Murticenter AIDS Conorr STUDY)
with newropsychological testing at semi-annual intervals.
The follow-up period (between visits 1 and 4) ranged from
150 to 639 days. They found “. . . no significant differences
between serostatus groups on any of the neuropsychological
measures at baseline or at visit 4 testing. Both [groups]
showed a trend toward slightly higher scores on the visit 4
testing, consistent with a practice effect.” (p. 205-206)

Although practice effects cannot be ruled out in the
present study, they are considered unlikely as the testing
occwred only twice and the sessions were 11 to 12 months
apart with three exceptions; two patients were retested at 10
months and one at 15 months due to scheduling conflicts.
Therefore, the differences which are noted on the follow-up
testing are considered io be reflections of legitimate differ-
ences in performance/present ability.

Unquestionably, most of the improvements, even those
which are statistically significant, are not practically signifi-
-cantexcept in so far as they are indicative of no deterioration.
However, given the statement by Grant and Heaton quoted

above, and most of the cross-sectional research, this actu-
ally issignificantin a group of males whe have been known
to be IV-As for at least one year. Moreover, the differences
in scores on the Category Test, the PASAT, and perhaps the
WCST are sufficient to suggest genuine improvement in
abstraction, conceptualization and speed of processing. By
the same token, the consistency of poorer performances on
measurements of verbal memory, both immediate and
delayed , although not statistically significant, warrants
the hypothesis of initial indications of neurocognitive im-
pairment. These results, taken in total, certainly lend
support to the comment of Selnes et al. regarding the
variability in the specific domains affected by the HIV-1
virus. Hopefully, these patients will be reassessed with the
samie battery in another 12 to 15 months to shed furtherlight
on this peint.
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As mentioned above, CD4 cells increased in some of
the patients over the first three months of the Project, and
then declined. Some researchers have tried to assess the
impact of the CD4 cell count on cognitive changes. As
reviewed by Perry (125): “A correlation between
neurcpsychological impairment and lymphocyte subset
has been found in some studies but not others. Even when
a relationship between immunosuppression and
neuropsychological impairment has been found, the corre-
lation coefficients were generally low. These data would
suggest that reduced total CD4 is not areliable indicator of
impaired mental functioning . . .” (p. 703) This is further
buttressed in the present study by the fact that there was a
mean decrease of 248 cells over the Project year in these
patients; yet they reported feeling better ( Table 7 and the

depression and anxiety scales in Table 6) and performed
better in all neuropsychological areas except that of retention
and recall of verbally presented material. They continued to
be employed and/or in graduate school with few absences due
to illness.

The fact that mortality and morbidity rates were so low
suggests the possibility that progression to more serious
immune dysfunction and AIDS defining illness was slowed,
and perhaps even halted. Careful follow up on these patients
over the next decade will be necessary to determine the long
term outcome on disease progression.

The interpretation of data from this study is limited by
the lack of control data, the small sample size and by the fact
that these patients enrolled in this study had higher CD4 cell
counts at entry compared to both past and current NIAID's
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NEUROPSYCHOLOGICAL TEST PERFORMANCE
INTAKE 12
VARIABLE MEAN S$.D. MONTH S.D. t
MEAN
WAIS-R 11.00 1.28 11.58 1.03
Vocabulary
LANGUAGE
Varbal Fluency
CEAS) 43.62 10.27 45.62 8.73 1.02
WAIS-R
ATTENTION Dt Span 8.00 1.97 9.81 2.37 1.78
PASAT
N Tt 126.82 19.38 136.81 21.38
FROCESSING PASAT 3.55 0.52 3.30 0.55
Mean Rate : * . -
WHS  Staries 10.77 1.87 i0.22 2.85 -0.88
Immadiate
WME  Stories g.70 2.15 8.66 2.64 -2.11
VERBAL Delayed
MEMORY
RAVLT 13.50 1.48 13.594 1.53 1.18
Trial 5
RAVLT 12.75 3.00 12.12 2.60 -1.44
Trial &
WMS  Figures 10.09 2.40 11.75 1.61
Immediate i
WMS  Figures 9.56 2.48 11.09 1.90
NON-VERBAL Delayed
MEMORY
BVRT 8.00 1.10 8.12 1.20 0,44
- Correct
BVRT 2.75 1.57 2.38 1.67 4
Errors
Categories  Test 45. 586 21.60 28.586 15.85
WCST
ABSTRACTION OG0 - %) 0.71 0.19 0.83 0.05
WCST
Fersey. o (%) 0.13 6.10 0.07 0.02
WAIS-R
. ) . 2.13 ]
VISUOSPATIAL ot Symbol 10.00 2.58 10.56 1.65
Finger  Tapping 50.43 8.43 53.05 6.71 g
MOTOR {PH)
BILITIES -
ABILITIE Finger  Tapping 45.34 7.71 48.60 5.50 1.78
(NPH)
Stroop 47.00 7.66 47.19 7.18 0.19
COGNITIVE Coier
FLEXIBILITY Stroop 50.75 B.32 51.25 6.62 0.42
Interferance
Depression 7.12 65.25 5.44 6.62 1.21
PSYCHOLOGIGAL :
RSB RS MENT Anxiety 52,38 14.82 48.75 14.94 1.82
Hardinass 125.44 15.71 125,086 19.85 -0.13

OPPOSITE/CATEGORY H: Homeopathy/ Botanical comparisons.
Comparison of CD4 counts (Figure H1j, CD8 counts (Figure H2),
Fatigue (Figure H3), SGPT (Figure H4), PGL (Figure H5) andsedimen-
tation rale (Figure H6)between homeopathy cohort (n=5) andbotanical
cohort {n=11)

ABOVE: TABLE 6/ HARP neuropsychelogical results, di=15;p
values <.05 (1=2.131) are shaded grey. P values <.01 (1=2.947) are

shadedblack.
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VARIABLE IMPRCYER | NC CHANGE WORSE
Cognitive symptoms 6.0 8.5 1.5
Use of alcohol 8.5 7.0 0.5
Use of non-preseription drugs ‘8.0 7.0 0.0
Use of caffeine i2.0 4.0 0.0
Use of sugar 8.5 7.5 0.0
Quality/quantity of sleep 7.0 8.5 0.5
Amgunt of exercise 8.0 3.5 4.5
Stress reduction techniques 11.0 5.0 0.0
Work absences 5.0 10.0 1.0
Sexual activity 3.3 6.5 6.0
Use of safe sex 0.0 16.0 0.0
Quality of nutrition 11.0 5.0 0.0
General atlitude 12.0 4.0 0.0
Emotional lability 14.0 2.0 0.0
Social suppor system B.0O 6.0 2.0
Ellect of praject participation 14.0 2.0 0.0
X= 8.59 B.41 1.00

1. Fischl M, Richman DA, Grieco M et al. The afficacy of azidothymidine
{AZT) in the treatmaent cf patients with AIDS and AIDS-related com-
plex. N. Engl J Med. 1987, 317:185-191.

2. Wilhams |, Gabriel G, Cohen H et al. Zidovudine - the first year of ~

experience. J. Iafecl. 1989, 18 §1: 23-31.

3. Yarchean R, Mitsuya H, Myers CE, Broder S Clinical pharmacology of
3'-azido-2",3'-didaoxthymidine (zidovudine} and related
dideoxynucleosides. N. Eng. J. Med. 1989, 321; 726738,

4. Blakeslee JR, Yamamoto N, Hinuma Y. Human T cell leukemia virus !
induction by S5-icdo-2"-deoxyuridine and HN-methyl-N-
nitresogunaidine: inhibition by retinolds, L-ascorbic acid and DL-
alpha-tocopherol. Cancer Res. 1985, 45: 3471-3476.

5. FreiB, England Land Ames B. Ascotbateis an outstanding antioxidant
in human bloocd plasma. Proc. Natl. Acad. Sci. USA 1989, B6: 6377-
6381,

6. Guitierrez P... The influence of ascorbic acid on the free radical
metabolism of xenobiotics. Drug Metabolism Rev. 1988, 19(3 & 4):319-
343,

7. Schwerdt P and Schwerdt C. Effect of ascotbic acid on rhinovirus
replication in W1-38 cells. Proc. Soc. Exp. Biol. Med.1975,148(4):1237-
1243.

8. Boura P, Tsapas G, Papadopoulov A, Magoula | and Kountouras G.
Monocyte locomotion in anergic chronic brucellesis patients: The in
vivo effect of ascorbic acid. /mmunopharmacol. and Immunoloxicol.
1989, 11{1),: 119-129.

9. BeiselW, EdelmanR, Nauss K, and Susskind RM. Single nutrienteffects
on immunelogic functions. J. Am. Med. Assoc. 1981, 2¢5(1): 53-53.

10. Dolbeare FA and Martage KA. Some anti-inflammatory properties of
ascorble acid. Proc. Soc. Exp. Biol. Med. 1972, 139: 540-543,

11. Burton GW and Ingold K. Beta carotene: An unusual type of lipid
antioxidant. Science 1984, 224: 5689.573.

12. Reinhardt A, Auperin D, Sands J etal. Mechanism of viricidal activity of
retinoids: Protein removal from bacteriphage 6 anvelope, Antimicro-
bial Agents Chemother, 1980, 17(8}. 1034-1037.

13. Alexander M, Newmark H and Miller RG, Oral beta.carotene can
increase the number of OQKT4+ cells in human bloed. immunolagy
Letters 1985, 9{4): 221-224.

TABLE 7 (OPPOSITE): Seff-report for patient completing tha study
{n=16}. Number of patients reporting improvement, no change or
worsening for 16 identified variables,

AIDS Clinical Trial Group protocols. Further clinical
research in the natural medical treatment of AIDS will
require adequate control groups. Cooperation with Seattle’s
AIDS Clinical Trial Unit at University of Washington/
Harborview Hospital will provide a matched sample control
group for the next prospective trial. Patients enrolled in such
trials will provide antiviral research with a non drug treated
control group. Patients seeking out “alternative medicine”
and refusing AZT and other antiviral drugs are quickly
becoming a reservoir for the “non-diug treated controls”
needed for AZT, ddI, ddC and other antiviral research.
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