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APA creates Caucus on CAM and APA creates Caucus on CAM and 
integratiiveintegratiive approachesapproaches

•• Organizing meeting May 04 APA Annual MeetingOrganizing meeting May 04 APA Annual Meeting
•• Approved by APA Board of Trustees 7/04Approved by APA Board of Trustees 7/04
•• Website for planning CAM/IM research agenda, Website for planning CAM/IM research agenda, 

education, advocacy, liaison 8/04education, advocacy, liaison 8/04
•• Press releases announce Caucus 9/04Press releases announce Caucus 9/04--
•• Open to all APA member psychiatrists Open to all APA member psychiatrists 
•• listlist--serve for other mental health professionalsserve for other mental health professionals

•• http://http://APACAM.orgAPACAM.org



OverviewOverview
•• Defining complementary and alternative Defining complementary and alternative 

medicine (CAM)medicine (CAM)
•• “Evidence” in biomedicine and CAM“Evidence” in biomedicine and CAM
•• Many kinds of CAM treatments used in Many kinds of CAM treatments used in 

mental health caremental health care
•• CAM biological treatmentsCAM biological treatments——a review of a review of 

the evidencethe evidence
•• Integrative treatments combine Integrative treatments combine 

conventional and CAM approachesconventional and CAM approaches



Many conventional treatments are usedMany conventional treatments are used——
limited effectiveness when used alonelimited effectiveness when used alone

•• Conventional treatments of Conventional treatments of dysthymiadysthymia are are 
“probably effective” CSR 15 DBRCT“probably effective” CSR 15 DBRCT

•• Conventional treatments of major depressive Conventional treatments of major depressive 
disorder (disorder (imiimi 200mg or equivalent) reduce 200mg or equivalent) reduce sxsx
severity by 53% CSR 33 DBRCT (probably lessseverity by 53% CSR 33 DBRCT (probably less——
”file drawer effect””file drawer effect”

•• At least 30% of depressed patients do not At least 30% of depressed patients do not 
respond to defined Rx protocolsrespond to defined Rx protocols



Defining CAMDefining CAM

•• Complementary approaches do Complementary approaches do notnot violate violate 
the orthodox conceptual frameworkthe orthodox conceptual framework

•• Alternative approaches depart from Alternative approaches depart from 
accepted medical theoriesaccepted medical theories

•• Scientific and political issues influence Scientific and political issues influence 
perceptions of CAM perceptions of CAM 

•• Medicine is constantly evolvingMedicine is constantly evolving——
definitions of CAM continue to changedefinitions of CAM continue to change



Some examples of CAM treatmentsSome examples of CAM treatments

•• ComplementaryComplementary treatments include herbal treatments include herbal 
medicines and other natural productsmedicines and other natural products

•• Alternative Alternative treatments include energy treatments include energy 
medicine, acupuncture (but medicine, acupuncture (but notnot Chinese Chinese 
herbal treatments), and homeopathyherbal treatments), and homeopathy

•• Future research findings will Future research findings will validate somevalidate some
CAM treatments and CAM treatments and refute othersrefute others ((ieie, , 
from a biomedical perspective)from a biomedical perspective)



The The meaningsmeanings of evidenceof evidence

•• Biomedicine uses empirical evidence from Biomedicine uses empirical evidence from 
controlled studies to controlled studies to validatevalidate a claimed a claimed 
mechanism or mechanism or verifyverify reported effectsreported effects

•• Complementary and alternative systems of Complementary and alternative systems of 
medicine use medicine use bothboth empirical and nonempirical and non--
empirical evidenceempirical evidence



Evidence in biomedicineEvidence in biomedicine

•• Standards of evidence in Standards of evidence in EvidenceEvidence--based based 
Medicine Medicine (EBM)(EBM)

•• Hierarchy of evidence in EBMHierarchy of evidence in EBM
–– Systematic reviews of Systematic reviews of RDBCTsRDBCTs
–– Large wellLarge well--designed designed RDBCTsRDBCTs
–– Open (nonOpen (non--blinded) studiesblinded) studies
–– Anecdotal reportsAnecdotal reports
–– Expert consensusExpert consensus



Biomedical treatments of mental Biomedical treatments of mental 
illnessillness——what we use todaywhat we use today
•• Biological treatmentsBiological treatments

–– Synthetic drugsSynthetic drugs
–– HormonesHormones
–– Some vitamins and amino acids (or precursorsSome vitamins and amino acids (or precursors

•• Classical forms of energy or informationClassical forms of energy or information
–– ECT and TMSECT and TMS
–– VagalVagal nerve stimulationnerve stimulation
–– Bright light exposureBright light exposure

•• PsychotherapyPsychotherapy
–– CBT, insight, existential, etc.CBT, insight, existential, etc.



Evidence in CAMEvidence in CAM

•• Empirical approaches use EBM methodsEmpirical approaches use EBM methods
–– Systematic reviews of Systematic reviews of RDBCTsRDBCTs
–– Well designed Well designed RDBCTsRDBCTs
–– NonNon--blinded studiesblinded studies
–– Anecdotal reportsAnecdotal reports
–– Expert consensusExpert consensus

•• NonNon--empirical approaches useempirical approaches use
–– Healer’s expert skillHealer’s expert skill
–– Intuition of individual healerIntuition of individual healer
–– Expert consensusExpert consensus



CAM approaches to mental illnessCAM approaches to mental illness

•• Based on both empirical and nonBased on both empirical and non--empirical empirical 
evidenceevidence

•• PatientPatient--centered instead of Treatmentcentered instead of Treatment--centeredcentered
•• Healer’s intuition plays important roleHealer’s intuition plays important role
•• Treatments from diverse systems of medicineTreatments from diverse systems of medicine
•• Efficacy claims supported by many Efficacy claims supported by many kindskinds of of 

evidenceevidence



Categories of CAM treatmentsCategories of CAM treatments

•• Life styleLife style——exercise stress management exercise stress management 
•• Biological treatmentsBiological treatments——herbals, other herbals, other 

natural productsnatural products
•• MindMind--body practices and mindfulnessbody practices and mindfulness——

Yoga, meditationYoga, meditation
•• Validated energyValidated energy--information modalitiesinformation modalities——

bright light, EEG biofeedbackbright light, EEG biofeedback
•• NonNon--validated energyvalidated energy--information Rxinformation Rx——

healing touch, Reiki, healing touch, Reiki, QiGongQiGong



Life styleLife style

•• ExerciseExercise
–– Anxiety, depressed mood and BADAnxiety, depressed mood and BAD

•• NutritionNutrition
–– Depressed mood, possibly BAD, psychosis and Depressed mood, possibly BAD, psychosis and 

some cognitive problemssome cognitive problems

•• Stress reductionStress reduction
–– Anxiety, BAD and psychosisAnxiety, BAD and psychosis



CAM biological treatmentsCAM biological treatments

•• Western herbal medicines are important Western herbal medicines are important 
but there are but there are manymany CAM biological CAM biological 
treatmentstreatments

•• NonNon--Western herbs, vitamins, minerals, Western herbs, vitamins, minerals, 
amino acids (and precursors), fatty acids, amino acids (and precursors), fatty acids, 
hormones and hormones and maybemaybe homeopathy homeopathy 

•• Combinations of CAM biological Rx and Combinations of CAM biological Rx and 
conventional biomedical Rx conventional biomedical Rx 



MindMind--body practicesbody practices

•• Relaxation trainingRelaxation training
–– anxietyanxiety

•• Yoga Yoga 
–– Anxiety and depressed moodAnxiety and depressed mood

•• TaijichuanTaijichuan
–– General improvements in mental healthGeneral improvements in mental health

•• MeditationMeditation
–– anxietyanxiety



Validated energyValidated energy--information information 
TreatmentsTreatments

•• Bright light exposureBright light exposure
•• Biofeedback (especially EEG biofeedback)Biofeedback (especially EEG biofeedback)
•• ECT and ECT and transcranialtranscranial magnetic stimulation magnetic stimulation 

(TMS)(TMS)
•• CranioCranio--electrotherapy Stimulation (Alphaelectrotherapy Stimulation (Alpha--

stimstim))
•• VagalVagal nerve stimulationnerve stimulation
•• Magnetic field therapyMagnetic field therapy



EnergyEnergy--information treatments that are information treatments that are 
not (yet) validated by biomedicinenot (yet) validated by biomedicine

•• QiGongQiGong
–– General improvements in “wellGeneral improvements in “well--being”being”

•• Healing TouchHealing Touch and and ReikiReiki
–– Anxiety and possibly depressed moodAnxiety and possibly depressed mood

•• PrayerPrayer
–– General improvements in “wellGeneral improvements in “well--being”being”
–– Many controlled studies show efficacyMany controlled studies show efficacy

•• Other forms of Other forms of directed intentiondirected intention



CAM biological treatments of CAM biological treatments of 
psychiatric disorderspsychiatric disorders

•• Herbal medicinesHerbal medicines
–– WesternWestern
–– NonNon--Western (TCM, Western (TCM, AyurvedaAyurveda, others), others)

•• NonNon--herbal natural productsherbal natural products
–– Vitamins and mineralsVitamins and minerals
–– Amino acids and AA precursorsAmino acids and AA precursors
–– Fatty acids Fatty acids 
–– hormoneshormones



Western Herbal MedicinesWestern Herbal Medicines

•• St. John’s St. John’s WortWort
–– Depressed mood, possibly anxiety Depressed mood, possibly anxiety 

•• ValerianValerian
–– insomniainsomnia

•• KavaKava--kavakava
–– Generalized anxietyGeneralized anxiety

•• GinkgoGinkgo
–– Early or mild dementia, Early or mild dementia, possiblypossibly ageage--related cognitive related cognitive 

declinedecline



U.S. Psychiatric Congress 04 U.S. Psychiatric Congress 04 
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St. John’s St. John’s WortWort ((HypericumHypericum
perforatumperforatum))

•• Continuing controversy over efficacyContinuing controversy over efficacy
•• 2002 NIH2002 NIH--NCCAM study concluded NCCAM study concluded lacklack of antiof anti--

depressant effect but depressant effect but equivalentequivalent to Zoloftto Zoloft
•• Mechanism complexMechanism complex——inhibits reinhibits re--uptake of uptake of 

serotonin, dopamine and NE, serotonin, dopamine and NE, possiblypossibly mild MAOI mild MAOI 
activity, ILactivity, IL--6 inhibition (decreases CRH)6 inhibition (decreases CRH)

•• MetaMeta--analyses suggest efficacy above placebo analyses suggest efficacy above placebo 
and comparable efficacy to conventional antiand comparable efficacy to conventional anti--
depressantssdepressantss



St. John’s St. John’s WortWort

•• 23 double23 double--blind placeboblind placebo--controlled studiescontrolled studies
•• 13 against placebo (55% 13 against placebo (55% vsvs 22% 22% 

improved)improved)
•• 3 against 3 against TCAsTCAs (64% (64% vsvs 59% improved)59% improved)
•• Caveat: outcomes likely biased by Caveat: outcomes likely biased by 

inappropriateinappropriate dosing of both St. John’s dosing of both St. John’s 
WortWort and conventional antiand conventional anti--depressantsdepressants



St. John’s St. John’s WortWort——metameta--analysisanalysis

•• BMG metaBMG meta--analysis of 23 doubleanalysis of 23 double--blind blind 
studies found studies found no significant differenceno significant difference
between St. John’s between St. John’s WortWort and and TCAsTCAs in mildin mild--
moderate depression (moderate depression (LindeLinde et al 1996)et al 1996)

•• Onset of antiOnset of anti--depressant effect somewhat depressant effect somewhat 
longer with St. John’s longer with St. John’s WortWort

•• Methodological differences and design Methodological differences and design 
flaws precluded generalizing findingsflaws precluded generalizing findings



St. John’s St. John’s WortWort——metameta--analysisanalysis

•• More rigorous inclusion criteria limited More rigorous inclusion criteria limited 
metameta--analysis to 9 studies (Ernst et al)analysis to 9 studies (Ernst et al)

•• Flawed studies excluded from analysisFlawed studies excluded from analysis
•• St. John’s St. John’s WortWort conclusivelyconclusively superior to superior to 

placebo and equivalent to conventional placebo and equivalent to conventional 
antianti--depressants depressants 



St. John’s St. John’s WortWort

•• Possible benefit in Seasonal Affective Possible benefit in Seasonal Affective 
Disorder (SAD)Disorder (SAD)

•• Increased efficacy when combined with Increased efficacy when combined with 
bright lightbright light

•• Note: findings are Note: findings are preliminarypreliminary

Witte et al. Witte et al. FortschrFortschr Med 28:404, 1995; Martinez et al J. Med 28:404, 1995; Martinez et al J. 
Ger Psych Ger Psych NeurolNeurol 75:515, 199475:515, 1994



St. John’s St. John’s WortWort

•• Infrequent side effects at usual doses include Infrequent side effects at usual doses include 
nausea, insomnia, fatigue, loose stools, light nausea, insomnia, fatigue, loose stools, light 
sensitivity and rash (side effect incidence at sensitivity and rash (side effect incidence at 
higher doses higher doses similarsimilar to to SSRIsSSRIs))

•• Concerns about risk of serotonin syndrome not Concerns about risk of serotonin syndrome not 
substantiated (little MAOI activity)substantiated (little MAOI activity)

•• HyperforinHyperforin notnot HypericinHypericin is probably the active is probably the active 
ingredientingredient——but there are but there are manymany bioactive bioactive 
constituentsconstituents



St. John’s St. John’s WortWort in severe depressed in severe depressed 
moodmood

•• Possible efficacy in severe depressed moodPossible efficacy in severe depressed mood
•• Requires higher dosing (1800mg/day vs. 900mg Requires higher dosing (1800mg/day vs. 900mg 

for moderate depressed mood)for moderate depressed mood)
•• Few studies, patient selection bias, limited data, Few studies, patient selection bias, limited data, 

not yet compared to not yet compared to appropriateappropriate SSRI doses for SSRI doses for 
severe depressed mood severe depressed mood 

VorbachVorbach, E. et al , E. et al PharmacopsychiatrPharmacopsychiatr 30(S):8130(S):81--85, 1997; NIH study)85, 1997; NIH study)



St. John’s St. John’s WortWort in severe depressed in severe depressed 
moodmood

•• Previous studies compared subPrevious studies compared sub--
therapeutic doses of St. John’s therapeutic doses of St. John’s WortWort to to 
therapeutic doses of therapeutic doses of imipramineimipramine

•• Response rates to St. John’s Response rates to St. John’s WortWort lower lower 
than placebo suggesting patient selection than placebo suggesting patient selection 
bias and/or negative researcher/patient bias and/or negative researcher/patient 
expectationsexpectations

VorbachVorbach E., et al E., et al PharmacopsychiatrPharmacopsychiatr. 30(S):81. 30(S):81--85, 199785, 1997



St. John’s St. John’s WortWort compared to compared to SSRIsSSRIs

•• Equal efficacy and fewer side effects Equal efficacy and fewer side effects 
compared to Prozac in mildcompared to Prozac in mild--moderate moderate 
depressed mood. N=240 (Schrader)depressed mood. N=240 (Schrader)

•• Equally ineffectiveEqually ineffective compared with Zoloft compared with Zoloft 
and placebo in moderate to severe and placebo in moderate to severe 
depressed mood. (subdepressed mood. (sub--therapeutic dosing) therapeutic dosing) 
N=340N=340



St. John’s St. John’s WortWort——limitations of limitations of 
studiesstudies

•• Absence of standardized preparationsAbsence of standardized preparations
•• Controversy over “active ingredient”Controversy over “active ingredient”
•• Methodologically flawed designs (patient Methodologically flawed designs (patient 

selection, symptom rating, outcomes selection, symptom rating, outcomes 
measures, data analysis) measures, data analysis) 

•• Systematic reviews difficult to perform and Systematic reviews difficult to perform and 
controversial because of the above issuescontroversial because of the above issues



St. John’s St. John’s WortWort——concerns concerns 

•• Nursing mothersNursing mothers——lethargic infantslethargic infants
•• Rare cases of mania in bipolar patientsRare cases of mania in bipolar patients
•• Induces liver enzymes (CyP450)Induces liver enzymes (CyP450)
•• Lowers serum levels of many drugsLowers serum levels of many drugs

–– DigoxinDigoxin (heart failure) (heart failure) 
–– Cyclosporine (transplant rejection)Cyclosporine (transplant rejection)
–– AntiAnti--HIV drugs (progression of HIV HIV drugs (progression of HIV sxsx))
–– Oral contraceptives (pregnancy)Oral contraceptives (pregnancy)
–– WarfarinWarfarin and and coumadincoumadin (Stroke risk)(Stroke risk)





Kava (Kava (Piper Piper methysticummethysticum))

•• Ceremonial drink, analgesic and aphrodisiac in Ceremonial drink, analgesic and aphrodisiac in 
South Pacific South Pacific 

•• Effective in “stress” and anxietyEffective in “stress” and anxiety
•• AlphaAlpha--pyronespyrones have synergistic effect on skeletal have synergistic effect on skeletal 

muscles (antimuscles (anti--spasticityspasticity) and ) and amygdalaamygdala (calming)(calming)
•• metameta--analysis suggested efficacy above analysis suggested efficacy above 

placeboplacebo——more studies needed (more studies needed (LehmannLehmann et al.)et al.)
•• Recent controversy over liver toxicityRecent controversy over liver toxicity



KavaKava——concerns concerns 

•• Several cases of liver toxicity reported in Several cases of liver toxicity reported in 
U.S. and EuropeU.S. and Europe

•• Letter of warning and consumer advisory Letter of warning and consumer advisory 
issued by F.D.A.issued by F.D.A.

•• Probably related to batch contamination Probably related to batch contamination 
(?acetone)(?acetone)

•• Avoid or use selected quality preparations Avoid or use selected quality preparations 
until toxicity issue resolveduntil toxicity issue resolved



KavaKava——side effectsside effects

•• Few reports of adverse effects when used Few reports of adverse effects when used 
appropriately appropriately 

•• 1.5% of 3,000 German patients reported mild 1.5% of 3,000 German patients reported mild 
side effects (GI, skin rash, headache, light side effects (GI, skin rash, headache, light 
sensitivity; rare tremor, restlessness)sensitivity; rare tremor, restlessness)

•• “kava intoxication” associated with rare “kava intoxication” associated with rare 
pulmonary hypertension with EKG changes, pulmonary hypertension with EKG changes, 
dyspneadyspnea, decreased platelets, movement , decreased platelets, movement 
disorders disorders 





Valerian (Valerian (ValerianaValeriana officianalisofficianalis))

•• Systematic reviews show efficacy in insomnia Systematic reviews show efficacy in insomnia 
((KrystalKrystal and and ResslerRessler 2002)2002)

•• 600600--900mg causes sedation through binding to 900mg causes sedation through binding to 
central GABAcentral GABA--A receptors (mechanism similar to A receptors (mechanism similar to 
benzodiazepines)benzodiazepines)

•• Soporific effect increases over timeSoporific effect increases over time——maximum maximum 
efficacy in two weeksefficacy in two weeks

•• Not habitNot habit--forming, “hangover” or cognitive forming, “hangover” or cognitive 
slowing effects not observedslowing effects not observed





Ginkgo (Ginkgo (Ginkgo Ginkgo bilobabiloba))

•• Controlled studies show improvement in Controlled studies show improvement in 
mildmild--moderate moderate sxsx of memory loss, of memory loss, 
depression and disorientation in AD and depression and disorientation in AD and 
vascular dementiavascular dementia

•• Improvements in cognitive functioning Improvements in cognitive functioning 
start after 6 weeks at therapeutic dose start after 6 weeks at therapeutic dose 
(120mg BID) using standardized (120mg BID) using standardized 
preparations (preparations (EgbEgb 761)761)



GinkgoGinkgo——two mechanisms of action two mechanisms of action 

•• Suppression of plateletSuppression of platelet--activating factor (PAF) activating factor (PAF) 
reduces capillary damage, decreased glutamate reduces capillary damage, decreased glutamate 
release following neuronal injury (release following neuronal injury (terpenoidsterpenoids))

•• Free radical scavenging reduces oxidative Free radical scavenging reduces oxidative 
damage of nerve cell membranes resulting in damage of nerve cell membranes resulting in 
improved membrane dopamine transport and improved membrane dopamine transport and 
reduced serotonin receptor density (reduced serotonin receptor density (flavonoidsflavonoids))



GinkgoGinkgo

•• Controlled studies show consistent reversal of Controlled studies show consistent reversal of 
EEGEEG--associated changes in AD and vascular associated changes in AD and vascular 
dementia after several months of Rx in milddementia after several months of Rx in mild--
moderate casesmoderate cases

•• EEG changesEEG changes——enhanced alpha and decreased enhanced alpha and decreased 
slowslow--wave activity (some preparations better wave activity (some preparations better 
than others)than others)

•• Animal trials suggest Animal trials suggest neuroprotectiveneuroprotective effect of effect of 
prolonged use following focal CNS ischemiaprolonged use following focal CNS ischemia



GinkgoGinkgo——other usesother uses

•• Improves erectile dysfunction. Open study, Improves erectile dysfunction. Open study, 
N=50 (N=50 (SohnSohn and and SikoraSikora) (probably related to ) (probably related to 
improved blood flow from PAF)improved blood flow from PAF)

•• May improve SSRIMay improve SSRI--induced sexual dysfunction in induced sexual dysfunction in 
both men and women. Open study, 240mg/day both men and women. Open study, 240mg/day 
N=63. (Cohen and N=63. (Cohen and BartlikBartlik))

•• MayMay enhance memory or cognition in nonenhance memory or cognition in non--
demented adults (conflicting findings)demented adults (conflicting findings)





VinpocetineVinpocetine ((VincaVinca minorminor))

•• SemisyntheticSemisynthetic alkaloid from periwinklealkaloid from periwinkle
•• NeuroprotectiveNeuroprotective effects include effects include 

–– Reduces resistance in CNS blood vesselsReduces resistance in CNS blood vessels
–– Inhibits destructive cascade resulting from intraInhibits destructive cascade resulting from intra--

cellular Ca release following CNS injurycellular Ca release following CNS injury
–– Increases cyclic GMP levels in blood vessel wallsIncreases cyclic GMP levels in blood vessel walls

•• Double blind studies consistently show improved Double blind studies consistently show improved 
cognitive functioning following CVA (cognitive functioning following CVA (BonoczkBonoczk et et 
al)al)



NonNon--Western herbal medicinesWestern herbal medicines

•• AyurvedaAyurveda
–– AshwagandhaAshwagandha
–– MentatMentat
–– BramyadiyogaBramyadiyoga

•• Chinese medicineChinese medicine
–– HuperzineHuperzine--AA
–– Bu Bu lailai cascas
–– QianQian Jin Yi FangJin Yi Fang

•• Japanese traditional medicine (Japanese traditional medicine (KampoKampo))
–– KamiKami--untanuntan--toto

•• Other systems of medicine (Siberia)Other systems of medicine (Siberia)
–– RhodiolaRhodiola rosearosea (Golden root)(Golden root)



Japanese traditional medicine Japanese traditional medicine 
((KampoKampo))

•• KamiKami--untanuntan--toto (KUT)(KUT)
•• AgeAge--related memory loss and dementiarelated memory loss and dementia
•• Mechanism of actionMechanism of action

–– Stimulates nerve growth factor (NGF) productionStimulates nerve growth factor (NGF) production
–– Resulting in increased Resulting in increased ChATChAT production (synthetic production (synthetic 

enzyme for Ach)enzyme for Ach)
–– Increases available acetylcholineIncreases available acetylcholine

•• Animal studies promisingAnimal studies promising



AyurvedaAyurveda

•• AshwagandhaAshwagandha
–– Memory enhancement and ageMemory enhancement and age--related cognitive declinerelated cognitive decline
–– Probably functions as cholinesterase inhibitorProbably functions as cholinesterase inhibitor
–– Possibly useful in avoiding opiate dependence in pain patientsPossibly useful in avoiding opiate dependence in pain patients
–– Promising animal studiesPromising animal studies

•• MentatMentat
–– AgeAge--related memory declinerelated memory decline
–– Compound herbal formulaCompound herbal formula
–– Probably affects cholinergic neuronsProbably affects cholinergic neurons
–– Promising animal studiesPromising animal studies

•• BrahmyadiyogaBrahmyadiyoga
–– Limited data Limited data suggestsuggest antianti--psychotic efficacypsychotic efficacy
–– Compound herbal formulaCompound herbal formula
–– Mechanism may involve DMechanism may involve D--2 antagonism2 antagonism



Chinese herbal medicinesChinese herbal medicines
•• HuperzineHuperzine A (A (HuperziaHuperzia))

–– Inhibits Inhibits acetylcholinesteraseacetylcholinesterase (same (same 
mechanism as contemporary Western drugs)mechanism as contemporary Western drugs)

–– Limited data suggest comparable efficacyLimited data suggest comparable efficacy
–– Few side effectsFew side effects

•• Bu Bu lailai cascas
–– Strong free radical scavenger (like Ginkgo)Strong free radical scavenger (like Ginkgo)
–– Used in China to treat dementiaUsed in China to treat dementia
–– Animal studies promisingAnimal studies promising



SiberiaSiberia

•• RhodiolaRhodiola rosearosea (Golden root)(Golden root)
–– AdaptogenAdaptogen in Russian and Scandinavian folk in Russian and Scandinavian folk 

medicine. Taken daily as a tea.medicine. Taken daily as a tea.
–– Believed to increase longevityBelieved to increase longevity
–– Russian studies recently declassified (Cosmonauts Russian studies recently declassified (Cosmonauts 

and Olympic athletes used to enhance stamina)and Olympic athletes used to enhance stamina)
–– Effects include cognitive enhancement, calming, and Effects include cognitive enhancement, calming, and 

improved mental performance over long periodsimproved mental performance over long periods
–– Mechanism likely involves improved efficiency of CNS Mechanism likely involves improved efficiency of CNS 

energy metabolism, increases serotonin, dopamine energy metabolism, increases serotonin, dopamine 
and and NorepinephrineNorepinephrine

–– Caution: may cause mania in bipolar patientsCaution: may cause mania in bipolar patients



NonNon--herbal natural productsherbal natural products

•• Vitamins and mineralsVitamins and minerals
–– B, C, E, Magnesium, CalciumB, C, E, Magnesium, Calcium

•• Amino acids and AA precursorsAmino acids and AA precursors
–– SAMeSAMe, tyrosine, L, tyrosine, L--tryptophantryptophan, 5, 5--HTPHTP

•• Fatty acids and phospholipidsFatty acids and phospholipids
–– OmegaOmega--3s (EPA and DHA), PS 3s (EPA and DHA), PS 

•• HormonesHormones
–– DHEA, DHEA, phytoestrogensphytoestrogens



B vitaminsB vitamins

•• Thiamin (BThiamin (B--1)1)
–– Improved cognitive Improved cognitive fxfx in AD or agein AD or age--related declinerelated decline
–– PotentiatesPotentiates effects of Ach in memory and learningeffects of Ach in memory and learning

•• FolateFolate
–– Deficient in depression and anxietyDeficient in depression and anxiety
–– Supplementation boosts SSRI effectSupplementation boosts SSRI effect

•• Pyridoxine (BPyridoxine (B--6)6)
–– Deficient in depressionDeficient in depression
–– Enzyme coEnzyme co--factor for conversion of Lfactor for conversion of L--tryptophantryptophan to serotonin and Lto serotonin and L--

tyrosine to NEtyrosine to NE
–– Effective in depression when GI pathologyEffective in depression when GI pathology

•• CyanocobalaminCyanocobalamin (B(B--12)12)
–– Depressed patients respond dramatically when deficientDepressed patients respond dramatically when deficient



Vitamin CVitamin C

•• Case reports suggest response in Case reports suggest response in 
depressed patients with low CSF serotonindepressed patients with low CSF serotonin

•• DoubleDouble--blind study showed improved blind study showed improved 
mood in chronically depressed hospitalized mood in chronically depressed hospitalized 
patients patients 

•• Possibly slowed progression in early ADPossibly slowed progression in early AD
•• Case reports in autismCase reports in autism



Vitamin EVitamin E

•• Strong antiStrong anti--oxidant (increased efficacy when oxidant (increased efficacy when 
combined with combined with tocotrienolstocotrienols))

•• Improved efficacy when combined with vitamin Improved efficacy when combined with vitamin 
CC

•• Mixed Mixed tocopherolstocopherols have enhanced antihave enhanced anti--oxidative oxidative 
potentialpotential

•• RDBCT data RDBCT data suggestsuggest improvements in TDimprovements in TD
•• MayMay delay progression in early or moderate ADdelay progression in early or moderate AD
•• MayMay lessen druglessen drug--induced parkinsonism, EPSinduced parkinsonism, EPS



Magnesium and CalciumMagnesium and Calcium

•• MagnesiumMagnesium
–– Effective in PMS 360mg/day starting on day 15 of Effective in PMS 360mg/day starting on day 15 of 

cyclecycle
–– Improved mood, energy, discomfort and fluid Improved mood, energy, discomfort and fluid 

retentionretention

•• CalciumCalcium
–– Effective in PMS 1200mg/dayEffective in PMS 1200mg/day
–– Benefits similar to MgBenefits similar to Mg
–– Caution: GI distress, headache, nauseaCaution: GI distress, headache, nausea





Amino Acids and precursorsAmino Acids and precursors

•• SAMeSAMe
–– Synthesized from Synthesized from MethionineMethionine and ATPand ATP
–– Important methyl donorImportant methyl donor——maintains membrane maintains membrane 

fluidity, neurotransmitter synthesis, energy fluidity, neurotransmitter synthesis, energy 
metabolismmetabolism

–– Increases glutathione production resulting in Increases glutathione production resulting in 
significantly increased CNS free radical scavengingsignificantly increased CNS free radical scavenging

–– Accelerates recovery following ischemic CNS injury Accelerates recovery following ischemic CNS injury 
(CVA, p(CVA, p--concussion syndrome)concussion syndrome)

–– Mild side effects include GI distress, insomnia, loose Mild side effects include GI distress, insomnia, loose 
stool, but NOT sexual dysfunctionstool, but NOT sexual dysfunction

–– Caution: can induce mania in Bipolar patientsCaution: can induce mania in Bipolar patients



Amino acids and precursorsAmino acids and precursors

•• SAMeSAMe
–– Accepted Rx for depression, arthritis and liver disease in EuropAccepted Rx for depression, arthritis and liver disease in Europee
–– As effective as conventional antidepressantsAs effective as conventional antidepressants
–– Role as Methyl donor increases NE, serotonin and dopamine Role as Methyl donor increases NE, serotonin and dopamine 

(antidepressant effect)(antidepressant effect)
–– Improves membrane uptake of phospholipids, improving fluidity Improves membrane uptake of phospholipids, improving fluidity 
–– In DB studies antidepressant efficacy equivalent to all In DB studies antidepressant efficacy equivalent to all TCAsTCAs and and 

SSRIsSSRIs
–– Often effective in refractory depressionOften effective in refractory depression
–– Safe in combination with Safe in combination with SSRIsSSRIs



Amino Acids and precursorsAmino Acids and precursors

•• LL--TyrosineTyrosine
–– Precursor of Precursor of norepinephrinenorepinephrine (NE)(NE)
–– Dramatic improvement in refractory Dramatic improvement in refractory 

depression depression with antiwith anti--depressantsdepressants (case (case 
reports)reports)

–– Increased response when low urinary MHPG Increased response when low urinary MHPG 
levels (NE metabolite)levels (NE metabolite)



Amino Acids and precursorsAmino Acids and precursors

LL--tryptophantryptophan
–– May be as effective as May be as effective as TCAsTCAs ((ImiImi and Ami) in and Ami) in unipolarunipolar

depressed mooddepressed mood
–– Fewer conclusive studies than 5Fewer conclusive studies than 5--HTP and does not HTP and does not 

cross BB barrier as readilycross BB barrier as readily
–– Increased response with normal or Increased response with normal or high high urinary MHPG urinary MHPG 

levels (levels (ieie, normal CNS NE levels), normal CNS NE levels)
–– More effective than bright light in SADMore effective than bright light in SAD
–– DB study effective in PMS 2gm TIDDB study effective in PMS 2gm TID
–– Caution:Caution: previous cases of EMS (probable previous cases of EMS (probable 

contamination)contamination)



Amino acids and precursorsAmino acids and precursors

55--HTPHTP
–– DB study findings more consistently positive than LDB study findings more consistently positive than L--

tryptophantryptophan
–– Same biosynthetic pathway as LT and one step closer Same biosynthetic pathway as LT and one step closer 

to Serotoninto Serotonin
–– improved CNS serotonin production when used with improved CNS serotonin production when used with 

BB--6 or C6 or C
–– More readily crosses BB barrier than LTMore readily crosses BB barrier than LT
–– PotentiatesPotentiates action of conventional antidepressantsaction of conventional antidepressants
–– Caution:Caution: may induce serotonin syndrome when used may induce serotonin syndrome when used 

with SSRI, or mania in bipolar patientswith SSRI, or mania in bipolar patients



Amino Acids and precursorsAmino Acids and precursors

AcetylAcetyl--LL--carnitinecarnitine (ALC)(ALC)
–– Strong antiStrong anti--oxidant and increases energy production oxidant and increases energy production 

in mitochondriain mitochondria
–– Many animal studies show strong Many animal studies show strong neuroprotectiveneuroprotective

effectseffects——less neuronal loss following Stroke, more less neuronal loss following Stroke, more 
rapid recoveryrapid recovery

–– Enhanced cognitive performance in vascular dementiaEnhanced cognitive performance in vascular dementia
–– Slows progression in early stages of ADSlows progression in early stages of AD
–– Improves depressed mood in elderly demented Improves depressed mood in elderly demented 

patients refractory to conventional Rxpatients refractory to conventional Rx



Fatty Acids and phospholipidsFatty Acids and phospholipids

•• Fatty acids Fatty acids 
–– OmegaOmega--3s (EPA and DHA)3s (EPA and DHA)
–– OmegaOmega--6s (AA, others)6s (AA, others)

•• PhospholipidsPhospholipids
–– PhosphatidylserinePhosphatidylserine (PS)(PS)





OmegaOmega--3 Fatty Acids3 Fatty Acids

•• EPA (EPA (ecosapentanoicecosapentanoic acid)acid)
–– High incidence of depression, AD in industrialized High incidence of depression, AD in industrialized 

countries (countries (FAsFAs processed out of food)processed out of food)
–– Low levels in depression, aggression, ADHD and Low levels in depression, aggression, ADHD and 

dementiadementia
–– 67% greater risk of AD with low serum DHA67% greater risk of AD with low serum DHA
–– Synergistic effects with antiSynergistic effects with anti--depressantsdepressants

•• DHA (DHA (decosahexanoicdecosahexanoic acid)acid)
–– Necessary for fetal brain developmentNecessary for fetal brain development
–– Low serum levels=higher risk of ADLow serum levels=higher risk of AD
–– May improve cognition in AD or vascular dementiaMay improve cognition in AD or vascular dementia



PhospholipidsPhospholipids

•• PhosphatidylPhosphatidyl Serine (PS)Serine (PS)
–– 300mg/day for one month, then reduce dose300mg/day for one month, then reduce dose
–– Moderate improvement in ageModerate improvement in age--related cognitive related cognitive 

decline (many controlled trials)decline (many controlled trials)
–– May help in early or mild ADMay help in early or mild AD
–– Does not improve cognitive Does not improve cognitive fxfx in vascular dementiain vascular dementia
–– Probably stabilizes nerve cell membranesProbably stabilizes nerve cell membranes
–– May stimulate dopamine productionMay stimulate dopamine production
–– Bovine derived PS more effective (?DHA)Bovine derived PS more effective (?DHA)



HormonesHormones

•• DHEADHEA
–– Controlled studies show improved mood and Controlled studies show improved mood and 

memory in intact and impaired patientsmemory in intact and impaired patients
–– Note: inconsistent results in elderlyNote: inconsistent results in elderly
–– Surgically menopausal women may benefit Surgically menopausal women may benefit 

most most 
–– Caution:Caution: Insomnia, irritability, slightly Insomnia, irritability, slightly 

increased estrogenincreased estrogen



hormoneshormones

•• PhytoestrogensPhytoestrogens
–– PMS may be related to decreased serotonin caused by PMS may be related to decreased serotonin caused by 

changing changing estrogen:progesteroneestrogen:progesterone balancebalance
–– 40% greater risk of breast cancer with estrogen 40% greater risk of breast cancer with estrogen 

replacement (Nurses Health Study)replacement (Nurses Health Study)
–– PhytoestrogensPhytoestrogens from soy (from soy (isoflavonesisoflavones) ) protect againstprotect against

breast CA breast CA 
–– PhytoestrogensPhytoestrogens from Red Clover and Black from Red Clover and Black CohoshCohosh

also effective in menopause and do not bind to also effective in menopause and do not bind to 
estrogen receptors (animal studies)estrogen receptors (animal studies)

–– PhytoestrogensPhytoestrogens improve physiological and affective improve physiological and affective 
symptoms of menopausesymptoms of menopause



Integrative approaches combine Integrative approaches combine 
CAM and conventional methodsCAM and conventional methods

•• All effective modalities are consideredAll effective modalities are considered
•• Selected approaches based on Selected approaches based on rigor rigor of of 

evidence and evidence and relevancerelevance to patient needsto patient needs
•• Optimum integrative solutions are Optimum integrative solutions are 

identifiedidentified
•• Realistic integrative treatment plans based Realistic integrative treatment plans based 

on available CAM resources, patient on available CAM resources, patient 
preferences and financial constraintspreferences and financial constraints



Integrative approaches to mental illnessIntegrative approaches to mental illness

•• Based on objective Based on objective andand subjective evidence from subjective evidence from 
quantitative quantitative andand qualitative methods (balance of qualitative methods (balance of 
rigor rigor and and relevance)relevance)

•• Not exclusively patientNot exclusively patient--centered centered or or treatmenttreatment--
centeredcentered

•• Both empirical evidence Both empirical evidence andand Healer’s intuition Healer’s intuition 
are importantare important

•• Judicious combining of treatments from Judicious combining of treatments from 
conventional, complementary and alternative conventional, complementary and alternative 
medicinemedicine

•• Goal is to improve outcomes, increase Goal is to improve outcomes, increase 
compliance, reduce compliance, reduce AEsAEs, encourage patient , encourage patient 
participationparticipation



Summing upSumming up
•• Some conventional treatments work better than Some conventional treatments work better than 

othersothers
•• Some CAM treatments work better than othersSome CAM treatments work better than others
•• Appropriate integrative approaches to depressed Appropriate integrative approaches to depressed 

mood depend on history and symptom severity mood depend on history and symptom severity 
•• Integrative medicine identifies the best Integrative medicine identifies the best 

combination of treatments suited to the patient combination of treatments suited to the patient 
taking into account medical evidence, local taking into account medical evidence, local 
availability of resources, patient preferences and availability of resources, patient preferences and 
financial constraintsfinancial constraints

•• There is no best  conventional, CAM or There is no best  conventional, CAM or 
integrative treatment planintegrative treatment plan——the most the most 
suitable strategy evolves with changing suitable strategy evolves with changing 
symptoms and circumstancessymptoms and circumstances



Concluding RemarksConcluding Remarks

•• Significant and consistent findings including Significant and consistent findings including 
systematic reviews and metasystematic reviews and meta--analyses suggest analyses suggest 
comparable efficacy of many natural products comparable efficacy of many natural products 
and conventional psychopharmacologic and conventional psychopharmacologic 
treatmentstreatments

•• Many natural products are safe in combination Many natural products are safe in combination 
with conventional treatmentswith conventional treatments

•• EvidenceEvidence--based integrative treatments will be based integrative treatments will be 
used to improve outcomes and reduce side used to improve outcomes and reduce side 
effectseffects
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