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Abstract  Rationale: Although reports of caffeine with-
drawal in the medical literature date back more than
170 years, the most rigorous experimental investigations
of the phenomenon have been conducted only recently.

Objectives: The purpose of this paper is to provide a
comprehensive review and analysis of the literature
regarding human caffeine withdrawal to empirically
validate specific symptoms and signs, and to appraise
important features of the syndrome. Methods: A litera-
ture search identified 57 experimental and 9 survey studies
on caffeine withdrawal that met inclusion criteria. The
methodological features of each study were examined to
assess the validity of the effects. Results: Of 49 symp-
tom categories identified, the following 10 fulfilled
validity criteria: headache, fatigue, decreased energy/
activeness, decreased alertness, drowsiness, decreased
contentedness, depressed mood, difficulty concentrating,
irritability, and foggy/not clearheaded. In addition, flu-like
symptoms, nausea/vomiting, and muscle pain/stiffness
were judged likely to represent valid symptom categories.
In experimental studies, the incidence of headache was
50% and the incidence of clinically significant distress or
functional impairment was 13%. Typically, onset of
symptoms occurred 12-24 h after abstinence, with peak
intensity at 20-51 h, and for a duration of 2-9 days. In
general, the incidence or severity of symptoms increased
with increases in daily dose; abstinence from doses as low
as 100 mg/day produced symptoms. Research is reviewed
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indicating that expectancies are not a prime determinant of
caffeine withdrawal and that avoidance of withdrawal
symptoms plays a central role in habitual caffeine
consumption.  Conclusions: The  caffeine-withdrawal
syndrome has been well characterized and there is
sufficient empirical evidence to warrant inclusion of
caffeine withdrawal as a disorder in the DSM and revision
of diagnostic criteria in the ICD.
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Introduction

Caffeine is the most widely used behaviorally active drug
in the world (Gilbert 1984). In North America, 80-90% of
adults report regular use of caffeine (Gilbert 1984; Hughes
and Oliveto 1997). Mean daily intake of caffeine among
caffeine consumers in the United States is about 280 mg,
with higher intakes estimated in some European countries
(Gilbert 1984; Barone and Roberts 1996). In the United
States, coffee and soft drinks are the most common
sources of caffeine, with almost half of caffeine consumers
ingesting caffeine from multiple sources, including tea
(Hughes and Oliveto 1997).

After oral ingestion, caffeine is rapidly and completely
absorbed, with peak blood levels generally reached in 30—
45 min (Denaro and Benowitz 1991; Mumford et al. 1996;
Liguori et al. 1997a), and is quickly eliminated, with a
typical half-life of 46 h (Denaro and Benowitz 1991).
The primary mechanism of action of caffeine is compe-
titive antagonism at A; and A,, adenosine receptors
(Fredholm et al. 1999). Caffeine produces a variety of
physiological effects, including effects on the cerebral
vascular system, blood pressure, respiratory functioning,
gastric and colonic activity, urine volume, and exercise
performance (James 1997). Low to moderate doses of
caffeine (20200 mg) produce reports of increased well-
being, happiness, energy, alertness, and sociability,
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whereas higher doses are more likely to produce reports of
anxiety, jitteriness, and upset stomach (Griffiths et al.
2003). Chronic administration of caffeine results in
tolerance to a number of its physiological, subjective,
and behavioral effects (Griffiths and Mumford 1996).
Caffeine has been shown to function as a reinforcer in
humans (e.g. Hughes et al. 1991; Evans et al. 1994), and
some individuals become clinically dependent on caffeine
as indicated by being unable to quit and continuing use
despite having medical problems made worse by caffeine
(Strain et al. 1994; Hughes et al. 1998).

Regular use of caffeine also produces physical depen-
dence, evidenced as time-limited withdrawal symptoms
upon the termination or reduction of one’s usual caffeine
dose. Physical dependence on caffeine has been docu-
mented in both pre-clinical and clinical research, and the
biological basis has been hypothesized to be increased
functional sensitivity to endogenous adenosine (Griffiths
and Mumford 1996). Symptoms of caffeine withdrawal
have been described in the medical literature for more than
170 years. In 1988, the first comprehensive review of
clinical reports and experimental studies on caffeine
withdrawal was published (Griffiths and Woodson
1988), which provided evidence for caffeine withdrawal
as a discrete clinical syndrome. Since that time, the
research literature on caffeine withdrawal has increased
substantially. For example, of 48 blind caffeine-withdraw-
al studies identified for this review, only five were
published before 1988.

The present review was inspired by this emergent
research literature, which has not been comprehensively
reviewed, as well as by the practical need to develop
empirically based diagnostic criteria for caffeine with-
drawal. In 1994, a tentative research diagnosis of caffeine
withdrawal was proposed in the Diagnostic and Statistical
Manual of Mental Disorders (DSM-1V) to encourage
research on diagnostic criteria and the utility of the
diagnosis (American Psychiatric Association 1994). Only
one-quarter of the blind studies identified for this review
were available to the DSM-IV Work Group (Hughes
1994). The review also addresses the previous suggestions
(Rubin and Smith 1999; Dews et al. 2002) that caffeine
withdrawal is not clinically significant and is primarily
determined by expectancies.

Methods for searching and categorizing the literature
Search strategy and inclusion criteria

The following strategies were used to identify possible
studies for this review: (1) PubMed (1950-2004) and
PsycInfo (1872-2004) searches were conducted with the
keywords “caffeine” in conjunction with “withdrawal,”
“dependence,” “deprivation,” or “abstinence”; (2) the
authors searched their personal journal article collections
on caffeine withdrawal; and (3) relevant references cited in
papers obtained through the first two strategies and major
reviews of caffeine and caffeine withdrawal (Griffiths and

Woodson 1988; Fredholm et al. 1999; Nehlig 1999;
Griffiths et al. 2003) were examined to identify additional
relevant papers. To be included, experimental studies had
to require a caffeine abstinence period of 12 h or greater
because withdrawal onset generally occurs after 12 h of
abstinence (Griffiths and Woodson 1988).

Excluded studies

Although possibly relevant to caffeine withdrawal, several
types of studies were excluded from detailed summariza-
tion and analysis (Tables 1, 2, 3, 4): (1) several studies
were excluded because they were not clearly interpretable
(Horst et al. 1934; Mackenzie et al. 1981; Ammon et al.
1983; Smith 1996; Reeves et al. 1999; Watson et al. 2000);
(2) a series of carefully conducted studies comparing
placebo and caffeine conditions after overnight abstinence
were not presented in a way that was clearly interpretable
as caffeine-withdrawal effects (Yeomans et al. 2000a,b,
2001); (3) several studies that purported to demonstrate
caffeine effects after a period of abstinence (e.g., Lieber-
man et al. 1987; Brice and Smith 2002) were excluded,
although some of these studies acknowledged that the
effects may represent a reversal of caffeine withdrawal
(e.g., Bruce et al. 1986; Hindmarch et al. 1998; Kenemans
et al. 1999; Smit and Rogers 2000); (4) studies exploring
caffeine-withdrawal headache following surgical anesthe-
sia were excluded because of the possible confounding
effects of anesthesia (Galletly et al. 1989; Fennelly et al.
1991; Weber et al. 1993; Nikolajsen et al. 1994; Hampl et
al. 1995); (5) case studies of neonatal caffeine withdrawal
were excluded (McGowan et al. 1988; Thomas 1988); and
(6) a survey study purporting to assess the prevalence of
caffeine-withdrawal headache was excluded because the
methods were ambiguous and it was not clear whether the
subjects ever experienced periods of caffeine abstinence
(Sjaastad and Bakketeig 2004).

Categorization of withdrawal studies

The inclusion strategy resulted in the identification of 42
double-blind experiments (Table 1), 15 non-blind and
single-blind experiments (Table 2), and 9 survey studies
(Table 3). Table 4 provides a summary of the individual
withdrawal symptoms that are documented in Tables 1, 2,
and 3 (for completeness, Appendix A shows which of the
experimental studies in Tables 1 and 2 failed to document
each of the evaluated symptoms and signs). In construct-
ing Table 4, all symptoms documented in Tables 1, 2, and
3 were first catalogued, and then phenomenologically
similar descriptors were combined (e.g., drowsiness,
sleepy, drowsy/sleepy/tired, sedated, feel half awake, and
decreased wakefulness were combined in a single category
called “drowsiness/sleepiness”). Categories and descrip-
tors for each category are presented below. It is recognized
that the resulting 49 symptom categories may not represent
fully independent constructs. In the absence of empirical


https://www.researchgate.net/publication/284692335_The_effect_of_the_habitual_use_of_coffee_or_decaffeinated_coffee_upon_blood_pressure_and_certain_motor_reactions_of_normal_young_men?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/278984992_THE_EFFECTS_OF_CAFFEINE_AND_ASPIRIN_ON_MOOD_AND_PERFORMANCE?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/278984992_THE_EFFECTS_OF_CAFFEINE_AND_ASPIRIN_ON_MOOD_AND_PERFORMANCE?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/263332346_Endorsement_of_DSM-IV_dependence_criteria_among_caffeine_users?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/230595580_Caffeine_Withdrawal_and_Headaches?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/226822920_Perioperative_administration_of_caffeine_tablets_for_prevention_of_postoperative_headaches?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/226822920_Perioperative_administration_of_caffeine_tablets_for_prevention_of_postoperative_headaches?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/21148746_Is_Caffeine_Withdrawal_the_Mechanism_of_Postoperative_Headache?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/21148746_Is_Caffeine_Withdrawal_the_Mechanism_of_Postoperative_Headache?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/21085521_Caffeine_self-administration_withdrawal_and_adverse_effects_among_coffee_drinkers?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/20589037_Does_caffeine_withdrawal_contribute_to_postanaesthetic_morbidity?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/19782763_Neonatal_abstinence_syndrome?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/19736776_Neonatal_Withdrawal_Symptoms_After_Chronic_Maternal_Ingestion_of_Caffeine?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/19419666_The_psychopharmacological_and_electrophysiological_effects_of_single_doses_of_caffeine_in_healthy_human_subjects?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/16926064_Effects_of_caffeine_withdrawal_on_isoproterenol-stimuiated_cyclic_adenosine_monophosphate?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/16328092_Adaptation_of_blood_pressure_to_continuous_heavy_coffee_drinking_in_young_volunteers_A_double-blind_crossover_study?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/16328092_Adaptation_of_blood_pressure_to_continuous_heavy_coffee_drinking_in_young_volunteers_A_double-blind_crossover_study?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/15109138_Caffeine_dependence_syndrome_Evidence_from_case_histories_and_experimental_evaluations?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/15069300_Effect_of_previous_frequency_of_headache_duration_of_fasting_and_caffeine_abstinence_on_perioperative_headache?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/14826906_Perioperative_Ingestion_of_Caffeine_and_Postoperative_Headache?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/14583255_Caffeine_dependence_An_alternative_view?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/13502435_The_effect_of_black_tea_and_other_beverages_on_aspects_of_cognition_and_psychomotor_performance?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/13398302_The_Effects_of_Caffeine_Withdrawal_on_Cognitive_P300_Auditory_and_Visual_Evoked_Potentials?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/13240325_Actions_of_Caffeine_in_the_Brain_with_Special_Reference_to_Factors_That_Contribute_to_Its_Widespread_Use?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/13216787_Are_we_dependent_upon_coffee_and_caffeine_A_review_on_human_and_animal_data?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/12838156_Caffeine_and_Stroop_Interference?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/12838156_Caffeine_and_Stroop_Interference?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/12480127_Reversal_of_Caffeine_Withdrawal_by_Ingestion_of_a_Soft_Beverage?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/12411128_Expression_of_flavour_preferences_condition_by_caffeine_is_dependent_on_caffeine_deprivation_state?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/null?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/null?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/null?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/null?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=

(Kep/Bw (g “a'1) sasop autafed ySiy A1oA Jo uoyeurwid) uodn swojdwAs [emerpyim aonpoid o)
JUSIOLJNSUI SEA 20USUIISGL JO U ;7 ey} Surearpul se pajoidiojur sem yorym skep afuaf[eyo auiafjed pue 0aoe|d ay) usamiaq
PALINGI0 §103JJd O ‘dnoI3 SUILEd Y} UIYHIA poLIad [EABIPYIIM [BUIJ SY) UI SSIUIAIEY[E) JO STUIEI JOMO| PUB JYIBPEdY
Jo s3uner 1aySty payodar uONIPU0I SUIAFED SIUOIYD ) U $193[qns ‘UONIPU0d 0a0e]d oTuoIyd At Ul s)2(qns s pareduwor)
©%11)
K1oyuasuy uorssardag 30g oy pue (%8) an3ney pue (%] 1) J031A (%8) AIOIXUL-JIEI) UO SII00S [EULIOUGE PAMOYS PUE (%€ )
Juawa3emodsp andsop soIsad[eue pasn (%,7S) AYILPeY 219A9S J0 ajeropow papioda $103[qns atow pouad 0gagerd
Suump ‘ouragyeo pue durjaseq yim paredwos {(paads Surdde)) soueunopad sojouroyassd (SNOJ) SsaurpuaLy (SINOJ) 1051
‘Q0UAPIJU0I-J[3S “PAYSTILSAUSIU0I “DATIOR/ATIOUD ‘SATATIOR POJE]OI-YIOM/SYSE} 0P 0} 951N ‘SSOUAATIEN[E) ‘ZI[I90S 0 ISP
‘Bu10q-J[om Pasea1dap pue (SINOd) ourqiISIp poout [2j0) (SOJ) MAULIP[IMAG-UOISIJU0d (SNOJ) anSney Kiojudauf
KR1XUY J1RI]-01)G JO SA[BIS J1e1} PUE RIS “(Y-06-TDS) UOHBZIRWOS ‘521008 AI10JudAU] Uoissaida(] 40ag ‘s[jads pjoo pue
104 ‘s39] pue sture ur Surjaay AAeay ‘s3urfaa) ayIj-njj ‘@yoepeat] ‘papeatea]d jou/A350y/Azznw Ysi33nys/pamypanSiyey/ASreyio]
‘Burume£ ‘Kdaajs/AsmoIp ‘uorsia paunjq ‘Kdwnig/ssoro/a[qeiun pasearout 0qageld ‘Qurajjed pue aulfaseq yjoq yim pareduwo)
(1ore—£smoip ‘onagrauo-oigreyya))
$9[eas 1ejodiq Uo ssouIsmoIp pue AZIRYIO] Pasealoul pue ‘sa[eds Jejodiun o SSaupaln pue AYoepeay paseatoul 0qaoe[d
‘QUIAIJEO JO S0P OIS UM pareduwiod ‘dnoid sousunsqe Y-z oy ul ‘dnois souounsqe Aep-/ ayy uey Suwm douewopad
10j0W0YdASd A10W PIMOYS PUE SSIUPIN PUB AYORPRIY Paseatout patiodar dnoid aouaunsqe Y- oy ur $193fqns ‘oqaoeyd 1oy
(skep ¢'7 ueowr) sKep 9] Pajse] Pue 0UAUNSQe Jo Aep PUZ 10 IST ) UO PaLE}S SAYILpeay] {ayoepeay papiodor
$100[qns Jo 9,74 ‘poLiad 93309 PoTRUIOILIAP A JO YoM IsiIy Y SuLnp oo 0) Ay oo ApuedyIuSis sem AYoepedH
*00UAPU00-J[3S PUE “UONRIUIIUO ‘UONISOMSIp 190 PasLaIop pue
‘sonianoe pajefar JySnoyyyom parredur ‘Kdoays/Asmorp ‘Azznur ‘oyoepeat] pasealoul PAMOYS s103qns Jo 9,/ ¢ uey) aIou Jey)
pajensuowap 0q20e[d druoxyd snsioA 0qaoe|d JUANIUINUI JO PUE JUIAJEd SnSIA 0qa0e[d JuapIuLIUI Yloq Jo siskjeue spalqns
-uIga HueorjIusis J0u 0JoM YIOM J0J UOHBALOW PUE JI0M/SYse) op 0} a5n ‘Kjjiqe [eqioa paxedun ‘Kzzip/papeayyysi
:suondooxa] (] aseyd woiy oqooed jo z[-g sep) pouad 0qaoe|d druomyd € Yim paredwos sem 0qaoe|d Juon LI
UOYA JUROIUSIS OS[E 219M SNOAIIW/SNOIXUR PAsea1dap snjd swopdwAs [eseipyim asay) Jo [[e AJjiqe [eqioA parredu
PUE SANIAIOR pajefal JySnowyypom paxedunt Kzzip/papeayyydy| ‘uoisia paunjq ‘Furumes Kdoajs/Asmoip Kzznw pasearout
Se [[am se (9A0qe 295) | aseyd ur paarasqo swojdwAs [emeIpyiim ay) Jo [[e Ul paynsar 0qaoe]d JuapIuLIAuI ‘SAep duIdfyed
A poredwiod ‘uonippe ur {(SNOJ) SSPUIPUL pue (SIOd) J0S1A Pasealoap pue (SINOJ) FOUBGIMSIP Poou [ejo) pue
(SINOJ) uoULIOP[IMAQ-UOISNyu0d ‘(SN(O) anBiyey pasealout ut pajjnsar oqeoe|d juapuuiolur ‘sKep duojjea yim poreduo))
YoM ® N0QE JOAO S[IAJ] [eMBIPYIM-0Id
pIemo) pasearsap Aoarssardord pue 7 1o 1 skep uo payead swoyduwAs [eMEIPIIA ST} $20UIPIUOI-J[AS PUE ‘PALISIES/UAUOD
“J10M/SSB) OP 0} 9TIN ‘DAJOR/ATIOUD UONLIUIIUOD YIOM 10J UOHBALOUW ‘UONISOdSIP [2190S ‘TUIdq-[[oM JUBAINSQOQANUAYE
/Ma[e POSLAIOAP Puk ‘S3uI[ad) I[N pue ‘Fuiaed ‘ysi33nis/pai/andue)/ASieya] ‘ssaupns/ured dposnu ‘uorssaidop ‘Adwnid
/SSOIO/Q[QRILLIL ‘SSAU[N] [2IGII0 “QYIBPLAY PISBIIOUI Ul PAJSAI UONMISqNS 0a0e]d DOUBUSIUTEUL SUIIED YN paredwo))
oepEaY [eAeIPYIM papiodar s103[qns JO 94001 ‘uondwnsuod 03[0 pajeuaeoap Suunp
Pasea1oap Sunjows oareSio (21008 [eMeIPYIM 2)1s0dwi0d € U0 Paseq [EMBIPYIIA JUBILIUSIS PAMOYS OS[e JOIARYAq S19algns
JO UONBAIOSQO (SINO) SSAUI[PUOLY Pue (SINOd) 10514 DA1OR Uo[e pasealoap pue (SNOdJ) anSuey ‘Aze| ‘Kdoals ‘ayoepeay
Jo s3uner 109[qns Pasea1oul ur PAY[NSa UONMINSqNS AFF0I PAJRUIAYFLIIP “UoNdNSu0d 33JJ00 PajeuIdfed Y paredwor)

suuydourda Areurmn o ‘ournydourdorou Areurin ‘amssard poojq uo $}901J 9[qeI0j0p Ul Jnsal Jou pip 0qaoe|d Jo uonmusqng
S108N 991J00 Y ur swojdwAs [emeIpym Jo uoissarddns pojejar-osop e paonpoid
Ajrerouad surajjed ‘ouajges ym paredwod dAnor/ASIoUd PuB ‘SSAUPOIUNUOI DALEN[E) JO STurer pasearoap pue Adoays
‘alqeyr ‘ysigsns/Azey ‘ayoepeay jo s3uner pasearour paonpoid 0qaoeld s19sn 23300 Suote (AUIUNSAR AUIAJFED 18 SNOAINU
pue ‘djqesun ‘Adaoys arow pue Yuajuod pue onofIous/ANOE Uo[e S| AIaM SIOSN 99JJ0I ‘SIOUIBISQE 391J00 Ui pareduwio))

0qa0e|d puB JUIAIJED Y10q Jaye %[> sem dyoepeay Jo Aouanbaxy ayy s1auLIp JySI| Ul {(S[eLy JO %,/) AUIAFED JoYe uey) (S[eL)
30 9%71) 0gaoejd 1oy JoySiy ApjuednIugis-uou sem yoepeay Jo Aouanbary ay SINULIP LIOPOW UI (S[EL JO %€) JUIFLD
Jaye uey (s[er Jo 967) 0qaoe(d 1ok Apuanbay atowr APuedyIudis pandoo dyoepeat] SUILIOW SIULIP 291J0d KAedY U]

payuaa AJeaidojoiq sem dousunsqe :0qaoed Jo skep ¢ Aq pamoijoy ‘(Aep pug

oy uo 1 Sw-¢81 Ajarewnrxordde) auragyes Jo sasop Jamof Aaarssarsoad jo skep 7 £q pamoyjoy ‘aseyd 201040 0qaoeld snsiaa

auiogyea Kep-¢ e £q pamoj[o} (P11 Sw-gog 03 p11 Sw-| wouy passardord asop ayy) sKep g1 10§ AUIAJFLD PIAIIAI (9] =)

UONIPUO) JUIAJJLd OIUOIYD dY) Ul §10a(qns 0qadefd Jo skep , 1oyjoue Aq pamoyjoy ‘aseyd 01019 0qase[d snsIoA AUIYFed

Kep-¢ © £q pamoy[oj ‘sAep g 10j 0qaor]d PaAIddAI (9]=\) uonIpuod 0qaoefd omuoxyd ayy ul s393fqns Apnys ayy JnoySnoiy)
soqnsdes paaraoar spalqns ‘usisap dnoid ssoioe pue s3oaqns unpm {(Aep/Sw ¢p¢ UBA) SIWNSUOD AUIAFEd AJIep 7E=N

PaYLIA A[[eOI50[0Iq SEM 20USUNSGE $0qade[d 10 (IRIUI [ENSN NIAY) 0} PAYIIRW) AUIAJJLd Fururejuod sa[nsdes parsiupe
213M PUB SIAIP 331J-UIJJRd PAWNSUOD A3Y) Yorym Funp spouad Aep-g 0} 1318 PUB (UI[3seq) AYEIUT SUIAJJRD [BULIOU
112y SununSuod Iy passasse Aom s302(qns <uSisap syoalqns-unpim {(Aep/Sw ¢gg ueA) SIWNSUOD AUIATEd AJIep 79=N
payjua AJ[ea1Sojoiq sem 0ULUNSQE IAPIO WOPUEI Ul duIdjjes Sw-((s Jo Sw-(gz ‘0qaoeld Sururejuod
sansded paAvoal sdnois yoq I $103[qns {S[EAIONI -84 18 PAJONPUOI SUOISSAS IIY) UIIMIAQ S [[oM Sk 210§dq SKEp /, 10]
QuIaIJed Woxy pauteisqe dnoid 1oyioue ur s}9a(qns (S[eAINUI AP{aaMm Te PIJINPUOD SUOISSAS 31y} 0} J0Ld Y- 10J SUIAFLd Woi]
paureysqe dnoxd duo ur spa(qns <uSisap dnoid ssoxoe pue spalqns urpim ((Kep/Swr 8¢ ULAW) SIASN AUIJLO [EMIqRY [7=N
patyLIdA AJ[ea1S0[0Iq 10U 20USUNSQE (SYAAM § IO OB ‘907J0I PojeUIdeIdp 10 (Kep/autofed
Sw ggp) 29509 pojeuragyeo Aep/sdno-g paa1adar spalqns ‘uSisap spoafqns-uryyim {(Kep/sdnd g—) s1oyuLIp 231509 A[1ep Sp=N

parjuaA Aj[eor3ojoiq sem aouaunsqe {(skep ¢ jo aSeioae ue £q pajeredas)
Kep | Jo} ourdpjed 10j paymnsqns d1om sa[nsded 0qaoe[d SUOISEII0 AL UO {SYdaM § 1o} Aep/ourapyes Sw (0 Surureuod
sansdes udAIS s)alqns ‘uBisap soafqns-uryim uondwnsuod ourdRed Je[n3ax Jo SAL0ISIY YA §10a(qns-10jeSNSAUI =N/

payuaa A[[eoiSojoiq sem doudunsqe sAep 71—, 1o Aep/ourajed
Swr 0] Suturejuod soqnsdea uay pue ‘sep 7 Joj sapnsdes 0qaoed uoyy ‘skep ¢ 10} Aep/ouaged Sw (] Sururejuod
sansdes udAI3 s)oalqns cuBisop soafqns-uryim uondwnsuod duIdRFed Je[N3ar JO SALI0ISIY YA §10a(qns-10je3NSaAUl /=N

£10Je10q€] [EIUAPISAI € Ul PAJoNpUod seM Aprs Jnq paljLidA A[[earSojoIq Jou oudunsqe ‘s£ep ()] ISea| Je 10j 93jj0d

PIJRUIAIBIIP 0) POYINMS 0JOM $}90[qns ‘(SKep G 15e] oY) Joj durd)yed Kep/3-G7'| ueaur) uondwnsuod a3}j0o wnyiqy| pe Jo sep
AANoAsu0d ()] Ajarewrxoxdde 1oy <ugisap spoafqns-uryim (Aep/sdno 7] ueawr) SIYULIP 207J09 AABIY AIOM OYM SI[BW /=N

PaYLIdA A[[IIS0[0Iq SBM S0USUNSGR ‘SAR { 10J SYULIP PaIoAr]) 0gade|d Jo uonmusqns Aq

PAMO[[0] ‘SAep / 10J SYULIP PRIOAR]} Ul Aep/dUIajjed Sur ()G/, paAraoal spoalqns ay) Jjey Ajyewrxordde cuSisap dnoid ssoioe pue
$103[qns urim Kprys oty Surpaoaid $03M ¢ 10J JUIUNSQE AUIAJFLD AIOM SISUINSUOI AUIAJFLI [BNIIGRY JOU OIOM OUM S)[NPE §] =N

PatgLIoA A[[eo1S0[0Iq J0U 20USUNSQE {SAWT) 201} Pajeadar A1om SUAWLAL) {(SINOY (060 Inoqe) Surwiowr Surmofjoy oy

93]J00 PAJRUIRLLIAP UI dUIAJED Suw-())€ 10 Sw-(g ] ‘0qaor]d PaAIadal pue JouuIp 19}J& SUIAFRd WO paurelsqe s1palqns ‘udisap
dnoi3 ssoxoe pue s)oolqns uIyIA {SIOUIRJSQE 39100 d[ewdy § pue (Kep/sdno drowr 10 §) SIBNULP 39JJ00 A[Iep d[ewd) §¢=N

PaLLIOA

A][eo1S0[01q 10U 20UAUNSQE $A0IM) USAIT SJUSIIBAI) YIOQ YIIM ‘SIYSIU JAINOISUOI INOJ JOAO WINPA] Je AYJOO PAJRUIFLIp

ur 0qeoe|d 10 QUIRJFED FW-()G] PAAIIAI PUE YOuN] JoYE AJJ0d WO paurelsqe sjalqns ‘udisap spoalqns-uryyim {(Lep/sdno —()
s1ayuup 31y £¢ pue ‘(Kep/sdno —7) s1ojuup eapour ¢z ‘(Aep/sdno o 10 ¢) s1oyuLIp 33j500 Aaeay 91 Ajdjeunrxoxdde = \

(T661) SPIUD pue sueAq ([

(T661) 'Te 10 URWLIAATIS *6

(1661) Te 10 2onig °g

(0661) uerey] pue diopjassn( uea °/

[z aseyq] (0661) T8 10 SO 9

[1 aseqq] (0661)l 139 spguD "¢

(9861 1419 spun

(1861) 'Td 39 uospaqoy °¢

(6961) T2 30 UIASPOD °T

[p pue o sjuowiadxa] ($961) waispion ‘[

»qSWOIdWAS pue SuSis [eseIpyip

usisaq

20UIJOY

LJEMBIDYIIM SUIOJIRO JO SAIpMs [ejuowlIddXd purjq-o[qnop jo Arewung [ J[qe],


https://www.researchgate.net/publication/20892968_Low-dose_caffeine_physical_dependence_in_humans?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/20892968_Low-dose_caffeine_physical_dependence_in_humans?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/20892968_Low-dose_caffeine_physical_dependence_in_humans?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/19388737_Human_coffee_drinking_Reinforcing_and_physical_dependence_producing_effects_of_caffeine?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/19388737_Human_coffee_drinking_Reinforcing_and_physical_dependence_producing_effects_of_caffeine?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/19388737_Human_coffee_drinking_Reinforcing_and_physical_dependence_producing_effects_of_caffeine?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/16188693_Tolerance_to_the_humoral_and_hemodynamic_effects_of_caffeine_in_man?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/16188693_Tolerance_to_the_humoral_and_hemodynamic_effects_of_caffeine_in_man?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/16188693_Tolerance_to_the_humoral_and_hemodynamic_effects_of_caffeine_in_man?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=

(suorpuod

a1 JO 410q 10 AU Ul dn3yje] Jo/pue SSAUISMOIP PIMOYS %,9) ANBIe] 10 ‘SSUISMOIP ‘AYILPEAY] PIMOYS UONIPUOD Fur

-L1 3y} w $122(qns 3y JO %67 PUB UONIPUOD Fw-¢¢ Yy UI $199[qnS Y JO 9,05 18y} Pa[eIAdI SISK[eue 10a[qns-urgnm (SNOJ)

1051A pue {SINOJ) SSUIPUALY ‘FUIaq-[[am Pasealdop pue ‘Yoewio)s 1asdn/ayIeyIrwols pue ‘ssox/AI5ue/pajensniy/aqeiu

{(SINOd) uoisnjuod (SINOJ) A1RIXUE ‘SNOAIdU/ASU)/SNOIXUE Pasearour 0qaoe|d ‘uonipuod Sw-/ ] ayy i paredwod Furaq
[0M PUE YI0M 0) POIEATIOW ‘OAIEN[E) I0W ‘PAJIOX/ATIOUd/ANOR Paseardop 0qadeld ‘uonipuod Sw-¢¢ ayy yyim paredwo)

JUSPLU0I-J[3S PUEB ‘OIFIOUD ‘SNOIXUR ‘Hd[e JO STUIRI PIsealodp pue
‘Surume£ pue ‘pajeanourun ‘pamy ‘Kdaafs ‘payepas ‘ajqerasiu ‘Ayoepeay jo s3uner pasearour papodar spafqns skep oqeserd uQ
ssauyaIs pue easneu Suntodar osje asay
J0 %87 yna ‘ayoepeay Suiqqouy asngip pariodar o6 ASreya] pue pamn paseasour papodar s)oalqns Jo 9,9 <daoys o) Jasuo
Jo s3unex pue ‘amssaid poo|q 1[0JSAS douelNPUd UIys Pasearodp pue Ayjenb doays Jo s3uner pue apnyiuew yead eydye
DA paseatout 0qaoed ‘duraseq Yim paredwod SUONENSIUIWPE-d1 JUIITE) Uodn PIsIonal A S)IJJd IS <UONBNUU0D
PUE SSAU}IOJE PAsLaIoap PUe ‘SSAUIZZNW Pue ‘Uonepas ASIeypa] ‘ssaupaim poseardur 0qasefd ‘ourjaseq yym pareduwor)
(oanenur pardde pue ‘suoedojur
PIeAYORq JO JOQUINU ‘UONIE JO AJISIOAD “UONBULIOJUI 0) dSUOASaI JO PAads ‘SUOISIOAP JO Joquunu “3°T) SYSe) paje[nuuIs
x3]dw0o uo doueuLIofIad Paseardap pue axmssaid poojq doIsks pasearoap 0qaserd suiafed yim paredwod ‘oApuanbaiy tarem
ssed 0} paou ‘aA1oB/A310U3 “QJe1jURU0D 0} AJI[IQe ‘TUIaq-[[oM JUBAINSQO/QATURE ISR PAsea1dap pue Adwnis/sso1d/a[qeLu
“ys138nys/pamyonSryey/ASreya] ‘Sutume ‘Kdoajs/Asmorp pasearour Yy pajeroosse sem 0qaoeld ‘duiagyes i paredwio))
SIOSN QUIOJEd MO] Ul 0qaoe[d pue duIdLfed
U3OMIOQ PUNOJ AIOM SIOUBIAJJIP JUBILIUSIS OU ISENU00 Ul A[OAI] PUB ONATIAU ‘PIPRIYILI[D ‘[NFIIYD U SISBAIIP PuUB
pam ur saseasour papodar 0qaoe[d Furareoar s103[qns ‘Qurazed SuIAI0a1 §193(qns YA Paredwioo ‘SIS UITEd ALIIPOW U]
PapeaYIRA[d Pasealoap pue pajodfap ‘Asmoip ‘pamm Kiue ‘oyoepeay pasearour paonpoid
SIOWINSUOI-UOU YA paredwiod doudunsqe JySiaA0 pejpafop pue Asmoip ‘pom ‘Kidue jo sSuner paseasour paonpod
20uaUNSqe Jo SKep £ YA paredwod 0UaUNSqe JYSIUIAAO {[NJI93YD Pue ‘A[PUSLY ‘PIPRIYILI[ JO SUIRI PISEALIP pue
pajafop ‘Ksmorp ‘pam ‘Kiue Jo sJuner paseardur paonpoid aouUNSqe UT-(6 Ui pareduwod (Y G1—¢[) 20udunsqe JYSIUIAQ

£10A1[0p 93J300 Aq pasrojutar yse) juesado ue uo Surpuodsar Jo junowe 19915 jou pip dousunsqe Kdos
—pam pue ‘YsI3n[s ‘Kyoepeay pasealoul (0USUNSGE Y-¢*¢¢) 0gaoe]d ‘SUONIPUOD AUIAJJLI %4001 PUB %(S Y} Yim pareduwio)
QAEY[E) PISBAIOAP Pue ‘YSIFFn[s-Aze| ‘ss010-AIFUB—ParRnSII—|qeILLI ‘QYIBPEIY Pasealour
Suniodar 9,6 pue ‘payysies-paxXe[aI-JUAU0D PIsea1ddp pue ‘passaidop ‘pam-panduey paseasour untodar 98] 1051A pue
‘QJEIUAIU0I 0} J[qe—RANUANL—1IA[R PANIXI-INATIOU-dAIIR—-PAjRNWYS Ul SaseaIdap Funodar o/ 7 pam-Ldaajs—Ksmoip
ur sosealour Sunodar o464 ynm ‘sSurjel wojdwAs a1ouw 10 U0 U0 $1991J9 JuLSLIUSIS PAMOYS 190[qNS JO %,/ TRy PO[RIAL
SasA[euR $)09[qns-urim $1031A Pue ‘dJenUIU0I 0) AqE-ANUINL—H[E ‘PAYIXI-0IBIIUI-IANIL-PIJRNWNS PISLIIP Pue
passaidop pue ‘ysiS3n|s—Aze| ‘pam-andney ‘sayoepeay ‘parm—Adosjs—Asmoip pasearour oqodeld ‘duragyes oy i paredwo)
sSuner wojduwAs
10U 10 AUO U0 $)991J0 JURAYIUFIS Parmoys $192[qns Jo 9,¢¢ 18y} Pa[earal saseue $)90lqns-uIyyim AL [e) AU pue
18qMeAY Je[nZow pasealoap pue ‘paim-ondie) pue Kdoajs-Asmoip ‘passaidop paseasour 0qaoed ‘duiagyed ) yym pareduwo)

ABPEAY PASLAIOU! USUNSAR Y-¢¢ ‘QOUBUAUIRW JUIAFED M pareduro))
sanpAnoe AJtep [eurou ur jusuureduw euonouny payodr o4¢/ UOWASEINOISIP
andsop asn a1sa8[eue papodar o6 {(paads Suiddes) soueunioprad JojowoyoAsd ur sasearoop JuedyiuSis pamoys s109[qns Jo
%5 0qade[d 1oy ‘aurapyes i paredwioo {(K10juaAu] UoissaIda(] }0ag) U0IsSaIdap Ul SUOIRAI[S PIMOYS %49¢ PUB (SINOJ)
JOSIA UT S3SBAIOAP AWANXD PIMOYS %Gh (SINOJ) NTIB] UL SISLAIIUT WX PAMOYS %/ 7 ‘SWLIOU PIZIPIBPURIS (NI
paredwod ‘ayoepeay Jo s3urjer [ewrxew payodal o9 <0qaoe|d SurLmp [eMBIPYIM UL JO AIUIPIAD PIMOYS 9,78 ‘[BIAAQ

sKep pojeurajyes
im paredwioo sKep pajeuIafeddp uo swoydwAs asay) JO SI0W 10 U0 0 ‘NTNL] ‘SSIUISMOIP ‘AYIBPRIY Ul SISLAIOUL
Jueoyuds payodar ‘Ajaanoadsar ‘s10alqns JO 9,61 PUB ‘U4t Y%bT ‘%0€ 1Byl pamoys sasjeue [eonsiels s)alqns-urip

JPRLLIaA A][BII50[0Iq 10U OUAUNSYE $BOUBUNISGE Y- INOGE JOYE PALINDIO JUILUSSISSE (20 /B /|

10 S ¢¢ JOY)IR) WNIQL] Pe Se[0d PAJRUIA}JEd PAWNSUOI AP IAYJOUR UO PUB WNHQI] Pe SB[0 0L-OUIAJJed PAWNSU0I §}93fqns
Kep 2uo uo ‘sjeasojur Ayoom je sfew Xis <uisap spoafqns-urim {(Kep/Sw /¢ UBdW) SIAWNSUOD 0D PAJRUIONLd A[Iep §=N

£107R10GR] [Y)UOPISAI B UI PAIONPUOI

sem Apnys Jnq parjLIaA AJ[eo1S0[01q Jou 2dUAUNSqR ‘¢[—7] Pu 9—¢ SAep uo suonmusqns 0qaoe[d Kep-z omy 10y 3daoxa Ajrep
aurapged Sw-((¢ Surureyuod sapnsdes uaaid spoalqns Apnys juanedur Kep-/ | ‘uSisap spoalqns-urpim s1asn durdpyed Ajep 71=\

payLaA A[[eaiSojoiq sem doudunsqe ‘skep

€ 10 skep 7 10j sansded duiafed Aq pamojjoj SAep 9AINIASU0O 7 10] sansdea 0qaoe]d parraoar s103[qns (axyeyul [ensn 1oy

0 PayoIeW) AWAJJed 10 0qade[d Jayytd Fururejuod sapsded parLedar s19a(qns ‘uondwnsuod AT [ensn FULINP JUSWSSISSE
aurfaseq Jaye <uSisap Hoyod paraddeys sdnoid ssoioe pue urym {(Kep/Sw (9¢ UeA) SIWNSUOD JUIAJED [BNNQRY (=N

payuaA A[eaidojorq sem

20U0UNSqe ‘0qo0e]d 10 (9Yejul [ensh 1Y) 0) PAYJeTH) dUIAFeo Surureuod sonsded 1Yo UIAIS 1M $02[qns Aep JuoSSasse

ay Jo Surwow pue Kep Juatussasse ayy 0} Joud Lep ayy ‘sKep Juawssasse 7 Jo yora 0} Joud y-9¢ 10J AUIdIFRD WOl UIR)Sqe
0} pajonnsur A1m s109[qns ‘uSisap sjoalqns-urym {(Kep/Swr g9g ueawr) suonisod [eudSeurw oY OYM SIOSN JUIOED GT=N

PaLyLIoA A[[201S0[0Iq JOU 20UQUIISQE $10Je] [ | PALINIOO JUDLISSASSE YULIP

PaJRUINJRI-UOU B PAUNSUOD J[BY PUE JUIJJLd Sui-(), SUIUIEIUOO JULIP B PAWNSUOI $199(qns 3y J[ey| 0uaunsqe JYSIIoA0 oy
(su01sSas [eyuduLIadxa ud) {(Kep/Sur g7 ULAW) SIASN AUIFFRD AJRIOPOUW G7=N Pue (Kep/Sur /4 UA) SIASN QUL MO] HT=N

,PayLIRA A][EOIS0[0Iq J0U QdUAUNSQE ‘IAPI0 PAOUE[RGIOIINOD Ul Bul (G 10 Bu (), ‘0geoe|d Suurejuod sajnsded

PaAI2AI dnoid yora ur spoalqns ‘sKep / 10 YSILIOA0 ‘UI ()6 JOYII0 10J QUIAJJEd WO} Paulelsqe oy sdnoid Jownsuod
011} pUB SIOWNSUOD-UOU :SdN0IF IN0J SIWNSUOJ-UOU §[=A Pue (Aep/Sw 77 UBAUI) SIDWNSUOD JUIAJFED Je[nTal =\

PANLIAA A[[BIISO[0Iq SeAs 0UAUNSAR JUSUISSISSE

Jo Kep oy pue 21050 AP OY) UO (SJUNOUIE [BNSK LAY JO %((] 10 %(S) SUIdFFed 10 0qade|d Sururejuod sajnsded parajsiurupe
219M PUE IP J0I-OUIJJEd B PAUINSUOD $103[qns ‘uFisap soalqns-urpim <(Kep/Sw 989 ULAW) SIOWNSUOD 3JJ09 A[IBP G=N

;payLa A[[eIS0]0Iq J0u doUAUNSqE 2OUAUNSE Y-pT JNOGe

Ik POLINGOO JUALISSasse {(Surates/Su (g 10 Swr 7 J0YII0) WNIQI] Pe 9509 PAJRUIJ LD PAUINSU0I &P JOYJOUE UO PUB WnjiqI|

PE 99JJ09 PAJRUIJJLIIP PAWINSU0D $99[qns ABp dUO UO ‘S[EAINI APooM Je S[eLn) XIS <USISap $)00[qns-uryim $1sd) Suruaa1os
© U1 20uaIja1d auIazyes 10 swojduwks 2ousunsqe auIagyed SuImoys 10§ pajdafas (Aep/sdno 9°¢ ueawr) SIaNULIP 23109 AJep 1=\

payLIaA AJeo150[01q J0U Q0UAUNSQE AIULUNSAE Y-p7 JNOE 1O}JE PALINII0 JUIWISSAsSE {(z0 §/Swr ¢¢) wmiqy pe

2[00 PAJRUIAFJEd PAWNSU00 AP JOYJOU. UO PUB WNJIQI| Pe SE[0D 021J-OUIaJJE0 PAWNSU0D SJoa(qns Aep duo U ‘SjeAsaul APyoom
1e S[ew X8 ‘uB1sop s)00[qns-uryim {(Kep/se[0d PajeuIdIJed Zo-7| ‘g7 UedU) SINULIP B[0d A[iep (G- So3e) Suadsajope §] =N

PaljLIdA AJ[e2130]0Iq SeA 0UdUNSqE (AUIdIJEd Fw-(0¢ 10 0qa0e]d Furureiuod sopnsded JYNA PAIAISIUIWIPE AIM PUB JIIP
221j-0UIaJJed B PAwNsu0d s93fqns powad y-¢¢ © 1240 ‘uSisap syoalqns-uryyim {(Kep/Sur gy urat) SIWNSUOI 33509 ATIep | [=\

PaLjLIOA
AjreaiSojoiq sem dououmsqe ‘0qaoed 1o (yejul [ensn T 0) PAYOEL) QUIAIFEY 0 Sa[nsded PaIAISIUTWIPE dJom
PUE SJAIp 921j-0UIAJJed Pawnsuod Aoy yorym Suunp spouad Kep-g om 1oy passasse arom sjoalqns ‘uSisop spoalqns-urgim
‘auIa)Jed uo duapuadap 20ur)SqNS 10 BLIALD ONSOUSRIP A[-NS Jow oym (Kep/Swr /G¢ UeIpau) s1asn durdgyed AJiep [[=p
§100[qns [[e 1 parjLIdA AJ[ea150]0Iq Jou douduNSqe ‘oduouNsqE
-y IN0GE Jo}j& PALINOO0 JUoussasse {(Suratas/Sur (([) 99§00 pajeurajyed paunsuod Ap IOYJOUe Uo pue 93J0d pajeurajjeoap
Pawnsuod $19a[qns A&p uio UO {S[eAIRIUT AYoas 18 S[eL) XIS USISop S10alqns-uryiam :59) Suruaalos e ur duiafjeo 10y aoualajerd

[1 dxd] (q2661) ‘T 10 Londr 77

(L661) T 30 1oW0)) *

[4

4(9661) 'Te 19 19peT 07

(5661) e 10 Magnang “6[

(5661) 'Te 10 s1930Y 8]

(S66T) "Te 10 wOSpIeYory °L[

(S661) T2 12 TRYMA 91

(S661) T 30 soysny *

v

(s661) '1e 10 3feH 41

s}

A(P661) T 10 Tonerg *

(p661) T 10 reng "7

[(Q'eze61) T8

12 01ATIQ (7661 ‘T66T) “Te 10 SaySn wox

10 [EMBIPYIIA PAMOYS 10 SJ021J2 SUIAJed 10 23j0d Suisn paiodar oym (Kep/Sur g6 ueawr) S1ONULIP 23300 AJiep /¢=) SHNsal sazuewwuns] (¢661) e 10 Saysny 1|

»qSWOIdWAS pue SuSis [eseIpyip

udisaq

20UIJOY

(panunuoo) | AyqeL



JuIaYyRa 0) dsuodsar aurfaseq ut aueyd ou yym 0qaoe[d 01 asuodsar

J1aea13 paonpoid Aurdzjed Jo sasop JaySIy asnedaq papnjouod aq UeI S} [EMRIPYIM JO Ajon1oads ‘ssaupoe—Lyanoe

pue (SINOJ) 10814 (SINOJ) SSOUIPUL Pasearodp pue ‘swoydwAs ayi-nfy pue (SOJ) 20ULqInISIP poow [€j0} ‘poot

100d/ayoepeay pasealour :asop IsayBiy ay) 1oye swojdwAs [euorppe Sulmof|oj ) Suntodox $13[qns yym 9SO doUBUUTRUL

[ paseatour swopdwiks [emeIpyim o apnyiudew pue S3uel Ay <ssaupan pue (SNOJ) JUSULIP[IMAG-UOISAJU0d (SINOd)
andney ‘oyoepeay pasearour papodar sjoalqns asop aourudjurewr yoea Jaye sKep oqaoeld uo ‘skep surajjed yim paredwo)

SSQUMAE/ANAIR PUB (SINOJ) SSUIPUAL (SINOd) J0S1A pasearoap pue (SNOJ) onSney ‘swojdwiks
SYI[-NJ ‘SSAUPaI ‘PoOw 100d /yarpRaY ‘9yorpeay paseasour payodar s103[qns sep 0qaoed uo ‘sAep aurayyed yim paredwo))
ayoepeay] payodar dnoid auragyes dMUOIYD Ay JO 9,/ ] A1ym ‘ayoepeay papodar dnoid ousunsqe jdniqe
A JO 9,87 2ouauNSqe Jo SAep 7 181y ay) uo Juruonouny Ajrep jo sSuner noyy ut (a[eds Juiod §  uo sjutod ¢1<) $IsLAIP
[eJUBISQNS PAMOYS 9,77 “(SSaupaim pue duyoepedy “5-9) swojdwAs [emerpyym panodar Ajsnoouejuods pue dxreuuonsonb
9pNIE PUR POOU B WOJJ PIALIOP INSLIU [EMBIPYIAM d)isoduwiod & uo paseq dnoid sousunsqe jdniqe g ul ouauNsqe
JO sKep 7 1SIJ oY) Ul [BMBIPYIA PAMOYS S109[qNS JO 946 TRy} PAPN]OUOD SIOYINE Y} patiodar a1om SIsA[eur [onsIelS ON
S1901J0 [ESIOAQT [EMBIPUIIM-OUIAJJEO
Sunoapyar se 0gaoe]d pue AUIAJED UAMIA] SIOUSIDIIP AY) PajaIdiaul SIoYINe Ay} 23e10Aq SUILIOWPIW ) JoYfe UM ()¢
£319u9 Jo s3uner 1omo] ey Furwiowpru pue 1Sejyealq yloq Je 0gaoe[d PaAIAIAI oYM S10dlqns ‘FuUILIOWPIW AUIJJLd PuB
1SBJea1q 18 0qaoe[d PaAIOAT oYM $103[qns yyIM paredwioo SId1e] Y 7 o1d1aud pue KJaA] JO STunel JoMO| Pey 1SepRalq [im
0qooe[d PaAIodaI Oy §109[qNS “QUIAIJED PIAISORI OYM $103[qns s pareduod (sKep ot ss010e pasde[[0d d1am ejep POOJ
SUOTIPUOD dUIAJJEd 10 0a0e[d At} IS I S0UUNSqe SUIFEd ATRIAIP Jo UoneInp dy) Aq Pajoajye
jou sem yse) Surjokd e uo uonsneyxa o) awny ‘swoydwAs ayi-nfy pue ‘ASreyid] ‘OnSney ‘sayoepeay 21008 uipnjoul sep 4
03 skep 7 woyy Sunse| swoydwiAs [emerpyym papodar spalqns [[e ey) papodar sioyine oy ‘pozAJeur A[jeonsie)s jou ysnoyy

oueuLIOjId Jwr) UOTOBAI JOMO]S PuE Poous
onaS10u0 posearoap Pamoys 0qooe]d PaAIORI OYM §J03lqns ‘OUIOFED JO SYULIP € 10 7 T PAIGIAI Oy $192(qns yiim pareduio))

aissaxd poojq drjojserp pue d1joisAs pue (SNOJ)
10514 paseaoap pue ‘Sutumed pue £daajs (SINOJ) anTne) paseasour 20uUNSQe JYSIUIA0 D0UUNSe Y- Ui paseduwo)
SUONIPUO JAYIO AL} AT} JO AFeIIAR L) URY)
[S©) UONIUZ091 13J0BILYD B U0 0UBWLI0JAd Paussiom pue ‘uonemnp pue Ajjenb doafs 1o1aq ‘SSaupIafe $S3 ‘Syorpeay 13u0]
PUE 212425 2101 PAOULLIAAX OS[E UONIPUOD 2OUSUNSQE AJNIE UI $193[qNS (%] €) UONIPUOD AIUIULSYE OTUOTYD ) UT PUE (%41 )
UOKIPUOD 35N [BNJIqey ) I §)2alqns uey) (%, f) Sayoepeat] Juanbayy azow papodar UOKIPUOd HIUUNSQE ANdk Ay Ul $)3(qng
0qooe]d S1UOIYY pue UIAJJLd OIUOIYD UM Paredwod (3duSUNSGe AJnIe) AUIDFJEI UO pauTejurew UM 0qade|d SurAloar
PIOA® 0} AdUOUI dJ0W J1J10} 0) Sur[[Im d1m $)03[qns oudUNSqe dMUOIYY Jaye dFud|[eyd 0qaoe[d o) dAne[ar Adoajs/Asmorp
pue ‘passardop ‘Adwini3/sso10/|qRILII PISLAIOUI PUB QUIAJJED JTUOIYD PUE OUSUNSGE IIUOIYD I3YJe SFU[BYD SUISLJED dY)
i poreduod aAnoe/AS10Ua pue ‘9jenuaouod o) ANiqe ‘Surag-[lam JUBAINSqO/AATIUNE/MA]R POSEAIIOP UI PA[NSAI A0UUTISqE
N9 {SUOKIPUOD d3IY} JOYI0 Y} JO Y9ed Yim paredwiod (SNOJ) 10514 Pasea1dap pue (SOJ) dIUBGINISIP Poou [e)o)
{(SINOJ) an31e] (SNOJ) TUOWLIP[IMIG-UOISNUO0D PASEAIIUT Ul PAY[NSAI (IOUSUNISGE NI AUIALJED Jojfe dFUS[[eYd 0qa0e]]
UONIPUO) JUIAJJL) Y WO JUAIJIP APUBIYIUSIS sem SIy)
—0qoe]d Su1A1201 PIoA® 0} Auou JI31103 03 2507 s02(qns ‘arnpadoid 2o10td Aduow snsiaA Snip e U0 {yorwo)s josdn pue
‘Inydjoy ‘Suroq-jom ‘pafe pasealoap pue ‘s3urjaa) I[Ny Pue no-uiom ‘Oyoepeay pasearour 0qaoe|d auiafyed yim paredwo))

yse) dAnuSoa/ojowoyoAsd e uo soueuopsad pue ‘Gurag-[jom AF10ua d10u1/SN0I0FIA dI0W/IIFUONS HIOM 0} PAJRATIOUN
‘doudneduw ‘;uoreuLn JuINbaLy UIPLU0D ‘}L1NUIOU0I 0] J[qR/IATUINE IR ‘PINIXS/INITISUI/IANIR PISEIIIIP PUB
‘SuniwoA easneu pue ‘Sutaow-moys/ysi3anis/Aze| pamonSney ‘Kdaajs/Asmorp pasearour oqaoerd ‘auragzes ayy i pareduwo)
sjuedioned 9|
JO 7 U1 pa1Inooo Ajqeifar angiej pue sSAUISMOIP 10 AYIBPEIY PU SSAUISMOIP S8} dANIUF00/10j0woydAsd © uo aouewiopad
pue ‘FuIaq-[om YoM 0] PAIRATIOW TUIPLUOI ‘PANIIX/INITIUI/AATIR PASLAIdP PUB Yorulols 19sdn/ayoryorwors
pue ‘Surrow-moys/ysi3n|s/Aze| ‘dyoepeay ‘pamnyendne; Adosys/Asmop paseaiour oqaseld ‘duragyes ay) M paredwo)

PaYLIOA AJ[RIIF0[0Iq SEM Q0UAUNSGE dSOP AUIAJRD Yo Je spoLiad
0qaoe]d Aep-7 om) 0) pasodxa sea 10alqns yoea <Kep/auragzes Jo 3w (09 10 ‘00€ 001 ) sa[nsdea uo paurelurew
a1am spalqns saye pouad oqooeld Aep-7 ‘uSisap salqns-uryyim $(Kep/Sw £/ 7 ueaw) SIOWNSUOI UYL AJIep [ [=\

payaa A[jeaidojorq
SeA Q0UAUINSqE (SPOLIAd UdIMIaq JUIAFJED JO SKBD 6§ YA sau xis pajeadar sem pouad ogaoeld Aep-7 ‘Kep/ouagyes Sw ¢
Sururejuod soynsdes uo paureyurewr a1am splqns udisap spoalqns-urpim (Kep/Sw 47 ueSU) SIWNSUOD UYL AJIEP §=N

payjLaA A[[e0130[01q SeA 20UAUNSGE (SABD G JOAO QUIJJRD UI SUONINPAI

[enpeid paaraoar dnoif ousunsqe [enpeid oy ‘sKep 0ANNIISUOD / JOJ 39FJOI POTRUIOLIAP JUBISUI PAAI2daI dnoid sousunsqe

1dniqe oy “Aprys oy 1noyBSnoxy) 3§00 PajeuIafed JUBISUL PAAINGAI (OIS AUIAJFLd OIUOIYD AN ‘SABP {1 ) 93J09 JUBISUI
udAIS s302(qns Jo sdnoid dary {(doudunsqe 210§aq A[ajeIpaurtr autajzed Kep/Sur (()§—(0g Uea) SIBNULIP 200 A[1ep /=N

,payuaA Aj[eatgojoiq jou douaumsqe ©0qaoe[d Surwouprur/oqaoeid

1Sejealq (f) ‘ourapyes Surwowrprui/oqadsefd jsepyealq (€) ‘0qaoe]d Suruowprul/auIafes Iseyyealq (7) ‘OuIofed Suruowpiu

Jounagyes Jsepyealq (1) :sdnoif [eyuowadxa noj a1om dsay) {(1aje[ Y ) Surwowpru pue jsepyealq je 0qaoed 1o (Sw o])

QUIAIIRD JOYIIS FUIUIRU0d (K]9AR93dSal ‘SYULIP PAIOAR[J-}INL PUB B3} [BqIAY) SIFRIAIQ UIAIT 210M PUB YSILIIAO JUILEd
wolj paurejsqe s30a[qns s&ep 4 uo cuSisap dnoid ssoioe pue 10a(qns urym {(Aep/Sw G7¢ ULAW) SIWNSUOD AUIAFEI 9E=N'

payuaA A[[eaiojoiq sem dousunsqe ‘skep (1< Aq pajeredos

QIOM S[BLI) XIS {QUIQJJRd AIRJOIP WO} 20UAUNSGE JO SKBP 4 10 ‘7 () Joye 0qaoe]d 1o aurajyea Sururejuoo sansdes Jurarooar
101Je PAISa) a1oM $103[qns uBisap sj0alqns-uryyiam {(Kep/Fur 19, UBAW) SIOWNSUOD JUIAIJRI AJIEP 2198 OUYM SII[YIR S[BW =

|payuaA Ajjeaizojorq

10U 20UDUNSQE {AIUNSAE JO [ /< JO}JE PALINIOO JUIWSSASSE [eulj {(autopfed Suw-9g 1noge 1o 5y/8w-') duragges Sururejuod

SYULIP € 1O ‘7 ‘[ 10 SYULIP 0qo9e]d a1y} 2194 SUONIPUOI ‘S[BAINI UIW ()6—G/ J8 PAORdS SYULIP POIOAB[J-JINLL} JAIY) PAWINSUOI
$103[qns Jo sdnoi3 1noj ‘aoudunsqe WS1uIoA0 Joye uSisap sdnois usamioq (Kep/Suwr g5y UeAU) SIOWNSUOD UYL A[1EP H9=N

PayLIoA AJ[ea150]01q 10U 20USUNSQE 0UAUNSAE T §7—7 PAIEWNSd U UM

paredwod seam 20UAUNSAR Y-f SOy Juauussasse 0} Joud -4 0qaoeld 10 aurajyes Sw-(gg Surureyuod sapnsdes 1N pawnsuod
oY) pue JYSIUIAA0 SUIdIEd WLy pauresqe sjoalqns <uSisop spoafqns-uryim (Kep/Swr €09 urawr) SIOWNSUOI 310D A[IEp [E=N

PayLIdA A[[BIIS0[0Iq SEM 20UAUNSGE S(90UdUSqR dIUoIYd) 0gaoed

Jo Kep | £q pamoijoy oqodeld Jo sAep 9 ‘auragyes jo Kep | Aq pamoijoj 0qaoe|d Jo sAep 9 ‘(asn [eniqey) duldped jo Kep

1 &q pamojjoj duiajzea Jo skep 9 (oudunsqe aynoe) 0qaoe[d Jo Aep | £q pamo]|o) SUIALFED JO SABP  :SUONIPUOD N0 ApnIs
ayy noySnory sansded paadar sjpafqns <uisap spalqns-uryyim (Kep/Sw (/¢ INOQe) SIOWNSUOD AUILLI [eMIqRY 9¢=p

PALJLIOA A[[eA1S0[01q SEAL 20UAUNSqE {(AUIOFEd A PIMO][O] SUIAJIED) UIRJFed J1UOIYD (1) ‘(SuIagyed Aq pamoj[oy

0qaoed) aurajgea ynoe (¢) (0qaoeyd Aq pamoijoy 0gaoejd) douaunsqe druoxyd (7) (0qaseld £q pamoijoj auIajed) aousunsqe

anoe (1) :(0qaoeld 1o duiajyeo) afusjjeyo Aep-g & Aq pamojjoj (0qaoeyd Jo ourdpes Sy (/8w (o¢ Surureuod sajnsdeo)
aInsodxa Kep 71— & PIAJOAUT JOTYM JO JOBA SUONIPUOD IN0j 0) Pasodxa sea 109[qns yoed <uSisap s1p0lqns-urpim isynpe gz=y

payuaA A[[earSojoiq sem soudunsqe 0qaoeld o (ayeyur

Jensn T2y} 0} PaYoJeW) dUIaFed Sururejuod sojnsdes PoIOISIUIMIPE AIOM PUE SJIP 0ANj-AUIAJED PAWINSU0d KdY) yorys Sutmp
spouad -] om) Jaye passasse a1am sjoalqns <uSisap spoafqns-urpim (Aep/Sw ¢/¢ Uedw) SIOWNSUOD OUIDLEd Je[nSal (7=

PayLIdA AJ[ea150[01q SeM d0UAUNSqE

£20UQUNSqE [-p7 INOQE JAJJR PALINOIO0 JUSWISSASSE FUIAIAS/F (| 9|00 ‘Furalos/Fwi (] e[0d ‘BuIAIds/Sw ¢¢ 93500 ‘FuIAlos

/3W €€ 0D d19M SUONIPUOD JUIJJLd IN0J Y {(qL661) e 10 LONSIT 01 e[S samnpaoold Fuisn SUONIPUOD SUIYFRI OU
SNSIOA QUIAJED INOJ UI PA}sa) 1M s30alqns ‘uSisap spoalqns-unyim £(Kep/Sw 7¢9 ULIW) SIAWINSUO BJ0I PUE 231J09 A[1Ep | [=\

,pajLaA A[[EAIS0[0Iq 10U QdUAUNSQE “DIUDUNSYE [-p7 INOE IOYE PALINII0 JUAUISSISSE
{(z0 g/3w ¢¢) WNNIqI] Pe SB[0d PJRUIAILI PAWNSUOD ABp JOYIOUE PUB WNJIQY] Pe SB[0d 3-UIAJRd PAWNSU0d §103fqns
Kep ouo o sjeAryur Ayaom Je sjewn Xis <uisop spalqns-uryyim ((Kep/Sw /¢ ULAW) SIOWNSUOD B[0I PUB 33JJ0I AJIEP 9=\

[z dxa] (6661) Sy pue suea ‘pe

[1 dxa] (6661) Sy pue sueaq "¢

(6661) e 10 sma “7¢

J(8661) ¢ 10 SuBWIOag "[¢

(8661) WeypID) pue U103 UBA "

(8661) s1050Y pue w[aqoy *67

(8661) oue pue amng-sdijjiyq g

(8661) souwref *L7

(8661) SWHD pue nawe 97

(L661) SFLD pue yngyag 7

(L66T) sayBny pue wonSrT pg

[z dxa] (aL661) e 1o wondr "¢z

»qSWOIdWAS pue SuSis [eseIpyip

udisaq

20UIJOY

(panunuoo) | AyqeL



(200¢ 18030y ‘uonesrunwiod [euosiod ope) pajussaid arom suosieduiod JUedYIUSIS [ JOU dSNEIq SUOISN[OUOD SIOYNE UO Paskq dIe S)NSAI Ay} JO A0S,
[eMBIPYIIM QUMD JO 1O UB URY) JOUJEI QUISHED JO JOJYJD 10dIp B A4
oouerjduwioo 1oj pozAJeue oq pjnom soduies ety 9A31[2q 0} P3[ 1M $102[qns pue udNe) 1M so[duues eAlfes ‘PaLIOA A[[OIS0[0Iq JOU Sem d0udUNSqe YSnoyy,
PAQLIISIP dIB $109JJ0 AOUAUNSQR JUIYJED JO SISA[RUR O} 0) JUBAJ[AI AIR Jey) SJUSWS[d udIsap asoy) A[uQ,
arreuuonsonb soje)s poowr Jo a[yoid sayedIpur SWOJ,

oUIoJJBO 0} dANER[AI 0qaoe|d JO S)09JJd A S PIQLIISIP AIe $109)Jd Y} ‘paredwiod aIe SUONIPUOD JUIAYIEO pue 0qade[d uaym ‘Aoud)sISu0d 10,
PaIOU ASIMISYIO SSAUN G()'0>d 1B JUBOYIUSIS A[[eonsHElS d1e SR [[V,
1018913 10 4 7] JO poLdd 2ouaunsqe-auldjjeds & pey saIpms [[v,

UONRNSIUIPE JUIAYJL) 138 PAJRIAS[[R SeA YIBPEAY d0URUNSQR JYSIUIAA0 198 AYIBPeay JO S[2AJ] JySiy paytodar aurajyed
uo pourejurew sem Jeyy dnoi§ oy ‘sae10A9q 31j-0UIYFRd U0 paurejurew A[jeotuonyd sem jeyy dnoid oy yyim paredwo)

SIQUWINSU0D-UOU UBY) J1a[E SSO] OJoM SIWINSUOD JUIAJFED “0ULUNSE JOy Y

SIOWNSUOD-UOU UBY) JSUO) 210U PUB 1O[E SSO] 2IoM SIOWNSUOD UIAJJLD D0UUNSe 10}y
soueuLojed
PUE PO U0 JUIAFED JO $1903J3 3t} JO Juu0du0d Jofew © ST [EMEIPUIIM JUIAR) JO [esIoAal Jerp SurjsadSns se synsar
9531} pajaxdiojur sIoyINe Sy} $ISeJ{ealq Je AUIJJRI PAAIIIAI OYM $193[qns ul Jou Inq Isejeaiq e 0qaoe[d PaAIadar oym s10alqns
U SSOULIA[e PAseaIoul Pue AUl UONIRI PASeaIap JSepjealq 1o Ul ()9 UAAIS duIajjed ‘0qaoe|d 0) dAIR[aI {1aje] UIW G
SSQUIAE JOMO] PUE ST} UOOBAI JOMO]S Pey Isepyealq Je 0qaoe|d uaAIS sjoalqns ‘durajyes udAId spoalqns yim pareduio)
swojdwAs [enprAIpuI oY} JOJ UMOYS UM S}YJO
Tequng “(Sundsiad pue Azzip ‘Aseanb “Yois 129) a[eds wojdwks onewos aysodwod & u1 suoneAI[d JuroyIuSIS paonpod
(yyds uerpaw £q pauruLIAep Se) SIAWNSUOD AUIAed Y31y 0) UOHENSIUIpPe 0qade]d ‘UONRHSIUNUPE JUIJEd M paredwio)
QInseau
Kue o JualopyIp A[UesIuSIs Jou aJoM SUONIPUOD AUIASEq PUE UIOFed ‘Jamod ejot) D PIsLaloul pue SLdNE [BIGa1d0
JOLIQ)UE PUE APPIWI UT SATI00[OA Pasealou] os[e 0qade[d ‘sof pue suue ur sSurfao) Kavay paseasoul pue (SNOJ) SSUIPUAL
pue (SINOJ) 1081A ‘9Anoe/£310U2 ‘aJenuddu0d 0} AJN[Iqe JUBAINSGO/AIURYE AR PASeaIdap 0qaoe]d ‘durajjed ym pareduro)
0qaoeyd oy asuodsr JajearS paonpoid aisodxa
QUI0JJLd JO suoyeInp JoSuo| asnNeodq Papn|otod aq Ued SR [eMeIpYIM Jo AN0L0ads SonIpuod Aep-¢ ) Ul paLNgdo Jey)
swoyduAs oy Jo 1S0uI 0} UOKIPPE Ul AYOPeay poonpoid uIazes Jo sKep 41 1o skep / Joyje 0qooe]d {SSaupo[e/KJIATIOR dSEAIIAP
Pue (SINOJ) 99urqInSIp poows [ejo} pue ‘swojdws oyij-nyy ‘ssoupan ‘(SNOJ) 2nSnej poowr J00d/ayoepeay asearous
ur pajnsal aulajzes Jo skep ¢ Jape 0qaoe[d ‘auragyes Jo Aep | 10k 0qaoe|d o) asuodsal ur UMOYS 1M SWOAWAS [EMEIPYIIM ON.
Sur 1 78 papodar ssoupain pue (SNOJ) onStey pue Sw (g 1 papodar
[EMBIDYIIA OU M DUIBJJLD JO SSOP SUISEAIdIP JO UONOUINY © SB PASBAIOu! SwojdwAS [emeIpyiim Jo dpmiuSew pue dfuer
Ay “ssaupa[e/KNAIOR PuB (SINOJ) 10314 Paseasdp pue (SINOJ) 20UeqInisIp poou [e30) pue (SINOJ) 2nSuej ‘ssaupam ‘poour
J10od/ayoepeay ‘ayoepeay pasearour paonpoid uonmusqns 0qaoed ‘Fur (¢ Jo S0P 0UBUAUIRUI UYL Y I paredwio)

payuaa A[jeaiSojorq
sem doudunsqe {(dnoid oaxj-ourajyes) a3e10A9q da1j-ouIdfes 1o (dnoid paureiurewr auIA)yed) 93LIIAG QUIAJED B IS
J0 BuIalos J[3uis & FuIA001 Jo}Je pue 210J9q poout patiodar §10a[qns :poLiad Joam-7 ) J9A0 PAJONPUOI SUOISSIS 159 IN0J JO
1[0B3 210J3q YBIUIA0 3JJ0O PUB B3} WOLJ PAUIRISR $193[qns $331] SuIa)Ted A1am £3y) dnois 1940 ) Ul pue PajeuIaLIed d1om
23300 pue €2} 2y dnoi auo ur ‘s1oyuswiadxa oty £q papraod 23100 pue €3} PAWNSUOD PUE AUIJFED JO SIINOS [BULIOU 1T}
woyy paure)sqe s1p0lqns syeam-g 1o cuisap sdnoid ssoioe pue sjpolqns urpim (Kep/Sw p7¢ uLAW) SIWNSUOI AUIAJED Gh=N
jpoyuaA A][BAIS00Iq 10U 0UAUNSQE YULIP PIOAR © Ul 0qade|d 10 AuIAJJEd Fu (] Joyo Partadal salqns
2oudunsqe YSIIA0 1o ‘uSisap sdnoid usam)aq (SIOWNSU0D-UOU ()7 pue (Aep/w 7/¢ ULAW) SIOWNSUOD AUIAFEd T7=N
,payuiaA Ajjearsojoiq jou aousunsqe 1y ¢ Ajajenrxoxdde 1oy aurapyed wioxy paureisqe
$103[qns suoIssds noy d10jaq ‘uSisap sdnoid usam)aq ‘SIOWNSUOI-UOU ()] Pue (Kep/Sw GG ULAW) SIOWNSUOD UYL ()] =N

PayLIdA A[[eOI50[0Iq 10U 20UAUNSqE

‘sKep 153} 7 A $S0I9L JOPIO PAOUE[RGIAUNOD T AUIdFed Sy/Sw-T 10 0qooe]d 100 SUTUIRIUOd YULIP B PAAIS0RI $190[qns 3s0p

1SI1J AU} 1Y I ()9 ‘SKBP 1S3} 7 UO ISepealq Je JULP PAIOARY B U duIdjjed §y/8u-g 10 ‘Sy/Sw-1 ‘0qaoejd paarasar spafqns jo
sdno3 oary doudunsqe JySiuIoo oye wudisop dnoid ssoxve pue sjalqns uryim (Kep/Sw (¢¢ uLwW) SIAWNSUOD AUIAFJLO (=N

payLIdA A[[eatSojoIq jou aouaunsqe <0qaoe[d Jo audged Jw (g Surureuod [id

© 1919 PAAIR0AI $103[qns SApmys ypoq ut :Funsa) 0y Joud Y 1< 10] paureIsqe s103[qns Aprs ouaunsqe ayp ut :Apnys ousUNsqe
-uou oty ut (auajged Kep/Swr /] uedwr) safew §] pue Apnjs 0USUTSQe AuIdRed ay) ul (Kep/Sw ¢/ | ueawr) saew 7=\

PaYLIOA AJ[ROIF0[0Iq SeA d0UUNSqE ‘(AUI[ISEq) AYEIUI SUIJJRd [PULIOU JI9Y) SUILINSUOD J[IYM Pajen[eAd
0S[e d19Mm $103[qns $0qaoe[d 10 (3yRuI [ENSN 1Y) 0) PAYOTRUL) SUITJLI FUIUTRIUOD SNSRI PAAIIIA UL PUB | [ J0J SUILLI
wolj paurejsqe $193[qns suoIssas 0} 210Jaq ‘uisap spafqns-uryiim (Kep/Sw ¢e¢ uLAW) SIAWNSUOI UL A[IEP (=N

payuaA A[eaidojorq sem
3oudunsqe <0qaoe]d Jo skep , Aq pamoj[o] sem 2Insodxd SUIAIEd J0 UOIRIND [IBI (SKBP JANNIISUOD ] 10 °/ ‘¢ ‘T JOYIA 10}
Kep/3w 00¢ 3 sa[nsded uo p u s32[qns ‘uSisap spoalqns-uryyim {(Kep/Sur ¢97) s1ownsuod Aurdgyed A[iep §7=N

payuaA A[eaidojoq sem douounsqe ‘skep g 10y
pamnsqns sem 0qaoe[d 1o (Swr ¢z ‘05 ‘001 ‘007) QuIdged Jo 2s0p Jamoy e skep £ A1aad Ajajewnrxoidde <Aep/ourapes Sur (o¢
Surureyuod sapnsdes uo paurejurew a10m s)a[qns udisap spoalqns-urnpim {(Kep/Sw 67 uLAW) SIOWNSUOD UIATLI AJIRP 6=\

A(€002) Te 10 AoquiL Ty
[z dxq] (€007) 'Te 10 s1eB0y Ty

[1 dxg] (€002) Te 1 s1030Y "0y

(4Z007) ‘e 1o SUBWOaL "¢

(0002) e 10 mo[pIomg "g¢

(000) "1 30 seuof "¢

[ dxa] (6661) Sy pue sueaq ‘9¢

[¢ dxa] (6661) Sy pue sueaq ‘¢

»qSWOIdWAS pue SuSis [eseIpyip

udisaq

20UIJOY

(panunuoo) | dqeL,



swojdwiAs oy papodar
%1€ Pue ‘94oepeay Jo s3uner wnuwixew papodal o,¢7 ‘9yoepeay papodar s10aqns Jo 9,c9 ouduNsqe Jae ‘ainssaid poojq [eLIdME
UESUI ‘PAIJSTIES JUOIUO0D ‘AATIIB/ASIOUS ‘01e1)UadU0d 0} AN[IQe ‘SSAUIATJENe}/OZI[EII0S 0 ISP ‘Suraq-Tlam (SNOJ) 1051A pasearoap
pue ‘s3] pue suue ur Sutjaa) Kaeay ‘Kzzippapeayysi| ‘s3uraay axif-njj ‘Sutumex ‘papeayiea]o jou/A550)/Azznw ‘ysi33nys/pam/ensie;
JA3rega] ¢ (SINOJ) anSney Adaoys/ASmoIp ‘OyoepeaY Pasealoul dUAUNSGe AUIAFRd ‘Uondunsuod duIdfed wnjiqi pe yim paredwo))
Suniwoa pue vasneu payodar o, ‘ayorpeay
319498 0 d1eIdpOW Pajodar §193(qns JO 940G UONENSIUIWPE JUIAJJLI J3Je PIseIIIP SINII0[IA MOJ POO]q [BIGAIAI JOUUNSGR
M pareduwiod a0udUNSqe Joye PASEAIIUT (SALIdNIE 212120 J0Ls0d Yj0q pue ‘Ie[Iseq ‘[eIqRI00 APPIUI a]) SAUIO0[AA MOJ POO[q
[B1G2100 duI[aseq Y)IM Paredwod ‘uoNRNSIUIUPE AUIFE Jajje K19A0901 A10[dw0d Yim 20uaUNSqe 1oyje Ayorpeay| papodar sjoalgng
(] uoIssas) durjaseq e Jou
10q (7 UOISS3S) 30UIUNSE AUIAJJLd FULIND SIASN-UOU URY) SUONIIR0IP 31l BAY JO[[BWS PUB SIUI) UONIRAI JIMO]S PRY SIS SUIIJR))
s10sh JyS1] 10U Jnq S195N KABSY I A][RI0JE[Iq SUOISAI [JUOIJ [PIOADS UI MOJJ
PO0Jq [21G2139 PASEAIIUT PAINPOId FOUSUNSQE -7 QIUIUSAE - JAIJe PISSIsse SJUSUIAINSEAU MOJ} POO]q [BIGAIdI Yy pareduwio))
saBe1oaaq pajeuragyeo
10J PAIMISQNS 219M SITLIOAIQ PITRUIALJLIIP JOYJE SHOIM 7] ISIIJ dY) SuLINp Pasealoul Yorpeay ;papodar a1om SasA[eue [2INSIIRIS ON
0qaae[d jou jnq uondwnsuod 3jj0d pajeurajjes £q passerddns azom pue auin Joje] e AJSUJUI WNWIXEW B 0) Paseatou] A[fenpeld
swoydwiAs asayy ‘sured ajosnw [exauad payodar 1afqns au y 9 Joye ‘sisaroyderp Aq pamoyjoy ‘sured ajosnw 9] pue eayLOUIY!
oY) ‘apnyisse] 1o ssaupain) papodar 19aqns oYy 1oyyealay) AJHOYS ¢ 9 IN0qe JAJe PALIeIS AYIepeat] papodar a1om SISA[eUR [eINSIEIS ON

1 8§ £Q PAAJOSaI YoIYM Ayoepeal| A1aAS pue apnyisse] payodar spalqns [[e ‘papodar arom sasA[eue [eansiEls ON

ayejur autopjeo AJrep yyia Ajreaur] posealour uonIpuod 0qaoe[d oy ur Mofy poojq [eIqalad ‘sjalqns ([

SSOI08 ‘SIOSN MO] UBY) JaYyRW KBI3 JOLIdJUE AL} UT S0UIAJIP 0qaIR[d-OUIaJJLd JojeaId B PIMOYS SIOSN JUIaJJed Y31y <suordal Joyeuw Keid
Joud)sod pue ‘Japew ApI3 I0LIYUL ‘IJEW YA UI SINII0[IA MO[J POO]q [IGAIdI 13eai3 paonpoid 0qaoe|d ‘autapyes yim paredwor)

(WOMIPU0D PaJRUIOYEd UI %46 ‘QUIASEQ UT 94/ ‘POLIAd PIRUINEIOP UT %6h)

QUIRJJR) JO 20UASqR 10 20udsard oy Paynuap! £J}901100 OYM S[ENPIAIPUI UI 19}eaIS 21aM SIURIAIP a8y (%6]) poued pajeurajjed
pue (%4 1) durgaseq dyy Surnp ey (%0) pouiad payeutagyeoap oy Suump syoepeay pariodar spafqns Jo Joquinu Jajears Apuesyudis v

[eMBIPYIIM UIDFIRO JO URY) JDYIRI QUIDJJRD JO 1933 Ue st Joyne ay Aq pajordiojur

1M oy dutydoutds ATeuLin Jo S[9AJ] PISeaIdap UM PAJID0SSE sem 0qae[d (auIaIed Iale dYdepeay d1ow payodar s1oaqns

ou pue 0qaoe|d Jaie dyoepeay arow papodar s)oafqns ] JO ¢ SSAUIATEN[R)/AZI[EII0S 0} AIISIP PISEAIIIP Pue ‘s3a] pue swure ur sSurjaoy
KAwy pue ‘9ouopiju0o-Jjos ‘ayoepeay] ‘Kdaays/pairyanSiyey/A3reyjo] ‘Kdaoys/Asmop paseatour paonpoid oqooefd ‘duiajyes s paredwo))

dnox3 237J00 pajeuIafoap Yy Ul pagueyd jou Jnq dnois 19]qe) SUILEd dY) UI PISLAIOUI SeM JOI

1oj ansap -, dnoi3 991j0d pajeuiajeaap ayy Ut pasealoap pue dnoid 19[qe) AuIaFED Ay} UT Pasealoul Sea A A[jaq/yoru0)s ‘Kyianoe

Jojouwr pue ‘ssouyngoyem ‘oamisod Kep Jo s3umer ‘Surag-flam pasearsdp pue uonernp dadfs ‘OYor JUIONOSNUI ‘OYOBPLAY PISEAIIUT
Suimos dnoxd 20700 pajeutofesop oy s ‘oseyd pue dnoid usamidq UONIRINI [EINSIEIS B SE POULIP SeAr [EMBIPUIAM JUIATR)

9UIBPEAY A19AS d10W Payodar

%0€—07 pue dnois pajeurajyeoap Ut AYoepeay areropour parodar $103[qns Jo 9,050t S109JJ9 S J 150w pamoys dnoid JuanuIuI

Ay ur spa(qns (S[aA3] [emeIpym-1d premoy pasealoap Kjaarssaidord pue 7 1o | skep uo payead (ajex Jeay 1oy 1daoxa) sj0ape

asay) dnox3 pajeurajzesap ay ut doajse Surprey swajqoid pue Ayanoe ojour ‘aanisod Aep Furaq-[jam ‘ssaunjayem pasealoap pue el

1eay ‘uomisodspur ‘sorsageue Jo asn ‘ayoepeay pasearour paonpoid durfaseq s paredwoo skep poreurayeoap ‘dnoid pajeuropyedap
U ur cuomisodsipur pue easneu paseaour poonpoid skep pajeurafesdp ‘sAep aurajyes yim paredwoo ‘dnois juoniuLolul Ay Uy

1aydiy AppySis sem snioydsoyd orueSiour winids pue ayoepeay Suunp Jamo] APuedyudis aram

JLD0JRWIAY PUE ‘WNIOed WiIds ‘urejord wnias {(30M 0) uoneurouIsIp pue ‘Surumes ‘ssoursmorp ‘uoissardap [ejuaw “o'1) paz[eue

A[eOnSIEIS 10U Inq PJOU A10M SWOJAWAS [EARIPYIM JOYIO DUIDJJED JO UOHRISIUTIPE-A1 AQ PAJRIAD|[E SeA AYIBPEAY ‘PAOUaLIAdXD 1049

Pey 103[qns ay) S 319438 Se 3q 0} Pap0dal Ses YORPRAY S[ELY JO 9,GS Ul ‘LAYLIOUIYI SNOLIGS PUE SUNIWOA SIOWNAWOS PUe Basneu Aq

payjLaA AJ[eai3ojo1q Jou 20udUNSQe {(0UUNSE [ §7—7] PAIBWINSI) 2IUAUNSAR JYSIUIAA0 Jayje pue uondwnsuod urajyed
[ensn Jo}Je :SUOISEIIO OM) UO PISSAsSe d1am $100[qns <uSisop spoalqns-uryym {(Kep/Sur 719 ueawr) SIOWNSUOD dUIdLJLd AJIep 9[=N

patgLIoA AJ[ea1S0]01q Sea 20UAUNSqe ‘ouIaRed S (T Sururejuod sajnsded SuIAINAI JajJe UIWI (7] PUE UIW ()¢ PUE ‘90UIUNSqE UL
9j0[dwod Joye Joje] | 7 ‘Oulfoseq Je Passasse oM $0a[qns uSisop sjoalqns-urgim ‘s1asn duiagyes Ajep aq 0} pawnsaid synpe 7=\
PaYLIdA A[[BOI50[0Iq 10U J0USUNISGE SUOISSAS Pu0das ) 0} Jouid sKep 7 10y AUIAJJed Woxy pauresqe siosn (skep / AQq pajeredos
SUOIssas [ejuawIadXa om <uSisop $00(qns-urIm (S1sn-uot AUIALJEd (7=p Pue (Kep/Sw 909 ueawr) s1osn auIdfzed AJep (7=N
patgLIoA AJ[eo1S0[0Iq 10U AIUAUNSAE < 7 10] UL WOIf PAUTEISqe
$100[qns JUOISSASSE AuI[aseq Joyye SIS sjoalqns-uryim ‘siasn ourdped (Kep/Sw 9z ueaur) Sy g pue (Kep/Sw 986 ueowr) KAeay §=x
PaYLIOA A[[e9150[01q 10U 20UAUNSGE ‘SaTRIOAQ PAJEUIAJJRI 10} PAINISNS 1M
sage10A0q pajeuIalyeoop udisop syoafqns-urpim (Kep 1od sa5eI0Aaq PojRUIY L) AIOW JO JAIY) PAWNSUOD OYM Sjudned oerqossd g 1=y
UOIYSEJ PapuI[q © Ul PAJSITur sem
20J00 pajeuragyeadp 1o (auraged Sw (g1 xoidde) 3300 pajeurazes JayNa Y g/ Jo pu ) Je ‘parasiurupe sem urjAydoayy porad
-, Sy ojut 47 ‘porad y-g 10j auIafjed woxy poure)sqe ‘uSisop sjoafqns-urpim (Kep/Sw 01 1-006) 1S 39500 [enjqey W [=p
PayLIdA A[[BII50[0Iq 10U 20USUNSGE (SABP $] 10} AUIAJJED JO SAINOS JOYIO [[B WO} PUIBISGR PUB 39]J0I
PajeuIaJeIAp 0} PaydNMS s30a(qns ‘porsad auraseq Kep-(] & 1oye ‘uSisap spoalqns-urpim {(Kep/Sur ()9G) SIWNSUOD AUIAJFEd (7=

payuaa AjjearSojoiq jou aouaunsqe <oqaoeld 1o (Sw (gz) durayes Surureyuoo sapnsded Sura1oor Joyye urw (g-(9 SurSewr soueuosas

onougewr uoisnyad y)IM Passasse Sem MO[J POOJq [LIGa1A0 ¢ ()¢ J0J QUIDLJED WOL] PAUTRISGE S10ans ‘SUOISSIS 0M) 210Jdq <USISIP
sdnoi3 ssoxoe pue s302(qns urym {(Aep/Sw g9 ULAU) SIOWNSUOD AUIFFLd YSIY ()] pue (Kep/Sw [ ULAW) SIOWNSUOD JUIEJLd MO] (=N

PayLIaA A[[B0130[0Iq J0U 0UAUNSQE ‘1IPIO

PadUR[RQINIUNOI UT SABP 7 10] (B2) 10) 931J00 PajeuIajeddp pue sKep 7 10J (3] 10) 23300 PajRUIdfed Pawnsuod sppa(qns ‘uondunsuod
auIopeo [euuiou jo pouad ourjoseq Aep-z & Joye <uSisop sjoalqns-urpim {(Aep/Sur ¢/ | UBOW) SIAWNSUOI €} JO 3QJJ0I Je[nSar gh=\

panLaA A[[earsojoiq jou aouaunsqe 0qaoefd 1o duragyes Sw (0¢
Surure)uod 1ojem uoAIS axam s)oalqns douounsqe JYSIdA0 Joye uSisap spoalqns-uryim f(Kep/sdnd p'¢) sIoNULP 9300 [ENYIqRY 1=

PaYLIdA AJ[ROIZ0[01q SeA S0USUNSqR
(S)0[qe) QUIAJTED JO SABD € 10 23JJ01 JUBISUI PAJRUIALFRIIP JO SABD ¢ I Jo Sunsisuod aseyd puooas e parajua spalqns ‘(aurjaseq)
uondwnsuod 93300 [ensn jo aseyd Aep-¢ e soye ‘uSisap sdnoid uoamaq {(Kepysdno 9 ueaw) SIONULIP 31§09 [ENJIqRY LW} Th=N

parjuaA A[eor30[01q sem 2oUAUNSqR (221J0d
JUBISUI PaJRUIQIEAP PUE PajRUIQ) Lo JUNILLIAIU JO SKEP 6 10 03JJ00 JUBISUI PaJRUIQ)ILoap JO SKEP ¢ ‘09JJ00 JueISUl Pajeurajjeo Jo
SKep 6 101D PaAIddaI s)alqns ‘poriad durfaseq Aep-¢ e Joye ‘ugisap sdnoid uoamiaq {(Kep/sdno /g ueau) s1sn 993509 [enqey 07 1=\

(L661) dueT g5

(L661) ‘T2 10 19LMIN0D) “p§
(8861) 'Te 10 0zz1y "¢§
(s861)

UOS[IA\ PUE MAYIEIA TS

(€861)I ¢ 19 uraIS[ap 1§

(1861) 1110 0§

(0L61) 'Te 12 ywsieN “6p
puijq-uoN

(£002) T2 12 PIId "8

(6661)
Ui pue wiqny Ly

(p661) oueT 9¢
(ap661)

Smed pue JJOH “Sp

(ep661)
Simeq pue 2JOH by

Patueduoooe sea Jyoepeat] $190[qns asay) JO y,¢¢ Ul AYIRPEAY AI0AS 0} AYuLAP papiodar s10a[qns Jo 9,78 t1are] Y 9-¢ Asuojur yead patyuaa AJjeoiSojoiq jou aousunsqe ‘sansdes ourazyed oy paymsqns seam 0qooed Kep yig Jo (cv61)
Suryoeal ‘UoOWIAYE A[1ea Ul AYIBPEAY PUB UOOU Je SSIU[NY [21qaI00 ‘urwiour u1 AFIeyjo] ur pajjnsal SuIAIFed IaJe UONMNSANS 0QadR[d 1L A U0 Kep/Su 08/-(S9 01 SKEP /-9 19A0 SasOp Surseatout ur sa[nsded Ul pasISIUIWIPE AUIALFLD USISIP S10aqNS-UIYIM ‘SNpe 7= IJJ1Jd PUe Yorqsou( "¢y
purq-o3ug
»SWONWAS pue SuBIS [eAeIpyIA udisaq 20UD1J0Y

LJEMBIPYIIM OUISJJEI JO SAIPMS [eIUWILIdAXS PUIQ-UOU pue puljq-o[Suls Jo Arewrung g dqeL


https://www.researchgate.net/publication/232505040_The_effects_of_caffeine_withdrawal_on_cardiovascular_and_gastrointestinal_responses?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/232505040_The_effects_of_caffeine_withdrawal_on_cardiovascular_and_gastrointestinal_responses?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/232505040_The_effects_of_caffeine_withdrawal_on_cardiovascular_and_gastrointestinal_responses?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=

passaidap/pes 9,6 pue ‘peq [99J Jou op nok

08 QUITJE YULIP %[ 7 ‘FUNIWOA/PaIRISNRU/IS %47 ‘SNOTXUE/SNOAIIU 9467 ‘[N 1S JOUUBI/SSI[ISA %7€ “DYIBPEIY %9 UMOP PIMO[S
JUSISINS 9,96 ‘pandney 9,06 ‘parmyAsmoIp %66 1am swoydwAs droads Surpodar spelqns Jo a3ejusatad ayy ‘swojdwks [emeIpyim
papodar 2ouapuadap auaJjed AJ-NS( 10} BLIDILIO 19U OYM $193[qNS JO %40 | SUOLIALID [EARIPYILM T} 19U %] § ‘SMAIAINI §J0q UO Paseg

SuniwoA 1o easneu pue ‘uoissaidap 10 KJOTXUE PIIEW ‘SSAUISMOIP 10 dnFiye) pasyrew :3uIMO[0] dY) JO 210U
10 ouo snjd oyoepeay pasuauadxa Suiaey papodar uondwnsuod duraped 1oy umop Surnd Jo Surddos papodar oym sp(qns Jo 947

QUIOJED WOIf POUTEIsqe AJ[enjor pey| s1asn

Aqrep jo a3ejuoorad jeym umouyun st 1 ;papodar wojdwiks uowwio jsour ) Sem dYIRPeAY (oM WO} auy J50] “5-2) SANIANOR A[rep
[BULIOU [IA 2I0JI3)UI 0) YSnoud a1043s swoydwiAs papodar 9,67 “asoyy Jo ‘outopyeo Suiddoys uodn swopdwAs [emerpyim poodor o, |

JI0M 0] PARATIOUI $S3] 98] “FUNBNUIIUOD AINOYJIP % [

FurumeX 0,17 “KN[IqeILLI 9407 ‘SN 03 ANISAP Suoxs 9,87 ‘SUNIUOA 10 BISNRU ¢ “UOISSAAdIP 04 KIOTXUE 04| “On1je] 9] ‘SSAUISMOIP
%,L7 ‘ayoepeay papodar 97 ‘asouy Jo ‘1edk jsed Ay Ul [ $7< 10J SUIOHED WOI Poure)sqe SurAky papodal SISWINSUOD SUIFED JO Uty
9UIBPEAY [EARIPYIM-OUIRLE) PaouaLiadxa SutAey pasiopua s10a(qns Jo %7

(Kep/Sw G6¢) ayoepeay Sunodar jou asoyy ey (Kep/Sw 919) axejur autogyeo uedw 1dySiy pey ayoepeay Suniodor asoy) ‘aysepeay|
[PMBIPYIM-AUISTRD PaYI0dal (PIPN[IXA AIOM  MOUY 1,UOP,, PAIIMSUE OYM 3SOY) JYJR 7G| Jo d[dures ) Jo %87 o) Sjdures [e10} J0 %07

ayoepeay Surououiadxa pasiopu v,
swoydwAs emerpyim Krxue,, Surduotiadxa ponodar (Kep/Sur (og<) s1osn autagyes KAeay Jo %97

UYIBPRAY %58 ‘SSAISAI %G| ‘K[AANOJD

J10M 0} 2]qeun 9,9 Adaays 9,81 ‘eI 9,7 VITIRYI YT ‘Oeme Jley [99) %86 21am swoydwiAs agroads Suniodar saejusored
oy (Kepysdnd () ]—¢) s1asn 293J09 AAay Suowe {pasealoul pawNsuod 34509 Jo sdnd jo Joquinu ayy se pasearour swoydwAs jo Juswasiopug

6] JedK | Passasseal A1om spafqns (z007)l T¢

2531} JO [ ‘eLiajo dduapuadap douelsqns AJ-NSQ U0 paseq 2oudpuadap auiajjed 10y passasse pue pamartaul Furusarosard auoydajey 1§ 1es12qQ (2007)
Suunp erojIo 20uapuadap SUIALEd AT-INS( QI0U J0 0M} PISIOPUD OYM (Kep/SUl 7 ULowl) SIOWINSUOD QUIALED A[Iep JU0OSA[OPE 9¢=N T¢I uIdswiag ‘99

SwopduwAS [eMeIPYHM-OUIQLIED INOGE POYSE dJom uondwNSU0d AUIAFEd JIAY) UMOP (6661) nods

Sumno 10 Swddoys patodor oy S[ENPIAIPUI (0sn AUIAJFEd JIAY) INOGE POMAIAINIT ANSISar uim) paseq-uoneindod e Ur USWOM 79 (=N  -01q PUE J[PUSY ‘9

Jsed oy ur awogyeo Surddoss uo swoydwiAs 1o swajqod,, pey Koy J1 payse axam asn duiagea Ajiep payodar oym synpe 189=N (6661) 1819 smod $9

(8661)
SwopdwAS [EMBIPYIIM PUB 20UUNSR JUIAJED JNOQe Au0yda[d) BIA PAAIAINS (SIOWNSUOD AUIAFLI 79]=p ‘Te 30 say3ny g9
YOBPEAY [EMBIPUJIM-OUIONEO JO 20UALIN00 Ay Jo KaaIns ‘syuanedur [earpaur [e1oudd $71=p (1861) T8 10 100IA 79
(0861)
aurapeo Surddojs uodn ayoepeay] o 20ULINDI0 2y Jnoqe pauonsanb ‘syuanedur [earpowr §O7=N ‘e 19 UdpaIn ‘19
(8L671)
201J02 SUIUIOW JO UOISSIWO U0 AYIBPLAY| JO OUALINI0 A} Jnoqe PakdAINS ‘sjudnedur neryoksd ¢g=y ‘[e 10 USPAIN) *()9

swojdwAs [eMEIPYYIM-OUIA]IEY JO 20UALING00 Jo Koamns ‘prem owneryoAsd uo sjuanedur jnpe Apsow Ge[=N  (9L61) Pealstip ‘65

swoydwiAs pue suSis [emepyipg

(6961) oztexy
PANIWIO Sea 23j0d Suruiow Ji 30udLadxa pinom Aay) $193J39 2t JNOQe PAAIAINS SISWNSUOD 39J0O (LW ¢§[=N pue uISp[on) ‘gg
usisaq 20UA1J0Y

[eMeIpyIIM UIJJED JO SAIpnIs AdAINS Jo Arewwung ¢ d[qe],

anreuuonsanb saje)s poow Jo d[yoId sAedIpul SINOJ,
[EMBIPYIIM SUIJIED JO J03JJ0 UE UBY) IOUJEI QUISHED JO J02JF0 J0a11p & AJoNI,

ouIoed 0} dANE[I 0qaoe[d JO S)09JQ AU} St PALIISIP ATk SIS Y ‘parediod aIe SUONIPUOD AUIAIEO pue 0gade[d uayMm ‘AoUD)ISISUOD 0],

PaJOU ASIMIBYIO SSAUN G()'(Sd 18 JUROIUSIS A[[onSHElS oIk SR [[V,
1918013 10 Y 7] Jo poudd oousunsqe aulajjes e pey SaIpms [y,

uondumsar Jurdjfed FULMO[0} S[9AS] SULIL JUI[aseq O} UINJAX B PUB [eAMBIPYIA SULIND SULIY SJ(T Ul SISLAIOUL

JuedIUSIS pamoys (eruAyisAp HFF Jouru e ‘§d() Suimols [ewsAxoed asnip Surure)uod sHF7 duraseq pey oym spalqns

XIS £z Aep U0 poodal Ses SuOBOUNISAp O1RIOS JO JqUINU JSajeals Ay} L0uaurSqe AUIAJHED Jo  pue ‘7 ‘1 skep uo 10jeald Apueoriusis
SeM UOIRUILUEXD [2JO[OXSO[NISL L) WL} SUONOUNJSAP S1BWOS JO Jquinu dy ‘durjaseq i paredwod ‘ueioisAyd e Aq pajer

S AJLI9A9S [EMBIPYIIM JIIAJS 1O JRIIPOW PBY %/ / PuB SWoIdWIAS [eMeIpyIIm-OuIajed papodar s19a(qns [[e S[oAd] AuI[aseq 0} SanjeA

payuaA Ajjearsojoiq

DT Pa1aje PAUINIAI AUUNSR SUIMO[[0} dIAJFed JO uondwnsar :20uaayod ouaydstuayoyur ur a5ueyd pue 1oMod SAIR[AI £J2q U SeA JOUDUNSQE :dUIdS Y} JO UONBUTIIEXD [2J0[a)SO[NISNT & PUE MOTAIONI PAINONIS & SULIND Passasse S ALIAAIS [EMBIPYIIA JUTFLd (9661)

952a100p “1omod QAIIR[AI BOY) UT SEA1IUT ‘WIAY ©1aq pue eydje y10q Jo Kouonbaly UL oY) U ASLAIOAP ‘SeAIE [EIILI0J [BJUOI] Y} 19AO

Jo s3uner ueroiskyd ‘D77 2anemuenb oryderSodoy papnjour suoyen[ead doudunsqe Jo skep ¢ pue ‘7 ‘1 Joye ureSe pue (suroseq) [e 10 Yowed (7007 ‘L661

Jomod 9)njosqe ejjop u1 aseaoul ‘amod dJnjosqe B Ul asealoul :a1am saSuRYd HFA dAnelnuenb jueoIuis ‘uraseq s paredwio) JOIP OUILJED [BULIOU JIAY) SUILINSUOD A[IYM PAYen[eAd s19a[qns cuSisap spalqns-uryim (Kep/Sur gpg<) s1osn auIAed A[IBp H] 10 €=\ ‘S661) T8 10 SAAY LG

9YOBPEAY 219AJS 10 djeropow papodar o4/ 7
pue ayoepeayy Aue payiodal 9,/ 20UIUNSQE oY (55300nS Paaddad pue [am Futop Jo douepodut paadsad paseardap pue Anomyip
paardarad Jo s3urjer s)02(qns paseaIdur UUNSQe PuL ‘A ASU0ASI PASLIIIUT PuB AJeI-)IY PISLAIIAP IUAUISGR Yse) UL[ITIA [EnSIA
BUO . JojeM ssed 0) paau ‘s[jods P[o9 10 10U SAIATIOE PAJEOI-IOM/SE) OP 0} ATIN JULAIOSQO/AATIUAIE/LIA[E DATJOR/ATIOUD DJEN)UIOU0D

0} AN[IqE ‘SSOUAAIN[E}/AZI[BI90S 0} AMISP ‘FuIaq-[[om (SNOJ) 1051A pasearodp pue (SOd) uonoafop-uoissardap (SINOJ)
JUSULIAP[IMAG-UOISIIU0d (SNOJ) ANnsoy—tofue ‘Furumes ‘papeayiea]o jou/A3503/Azznw ‘ysis3nis/pamyandney/A3reyid) (SINOJ)

parjLoA A[[eo1S0[0Iq 10U 20USUNSQE {(90UANSqE [ §7—7] PILUIS?) 0UAUNSqe JYSIUIAA0 Joyge pue uondwnsuod aurapyes (8661) ang

angney (Adwnid/sso10/e[qeiin Adoays/AsmoIp ‘dydepeay Pasealdur UUNSQe duIdfFed ‘uondwnsuod audgyes wniqy pe Pim pareduwio)) [ensn Jaye [SUOISEII0 0M) UO PISSIsSe A1aM $102(qns ‘uFisap sjoalqns-uryim {(auragyed Kep/Sw ¢9¢ UeAW) SIAWNSUO 390 AJrep (¢=N  -sdifjyq pue aue  ‘9g

»SWONdWAS pue SuSis [eAeIpyIA

udisaq 20U21J0Y

(panunuoo) 7 dqer


https://www.researchgate.net/publication/297483390_The_frequency_of_caffeine_withdrawal_in_a_population-based_survey_and_in_a_controlled_blinded_pilot_experiment?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/297483390_The_frequency_of_caffeine_withdrawal_in_a_population-based_survey_and_in_a_controlled_blinded_pilot_experiment?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/297483390_The_frequency_of_caffeine_withdrawal_in_a_population-based_survey_and_in_a_controlled_blinded_pilot_experiment?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/297483390_The_frequency_of_caffeine_withdrawal_in_a_population-based_survey_and_in_a_controlled_blinded_pilot_experiment?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/null?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/null?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/null?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/null?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/null?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=

Table 4 Summary of withdrawal symptoms reported in experimental and survey studies described in Tables 1, 2, 3*

Symptom Acute abstinence Acute abstinence Acute Acute abstinence versus  Time-limited Percentage of subjects showing effect in Percentage of subjects reporting
versus baseline® versus caffeine” abstinence  chronic abstinence” abstinence effects®  experimental studies® symptom in survey studies®
in caffeine
consumers
Versus non-
COI]SLll'l”lel'Sb
Headache 4,9,20,44,45 47, 1,2,5,6,7,8,9,10, 17 6,8,27,42 4,5,7,44,49, 51 1:25% of trials (heavy users) [control 3%) 58: 8% headache
49, 50, 51, 54 11, 12, 4: 100% headache (control 14%) 60: 11% headache
13, 15, 16, 21, 23, 6: 79% headache®™ 61: 20% headache
25,27, 30, 7: 42% headache (control 10%) 62: 24% headache
33, 34, 35, 30, 43, 9: 52% moderate or severe headache (control ~ 63: 24% headache
46, 47, 55, 56 2%)
11: 30% headache* 65: 24% headache plus additional
symptom

12: 64% maximum headache (control 0%) 66: 56% headache
15: 9% headache*

20: 45% diffuse throbbing headache

27: 47% headache (control 14%)

32: 28% headache (control 17%)

43: 82% definite to severe headache, 55% of
trials severe as ever experienced

44: 40-50% moderate headache, 20-30% more
severe headache

46: 64% headache (control 0%)

47: 40% headache (control 14%)

49: 100% headache

54: 50% moderate or severe headache

55: 63% headache (control 6%), 25% maximum
headache (control 0%)

56: 47% headache, 27% moderate or severe

headache
Tiredness/fatigue 4,9, 20, 49, 50 2,5,6,8,9, 11,12, 17 6,8,17,26 4,5,17,20, 49 6: 57% lethargy/fatigue™* 58: 24% lethargic
14, 15, 9: 8% abnormal high fatigue (control 0%) 63: 21% fatigue
16, 17, 18, 19, 21, 11: 24% fatigue* 66: 56% fatigued
23,24, 12: 27% extreme fatigue (control 9%)
25, 26, 28, 30, 15: 18% fatigued/tired*

33, 34, 35, 36, 43, .
20: 68% tired and lethargy

46, 55, 56
49: 100% lassitude
Decreased energy/ac- 4, 9 2,5,6,89, 12,15, 2 6, 26 4,5 6: 64% | energy/active®®
tiveness 18, 19,

9: 11% abnormal scores (control 0%)
21, 22,23, 24, 26,

. 0, M 1 0,
28,29, 31, 33, 34, 12: 45% extreme | in vigor (control 0%)

35, 37, 55, 56 15: 27% | stimulated/active/energy/excited*
Decreased alertness/ 4, 20 2,5,6,8,15,19,21, 2,40, 41 6,26 4,5 6: 50% | alert/attentive®*
attentiveness 24,25, 15:27% | alert/attentive/able to concentrate®
26, 27, 33,
34, 35, 36, 37, 39,
56
Drowsiness/sleepi- 4, 9, 20, 44, 45 2,6,8,9,11, 14,15, 2,17 6, 17,26 4,44 6: 64% drowsy-sleepy* 58: 18% sleepy, 58% feel-half awake
ness 17, 19, 11: 24% drowsiness* 63: 27% drowsiness
21, 23, 24, 28, 46, 15: 45% drowsy/sleepy/tired* 66: 59% drowsy/tired
55, 56 22: 63% drowsiness/fatigue*
23: 13% drowsiness*
Decreased contented- 9, 44, 45 2,5,6,9,17,18,19, 2 6,26 5,44 6: 64% | well-being™, 50% | content/
ness/well-being 21,22, satisfied**
23,24, 25,26, 55, 15: 18% | content/relaxed/satisfied*
56
Decreased desire to 4, 9 2,5,6,9,10, 14,17, 6 5 6: 79% | social disposition®*
socialize 22,33, 15: 9% | talkative*
34, 37, 46, 55, 56
“Flu-like” symptoms 9 5,6,9,25,30,33, 6 5 55: 31% flu-like symptoms (control 0%)
34, 36, 55
Depressed mood 9 5,6,9,12, 14,15, 17 6, 17,26 5 6: 14% depressed® 63: 4% depression
17, 56 9: 11% abnormal scores BDI (control 2%) 66: 9% sad/depressed

12: 36% elevations on BDI (control 0%)
15: 18% depressed*
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Table 4 (continued)

Time-limited
abstinence effects”

Percentage of subjects showing effect in
experimental studies®

Percentage of subjects reporting
symptom in survey studies®

Symptom Acute abstinence Acute abstinence Acute Acute abstinence versus
versus baseline® versus caffeine” abstinence chronic abstinence”
in caffeine
consumers
Versus non-
consumers®
Difficulty concentrat- 20 5,6, 19, 26, 37, 55, 6,26
ing 56
Irritability 9 2,5,6,9,19,22,56 2 6, 26
Unmotivated for 9 5,6,9,21,22,23,
work 24, 56
Muzzy/foggy/not 9,20 6,9,17,18,55,56 17 6
clearheaded
Yawning 9 6,9, 19, 21, 28, 55, 6
56
Decreased self-confi- 9 5,6,9,21,23,24,46 6
dence
Confusion-bewilder- 9 6,9, 22, 26, 34, 56 26
ment
Total mood distur- 9 6,9, 26, 34, 35, 36 26
bance
Nausea/vomiting/ 22,23,24,38,43, 44
upset stomach
Muscle pain/stiffness 45, 50 5,6 6
Anxiety/nervousness 9 9,22 2,40
Heavy feelings in 9 9, 37, 46, 55
arms and legs
Increased sleep dura- 20, 44, 45 27
tion/quality
Analgesics use 44 9,12
Craving 5,6 6
Lightheaded/dizzy 6, 38, 55
Blurred vision 9 6,9 6
Anger/hostility 17, 56 17 17
Hot and cold spells 9 9, 56

6: 14% blurred vision®*

5 6:79% | able to concentrate®* 63: 11% difficulty concentrating
5 6: 29% irritable/cross/grumpy** 58: 21% irritable
15: 9% irritable/frustrated/angry/cross* 63: 20% irritability
5 6: 57% | motivation for work™ 58: 16% unable to work effectively
6: 64% | urge to do work™ 63: 18% | motivated to work
6: 71% muzzy™*
6: 43% yawning®* 63: 21% yawning
5 6: 64% | self-confidence™
6: 29% upset stomach®* 63: 3% nausea or vomiting
20: 13% nausea and sickness with headache ~ 66: 21% sick/nauseated/vomiting
43: 33% nausea (sometimes vomiting) along
with headache
54: 10% nausea and vomiting
5 6: 43% muscle pain®*
9: 8% abnormal scores anxiety (control 0%)  59: 26% anxiety withdrawal
symptoms
63: 10% anxiety
66: 29% nervous/anxious
44 9: 13% analgesics use (control 2%)
12: 45% analgesics use
5 6: 43% craving for caffeine® 63: 28% strong desire to use

“Numbers in table refer to the entry number in Tables 1, 2, 3

"The strengths and weaknesses of each of the types of comparisons presented in columns 26 are described in the text. Studies in columns
4-6 are more rigorous because the effects are not confounded by the direct effects of caffeine
“This column (column 7) shows the percentage of subjects reporting the symptom in experimental studies (as summarized in columns 2—-6).
For comparison, when available, the percentage of subjects reporting the symptom in the control condition (i.e., baseline or caffeine
condition) is shown in brackets. For studies that conducted within-subject analyses of differences between the abstinence and control
conditions, an asterisk (*) indicates the percentage of subjects who showed a statistically significant difference at P<0.05

dpercentage of subjects reporting symptom in survey studies: this column shows the percentage of individuals reporting the occurrence of a
symptom presumably based on their previous experience in the natural environment
“Incidence data for this study were collapsed across two conditions: acute abstinence versus caffeine and acute abstinence versus chronic

abstinence

data on the independence of specific caffeine-withdrawal
symptoms (e.g., factor analysis), the listing provides a
useful framework for characterizing the results of caffeine-
withdrawal studies. In Table 4, symptoms are sequenced
from those documented (i.e., shown in columns 2—6) in the
greatest number of experimental studies to those docu-
mented in the fewest. Table 4 also differentiates experi-
ments according to five of the most frequently used

experimental methodologies that have been used to draw
inferences about caffeine-withdrawal symptoms and signs.
Finally, Table 4 shows the percentages of individuals
reporting withdrawal symptoms in both experimental and
survey studies.



Experimental methodologies

Several different experimental methodologies have been
used to draw inferences about the occurrence of caffeine
withdrawal. As understanding the strengths and weak-
nesses of each of these methodologies is critical to
drawing meaningful conclusions about the validity of the
findings, this section will briefly list and critique the most
commonly used experimental methodologies. The first
five experimental methodologies (corresponding to col-
umns 2—6 in Table 4) involve different comparisons with
acute caffeine abstinence.

Acute abstinence versus preceding caffeine baseline
(not counterbalanced)

In this within-subjects comparison, symptoms or signs
during acute caffeine abstinence are compared with those
during a preceding baseline of ad libitum caffeine
consumption. This comparison may have good ecological
validity because it can involve a naturally occurring
pattern of caffeine consumption followed by abrupt
abstinence. A limitation of this comparison is that baseline
versus abstinence differences may be due to the simple
absence of the direct effects of caffeine during abstinence
(i.e., a caffeine offset effect rather than a time-limited
withdrawal effect). Another limitation is that observed
differences could be confounded by order effects (i.e.,
conditions are not counterbalanced).

Acute abstinence versus caffeine

In this comparison, which could involve within subjects or
across groups designs, symptoms or signs during acute
abstinence are compared with those during caffeine
consumption, with conditions counterbalanced or rando-
mized across subjects. As with the comparison with a
preceding baseline caffeine condition, this comparison
may have good ecological validity in modeling naturally
occurring effects of caffeine abstinence. Although not
confounded by order effects, this comparison has the
limitation that caffeine versus abstinence differences may
be due to the simple absence of the direct effects of
caffeine during abstinence.

Acute abstinence in caffeine consumers versus non-
consumers

In this between-groups comparison, symptoms or signs
during acute abstinence in caffeine consumers are
compared with those in non-consumers. As both groups
are caffeine abstinent, it can be concluded that any
difference observed is not confounded by the direct effects
of caffeine. However, the possible confounding effects of
population differences between caffeine consumers and
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non-consumers cannot be ruled out because of the self-
selected nature of these groups.

Acute abstinence versus chronic abstinence

In this comparison, which could be within subjects or
across groups, symptoms or signs during acute abstinence
are compared with those during chronic abstinence (e.g.,
1 week or more of caffeine abstinence). As both conditions
involve caffeine abstinence, it can be concluded that any
difference observed is not confounded by the direct effects
of caffeine. Although this comparison provides more
conclusive evidence of withdrawal effects than the
preceding comparisons, the approach is conservative
because it may underestimate the incidence or magnitude
of withdrawal effects if symptoms or signs persist in the
chronic abstinence condition.

Time-limited abstinence effects

By definition, a drug withdrawal symptom or sign should
increase upon acute abstinence and then decrease over
time with continued drug abstinence. A demonstration of
such time-limited effects is not confounded by the direct
effects of caffeine and is important for confirming that the
effects observed are withdrawal related rather than
reflecting caffeine offset effects (i.e., a return to the
normal drug-free state).

Other methodologies

In addition to the five approaches described above, several
other types of experimental methodologies can help to
inform the interpretation of caffeine-withdrawal effects.
Although not included in Table 4, studies using these other
methodologies are discussed in the following section on
symptoms and signs of caffeine withdrawal.

Variation in caffeine maintenance dose Demonstration that
the severity or incidence of a symptom or sign increases
with increases in the daily caffeine maintenance dose
before abstinence helps to confirm that the withdrawal
effect reflects a pharmacological process.

Acute decreases in caffeine maintenance dose When lower
caffeine doses are substituted for the usual caffeine
maintenance dose, the demonstration that the severity or
incidence of a symptom or sign increases as the substituted
dose decreases helps to confirm that the withdrawal effect
reflects a pharmacological process.

Manipulation of duration of caffeine maintenance De-
monstration that the severity or incidence of a symptom or
sign increases with increases in the duration of daily
caffeine maintenance dose before abstinence helps to
confirm that the withdrawal effect reflects a pharmacolo-
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gical process.

Re-administration of caffeine reverses abstinence effects
After a period of abstinence during which the severity or
incidence of a symptom or sign develops, the demonstra-
tion that re-administration of caffeine rapidly and dose
dependently reverses the abstinence effects helps to
confirm that the withdrawal effect reflects a pharmacolo-
gical process.

Symptoms and signs of caffeine withdrawal
Symptoms of caffeine withdrawal

In this section, the withdrawal symptoms (i.e., categories
of self-reported changes in mood or behavior) that were
assessed in the studies listed in Tables 1, 2, and 3, and
summarized in Table 4, are individually discussed and
evaluated. For some symptoms, relevant case reports are
also discussed if they contribute to the evaluation. As in
Table 4, the symptoms are sequenced from those that were
documented in the greatest number of studies to those that
were documented in the fewest number.

Of relevance to the assessment of each symptom is
information about the “hit-rate” (i.e., the ratio of the
number of times a symptom was found to be significant
relative to the number of times it was assessed). For this
analysis, the number of studies in which each symptom
was documented was taken from the 57 experimental
studies described in Tables 1 and 2 (and summarized in
columns 2-6 of Table 4). The number of studies in which
each symptom was assessed was obtained from an
evaluation of the same 57 experimental studies. In several
studies (Comer et al. 1997; Schuh and Griffiths 1997;
Garrett and Griffiths 1998; Jones et al. 2000) all of the
symptoms assessed could not be determined from the
published article, and this information was obtained from
the authors. [Methodological note: in the rare instance in
which a study used a compound symptom descriptor (e.g.,
alert/attentive/observant/able to concentrate) that could
potentially apply to two symptom categories (e.g., alert/
attentiveness and difficulty concentrating), the data were
counted in the single category that it best represented (e.g.,
alert/attentiveness was counted as assessed and difficulty
concentrating was coded as not assessed).]

In interpreting the hit-rate, it should be noted that most
of the statistically significant effects reported are based on
group mean data. Thus, a high hit-rate indicates that the
abstinence condition is readily differentiated from the
comparison condition and usually reflects an intermediate
to high incidence of the symptom. A low hit-rate indicates
that the abstinence condition is not readily differentiated
from the comparison condition. However, it is important to
recognize that a low hit-rate does not mean that a symptom
is not valid because such a symptom may have a low
incidence and thus be undetected in a group statistical
analysis. Furthermore, a symptom with a low hit-rate may
also be clinically important to the extent that it may have

profound effects in a small percentage of the population
(e.g., psychotic symptoms in the general population).
Finally, a failure to detect a particular effect may reflect
methodological shortcomings of a study (e.g., insufficient
period of abstinence, small sample size, insensitive
measures).

Validity criteria For purposes of this review, the criteria for
concluding that a symptom is valid was the statistical
demonstration of the symptom in six or more studies that
include two or more double-blind studies that used
methodologies in which the conclusion of caffeine-with-
drawal effects was not confounded by the direct effects of
caffeine (i.e., Table 4, columns 4-6). As a conservative
approach, two studies that used the same group of subjects
(i.e., studies 5 and 6 in Table 4) were considered to be a
single study for purposes of judging validity.

Headache (descriptors: headache and headachy) Head-
ache has been the most frequently assessed symptom (48
experimental studies and 6 survey studies). Headache was
found in 37 of 48 (77%) of the experimental studies in
which it was assessed. The median percentage of
individuals reporting headache in 19 experimental studies
was 47%, ranging from 9% to 100% across studies
(Table 4). Of the 7 experimental studies that assessed
headache severity, the median percentage of subjects
reporting moderate to severe or maximum headache was
50%. In 7 survey studies, the median percentage of
caffeine users reporting caffeine-withdrawal headache was
24%, ranging from 8% to 56%.

Headache as a caffeine-withdrawal symptom has been
demonstrated in studies comparing acute caffeine absti-
nence with a preceding baseline condition, a caffeine
administration condition, and a chronic caffeine abstinence
condition (Table 4) and by comparing acute caffeine
abstinence in caffeine consumers with non-consumers
(Table 4). Studies have also shown that abstinence-
induced headache is time-limited (Table 4) and is rapidly
(usually within 30—60 min) and often completely reversed
after re-administration of caffeine (Driesbach and Pfeiffer
1943; Goldstein et al. 1969; Roller 1981; Couturier et al.
1997; Tinley et al. 2003), with the magnitude of reversal
being an increasing function of the re-administered
caffeine dose (Goldstein et al. 1969). Studies have also
shown that the severity and incidence of headache after
abstinence were increasing functions of caffeine mainte-
nance dose (Goldstein 1964; Silverman et al. 1992; Evans
and Griffiths 1999) and duration of caffeine dosing (Evans
and Griffiths 1999) before abstinence. Finally, when
different caffeine doses were substituted for the usual
maintenance dose, the severity and incidence of headache
increased as the substituted dose decreased (Evans and
Griffiths 1999). Caffeine-withdrawal headache has been
characterized in these experimental studies as well as in
case reports as being gradual in development (Driesbach
and Pfeiffer 1943; Greden et al. 1980; Roller 1981;
Griffiths et al. 1990), diffuse (Driesbach and Pfeiffer 1943;
Greden 1974; Greden et al. 1980; Lader et al. 1996),
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throbbing (Driesbach and Pfeiffer 1943; Greden 1974;
Greden et al. 1980; Lader et al. 1996), severe (Griffiths
and Woodson 1988; cf. Table 4), intensified with exercise
and Valsalva maneuver (Driesbach and Pfeiffer 1943), and
phenomenologically distinct from migraine headache
(Driesbach and Pfeiffer 1943).

Clinical reports, correlational analysis, and cluster
analysis of withdrawal symptoms have indicated that
non-headache symptoms and signs of caffeine withdrawal
do not always co-vary with the presence of headache and
can occur in the absence of headache (Griffiths and
Woodson 1988; Griffiths et al. 1990; Lader et al. 1996;
Garrett and Griffiths 1998; Evans and Griffiths 1999). This
indicates that non-headache symptoms represent distinct
features of the caffeine-withdrawal syndrome that can
occur independently of headache.

In summary, headache has been very frequently studied,
has an intermediate incidence, and has been demonstrated
under a wide range of different methodological conditions.
It is concluded that headache is a wvalid withdrawal
symptom.

Tiredness/fatigue (descriptors: tiredness, tired, fatigue,
lazy, sluggish, lazy/sluggish/slow-moving, lethargic, leth-
argy/fatigue/tived/sleepy, sluggish/slowed down, worn-out,
and lassitude) Tiredness/fatigue was demonstrated in 32 of
38 studies (84%). In 7 experimental studies providing
incidence data (Table 4), the median percentage of
individuals showing tiredness/fatigue was 27%. In 3
survey studies, the percentage of subjects reporting
tiredness/fatigue ranged between 21% and 56%. Tired-
ness/fatigue has been demonstrated in studies comparing
acute caffeine abstinence with a preceding baseline
condition, a caffeine administration condition, and a
chronic caffeine abstinence condition (Table 4), and by
comparing acute caffeine abstinence in caffeine consumers
with that in non-consumers (Table 4). Studies have also
shown that abstinence-induced tiredness/fatigue is time
limited (Table 4), completely reversed after re-administra-
tion of caffeine (Roller 1981), and an increasing function
of the duration of caffeine maintenance before abstinence
(Evans and Griffiths 1999). Furthermore, when different
caffeine doses are substituted for the usual maintenance
dose, the magnitude of tiredness/fatigue increases as the
substituted dose decreases (Evans and Griffiths 1999).
Severity of tiredness/fatigue also appears to increase at
higher daily caffeine maintenance doses (Rogers et al.
1995).

In summary, tiredness/fatigue has been very frequently
studied, has a low to moderate incidence, and has been
demonstrated under a wide range of methodological
conditions. It is concluded that tiredness/fatigue is a
valid withdrawal symptom.

Decreased energy/activeness (descriptors: decreased en-
ergy, energetic, active, stimulated/active/energetic/excited,
vigor, lively, stronger/more vigorous/more energy) De-
creased energy/activeness was demonstrated in 24 of 32
experimental studies (75%). In 4 experimental studies
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providing incidence data (Table 4), the median percentage
of individuals showing decreased energy/activeness was
36%. Decreased energy/activeness has been demonstrated
in studies comparing acute caffeine abstinence with a
preceding baseline condition, a caffeine administration
condition, and a chronic caffeine abstinence condition
(Table 4), and by comparing acute caffeine abstinence in
caffeine consumers with that in non-consumers (Table 4).
Studies have have also shown that abstinence-induced
decreased energy/activeness is time limited (Table 4) and
is rapidly (i.e., within 30—-60 min) and completely reversed
after re-administration of caffeine (Goldstein et al. 1969).
Studies have also shown that the severity of decreased
energy/activeness is an increasing function of the caffeine
maintenance dose before abstinence (Rogers et al. 1995;
Evans and Griffiths 1999).

In summary, decreased energy/activeness has been very
frequently studied, has an intermediate incidence, and has
been demonstrated under a wide range of methodological
conditions. It is concluded that decreased energy/active-
ness is a valid withdrawal symptom.

Decreased alertness/attentiveness (descriptors: decreased
alertness, alert/attentive/observant, alert/attentive/able to
concentrate, and activity/alertness) Decreased alertness/
attentiveness was demonstrated in 22 of 31 experimental
studies (71%). Two experimental studies reported inci-
dence data of 27% and 50% (Table 4). Decreased
alertness/attentiveness has been demonstrated in studies
comparing acute caffeine abstinence with a preceding
baseline condition, a caffeine administration condition,
and a chronic caffeine abstinence condition (Table 4), and
by comparing acute caffeine abstinence in caffeine
consumers with that in non-consumers (Table 4). Studies
have also shown that abstinence-induced decreased
alertness/attentiveness is time limited (Table 4) and is
rapidly (i.e., within 30—60 min) and completely reversed
after re-administration of caffeine (Goldstein et al. 1969),
with the magnitude of reversal being an increasing
function of the re-administered caffeine dose (Goldstein
et al. 1969). In addition, deficits in alertness/attentiveness
are an increasing function of caffeine maintenance dose
before abstinence (Rogers et al. 1995; Evans and Griffiths
1999). Finally, when different caffeine doses are sub-
stituted for the usual maintenance dose, the magnitude of
alertness/attentiveness decreases as the substituted dose
decreases (Evans and Griffiths 1999).

In summary, decreased alertness/attentiveness has been
very frequently studied, may have an intermediate
incidence, and has been demonstrated under a wide
range of methodological conditions. It is concluded that
decreased alertness/attentiveness is a valid withdrawal
symptom.

Drowsiness/sleepiness (descriptors: drowsiness, sleepy,
drowsy/sleepy/tired, sedated, feel half awake, and de-
creased wakefulness) Drowsiness/sleepiness was demon-
strated in 21 of 27 experimental studies (78%). Across 5
experimental studies providing incidence data (Table 4),


https://www.researchgate.net/publication/285133291_Caffeine-withdrawal_headache?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/285133291_Caffeine-withdrawal_headache?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/285133291_Caffeine-withdrawal_headache?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/221803609_Caffeine_withdrawal_symptoms_and_rate_of_metabolism?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/221803609_Caffeine_withdrawal_symptoms_and_rate_of_metabolism?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/20892968_Low-dose_caffeine_physical_dependence_in_humans?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/18754062_Anxiety_or_caffeinism_a_diagnostic_dilemma?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/15980392_Caffeinism_Subjective_quantitative_aspect_of_withdrawal_syndrome?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/15805252_Caffeine-Withdrawal_Headache_A_Clinical_Profile?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/13502430_Garrett_BE_Griffiths_RR_Physical_dependence_increases_the_relative_reinforcing_effects_of_caffeine_versus_placebo_Psychopharmacology_Berl_139_195-202?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/13204112_Caffeine_withdrawal_A_parametric_analysis_of_caffeine_dosing_conditions?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/13204112_Caffeine_withdrawal_A_parametric_analysis_of_caffeine_dosing_conditions?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/13204112_Caffeine_withdrawal_A_parametric_analysis_of_caffeine_dosing_conditions?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/13204112_Caffeine_withdrawal_A_parametric_analysis_of_caffeine_dosing_conditions?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/13204112_Caffeine_withdrawal_A_parametric_analysis_of_caffeine_dosing_conditions?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=
https://www.researchgate.net/publication/13204112_Caffeine_withdrawal_A_parametric_analysis_of_caffeine_dosing_conditions?el=1_x_8&enrichId=rgreq-3dd52a0301ac88bb5328a935b2305bf0-XXX&enrichSource=Y292ZXJQYWdlOzgyNjYyNTc7QVM6MTAyNTE3NDMwMDMwMzQ0QDE0MDE0NTM0Njg4MTY=

14

the median percentage of individuals showing drowsiness/
sleepiness was 45%. In 3 survey studies, the percentage of
subjects reporting tiredness/fatigue ranged between 18%
and 59%. Drowsiness/sleepiness has been demonstrated in
studies comparing acute caffeine abstinence with a
preceding baseline condition, a caffeine administration
condition, and a chronic caffeine abstinence condition
(Table 4), and by comparing acute caffeine abstinence in
caffeine consumers with that in non-consumers (Table 4).
Studies have also shown that abstinence-induced drowsi-
ness/sleepiness is time limited (Table 4) and is rapidly (i.e.,
within 30-60 min) and completely reversed after re-
administration of caffeine (Goldstein et al. 1969), with the
magnitude of reversal being an increasing function of the
re-administered caffeine dose (Goldstein et al. 1969).
Severity is positively correlated with daily caffeine dose
before abstinence (Silverman et al. 1992).

In summary, drowsiness/sleepiness has been very
frequently studied, has an intermediate incidence, and
has been demonstrated under a wide range of methodo-
logical conditions. It is concluded that drowsiness/
sleepiness is a valid withdrawal symptom.

Decreased contentedness/well-being  (descriptors:  de-
creased contentedness, content/satisfied, well-being, day
positive, cheerful, happy, and increased miserable)
Decreased contentedness/well-being was demonstrated in
17 of 28 experimental studies (61%). In 2 experimental
studies, 18% and 64% of participants showed decreases in
measures of contentedness/well-being (Table 4). De-
creased contentedness/well-being has been demonstrated
in studies comparing acute caffeine abstinence with a
preceding baseline condition, a caffeine administration
condition, and a chronic caffeine abstinence condition
(Table 4), and by comparing acute caffeine abstinence in
caffeine consumers with that in non-consumers (Table 4).
Studies have also shown that abstinence-induced de-
creased contentedness/well-being is time limited (Table 4)
and is rapidly (i.e., within 30-60 min) and completely
reversed after re-administration of caffeine (Goldstein et
al. 1969), with the magnitude of reversal being an
increasing function of the re-administered caffeine dose
(Goldstein et al. 1969). Severity also appears to increase
with higher daily maintenance caffeine doses before
abstinence (Rogers et al. 1995).

In summary, decreased contentedness/well-being has
been very frequently studied, may have an intermediate
incidence, and has been demonstrated under a wide range
of methodological conditions. It is concluded that
decreased contentedness/well-being is a valid withdrawal
symptom.

Decreased desire to socialize (descriptors: decreased
desire to socialize, talkativeness, social disposition, and
friendliness) Decreased desire to socialize was demon-
strated in 15 of 28 experimental studies (54%). One
experimental study reported incidence data of 79% for
decreased social disposition and a second study reported
9% for decreased talkativeness (Table 4). Decreased desire

to socialize has been demonstrated in studies comparing
acute caffeine abstinence with a preceding baseline
condition, a caffeine administration condition, and a
chronic caffeine abstinence condition (Table 4). Studies
have also shown that abstinence-induced decreased desire
to socialize is time limited (Table 4) and that the
magnitude is an increasing function of caffeine mainte-
nance dose before abstinence (Evans and Griffiths 1999).

In summary, decreased desire to socialize has been very
frequently studied with varied incidence. Although it has
been demonstrated under several different methodological
conditions, it does not presently fulfill the criteria for
validity.

Flu-like symptoms (descriptors: “flu-like symptoms” and
“flu-like feelings”) An increase in this category was
demonstrated in 9 of 17 (53%) experimental studies. One
experimental study reported incidence data of 31% for flu-
like symptoms (Table 4). Flu-like symptoms as a symptom
category have been demonstrated in studies comparing
acute caffeine abstinence with a preceding baseline
condition, a caffeine administration condition, and a
chronic caffeine abstinence condition (Table 4). Studies
have also shown that abstinence-induced flu-like symp-
toms are time-limited (Table 4) and that the severity of flu-
like symptoms is an increasing function of caffeine
maintenance dose before abstinence (Lane and Phillips-
Bute 1998; Evans and Griffiths 1999).

In summary, the flu-like symptoms category has been
frequently studied, appears to have an intermediate
incidence, and has been demonstrated under several
methodological conditions. In addition to the foregoing
studies, one study (Swerdlow et al. 2000) showed
caffeine-abstinence-induced increases in a composite
scale that included flu-like symptoms (i.e., feel sick,
queasy, dizzy, and perspiring). It seems plausible that
endorsement of flu-like symptoms is related to a
constellation of somatic symptoms that include nausea/
vomiting, muscle pain/stiffness, and heavy feelings in
arms and legs (these individual symptoms are discussed
below). Although most of the experimental studies
demonstrating statistical increases in flu-like symptoms
have involved comparisons of caffeine abstinence to a
caffeine administration condition, the category appears to
reflect a genuine withdrawal effect because endorsement
of flu-like symptoms is time limited (Griffiths et al. 1990)
and it is implausible that such placebo versus caffeine
differences represent a direct effect of caffeine in
suppressing naturally occurring flu-like symptoms. Thus,
even though the flu-like symptoms category fails to meet
our a priori criteria for validity, the category appears to be
a valid caffeine-withdrawal effect. Furthermore, the flu-
like symptoms category may be clinically important
because it may reflect significant distress.

Depressed mood (descriptors: depression, dejection, sad/
depressed, and elevated scores on the Beck Depression
Inventory) Symptoms of depressed mood were demon-
strated in 9 of 29 experimental studies (31%). In 4
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experimental studies providing incidence data, the median
percentage of individuals reporting depressed mood was
16% (range 11-36%; Table 4). In 2 survey studies, the
percentage of subjects reporting depression was 4% and
9%. Depressed mood has been demonstrated in studies
comparing acute caffeine abstinence with a preceding
baseline condition, a caffeine administration condition,
and a chronic caffeine abstinence condition (Table 4), and
by comparing acute caffeine abstinence in caffeine
consumers with that in non-consumers (Table 4). Studies
also showed that abstinence-induced depressed mood is
time limited (Table 4).

In summary, depressed mood has been very frequently
studied, has a low to moderate incidence, and has been
demonstrated under a wide range of methodological
conditions. It is concluded that depressed mood is a
valid withdrawal symptom.

Difficulty concentrating (descriptors: difficulty concen-
trating, decreased concentration, and decreased ability to
concentrate) Difficulty concentrating was demonstrated in
8 of 12 experimental studies (67%). One experimental
study reported incidence data of 79% and one survey
study found that 11% of respondents reported difficulty
concentrating (Table 4). Difficulty concentrating has been
demonstrated in studies comparing acute caffeine absti-
nence with a preceding baseline condition, a caffeine
administration condition, and a chronic caffeine abstinence
condition (Table 4). Studies have also shown that absti-
nence-induced difficulty concentrating is time limited
(Table 4), and the severity is positively correlated with
daily caffeine dose before abstinence (Lane 1997).

In summary, difficulty concentrating has been moder-
ately frequently studied, may have a high incidence, and
has been demonstrated under a wide range of methodo-
logical conditions. It is concluded that difficulty concen-
trating is a valid withdrawal symptom.

Irritability (descriptors: irritability, irritable/cross/grum-
pv, and irritable/frustrated/angry/cross) lIrritability was
demonstrated in 8 of 23 experimental studies (35%). Two
experimental studies reported incidence data of 29% and
9% (Table 4). In 2 survey studies, the percentage of
subjects reporting irritability during caffeine abstinence
was 21% and 20%. Irritability has been demonstrated in
studies comparing acute caffeine abstinence with a
preceding baseline condition, a caffeine administration
condition, and a chronic caffeine abstinence condition
(Table 4), and by comparing acute caffeine abstinence in
caffeine consumers with that in non-consumers (Table 4).
Studies have also shown that abstinence-induced irritabil-
ity is time limited (Table 4) and is rapidly (i.e., within
60 min) and completely reversed after re-administration of
caffeine (Goldstein et al. 1969), with the magnitude of
reversal being an increasing function of the re-adminis-
tered caffeine dose (Goldstein et al. 1969).

In summary, irritability has been very frequently
studied, has a low to moderate incidence, and has been
demonstrated under a wide range of methodological
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conditions. It is concluded that irritability is a valid
withdrawal symptom.

Unmotivated for work (descriptors: decreased motivation
for work, urge to do tasks/work-related activities, and
increased unmotivated) Being unmotivated for work was
demonstrated in 8 of 16 experimental studies (50%). One
experimental study reported incidence data of 57% for
decreased motivation for work and 64% for decreased urge
to do work (Table 4). In 2 survey studies, the percentage of
subjects reporting being unmotivated for work was 16%
and 18%. Unmotivated for work has been demonstrated in
studies comparing acute caffeine abstinence with a
preceding baseline condition and with a caffeine admin-
istration condition (Table 4). Studies have also shown that
abstinence-induced “unmotivated for work™ is time limited
(Table 4), and the severity is positively correlated with
daily caffeine dose before abstinence (Lane 1997).

In summary, unmotivated for work has been frequently
studied, has an intermediate incidence, and has been
demonstrated under several methodological conditions. It
has also been described anecdotally (Driesbach and
Pfeiffer 1943). Although the data are suggestive, further
research is needed to determine the validity of being
unmotivated for work as a withdrawal symptom.

Muzzy/foggy/not clearheaded (descriptors: muzzy/foggy/
not clearheaded, muzziness, muddled, and decreased
clearheaded) Muzzy/foggy/not clearheaded was demon-
strated in 7 of 18 experimental studies (39%). One
experimental study reported incidence data of 71%
(Table 4). Muzzy/foggy/not clearheaded has been demon-
strated in studies comparing acute caffeine abstinence with
a preceding baseline condition, a caffeine administration
condition, and a chronic caffeine abstinence condition
(Table 4), and by comparing acute caffeine abstinence in
caffeine consumers with that in non-consumers (Table 4).
Studies have also shown that abstinence-induced muzzy/
foggy/not clearheaded is time limited (Table 4), and the
severity is positively correlated with daily caffeine dose
before abstinence (Lane 1997).

In summary, muzzy/foggy/not clearheaded has been
frequently studied, may have a high incidence, and has
been demonstrated under a wide range of methodological
conditions. It is concluded that muzzy/foggy/not clear-
headed is a valid withdrawal symptom.

Yawning (no other descriptors) Self-reported yawning was
demonstrated in 7 of 12 experimental studies (58%). One
experimental study reported incidence data of 43% and
one survey study found that 21% of respondents reported
yawning (Table 4). Yawning has been demonstrated in
studies comparing acute caffeine abstinence with a
preceding baseline condition, a caffeine administration
condition, and a chronic caffeine abstinence condition
(Table 4). Studies have also shown that abstinence-
induced yawning is time limited (Table 4), and the
severity is positively correlated with daily caffeine dose
before abstinence (Silverman et al. 1992).
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In summary, yawning has been moderately frequently
studied, may have an intermediate incidence, and has been
demonstrated under several methodological conditions.
Although the data are suggestive, further research is
needed to determine the wvalidity of yawning as a
withdrawal symptom.

Decreased self-confidence (descriptors: decreased self-
confidence and confident) Decreased self-confidence was
found in 7 of 17 experimental studies (41%). One
experimental study reported incidence data of 64%
(Table 4). Decreased self-confidence has been demonstra-
ted in studies comparing acute caffeine abstinence with a
preceding baseline condition, a caffeine administration
condition, and a chronic caffeine abstinence condition
(Table 4). Studies have also shown that abstinence-
induced decreased self-confidence is time limited
(Table 4).

In summary, decreased self-confidence has been
frequently studied and may have an intermediate inci-
dence. Although it has been demonstrated under a several
different methodological conditions, it does not presently
fulfill criteria for validity.

Confusion—bewilderment [POMS] (no other descriptors)
Confusion/bewilderment was found in 6 of 21 experi-
mental studies (29%). Confusion—-bewilderment has been
demonstrated in studies comparing acute caffeine absti-
nence with a preceding baseline condition, a caffeine
administration condition, and a chronic caffeine abstinence
condition (Table 4). Studies have also shown that absti-
nence-induced confusion—-bewilderment is time limited
(Table 4).

In summary, confusion—bewilderment has been very
frequently studied and has been demonstrated under
several methodological conditions. Although the data are
suggestive, it does not presently fulfill criteria for validity.

Total mood disturbance [POMS] (no other descriptors)
Total mood disturbance has been shown in 6 of 12
experimental studies (50%). Total mood disturbance has
been demonstrated in studies comparing acute caffeine
abstinence with a preceding baseline condition, a caffeine
administration condition, and a chronic caffeine abstinence
condition (Table 4). Studies have also shown that the
severity of total mood disturbance is an increasing
function of caffeine maintenance dose before abstinence
(Evans and Griffiths 1999).

In summary, total mood disturbance has been moder-
ately frequently studied and has been demonstrated under
several methodological conditions. Although the data are
suggestive, further research is needed to determine
validity.

Nausea/vomiting (descriptors: nausea/vomiting, nausea
and sickness, sick/nauseated/vomiting, vomiting, queasy,
and upset stomach) Nausea/vomiting has been demon-
strated in 6 of 24 experimental studies (25%). In 4
experimental studies providing incidence data (Table 4),

the median percentage of individuals reporting nausea/
vomiting was 21% (range 10-33%). In 2 survey studies,
the percentage of subjects reporting nausea/vomiting
during caffeine abstinence was 3% and 21%. Nausea/
vomiting has been demonstrated in studies comparing
acute caffeine abstinence with a caffeine administration
condition (Table 4).

In summary, nausea/vomiting has been very frequently
studied and has a low to moderate incidence. Although in
experimental studies nausea/vomiting has only been
demonstrated statistically by comparing caffeine absti-
nence with a caffeine administration condition, it appears
to be a genuine withdrawal symptom because it is
implausible that such placebo versus caffeine differences
represent a direct effect of caffeine in suppressing
naturally occurring nausea/vomiting. Instances of with-
drawal-induced nausea/vomiting have been reported in
case reports (Rainey 1985; Cacciatore et al. 1996),
experimental studies (Griffiths et al. 1990; Silverman et
al. 1992; Strain et al. 1994), and survey studies (Hughes et
al. 1998; Oberstar et al. 2002). Thus, even though nausea/
vomiting fails to meet our a priori criterion for validity
based on experimental studies alone, nausea/vomiting
appears to be a valid caffeine-withdrawal symptom.
Furthermore, it may be a clinically important symptom
because it is likely to reflect significant distress. It seems
plausible that this symptom is related to a constellation of
symptoms that include other somatic complaints and
endorsement of flu-like symptoms.

Muscle pain/stiffness (descriptors: muscle pain/stiffness,
muscle joint ache, general muscle pains, and leg muscle
pains) Muscle pain/stiffness has been demonstrated in 4 of
15 experimental studies (27%). The incidence of muscle
pain/stiffness was 43% in one study (Table 4). Muscle
pain/stiftness has been demonstrated in studies comparing
acute caffeine abstinence with a preceding baseline
condition, a caffeine administration condition, and a
chronic caffeine abstinence condition (Table 4). One
study also showed that abstinence-induced muscle pain/
stiffness is time limited (Table 4).

In summary, muscle pain/stiffness has been studied
frequently, may have an intermediate incidence, and has
been demonstrated under a range of methodological
conditions. The symptom of muscle pain/stiffness has
been described in case reports (Cobbs 1982; Stringer and
Watson 1987) and is consistent with one report, which
involved a musculoskeletal examination during caffeine
abstinence (Reeves et al. 1997). Although additional
studies are needed to fulfill our a priori validity criteria, the
conclusion that muscle pain/stiffness represents a true
withdrawal symptom unconfounded by the direct effects
of caffeine seems reasonable because it is improbable that
caffeine suppresses naturally occurring muscle pain/
stiffness.
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Anxiety/nervousness (descriptors: anxiety, anxious, ner-
vous, tense, and elevated scores on the State-Trait Anxiety
Inventory) Increased anxiety/nervousness has been dem-
onstrated in 4 of 34 experimental studies (12%; Table 4)].
However, decreased anxiety/nervousness has been dem-
onstrated in 2 of the 36 studies (Griffiths et al. 1990;
Comer et al. 1997). One experimental study reported
incidence data of 8% for increased anxiety (Table 4). In 3
survey studies, the percentage of subjects reporting
increased anxiety during abstinence ranged between 10%
and 29%. Anxiety/nervousness has been demonstrated in
studies comparing acute caffeine abstinence with a
preceding baseline condition and a caffeine administration
condition (Table 4), and by comparing acute caffeine
abstinence in caffeine consumers with that in non-
consumers (Table 4).

Despite the fact that marked anxiety is proposed as a
caffeine-withdrawal symptom in DSM-IV-TR (American
Psychiatric Association 2000), anxiety/nervousness does
not fulfill the wvalidity criteria. It is of note that 32
experimental studies using a variety of methodologies
failed to show increased anxiety/nervousness, none of the
positive studies used the most rigorous experimental
design involving a chronic abstinence condition, and 2
experimental studies demonstrated significant decreases
(Griffiths et al. 1990; Comer et al. 1997). However, it is
also noteworthy that anxiety/nervousness has been
described as a withdrawal symptom in case reports
(Gibson 1981; Cobbs 1982; Rainey 1985; Adams et al.
1993) and that anxiety/nervousness is also endorsed as a
withdrawal symptom at low to moderate rates in three
survey studies (Table 4). Although further research is
needed, it may be that the increased anxiety/nervousness
associated with caffeine withdrawal in non-blind case
reports and survey studies reflects increased anxiety in
anticipation of experiencing unpleasant effects of caffeine
abstinence.

Heavy feelings in arms and legs (no other descriptors)
Heavy feelings in arms and legs were demonstrated in 4 of
9 experimental studies (44%). Heavy feelings in arms and
legs have been demonstrated in studies comparing acute
caffeine abstinence with a preceding baseline condition, a
caffeine administration condition, and a chronic caffeine
abstinence condition (Table 4). Although the data are
suggestive, further research is needed to determine the
validity of heavy feelings in arms and legs as a withdrawal
symptom.

Increased nighttime sleep duration/quality (descriptors:
self-report ratings of sleep quality, duration, and onset to
sleep) Self-reported increased nighttime sleep duration/
quality was demonstrated in 4 of 4 experimental studies. In
the two studies that assessed sleep duration, the increase
was about 30 min (Hofer and Bittig 1994b; James 1998).
Increased nighttime sleep duration/quality has been dem-
onstrated in studies comparing acute caffeine abstinence
with a preceding baseline condition and a caffeine
administration condition (Table 4).
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Although increased nighttime sleep has been rarely
studied during caffeine abstinence, the magnitude of
increased sleep duration is notable. The limited methodol-
ogies in which it has been assessed do not permit
differentiation between an effect of caffeine in decreasing
sleep and a time limited caffeine-withdrawal effect.
Further research is needed to determine whether this is a
valid withdrawal symptom.

Analgesic use (no other descriptors) Self-reported anal-
gesic use was demonstrated in 3 of 3 experimental studies.
Two of these studies explicitly discouraged analgesic use
(Silverman et al. 1992; Strain et al. 1994). Two
experimental studies reported incidence data of 13% and
45% (Table 4). Analgesic use has been demonstrated in
studies comparing acute caffeine abstinence with a
preceding baseline condition and a caffeine administration
condition (Table 4). Studies also showed that abstinence-
induced analgesic use was time limited (Table 4).

Although analgesic use during caffeine abstinence has
been rarely assessed, it is a potential indicator of the
clinical significance of caffeine-withdrawal distress and is
worthy of future study. Whether avoidance of caffeine
withdrawal contributes to chronic use of caffeine-contain-
ing analgesics as suggested by some reports (Strain and
Griffiths 1998; Bigal et al. 2002; but cf. Feinstein et al.
2000) also merits further study.

Craving/strong desire to use (no other descriptors)
Craving/strong desire to use was demonstrated in 2 of 2
experimental studies. One experimental study reported
incidence data of 43% and one survey study reported that
28% of respondents reported a strong desire to use
(Table 4). Craving/strong desire to use has been demon-
strated in studies comparing acute caffeine abstinence with
a caffeine administration condition and has been shown to
be time limited (Table 4).

Although craving is often reported anecdotally during
caffeine abstinence in the natural environment (Rippere
1984; Gilbert 1986), it has been rarely assessed as a
caffeine-withdrawal symptom. Further research is needed
to determine its validity. Given its potential importance for
understanding habitual caffeine consumption, a priority
should be given to including measures of craving in future
cafteine-withdrawal research.

Blurred vision (no other descriptors) Blurred vision was
demonstrated in 2 of 11 experimental studies (18%). The
incidence of blurred vision was 14% in one experimental
study (Table 4). It has been demonstrated in studies
comparing acute caffeine abstinence with a preceding
baseline condition, a caffeine administration condition,
and a chronic caffeine abstinence condition (Table 4). One
study also showed that abstinence-induced blurred vision
was time limited (Table 4).

In summary, blurred vision has been studied moderately
frequently, may have a low incidence, and has been
demonstrated under several methodological conditions.
The symptom of blurred vision is also consistent with a
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case report (Cobbs 1982). Further research is needed to
determine its validity.

Lightheaded/dizzy (no other descriptors) Lightheaded/
dizzy was demonstrated in 3 of 18 experimental studies
(17%). Lightheaded/dizzy has been demonstrated only in
studies comparing acute caffeine abstinence with a
caffeine administration condition.

Although lightheaded/dizzy has been frequently stu-
died, it has only been demonstrated in three studies, one of
which was not blind. It is concluded that there is little
evidence supporting lightheaded/dizzy as a caffeine-with-
drawal symptom.

Anger/hostility (descriptors: anger—hostility and angry)
Anger/hostility was demonstrated in 2 of 20 experimental
studies (10%). It has been demonstrated in studies
comparing acute caffeine abstinence with a caffeine
administration condition and a chronic caffeine abstinence
condition (Table 4), and by comparing acute caffeine
abstinence in caffeine consumers with that in non-
consumers (Table 4). Studies have also shown that
abstinence-induced anger/hostility is time limited
(Table 4).

Although anger/hostility has been very frequently
studied using various methodologies, it has only been
demonstrated in two studies, one of which was not blind.
It is concluded that there is little evidence to suggest that
anger/hostility is a caffeine-withdrawal symptom.

Hot and cold spells (no other descriptors) This symptom
was demonstrated in 2 of 8 experimental studies (25%).
Hot and cold spells have been demonstrated only in
studies comparing acute caffeine abstinence with a
baseline or a caffeine administration condition. Further
research is needed to determine the validity.

Rhinorrhea (runny nose) [(descriptors: rhinorrhea and
runny nose)] Not shown in Table 4, rhinorrhea was
demonstrated in one non-blind study (Roller 1981) of 12
experimental studies that used a variety of methodologies.
Caffeine-withdrawal-induced rhinorrhea was also de-
scribed anecdotally in two reports (Driesbach and Pfeiffer
1943; Greden et al. 1980). It is concluded that there is little
evidence to suggest that rhinorrhea is a caffeine-with-
drawal symptom.

Diaphoresis (perspiration) [(descriptors: diaphoresis,
perspiring, and sweating)] Not shown in Table 4, this
symptom was demonstrated in 2 of 19 experimental
studies (11%). It is concluded that there is little evidence to
suggest that diaphoresis is a caffeine-withdrawal symp-
tom.

Limb tremor (no other descriptors) Not shown in Table 4,
this symptom was demonstrated in none of 10 experi-
mental studies using a variety of methodologies. These
observations are consistent with seven studies that failed to
document objective measures of hand tremor during

caffeine abstinence (discussed below). It is concluded
that there is little evidence to suggest that self-reported
limb tremor is a caffeine-withdrawal symptom.

Miscellaneous symptom categories for which there is no
empirical support Several additional symptoms of poten-
tial interest were evaluated in the studies described in
Tables 1 and 2 and were not significantly affected by
caffeine abstinence in any study. The symptoms, with the
number of studies in which they were evaluated indicated
in parentheses, are heart pounding/palpitations (15),
frequent urination (13), jittery/shaky (11), difficulty
sleeping (10), increased hunger/appetite (10), muscle
cramps (8), loss of sex drive (8), diarrhea (7), calm/
relaxed (7), muscle twitches (5), irregular heartbeat (5),
ringing in ears (5), thirsty (5), restless (4), shaky/weakness
(3), constipation (2), chills (1), and numbing or tingling of
extremities (1).

Signs of caffeine withdrawal

In this section, withdrawal signs (i.e., objectively mea-
sured behavioral or physiological effects) that were
assessed in the studies listed in Tables 1 and 2 are
individually discussed and evaluated.

Impaired behavioral and cognitive performance This
category is comprised of tasks designed to assess various
aspects of performance impairment. Of 23 experimental
studies that assessed performance during caffeine absti-
nence, 11 (48%) reported significant impairment on one or
more measures. More specifically, impairment of tapping
speed occurred in 3 of 8§ studies (Bruce et al. 1991;
Silverman et al. 1992; Strain et al. 1994), impairment of
visual vigilance occurred in 2 of 4 studies (Lane and
Phillips-Bute 1998; Yeomans et al. 2002b), decreased
reaction time occurred in 2 of 7 studies (Rizzo et al. 1988;
Robelin and Rogers 1998), impaired performance on a
digit symbol substitution task occurred in 2 of 11 studies
(Liguori and Hughes 1997; Liguori et al. 1997b), impaired
performance on a character recognition task occurred in 1
study (James 1998), and impairment in 5 of 7 measures in
a complex cognitive problem-solving task occurred in 1
study (Streufert et al. 1995). Four studies assessing
memory found no evidence for impairment during caffeine
abstinence. With regard to incidence, one experimental
study reported incidence data of 55% for decreased
tapping speed (Strain et al. 1994). Methodologically,
impaired performance has been demonstrated in studies
comparing acute caffeine abstinence with a preceding
baseline condition (Silverman et al. 1992), a caffeine
administration condition (Silverman et al. 1992; Strain et
al. 1994; Streufert et al. 1995; Liguori and Hughes 1997,
Liguori et al. 1997b; James 1998; Lane and Phillips-Bute
1998; Robelin and Rogers 1998; Yeomans et al. 2002b),
and a chronic caffeine abstinence condition (Bruce et al.
1991), and by comparing acute caffeine abstinence in
caffeine consumers with that in non-consumers (Rizzo et
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al. 1988). Studies have also shown that abstinence-induced
impaired behavioral performance is time limited (Bruce et
al. 1991).

In summary, impaired behavioral or cognitive perfor-
mance has been very frequently studied, may have an
intermediate incidence, and has been demonstrated under a
range of methodological conditions. Furthermore, the
types of impairments observed (i.e., psychomotor speed,
vigilance, and cognitive performance) appear consistent
with the profile of validated withdrawal symptoms such as
tiredness/fatigue, decreased alertness, and difficulty con-
centrating. It should be noted, however, that this category
is comprised of heterogeneous measures of performance
impairment and, at present, there is not enough informa-
tion to reach a conclusion about the validity of any specific
performance measure. Future research should focus on
measures that appear to be most sensitive to caffeine
abstinence, including tapping, vigilance, reaction time, and
complex cognitive problem solving.

Increased cerebral blood flow Increased cerebral blood
flow velocity has been demonstrated in 4 of 4 experi-
mental studies (Mathew and Wilson 1985; Couturier et al.
1997; Jones et al. 2000; Field et al. 2003; cf. Tables 1, 2).
Increased cerebral blood flow has been demonstrated in
studies comparing acute caffeine abstinence with a
preceding baseline condition (Mathew and Wilson 1985;
Couturier et al. 1997) and a caffeine administration
condition (Jones et al. 2000; Field et al. 2003). The
magnitude of this effect is positively correlated with daily
caffeine dose before abstinence (Mathew and Wilson
1985; Field et al. 2003).

The several studies indicating that caffeine abstinence is
associated with increases in cerebral blood flow are of
particular interest because the effect may be related to a
vascular mechanism underlying the common withdrawal
symptom of headache (cf. Jones et al. 2000). However, the
methodologies of the studies conducted to date do not
permit differentiation of the effects of caffeine per se on
cerebral blood flow from the effects of caffeine withdraw-
al. Further research is needed to determine the validity of
increased cerebral blood flow as a withdrawal sign.

Changes in EEG Changes in quantitative electroenceph-
alography (EEG) during caffeine abstinence was demon-
strated in 3 of 3 experimental studies (Lader et al. 1996;
Jones et al. 2000; Reeves et al. 2002; cf. Tables 1, 2).
Effects included increases in EEG theta power (Jones et al.
2000; Reeves et al. 2002), which have been associated
with drowsiness. However, across studies, findings have
been inconsistent across different EEG measures. Changes
in EEG have been demonstrated in studies comparing
acute caffeine abstinence with a preceding baseline
condition (Lader et al. 1996; Reeves et al. 2002) and a
caffeine administration condition (Jones et al. 2000).
Although a few studies suggest that quantitative EEG
measures might provide a physiological measure or
correlate of caffeine withdrawal, the methodologies do
not permit differentiation of the effects of caffeine per se
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on EEG from the effects of caffeine withdrawal. Further
research is needed to validate changes in EEG as a
withdrawal sign.

Decreased blood pressure Of 11 experimental studies that
assessed blood pressure, three demonstrated decreases in
systolic blood pressure (Streufert et al. 1995; Lader et al.
1996; Phillips-Bute and Lane 1998) and one each showed
decreases in diastolic (Phillips-Bute and Lane 1998) and
arterial (Lane 1997) blood pressure. The small magnitude
of this effect (about 6 mmHg for systolic blood pressure)
suggests that, if this effect is time limited, it is not
clinically important. Decreased blood pressure has been
demonstrated in studies comparing acute caffeine absti-
nence with a preceding baseline condition (Lader et al.
1996) and a caffeine administration condition (Streufert et
al. 1995; Lane 1997; Phillips-Bute and Lane 1998). One
study showed the effect to be time limited (Lader et al.
1996).

The studies cited above, as well as several studies that
explicitly focused on cardiovascular outcome measures
(Robertson et al. 1981; Ammon et al. 1983), do not
provide convincing evidence that caffeine abstinence
acutely decreases blood pressure.

Decreased motor activity Decreased motor activity
assessed using electronic activity monitors was demon-
strated in 2 of 2 experimental studies (Hofer and Bittig
1994a,b; cf. Table 2). Decreased motor activity has been
demonstrated in studies comparing acute caffeine absti-
nence with a preceding baseline condition (Hoéfer and
Bittig 1994a,b), and the effect was time limited (Hofer and
Bittig 1994a).

Although decreased motor activity has been only rarely
studied, it has face validity as a caffeine-withdrawal sign
because it plausibly could co-vary with the well-validated
symptoms of increased tiredness/fatigue and decreased
energy/activeness. Further research is needed to establish
the validity.

Skin conductance One experimental study assessed and
found a significant effect (decrease) in skin conductance
during caffeine abstinence relative to a preceding baseline
condition (Lader et al. 1996; cf. Table 1). Further research
is needed to establish its validity.

Urinary epinephrine and norepinephrine Of two studies
that assessed urinary epinephrine and norepinephrine
(Robertson et al. 1981; Lane 1994; cf. Tables 1, 2), one
showed decreased levels of epinephrine during caffeine
abstinence relative to a caffeine condition (Lane 1994).
The author interpreted this as an effect of caffeine rather
than caffeine withdrawal. Further research is needed.

Heart rate Of 9 experimental studies that assessed heart
rate, only one reported a significant effect (increase)
during caffeine abstinence (Hofer and Bittig 1994a). The
effect was neither time limited nor reversed by re-
administration of caffeine (Hofer and Bittig 1994a). It is
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concluded that there is no meaningful evidence that
caffeine abstinence affects heart rate.

Hand tremor Of 7 experimental studies that assessed
objective measures of hand tremor, none showed a
significant effect of caffeine abstinence. These observa-
tions are consistent with 10 studies that showed that
caffeine abstinence did not affect subjective measures of
limb tremor (reviewed in Tables 1, 2, and discussed
above). It is concluded that there is little to suggest that
caffeine abstinence affects hand tremor.

Incidence of clinically significant distress or impairment
in daily functioning

In individuals reporting caffeine-withdrawal symptoms,
the severity can vary from mild to extreme. Clinically
significant distress and/or impairment of normal daily
activities (e.g., work absence or going to bed because of
symptoms) upon caffeine abstinence have been reported in
clinical evaluations and experimental studies dating back
over 170 years (Kingdon 1883; Bridge 1893; Driesbach
and Pfeiffer 1943; Goldstein and Kaizer 1969; Greden et
al. 1980; Rainey 1985; Smith 1987, Griffiths et al. 1990;
Silverman et al. 1992; Adams et al. 1993; Weil and Rosen
1993, p 187; Hampl et al. 1994; Strain et al. 1994;
Cacciatore et al. 1996; Lader et al. 1996). Information
about the proportion of regular caffeine consumers who
are at risk for experiencing clinically significant distress
and/or functional impairment during abrupt caffeine
abstinence is available from both prospective experimental
studies and retrospective survey studies.

Prospective experimental studies showing clinically
significant distress or impairment

Six prospective experimental studies provide information
on the incidence of clinically significant distress or
functional impairment during caffeine abstinence. With
regard to the experimental studies, in one double-blind
study of 11 people who fulfilled criteria for DSM-IV
substance dependence applied to caffeine use (median
intake 357 mg/day), 73% experienced significant disrup-
tions in normal daily activities during a period of
experimentally induced caffeine abstinence, including
leaving or missing work, making errors or costly mistakes
at work, inability to care for children, and inability to
complete school work (Strain et al. 1994). Five experi-
mental studies have been conducted in normal subject
populations. One study, conducted in 22 medical and
graduate students who consumed 650-780 mg/day
experimentally administered caffeine before abstinence,
reported that headache “as extreme in severity as the
subjects had ever experienced” occurred in 55% of 38
trials (Driesbach and Pfeiffer 1943). A double-blind study
of 62 caffeine consumers (mean intake 235 mg/day), who
had no knowledge that the study was about caffeine, found

that during caffeine abstinence 52% of subjects reported
moderate to severe headache, and 8-11% showed
abnormally high scores on standardized depression and
fatigue scales (Silverman et al. 1992). In an open-ended
interview, several of these subjects also reported severe
functional impairment. In another double-blind study, 45%
of 40 caffeine consumers (mean intake 360 mg/day)
reported a “diffuse, throbbing headache,” with 28% of
those also reporting “nausea and sickness” (Lader et al.
1996). A third double-blind study evaluated the incidence
of functional impairment during abrupt caffeine abstinence
in a group of 18 subjects (mean intake 231 mg/day) who
reported having had problems or symptoms when
previously stopping caffeine (Dews et al. 1999). The
study found that 39% of subjects spontaneously reported
caffeine-withdrawal symptoms and 22% showed substan-
tial decreases (>1.5 points on a 4 point scale) in their
ratings of daily functioning (e.g., at work and leisure
activities), although none of the subjects reported symp-
toms judged to be “incapacitating” by the authors.
Limitations of this study, which have been discussed
elsewhere (Griffiths et al. 2003), include the relatively
unstructured and unmonitored conditions under which
data were obtained and the relatively low caffeine
maintenance dose. Finally, one non-blind trial of caffeine
abstinence reported 10% of 20 caffeine consumers
reported nausea and vomiting (Couturier et al. 1997).

Overall, the incidence of clinically significant distress or
functional impairment in prospective experimental studies
with normal subjects has varied from about 10% to as high
as 55% (median 13%). The estimate of 13% is lower than
the 73% rate of functional impairment shown in subjects
who met DSM-IV criteria for substance dependence
applied to caffeine (Strain et al. 1994). The difference is
not due to differences in caffeine intake (the usual
maintenance dose in the dependent subjects was in the
range of that of the studies in the normal subjects),
suggesting that the caffeine-dependent subjects may
represent a subpopulation vulnerable to severe withdrawal
effects. It should be recognized that the 13% incidence rate
for normal subjects could underestimate the rate of
occurrence in the general population. Although unstudied,
it seems reasonable to suppose that there may be a
substantial subject selection bias in caffeine research in the
general population, with individuals who experience
clinically significant withdrawal being less likely to
volunteer for a study in which caffeine abstinence might
be a possibility.

Retrospective survey studies showing clinically
significant distress or impairment

Four retrospective survey studies provide information on
the percentage of respondents reporting clinically signif-
icant distress or functional impairment during caffeine
abstinence. A survey study of 183 women showed that the
percentage endorsing that they would experience classic
caffeine-withdrawal symptoms (headache, lethargy, and
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sleepiness) without their morning coffee increased as a
function of the number of cups of coffee consumed
(Goldstein and Kaizer 1969). Consistent with functional
impairment, endorsement of being “unable to work
effectively” also increased with cups consumed, with the
effect reported by 9% of all coffee consumers and 16% of
heavy consumers (>5 cups/day). In a population-based
random digit dial telephone survey study, caffeine
consumers were questioned about their experience with
caffeine withdrawal (Hughes et al. 1998). Of 71 who
reported having stopped or reduced caffeine for at least
24 h during the past year, 11% reported experiencing
headache and other withdrawal symptoms that interfered
with their performance. This figure was 24% among the
subgroup who reported stopping caffeine in an attempt at
permanent abstinence. A third study asked a wide variety
of questions of people who telephoned to volunteer for a
paid clinical research trial (Dews et al. 1999). Of 6,815
daily caffeine consumers, 2.6% reported that problems or
symptoms during caffeine abstinence were severe enough
to interfere with normal activity (e.g., inability to concen-
trate at work; lost time at work). The low rate of
endorsement of functional impairment in this study may
have been due to a failure to exclude individuals who had
not actually abstained from caffeine, as well as possible
under reporting of symptoms because of a desire to
participate in a paid research trial. A final retrospective
survey was conducted in 36 adolescent caffeine consumers
who endorsed two or more DSM-IV substance depen-
dence criteria applied to caffeine use (Oberstar et al.
2002). Twenty-one percent reported the caffeine-with-
drawal symptom of “sick/nauseated/vomiting.”

Overall, the percentage of respondents reporting
clinically significant distress or functional impairment in
retrospective survey studies varied between 2.6% and 11%
(median 9%) in general survey studies, and was 21% in
caffeine-dependent adolescent subjects. The median esti-
mate from the general survey studies is quite similar to the
estimate from prospective experimental studies (9% and
13%, respectively). As with the experimental studies, there
are several limitations inherent to survey studies that may
result in underestimates. First, a portion of habitual
caffeine consumers may be unaware of caffeine-with-
drawal symptoms because they never have had a period of
sustained abstinence. Furthermore, it has been demonstra-
ted that as little as 25 mg/day of caffeine can prevent some
withdrawal symptoms (Evans and Griffiths 1999). Thus,
small amounts of caffeine that are unknowingly consumed
on days believed to be “caffeine-free” days may lead to an
underestimation of the incidence of clinically significant
distress during complete abstinence. Finally, it is possible
that caffeine-withdrawal symptoms such as headache,
fatigue, nausea, and muscle aches could be misattributed
to other causes or ailments (e.g., common cold).
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Expectancies and caffeine withdrawal

It has been speculated that knowledge and expectation are
the prime determinants of caffeine-withdrawal symptoms
(Rubin and Smith 1999; Dews et al. 2002), leading to the
conclusion that caffeine withdrawal is “controversial”
(Dews et al. 1999; Rubin and Smith 1999). In drug
research, the importance of expectancies has long been
acknowledged (Marlatt and Rohsenow 1980; Fillmore
1994), and double-blind experimental methodologies were
explicitly developed to help control for expectancy effects.
However, what is known about withdrawal symptoms
from abused drugs, including alcohol, opioids, sedatives,
and cocaine, has been inferred from clinical observations
rather than documented in experimental studies in which
placebo was substituted for active drug under blind
conditions (Martin 1977; Weddington et al. 1990). In
contrast, the great majority (74%) of the 57 experimental
studies of caffeine withdrawal outlined in Tables 1 and 2
were conducted under double-blind conditions, with an
additional 11% conducted under single-blind conditions.
Thus, caffeine-withdrawal research, in particular, seems to
distinguish itself as having controlled for expectancy
effects better than most other research on drug withdrawal.

One approach to assessing the impact of expectancies
on caffeine withdrawal is to compare the incidence of
caffeine-withdrawal headache that has been reported in
double-blind and single-blind studies (studies 1-48 in
Tables 1 and 2) to that reported in non-blind studies
(studies 49-55 in Table 2). The median incidence of
headache (derived from column 7 of Table 4) for the blind
and non-blind studies that reported such data is 45% and
57%, respectively, suggesting a modest effect of expect-
ancy.

However, it is important to recognize that the impact of
expectancies is not entirely eliminated using double-blind
methods. Even in double-blind studies, expectancies can
play a role if subjects have knowledge of the purpose and
conditions of the study. For instance, in extreme cases,
subjects could be told that the purpose of a study is to
investigate caffeine withdrawal and that they will be
receiving either caffeine or placebo. This information
could functionally unblind subjects if they could dis-
criminate between conditions based on immediate phar-
macological effects or on early symptoms of withdrawal
(Dews et al. 1999; Rubin and Smith 1999).

To address this issue, the blind studies in Tables 1 and 2
were re-reviewed for information relevant to possible
expectancy effects. This analysis revealed that many of the
blind studies provided or probably provided sufficient
information such that subjects could have been aware that
the study involved caffeine or caffeine withdrawal.
However, a substantial number of blind studies went to
some lengths to keep subjects uninformed about purpose
or experimental conditions. For example, several studies
conducted at Johns Hopkins (Silverman et al. 1992; Schuh
and Griffiths 1997; Garrett and Griffiths 1998; Jones et al.
2000) instructed subjects that they could receive a variety
of compounds found in foods and beverages (e.g.,
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chlorogenic acids, determines, caffeine, tannin, sugar,
theophylline, or inactive placebo). To further divert
attention away from caffeine, the dietary restrictions
were written without reference to caffeine and included
various foods and substances that do not contain caffeine
(i.e., saccharin, aspartame [Nutrasweet], oysters, mussels,
almonds, coconuts, poppy seeds, and all beverages except
milk, fruit juice, and water). Furthermore, as the research
unit at Johns Hopkins conducts a large number of studies
with a wide range of drugs other than caffeine, it is
unlikely that conduct of these studies at that site would
have created subject expectations that the study involved
caffeine. Two studies from other laboratories also used
instructions and methods that reduced the likelihood of
expectancy effects (Comer et al. 1997; Dews et al. 1999).
Finally, several studies ruled out expectancy effects by
using debriefing procedures to explicitly determine what
subjects understood or inferred about the experimental
conditions (van Dusseldorp and Katan 1990; Rogers et al.
1995; James 1998; Robelin and Rogers 1998; Yeomans et
al. 1998, 2002b; Tinley et al. 2003). From these studies in
which expectancy effects are judged to be unlikely, the
median incidence of headache (derived from column 7 of
Table 4) for the studies that reported such data is 42%,
which is similar to the incidence of headache for all blind
studies (45%). Furthermore, the profile of other symptoms
demonstrated in these studies in which expectancy effects
were unlikely is similar to those demonstrated in the larger
set of studies.

In conclusion, while it is undoubtedly true that, as with
the assessment of other clinical phenomena, expectancies
could play some role in caffeine withdrawal, the evidence
that caffeine withdrawal is pharmacologically based is
overwhelming, and analysis of the published data does not
support the hypothesis that expectancies are a primary
determinant of caffeine-withdrawal symptoms. It should
also be recognized that, to the extent that expectancies
may modestly enhance caffeine-withdrawal symptoms (as
suggested from the comparison of blind and non-blind
studies described above), blind research studies may
actually underestimate the incidence and severity of
withdrawal that occurs under more naturalistic clinically
relevant conditions. Future research should evaluate this
possibility using a methodology such as the balanced
placebo design, which experimentally manipulates both
caffeine abstinence and expectancy of abstinence (Marlatt
and Rohsenow 1980; Juliano and Brandon 2002).

Time course of caffeine withdrawal

Numerous studies have shown that caffeine-withdrawal
symptoms typically emerge 12-24 h after abrupt caffeine
abstinence (Driesbach and Pfeiffer 1943; Goldstein 1964;
Goldstein et al. 1969; Griffiths et al. 1986, 1990;
Richardson et al. 1995; Schuh and Griffiths 1997,
Swerdlow et al. 2000; Tinley et al. 2003), which is
consistent with the short half-life of caffeine (4—6 h). Some
evidence suggests that symptoms may emerge later

(>24 h) after abstinence from higher doses (e.g.,
900 mg/day) of caffeine (Bruce et al. 1991; Evans and
Griffiths 1992). In the few studies that provided detailed
time-course information for individual subjects, onset of
withdrawal symptoms have been reported as early as 6 h
(Roller 1981) and as late as 43 h (Griffiths et al. 1990)
after abstinence. Caffeine-withdrawal symptoms have
been shown to reach peak intensity between 20 h and
51 h after abstinence (Griffiths et al. 1986, 1990; Evans
and Griffiths 1992; Brauer et al. 1994; Hofer and Bittig
1994a,b; Lader et al. 1996). The duration of caffeine
withdrawal has been shown to be 2-9 days (Griffiths et al.
1986, 1990; van Dusseldorp and Katan 1990; Hofer and
Bittig 1994a), and the possibility of withdrawal headaches
occurring up to 21 days has been suggested (Richardson et
al. 1995).

Parametric determinants of caffeine withdrawal
Chronic caffeine maintenance dose

There is good evidence that the incidence or severity of
caffeine withdrawal increases with increases in the chronic
daily caffeine maintenance dose. The best evidence for this
relationship comes from a prospective study that experi-
mentally manipulated caffeine maintenance dose (100,
300, and 600 mg/day) and showed monotonic increases in
several withdrawal measures, with significantly greater
headache and headache/poor mood demonstrated after
abstinence from 600 mg than 100 mg/day (Evans and
Griffiths 1999). This study and a previous study (Griffiths
et al. 1990) also demonstrated that significant caffeine
withdrawal occurred after abstinence from a dose as low as
100 mg/day.

The relationship between withdrawal incidence or
severity and usual caffeine dose has also been demonstra-
ted in studies of self-reported caffeine maintenance dose,
including retrospective survey studies (Goldstein and
Kaizer 1969), experimental studies (Goldstein 1964;
Silverman et al. 1992; Rogers et al. 1995; Lader et al.
1996; Lane 1997; Lane and Phillips-Bute 1998), and
studies of post-operative headache (Galletly et al. 1989;
Fennelly et al. 1991). It should be noted, however, that the
relationship between withdrawal and self-reported caffeine
intake appears relatively weak because it has not been
demonstrated in some studies (Verhoeff and Millar 1990;
Hughes et al. 1993; Hofer and Bittig 1994a), and
significant correlations between withdrawal measures
and caffeine intake are low and inconsistent across
different withdrawal measures (Silverman et al. 1992;
Lane 1997; Lane and Phillips-Bute 1998).

Acute decreases in caffeine maintenance dose
When lower caffeine doses are substituted for the usual

maintenance dose, withdrawal severity increases as the
substituted dose decreases. One study maintained indivi-
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duals on 300 mg caffeine/day and then substituted a range
of lower doses (Evans and Griffiths 1999). The study
showed that a substantial reduction in caffeine dose (to
<100 mg/day) was necessary to produce caffeine with-
drawal and that even a dose of 25 mg/day was sufficient to
avoid significant caffeine-withdrawal headache. This
result suggests that a substantial percentage reduction in
caffeine consumption is necessary to manifest the full
caffeine-withdrawal syndrome.

Duration of caffeine maintenance

Three studies demonstrated that caffeine withdrawal can
occur after a relatively short duration of caffeine mainte-
nance (Driesbach and Pfeiffer 1943; Griffiths et al. 1986;
Evans and Griffiths 1999). One of these studies (Evans
and Griffiths 1999), which was conducted in caffeine
consumers who were caffeine abstinent for 7 days before
the period of caffeine maintenance, showed no withdrawal
effects after a single day of exposure to caffeine (300 mg/
day). However, significant withdrawal symptoms occurred
after 3 consecutive days of caffeine, with somewhat
greater severity demonstrated after 7 and 14 consecutive
days of exposure. Another study (Driesbach and Pfeiffer
1943) showed that caffeine-withdrawal headache occurred
in three individuals who normally totally abstained from
caffeinated beverages, but who were given increasing
doses of caffeine over 6 days or 7 days up to 650-780 mg/
day.

Within-day frequency of dosing during caffeine
maintenance

Most studies of caffeine withdrawal have involved
caffeine abstinence after a maintenance period that
involved multiple caffeine doses each day. The only
study to vary the within-day frequency of caffeine dosing
showed that the range and severity of caffeine-withdrawal
symptoms was similar when caffeine maintenance in-
volved 300 mg taken as single dose in the morning
compared with 100 mg taken at three time points across
the day (Evans and Griffiths 1999). This indicates that
once-a-day dosing with caffeine is sufficient for producing
withdrawal symptoms.

Re-administration of caffeine reverses abstinence
effects

After a period of abstinence during which the severity or
incidence of a symptom or sign develops, re-administra-
tion of caffeine rapidly (usually within 30-60 min) and
often completely reverses withdrawal (Driesbach and
Pfeiffer 1943; Goldstein et al. 1969; Roller 1981;
Couturier et al. 1997; Tinley et al. 2003), with the
magnitude of reversal being an increasing function of the
re-administered caffeine dose (Goldstein et al. 1969).
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Individual differences in caffeine withdrawal

There are differences within and across individuals with
respect to the incidence of caffeine withdrawal. As
discussed above and shown in Table 4, only about 50%
of subjects in experimental studies report headache after
any single occasion of caffeine abstinence, and the
severity of headache can vary from mild to extreme.
One study that examined six repeated blind abstinence
trials in seven subjects maintained on 100 mg/day of
caffeine documented differences within and across sub-
jects: one subject never showed substantial headache,
some subjects showed consistent headaches, while others
reported headaches on some trials but not others (Griffiths
et al. 1990). A second study that analyzed the effects of six
repeated abstinence trials showed that at least 36% of
subjects, who showed statistically significant elevations in
headache, failed to report this effect consistently across
repeated trials (Hughes et al. 1993). There is evidence that
genetic factors may play a role in some differences among
individuals. One study of 1,934 female twins found that
there was significantly greater concordance of DSM-IV-
defined caffeine withdrawal among monozygotic twins
(41%) than dizygotic twins (18%), yielding an estimated
broad heritability of 35% (Kendler and Prescott 1999).

Other than the role of chronic maintenance dose
(discussed previously), very little is known about the
determinants of individual differences in caffeine with-
drawal. The results of one study suggested that individuals
who eliminated caffeine slowly were less likely to
experience sedation during withdrawal (Lader et al.
1996). Whether females, individuals with histories of
previous drug dependence including cigarette smoking, or
individuals with polymorphisms in the A; and Ajp
adenosine receptor genes are at greater risk of caffeine
withdrawal is worthy of future research (Strain et al. 1994;
Dews et al. 1999; Alsene et al. 2003).

The role of caffeine withdrawal in the habitual
consumption of caffeine

Research indicates that avoidance of abstinence-associated
withdrawal symptoms plays a central role in the habitual
consumption of caffeine. This relationship has been shown
in retrospective questionnaire studies (Goldstein and
Kaizer 1969) and in double-blind experimental studies
that assessed direct behavioral measures of caffeine
reinforcement or preference (Griffiths et al. 1986; Hughes
et al. 1993; Liguori and Hughes 1997; Schuh and Griffiths
1997; Garrett and Griffiths 1998) and beverage flavor
preferences (Rogers et al. 1995; Yeomans et al. 1998,
2000a, 2001, 2002a; Tinley et al. 2003).

One study of caffeine reinforcement, for example,
showed that moderate caffeine consumers who reported
caffeine-withdrawal symptoms (i.e., headache, drowsi-
ness) after drinking decaffeinated coffee were more than
twice as likely to choose caffeinated over decaffeinated
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coffee in choice tests (Hughes et al. 1993). In studies that
prospectively manipulated caffeine physical dependence,
subjects chose caffeine more than twice as often when they
were physically dependent than when they were not
physically dependent (Griffiths et al. 1986; Garrett and
Griffiths 1998).

Withdrawal also plays an important role in the devel-
opment of preferences for flavors paired with caffeine. In
these studies, caffeine consumers who abstained from
caffeine overnight and were repeatedly exposed to a novel
flavored drink paired with caffeine showed increased
ratings of drink pleasantness or preference compared with
caffeine consumers who received placebo-paired drinks
(Rogers et al. 1995; Yeomans et al. 1998). It has been
demonstrated that the development of such flavor
preference requires that subjects be caffeine deprived at
training and testing (Yeomans et al. 1998, 2000b, 2001,
2002a). Furthermore, the effects are not observed in
caffeine non-consumers or in long-term abstinent con-
sumers (Rogers et al. 1995; Tinley et al. 2003). It seems
likely that, in the natural environment, withdrawal-depen-
dent conditioned flavor preferences play an important role
in development of strong consumer preferences for
specific kinds of caffeine-containing beverages.

DSM-IV-TR and ICD-10 diagnostic criteria for caffeine
withdrawal

The potential for caffeine withdrawal to cause clinically
significant distress or impairment in functioning is
reflected by the inclusion of caffeine withdrawal as an
official diagnosis in ICD-10 (World Health Organization
1992a,b) and as a proposed research diagnosis in DSM-I'V-
TR (American Psychiatric Association 2000). Caffeine
withdrawal was included in DSM-IV as a proposed
diagnosis rather than an official diagnosis to encourage
further research on the range and specificity of caffeine-
withdrawal symptoms (Hughes 1994). The DSM-IV-TR
proposed research criteria for withdrawal are: (A)
prolonged daily use of caffeine; (B) abrupt cessation of
caffeine use or reduction in the amount of caffeine used,
closely followed by headache and one (or more) of the
following symptoms: (1) marked fatigue or drowsiness,
(2) marked anxiety or depression, (3) nausea or vomiting;
(C) the symptoms in criterion B cause clinically significant
distress or impairment in social, occupational, or other
important areas of functioning; (D) the symptoms are not
due to the direct physiological effects of a general medical
condition (e.g., migraine, viral illness) and are not better
accounted for by another mental disorder.

The official ICD-10 diagnosis for withdrawal from
caffeine does not specify specific symptoms for making
the diagnosis (World Health Organization 1992a,b). The
ICD-10 diagnostic criteria for research includes the
diagnosis of a “withdrawal state from other stimulants,
including caffeine” (World Health Organization 1993).
The criteria involve: (A) cessation or reduction of caffeine
use after prolonged use; (B) dysphoric mood (for instance,

sadness or anhedonia); and (C) two or more of the
following: (1) lethargy and fatigue, (2) psychomotor
retardation or agitation, (3) craving for stimulant drugs,
(4) increased appetite, (5) insomnia or hypersomnia, (6)
bizarre or unpleasant dreams.

Proposed revision of DSM-IV-TR and ICD-10
diagnostic criteria for caffeine withdrawal

The great majority of the research literature on caffeine
withdrawal has been published since the DSM-IV Work
Group (in 1994) and the World Health Organization (in
1993) formulated their respective criteria for proposed
research diagnoses (cf. Tables 1, 2, 3). This section
focuses on a proposed revision of the DSM, although
many of the considerations would be applicable to a
revision of ICD-10. The research summarized in this
review further documents that caffeine withdrawal may be
severe enough to warrant clinical attention, which was
questioned in DSM-III-R (American Psychiatric Associa-
tion 1987). Moreover, the research literature now provides
a sound empirical basis for updating the criteria for
caffeine withdrawal. Problems with the DSM-IV-TR
criteria are that they (1) do not reflect the apparent
independence of headache and non-headache withdrawal
symptoms (cf. section on headache); (2) do not include
symptoms that have now been well-validated; and (3)
include a symptom (i.e., anxiety) for which there is little
empirical support.

Based on the current evaluation of the research
literature, we now propose that part B of the DSM
research criteria be changed to indicate that a caffeine-
withdrawal diagnosis requires: abrupt cessation of caffeine
use or reduction in the amount of caffeine used, closely
followed by three or more of the following: (1) headache,
(2) fatigue or drowsiness, (3) dysphoric mood, depressed
mood, or irritability, (4) difficulty concentrating, and (5)
flu-like somatic symptoms, nausea, vomiting, or muscle
pain/stiffness.

The proposed five clusters of symptoms are based on
the 13 symptoms from this review that are the best
candidates for describing the caffeine-withdrawal syn-
drome. The new criteria address the 1994 DSM-IV Work
Group concerns that there were too few validated symp-
toms and there may be overlap between fatigue and
drowsiness (Hughes 1994). The decision to propose the
diagnosis based on three of the five clusters is a
conservative strategy to prevent over-diagnosis of the
disorder, which was also a concern of the DSM-IV Work
Group (Hughes 1994). Although some of the proposed
symptoms have high prevalence and other etiologies, this
is also true of other withdrawal diagnoses recognized by
DSM (e.g., cocaine withdrawal, nicotine withdrawal,
opioid withdrawal).

It should be recognized that although the individual
symptoms have been empirically validated, the symptom
clusters are conceptually rather than empirically derived. It
would be informative if future research with a suitably
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large group of individuals assessed all of the symptoms
validated in this review and used statistical procedures to
empirically differentiate among clusters of symptoms
(e.g., cluster analysis or multiple regression), as well as
determine their ability to predict clinically significant
distress.

Summary/conclusions

The present paper represents the most comprehensive
review and analysis of the effects of caffeine abstinence in
humans published to date. The purpose of this analysis
was to empirically validate specific symptoms and signs,
and to appraise important features of the -caffeine-
withdrawal syndrome.

Of 49 symptom categories and 9 sign categories
identified from 57 experimental and 9 retrospective survey
studies, the following 10 symptom categories fulfilled
methodologically rigorous validity criteria: headache,
tiredness/fatigue, decreased energy/activeness, decreased
alertness/attentiveness, drowsiness/sleepiness, decreased
contentedness/well-being, depressed mood, difficulty con-
centrating, irritability, and muzzy/foggy/not clearheaded.
In addition, flu-like symptoms, nausea/vomiting, and
muscle pain/stiffness were judged likely to represent
valid symptom categories. The percentage of subjects
reporting headache was 50% in experimental studies and
24% in retrospective survey studies. The percentage of
subjects reporting clinically significant distress or func-
tional impairment was 13% in prospective experimental
studies and 9% in retrospective survey studies.

Data supporting the following 13 symptom and sign
categories were judged as suggestive and in need of
further research: decreased desire to socialize, unmoti-
vated for work, decreased self-confidence, total mood
disturbance (POMS), yawning, heavy feelings in arms and
legs, increased nighttime sleep quality/duration, analgesic
use, craving/strong desire to use, impaired behavioral and
cognitive performance (objectively measured), decreased
motor activity (objectively measured), increased cerebral
blood flow, and EEG changes.

Onset of withdrawal symptoms typically occurs 12—
24 h after abstinence, with peak intensity occurring at 20—
51 h, and duration of withdrawal ranging between 2 days
and 9 days. Re-administration of caffeine rapidly and often
completely reverses withdrawal. The incidence or severity
of symptoms increases with increases in the chronic daily
maintenance dose. Symptoms may occur upon abstinence
from chronic caffeine exposure at doses as low as 100 mg/
day, and upon abstinence following only 3-7 days of
caffeine exposure at higher doses. There is good evidence
that avoidance of withdrawal symptoms plays a central
role in the habitual consumption of caffeine by increasing
the reinforcing effects of caffeine and preference for tastes
paired with caffeine. Overall, the evidence that caffeine
withdrawal is pharmacologically based is overwhelming,
and analysis of the published data does not support the
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hypothesis that expectancies are a primary determinant of
caffeine-withdrawal symptoms.

In addition to the previously discussed research
priorities concerning the DSM-IV diagnosis of caffeine
withdrawal, future studies should determine the validity of
the symptom and sign categories identified above as in
need of further research, and investigate how vulnerability
to caffeine withdrawal is affected by gender, drug abuse
histories, caffeine metabolism, genetics, behavioral con-
ditioning, personality, and other factors. It would be
valuable if future reports of research on caffeine with-
drawal provided individual subject data in addition to the
usual group data to provide further information about
individual differences in severity of the withdrawal
syndrome. Future research should provide more detailed
information about the time course (i.e., onset, duration,
and offset) of individual withdrawal symptoms. Further-
more, the impact of gradual reduction of caffeine on
withdrawal symptoms should be characterized. Although
tolerance and withdrawal are thought to be functionally
related phenomena, no research has investigated the
relationship between the extent of caffeine tolerance and
magnitude of withdrawal. Finally given the high rate of
caffeine use in children, caffeine withdrawal in children
deserves much more systematic study (Goldstein and
Wallace 1997; Bernstein et al. 1998).

In conclusion, although descriptions in the medical
literature of the caffeine-withdrawal syndrome date back
more than 170 years, a solid empirical parametric analysis
of the phenomenon has only begun to emerge in recent
years. Arguably, the caffeine-withdrawal syndrome has
been more rigorously and completely characterized than
withdrawal from any other drug and can now serve as a
model system for evaluating drug withdrawal phenomena.
Despite this progress, we can anticipate that future
research with caffeine will provide further valuable
insights into the world’s most widely consumed mood-
altering drug, as well as insights into drug withdrawal
effects more generally.
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Appendix A—Studies that did not statistically document

symptom or sign

Symptom or sign

Studies®

Alertness/attentiveness
Anger/hostility

Anxiety/nervousness

Blood pressure
Blurred vision
Calm/relaxed”
Chills

Circular lights task®
Confusion—bewilder-
ment

Constipation®
Contentedness/well-
being

Depression

Desire to socialize
Diaphoresis

. b
Diarrhea

Difficulty sleeping/
insomnia

Difficulty concentrating

Digit symbol substitu-
tion task

Divided attention”
Drowsiness/sleepiness
Energy/activeness
Flu-like symptoms
Frequent urination

Grammatical/logical
reasoning

Hand tremor (objec-
tively measured)
Headache

Heart pounding/palpita-

tions
Heart rate

Heavy feelings in arms

and legs

Hot and cold spells
Hunger/appetite®
Irregular heartbeat
Irritability

Jittery/shaky®
Lightheaded/dizzy

Limb tremor®
Loss of sex drive
Memory/recall®
Muscle cramps
Muscle pain/stiffness
Muscle twitches®

b

Muzzy/foggy/not clear-

headed

Nausea/vomiting/upset

stomach

10, 14, 16, 22, 23, 28, 38, 46, 55
4, 6,9, 10, 15, 18, 22, 25, 26, 27, 28, 33,
34, 35, 36, 37, 46, 55

4,5, 6,10, 14, 15, 16, 17, 18, 19, 20, 21,
23, 24, 25, 26, 27, 28, 29, 33, 34, 35, 36,
37, 41, 44, 45, 46, 55, 56

3,13, 38, 43, 44, 45, 54

5,19, 21, 25, 26, 37, 46, 55, 56

16, 17, 18, 21, 27, 31, 39

21

4

4,5, 10,15, 17, 18, 21, 25, 28, 33, 35, 36,
37, 46, 55

56

4, 10, 14, 15, 20, 27, 28, 29, 37, 39, 46

2,4, 10, 18, 19, 20, 21, 22, 23, 24, 25, 28,
29, 33, 34, 35, 36, 37, 46, 55

15, 18, 19, 21, 23, 24, 25, 26, 27, 28, 29,
35, 36

5,6,9, 14, 15, 19, 20, 21, 22, 23, 24, 25,
26, 37, 46, 55, 56

5,6, 14, 15,22, 23, 24

9, 14, 15, 19, 21, 22, 23, 24, 46, 55

21, 25, 28, 46
9, 14, 15, 20, 21, 22, 28, 37, 55

21

5,10, 18, 22, 25, 37

10, 14, 16, 17, 25, 36, 42, 46

19, 21, 26, 28, 35, 37, 46, 56

9, 14, 15, 19, 22, 23, 24, 25, 26, 37, 46,
55, 56

28, 55

14, 15, 17, 20, 22, 23, 24

14, 19, 22, 24, 26, 28, 29, 31, 37, 40, 41
9, 14, 15, 19, 20, 21, 22, 23, 24, 25, 26,
37, 46, 55, 56

3,13, 19, 38, 43, 45, 54, 55

19, 21, 25, 26, 56

19, 25, 26, 37, 46, 55
17, 18, 20, 21, 22, 23, 24, 29, 31, 42

14, 15, 22, 23, 24

4,10, 14, 15, 16, 20, 21, 23, 24, 25, 28,
29, 37, 46, 55

5,6,9, 28, 31, 37, 40, 41, 42, 46, 55
5,9, 14, 15, 19, 20, 21, 22, 23, 24, 25, 26,
37, 46, 56

5,6,9, 19, 25, 26, 37, 46, 55, 56

9, 19, 25, 26, 37, 46, 55, 56

9,21, 28, 37

9,19, 25, 26, 37, 46, 55, 56

9, 19, 20, 21, 25, 26, 37, 44, 46, 55, 56
14, 15, 22, 23, 24

5,8, 19, 25, 26, 28, 29, 31, 37, 42, 46

2,4,5,6,9, 10, 14, 15, 19, 20, 21, 25, 26,
37, 45, 46, 55, 56

Numbing or tingling in 21

extremities

Symptom or sign Studies®

Numerical Stroop task® 9
Problem solving tasks 19

Reaction time 9,17, 28, 41, 55

Restless 21, 22, 23,24

Rhinorrhea 5, 6,9, 19,21, 25, 26, 37, 46, 55, 56
Ringing in ears 14, 15, 22, 23, 24

Self-confidence 17, 18, 19, 22, 25, 26, 29, 37, 55, 56
Shaky/weaknessb 22,23,24

Symbol copy test” 20

Tapping speed 17, 20, 28, 29, 55

Thirst/thirstyb 17, 18, 29, 31, 42

Tiredness/fatigue 10, 22, 27, 31, 37, 42

Total mood disturbance 10, 25, 33, 37, 41, 46
Unmotivated for work 14, 19, 25, 26, 28, 37, 46, 55
Urinary epinephrine or 3

norepinephrine
Yawning 5, 25, 26, 37, 46
Visual vigilance 20, 21

*Numbers in table refer to the entry number in Tables 1 and
2°Symptom or sign was not documented in any study
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