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Caffeine may disrupt the impact 
of real‑time drowsiness 
on cognitive performance: 
a double‑blind, placebo‑controlled 
small‑sample study
E. Aidman1,5,6*, M. Balin1, K. Johnson1, S. Jackson5, G. M. Paech2, M. Pajcin3, C. Yates 2, 
E. Mitchelson1, G. H. Kamimori4, J. Fidock1, C. Della Vedova3 & S. Banks2

Caffeine is widely used to promote alertness and cognitive performance under challenging conditions, 
such as sleep loss. Non‑digestive modes of delivery typically reduce variability of its effect. In a 
placebo‑controlled, 50‑h total sleep deprivation (TSD) protocol we administered four 200 mg doses 
of caffeine‑infused chewing‑gum during night‑time circadian trough and monitored participants’ 
drowsiness during task performance with infra‑red oculography. In addition to the expected reduction 
of sleepiness, caffeine was found to disrupt its degrading impact on performance errors in tasks 
ranging from standard cognitive tests to simulated driving. Real‑time drowsiness data showed 
that caffeine produced only a modest reduction in sleepiness (compared to our placebo group) but 
substantial performance gains in vigilance and procedural decisions, that were largely independent of 
the actual alertness dynamics achieved. The magnitude of this disrupting effect was greater for more 
complex cognitive tasks.

Sustained operations require operators to maintain their vigilance and task performance in the face of growing 
fatigue—both physical and  cognitive1–4. There is a growing demand for effective countermeasures under perfor-
mance-degrading conditions, such as increasing sleep  deficit5,6. Caffeine is one of the safest and most commonly 
used fatigue  countermeasures7,8. Extensive research on the benefits of caffeine as a mild stimulant, suggests that 
its performance-protecting and enhancing effects are linked to its capacity to promote  alertness4,5,9. Its overall 
utility in the field is influenced by the available mode of delivery and dosage  precision10–12. Drug formulation has 
been shown to influence its pharmacokinetics after oral administration, and its overall effectiveness in maintain-
ing alertness, with chewing gum formulations enabling superior rates of absorption than pharmaceutical grade 
caffeine (tablet or capsule) while producing comparable amounts of caffeine to the systemic  circulation19. Our 
study examined the effects of chewing gum-administered caffeine on the well-established relationship between 
drowsiness and cognitive performance, under conditions of accumulating sleep  loss13. We have previously found 
that caffeine administered via chewing gum and strategically timed to circadian trough periods during sleep 
deprivation, was able to reduce subjective fatigue, mental exhaustion and  irritability14 and rescue the declining 
performance on a simulated driving  task15. It also improved performance on standard tests of vigilance and 
working  memory16 while having no substantial impact on the recovery  sleep17, glucose metabolism and feelings 
of  hunger14. Overall performance deficit in cognitive test performance was associated with levels of salivary 
alpha-amylase18, while the fluctuating dynamics of driving performance were linked to real-time eye-blink-
derived drowsiness  estimates13, indicating substantial differences in time resolution among potential biomarkers 
of performance under sleep deprivation. The latter  study13 found an unexpected reduction in the magnitude of 
real-time covariation between the eye-blink drowsiness marker and driving performance in our caffeine group 

OPEN

1Defence Science and Technology Group, Edinburgh 5111, Australia. 2Behaviour-Brain-Body Research Group, 
Justice and Society, University of South Australia, Adelaide, Australia. 3Clinical and Health Sciences, University of 
South Australia, Adelaide, Australia. 4Behavioral Biology Branch, Center for Military Psychiatry and Neuroscience 
Research, Walter Reed Army Institute of Research, Silver Spring, USA. 5School of Psychology, University of 
Sydney, Sydney, Australia. 6School of Biomedical Sciences & Pharmacy, University of Newcastle, Callaghan, 
Australia. *email: eugene.aidman@dst.defence.gov.au

http://orcid.org/0000-0002-1733-2832
http://crossmark.crossref.org/dialog/?doi=10.1038/s41598-021-83504-6&domain=pdf


2

Vol:.(1234567890)

Scientific Reports |         (2021) 11:4027  | https://doi.org/10.1038/s41598-021-83504-6

www.nature.com/scientificreports/

(compared to controls). This finding suggested that, in addition to reducing drowsiness overall, caffeine may 
disrupt the impact of its moment-to-moment dynamics on driving performance, e.g., making driving errors 
less influenced by real-time fluctuations in drowsiness. If confirmed, this finding may have substantial implica-
tions, pointing to an additional, yet to be examined, mechanism behind the performance enhancement effect 
of caffeine. Our current study aimed at providing such conceptual confirmation by examining the connection 
between real-time drowsiness and previously unpublished data (collected in the same experiment) on cogni-
tive task performance of varying complexity, from simple reaction time to procedural decisions and response 
inhibition. We hypothesised that caffeine may cause a similar dissociation between real-time drowsiness and 
task performance observed in  driving13 and the magnitude of this dissociation may depend on task complexity. 
In other words, we expected that (a) caffeine would weaken the positive associations between real-time drowsi-
ness and response time and errors in cognitive tasks, and (b) that this weakening effect would be stronger for 
more complex tasks (e.g., a Go-NoGo task) compared to simpler tasks (e.g., a choice or simple reaction task).

Twenty-four adults (12 male) aged 18–31 years were randomly allocated into either placebo or caffeine group 
and participated in a 50-h total sleep deprivation (TSD) protocol. The caffeine group consumed four doses of 
caffeine via gum pellets (200 mg per dose) every 2 h (0100, 0300, 0500, 0700) on the first and second nights 
of sleep deprivation. The placebo group consumed non-caffeinated chewing gum that was identical in appear-
ance and flavour, at the same time points. All participants were instructed to chew the pellets for a minimum 
of 5 min, as prior research shows that 85% of the dose is released within 5 min of  chewing19. Following a 10-h 
sleep opportunity (2200–0800), participants were constantly monitored and remained awake for 50 h. Every 
3 h participants drove for 40 min continuously in a medium-fidelity driving simulator. During the driving task, 
real-time drowsiness was monitored for n = 5 caffeine and n = 6 placebo group participants who did not wear 
prescription spectacles, and their data are included in the present analysis. A spectacle-worn infra-red oculogra-
phy monitor (Optalert, Melbourne, Australia) quantified drowsiness levels in the form of the Johns Drowsiness 
Scale (JDS)  scores20–22. Immediately before and after each driving task, participants’ cognitive performance was 
measured with a brief, 3-min Psychomotor Vigilance Test (PVT)23–25. Full details of this protocol have been 
published  elsewhere13. In addition to the previously published data, three sub-tests from the Defense Automated 
Neuropsychological Assessment (DANA)  battery26–28 were added for the current analysis—the simple reaction, 
the two-choice procedural decision and the Go-NoGo tasks (see “Methods” for subtest descriptions). These tasks 
extended the range of cognitive task complexity over the previously published analyses and were added in order 
to test our second hypothesis that task complexity may modulate the strength of caffeine-induced dissociation 
between real-time drowsiness and cognitive performance.

JDS data for one participant was unusable due to equipment malfunctioning. To compensate for the resulting 
small sample size (n = 10) we exploited the multiple repeat measurements in our protocol (a minimum of 15 per 
participant) and mixed-effects modelling which takes advantage of these repeat measurements and is robust to 
violations of normality typical in small samples. Individual JDS scores averaged over the 5-min window imme-
diately preceding the cognitive testing, formed the drowsiness predictor of cognitive performance.

Results
Prior to undergoing TSD, participants were given a 10 h baseline sleep opportunity (monitored via actigraphy 
and sleep diary) with no differences observed in total sleep time between placebo (8.7 ± 0.49 h) and caffeine 
(8.9 ± 0.52 h) groups. The groups reported no differences in prior caffeine consumption (1.52 ± 0.71 cups per 
day in the caffeine group and 1.51 ± 0.7 in placebo) or habitual sleep duration (7.3 ± 0.95 h in the caffeine group 
and 7.5 ± 0.85 h in placebo).

Cognitive performance declined as drowsiness increased from the first driving task to the last, in a pattern 
driven by homeostatic drive for sleep (time since wake). Within 1 h of the first caffeinated gum dose, the caffeine 
group got significantly less drowsy than placebo controls and, as we reported  earlier13, (Fig. 2), they continued to 
track about 2 points below the placebo group on the 10-point JDS scale. However, they also reached drowsiness 
levels that are considered high-risk22, with the maximum raw JDS score of 6.8 observed at the end of the protocol 
(5.4 when averaged over 5 min preceding the cognitive testing). This indicates that caffeine did not protect the 
participants from getting seriously drowsy. By comparison, our placebo group reached a maximum raw JDS score 
of 8.2 (7.9 when averaged), only 1.4 higher than the caffeine group (1.6 when averaged), on the 10-point JDS scale.

Figure 1 shows the chronological pattern of cognitive performance across the two groups. The differences 
between the caffeine and placebo groups did not reach statistical significance even after 19 h of continuous wake-
fulness and during circadian troughs. Significant differences emerged when time (hours awake) was replaced 
with JDS scores on the x-axis (see Figs. 2, 3 and 4). Table 1 shows significant main effects of drowsiness on per-
formance in all cognitive tasks: JDS scores preceding the cognitive tasks were associated with response velocities 
and lapses in both simple reaction tasks: post-drive PVT (Satterthwaite approximated t (85.17) = − 4.63, p < 0.001 
for response times and t (94.9) = 4.58, p < 0.001 for lapses) and SRT (t (91.29) = − 2.05, p = 0.04 for response times 
and t (59.9) = 3.88, p < 0.001 for lapses). Similar patterns were observed in PRT (two-choice procedural deci-
sion time t (91.78) = − 4.34, p < 0.001) and t (39.22) = 4.58, p < 0.001 for lapses), as well as in GNG task errors (t 
(71.53) = 2.34, p = 0.02) and lapses (t (75.88) = 2.91, p = 0.005).

Caffeine significantly improved response time in PVT and PRT tasks, reduced lapses in the latter but did 
not affect SRT or GNG performance. Importantly, the drowsiness by caffeine interaction effects (last column in 
Table 1) show that caffeine moderated the effect of drowsiness on cognitive performance.

In particular, as can be seen in Fig. 2 and Table 1, a significant dissociation between drowsiness and response 
inhibition performance was observed (t (90.94) = − 2.042, p = 0.04, for JDS x caffeine interaction effect on Go-
NoGo commission errors). The same interaction was nearing significance for procedural decision performance 
(t (72.18) = − 1.82, p = 0.07 for the lapses in the two-choice reaction task—see Fig. 3) and vigilance performance 
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Figure 1.  The time course of response speed (left y-axis) on vigilance (PVT and SRT panels denoted on the 
right), procedural decision making (PRT panel) and response inhibition tasks (GNG panel) for the caffeine 
(black filled circle, n = 4) and placebo (black open circle, n = 6) groups across our 50-h TSD protocol. Discrete 
values represent Response Velocities (per second) measured in PVT, SRT, PRT and GNG tasks following each 
simulated drive. The x-axes represent hours of continuous wakefulness (top) and time of day in a 24-h format 
(bottom). Arrows (↓) indicate the time of caffeine administration. Error bars represent 95% CIs.

Figure 2.  Performance on the Go-NoGo task (GNG) as a function of drowsiness (JDS scores averaged 
over 5 min prior to the task) for the caffeine (black filled circle, n = 4) and placebo (black open circle, n = 6) 
groups across our 50-h TSD protocol. (A) Percentage of Response Lapses (omission errors). (B) Percentage of 
commission errors (false alarms). Shaded areas represent 95% CIs over regression lines.
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(PVT lapses: t (93.13) = − 1.76 , p = 0.08, see Fig. 4) but disappeared almost completely for Simple Reaction times 
(t (90.67) = − 0.79, p = 0.434).

Discussion
The current study continues our inquiry into the effects of caffeine on real-time performance under TSD. Its 
results confirm the capacity of strategically-timed caffeine administered via chewing gum to disrupt the per-
formance-degrading impact of momentary drowsiness on task performance. The observed dissociation in our 
caffeine group (compared to placebo) between cognitive test performance and objectively measured drowsiness 
immediately prior to performing the test, replicates the dissociation pattern previously reported for simulated 
 driving13. This dissociation pattern extends our previous findings of caffeine reducing the overall impact of 
extended wakefulness on cognitive performance by reducing the decline in PVT performance compared to the 
placebo  group16, as well as reducing the effect of extended wakefulness on driving errors—both lane keeping 
and speed  maintenance15. These findings are consistent with the known alleviating effects of caffeine on gross 
performance decline over the time course of  TSD4,5,9,19. We also found that this performance-protective effect 
was accompanied by reductions in subjective tiredness and irritability without upsetting glucose metabolism 
and feelings of  hunger14. However, real-time drowsiness dynamics is a more immediate cause of cognitive failure, 
and while it correlates with time-since-wake, it is distinct from it—e.g., monitoring driver drowsiness is more 
predictive of accident risk than timing the total driving  time20. By adding a near-real-time objective measure of 

Figure 3.  Performance on the 2-Choice Reaction task (PRT) as a function of drowsiness (JDS scores averaged 
over 5 min prior to the task) for the caffeine (black filled circle, n = 4) and placebo (black open circle, n = 6) 
groups across our 50-h TSD protocol. (A) Response velocities  (s-1). (B) Percentage of Response Lapses. Shaded 
areas represent 95% CIs over regression lines.

Figure 4.  Performance on the Simple Reaction task (3-min PVT) as a function of drowsiness (JDS scores 
averaged over 5 min prior to the PVT task) for the caffeine (black filled circle, n = 4) and placebo (black open 
circle, n = 6) groups across our 50-h TSD protocol. (A) Response velocities (fastest 10% reactions,  s−1). (B) 
Percentage of Response Lapses (reaction time > 355 ms). Shaded areas represent 95% CIs over regression lines.
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drowsiness (JDS scores, generated over 60-s epochs from infra-red oculography), we were able to analyse the 
relationship between sleepiness and performance directly, without relying on the time course of TSD as a proxy. 
Extending our previous findings for simulated driving, here we examined whether caffeine can de-couple real-
time drowsiness from the dynamic fluctuation of performance on standard cognitive tests of varying complexity, 
tapping into vigilance (PVT task), simple decision making (choice reaction task) and response inhibition (Go-
NoGo task). This new analysis showed that our caffeine and placebo groups differed quite dramatically in how 
strongly their momentary drowsiness impacted their response velocities and errors (both lapses and commission 
errors) across the three cognitive tests. While the placebo group replicated the well-established linear relationship 
between drowsiness and performance  decline20,21, the caffeine group showed a distinct pattern of dissociation 
between the two, which is consistent with our previous findings in simulated  driving13: i.e., higher drowsiness 
(increasing JDS scores) did not result in a linear decline in cognitive performance, with the exception of simple 
reaction time on the PVT task. The magnitude of this dissociation appeared to depend on task complexity, with 
caffeine significantly reducing the impact of momentary fluctuations of drowsiness on executive performance 
in the Go-NoGo task, while producing similar but weaker trends in the PRT and SRT tasks. This is consistent 
with previous findings showing performance on simple tasks, such as the PVT, to be highly sensitive to sleep 
loss, while more complex tasks such as response inhibition and decision making tend to be less  affected23,29,30. 
Similarly, caffeine has been shown to improve response speed in the PVT task to a greater extent than its more 
complex aspect—lapses37 in a 77-h TSD. Further, caffeine’s capacity to improve decision-making during sustained 
wakefulness has been shown to be  limited9.

Together, these results suggest that, unlike simple tasks, performance on more complex cognitive tasks may 
not be driven by levels of alertness alone. Alertness monitoring helps in unpacking these causal links, given the 
dynamics of alertness are not slaved to the time course of TSD. Combining alertness monitoring with real-time 
performance assessment in multiple tasks has led us to an unexpected discovery that, in addition to the well-
established drowsiness-reduction effect, chewing gum-administered caffeine may also mitigate sleep loss-induced 
cognitive performance decline by reducing the impact of momentarily fluctuating drowsiness on cognitive task 
performance. This dissociation was stronger for more complex tasks tapping into executive functioning (the Go-
NoGo task in the current study and driving  in13), than for simple procedural decision making (the two-choice 
reaction task in the current study) and simple reaction tasks (PVT in the current study). The varying magnitude 
of this dissociation seems worth further investigation, in order to examine its mechanisms and to inform the 
development of caffeine-based fatigue countermeasures under challenging operational conditions.

Table 1.  Effects of drowsiness (JDS), caffeine (n = 4 vs. placebo, n = 6) and their interaction on task 
performance in simple reaction (PVT and SRT), procedural reaction (PRT) and response inhibition 
(Go-NoGo) tasks. Notes: Non-integer df values are the result of effect size estimation with Satterthwaite 
approximated t statistics derived from mixed linear modelling analyses. RT reaction time, PVT only 
post-driving PVT data are presented that could be matched to preceding JDS scores. * p < 0.05; **p < 0.01; 
***p < 0.001.

Main Effect: Drowsiness 
(JDS)

Main effect: caffeine 
versus placebo

JDS x caffeine 
interaction effect

t df p t df p t df p

PVT

Mean RT − 4.63 85.17 < 0.001*** 2.75 94.93 0.02* 1.36 94.93 0.18

False starts 0.81 74.48 0.42 2.00 93.42 0.07 0.08 93.42 0.94

Lapses 4.58 94.99 < 0.001*** − 2.06 93.13 0.07 − 1.76 93.13 0.08

SRT

Mean RT − 2.05 91.29 0.04* 1.71 91.08 0.12 − 0.78 91.08 0.43

False starts 3.34 92.00 0.001** − 0.87 92.00 0.39 − 1.41 92.00 0.16

Lapses 3.88 59.89 < 0.001*** − 1.68 86.83 0.13 − 1.66 86.83 0.10

PRT

Mean RT − 4.34 91.78 < 0.001*** 2.46 90.56 0.04* 1.66 90.56 0.10

False starts 0.04 92.00 0.97 − 0.25 92.00 0.80 0.47 92.00 0.64

Lapses 4.58 39.22 < 0.001*** − 2.27 72.18 0.05* − 1.82 72.18 0.07

Errors 2.63 53.21 0.01* − 1.84 83.48 0.10 − 1.45 83.48 0.15

Go-NoGo

Mean RT − 1.92 88.29 0.06 1.55 91.85 0.16 0.41 91.85 0.69

False starts 1.92 35.60 0.06 − 0.66 68.81 0.52 − 0.67 68.81 0.50

Lapses 2.91 75.88 0.005** − 1.87 90.94 0.09 − 1.40 90.94 0.16

Commission errors 2.34 71.53 0.02* − 1.33 90.44 0.22 − 2.04 90.44 0.04*
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Methods
Participants. The University of South Australia Human Research Ethics Committee approved this study 
prior to recruiting participants, who were reimbursed for their time. 24 adults (12 male) aged 18–31 years gave 
written informed consent prior to participating in the study, which was conducted in accordance with Austral-
ian National Health and Medical Research Council (NHMRC) guidelines. The inclusion and exclusion criteria 
are listed in Table 2. The consort diagram for the sample composition for our current analysis is shown in Fig. 5. 

Table 2.  Experimental sample characteristics.

Inclusion criteria Exclusion criteria

Normal sleep/wake patterns Smoking

Low or non-consumers of caffeine (< 250 mg daily) Recreational drug use

BMI below 30

Psychological complaints

Ill-health (assessed by general health questionnaire and blood toxicology screen)

Shift-work

Trans-meridian travel in the last three months

Figure 5.  Consort diagram of participant screening, allocation to conditions, protocol completion and the 
resulting sample used in the current analysis. Adapted  from14.
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The resulting sample’s age ranged from 18 to 28 years (M = 22.46 ± 2.73) and BMI ranged from 20.70 to 24.73 kg/
m2 (M = 21.89 ± 1.37).

Procedure. Participants were randomly allocated into either placebo or caffeine group. There were no sig-
nificant differences in age or BMI between the two groups and gender was evenly distributed between condi-
tions. Participants’ sleep was monitored using sleep diaries and actigraphy for a week prior to the study. They 
were given a 10-h sleep opportunity. Participants were also required to abstain from caffeine and alcohol, as one 
week of caffeine abstinence is known to sharpen the effects of its re-introduction and to have minimal with-
drawal effects.

The experiment took place in the sleep laboratory at the Centre for Sleep Research at the University of South 
Australia. Ambient temperature was 22 ± 1 °C, light levels were ≤ 50 lx during wakefulness and ≤ 1 lx during sleep. 
Day 1 of the protocol was dedicated to habituation, training, and oculography equipment calibration. After a 
10-h sleep opportunity (2200–0800), data collection commenced at 0800 on Day 2. Participants were constantly 
monitored and remained awake for 50 h. Every three hours (see Fig. 6) participants drove for 40 min continuously 
in a medium-fidelity driving simulator (average motion 0.08 m/s2 calculated as the root mean square addition 
of the three motion axes) and controlled by Virtual BattleSpace 2 (VBS-2, Bohemia, USA) to represent a slightly 
curved two-lane rural highway at dusk. During the driving task, a randomly selected subgroup of eleven par-
ticipants (five from the caffeine group and six from placebo group) wore an infra-red oculography monitor that 
quantified drowsiness levels in the form of the Johns Drowsiness Scale (JDS)  scores20,21.

The JDS scores aggregate oculography parametres over 60-s epochs and range from 0 (very alert) to 10 (very 
drowsy) with a JDS score between 0 and 4.4 indicating relatively low risk, 4.5–4.9—moderate and scores above 
5.0 indicate critical levels of  drowsiness22. Five consecutive JDS scores immediately preceding the cognitive test-
ing, formed the JDS predictor of cognitive performance.

Directly before and after each driving task, participants completed a 3-min Psychomotor Vigilance Test (PVT-
B) and self-reported sleepiness score. Participants also completed a cognitive testing battery using the Defense 
Automated Neurobehavioral Assessment (DANA) following the post-drive PVT-B.

The caffeine group was administered four doses of caffeine via gum pellets [200 mg/2 pellets per dose, Mili-
tary Energy Gum (MarketRight INC, Plano, IL, USA)] every two hours (0100, 0300, 0500, 0700) on the first and 
second nights of sleep deprivation. The placebo group was administered four doses of non-caffeinated chewing 
gum that was identical in appearance and flavour, at the same time points. All participants were instructed to 
chew both pellets for a minimum of 5 min, as prior research shows that 85% of the dose is released within 5 min 
of  chewing19. The resulting daily dose of 680 mg (85% of 800 mg) is higher than population-wide consumption 
averages but comparable with typical consumption levels in shift-worker  populations31. It is also consistent with 
recent review findings of no adverse neuro-behavioural effects of up to 600 mg/day caffeine  consumption32. A 
double-blind randomisation protocol was maintained throughout: all gum labelling was removed and neither 
the participants nor the researchers knew which group they belonged to.

Infra‑red oculography: the johns drowsiness scale. Driver drowsiness levels were monitored continuously 
throughout the simulated drives using the Optalert Alertness Monitoring System (OAMS; OptAlert, Melbourne, 
VIC, Australia). The OAMS uses spectacle frame-mounted infra-red sensor to continuously monitor eye and 
eyelid movements during blinks—including their timing, duration, and velocity. These ocular parameters are 
then combined to quantify drowsiness levels in the form of the Johns Drowsiness Scale (JDS)  scores20. The 
OAMS estimates drowsiness by generating a JDS score over regular epochs. Epoch duration was set at 60  s, 
producing 40 data points for each drive period. For the current analysis we utilised the last five of these 40 data 
points, covering the 5-min period immediately prior to the cognitive testing. The JDS scores range from 0 (very 
alert) to 10 (very drowsy) with a JDS score between 0 and 4.4 (inclusive) indicating a relatively low risk level of 
drowsiness. A score of 4.5–4.9 (inclusive) reflects a moderate drowsiness risk and a score above 5.0 indicates a 
critically high level of drowsiness risk. The JDS has an established test–retest reliability across different levels of 

Figure 6.  Protocol schematic indicating caffeine administration, simulated driving sessions, cognitive testing 
sessions and sleep periods.
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drowsiness (r = 0.80;21). Its validity evidenced by significant correlations with homeostatic sleep pressure and 
circadian  rhythmicity22.

Cognitive performance. Psychomotor Vigilance Test (PVT-B). A brief 3 min Psychomotor Vigilance Test (PVT-
B)23 was presented with a 10 point sleepiness Likert scale. The PVT-B is a shorter version of the traditional 
10 min Psychomotor Vigilance Test, which was performed on a hand-held device (PVT-192; Ambulatory Moni-
toring Inc., Ardsley, NY, USA). The shorter version has been validated by a number of studies as an acceptable 
substitution for the 10  min  version23–25. Participants were required to respond as quickly as possible (while 
avoiding false starts) to a visual stimulus by pressing a button on the hand-held device. Stimuli were presented at 
random intervals fluctuating between 1 and 4 s. The performance measures for the PVT-B were the number of 
lapses (defined as reaction time > 355 ms) and the average of the fastest 10% of responses.

Single-item sleepiness self-rating: participants were asked to rate how sleepy they felt on a Likert scale format 
from 1 (not sleepy) to 10 (sleepy) and enter their ratings on the PVT-B device.

Defense Automated Neuropsychological Assessment (DANA) battery. The DANA unit is a small, hardened, 
handheld  device26 loaded with a range cognitive tests, from which three were selected—simple reaction time 
(SRT), procedural reaction time (PRT) and Go-NoGo (GNG) tasks. It has been shown to have good reliability 
and internal validity, comparable to those reported for the corresponding subtests in the NeuroCognitive Assess-
ment Tool and the Automated Neuropsychological Assessment  Metrics26–28. Participants responded to stimuli by 
tapping the screen with a handheld stylus. The following DANA tests were utilised in the current study.

Simple reaction time (SRT) task. This task requires the participant to tap on the location of the yellow bulls-
eye symbol as quickly as possible each time it appeared on the DANA screen. The task contained 40 trials with 
stimulus presentation time of 900 ms and inter-stimulus interval ranging from 600 to 3000 ms.

Procedural reaction time (PRT) task. The screen displays one of four single-digit numbers, and participants 
are asked to respond by tapping the left button if the number was small (2 or 3) or the right button if the number 
was large (4 or 5). The task contained 32 trials. Maximum stimulus presentation time was 2000 ms and inter-
stimulus interval fluctuated from 500 to 1000 ms.

Go-Nogo (GNG) task. This is a response inhibition task requiring to fire at the target (white silhouette) in the 
window of a building sketched on the screen by tapping the ‘fire’ button, and to withhold their response when 
a non-target (green silhouette) appeared in the same window. The task contained 30 trials. Maximum stimulus 
presentation time was 1500 ms, with the inter-stimulus interval fluctuating from 1000 to 1750 ms.

Statistical analyses. All data analyses were conducted within R environment, version 3.5.033. TIDYVERSE 
package version 1.2.134 and COWPLOT package, version 0.9.435 were used for data organisation and visualisa-
tions. Main effects of caffeine and drowsiness, as well as their interactions were estimated with Satterthwaite 
approximated t statistics derived from Linear Mixed-effects Modelling analyses conducted with the lme4 
 package36. Mixed-effects modelling takes advantage of the multiple repeat measurements in our protocol, which 
compensated for the relatively low number of participants in our caffeine (n = 4) and placebo (n = 6) groups, 
producing over 60 observations per condition. The resulting degrees of freedom reported in Table 1 reflect the 
actual statistical power of our analyses: these df values range from 35.6 to 94.9 (M = 74.7) and indicate that our 
analyses are adequately powered.

Data availability
All data is available in the main text and the supplementary materials.

Received: 7 March 2019; Accepted: 29 January 2021

References
 1. Dinges, D. F. et al. Cumulative sleepiness, mood disturbance, and psychomotor vigilance performance decrements during a week 

of sleep restricted to 4–5 hours per night. Sleep 20, 267–277 (1997).
 2. Van Dongen, H., Maislin, G., Mullington, J. M. & Dinges, D. F. The cumulative cost of additional wakefulness: dose-response effects 

on neurobehavioral functions and sleep physiology from chronic sleep restriction and total sleep deprivation. Sleep 26, 117–126 
(2003).

 3. Matthews, G., Desmond, P. A., Neubauer, C. & Hancock, P. A. An overview of operator fatigue. In The Handbook of Operator 
Fatigue 3–23 (CRC Press, 2017).

 4. Kamimori, G. H., Johnson, D., Thorne, D. & Belenky, G. Multiple caffeine doses maintain vigilance during early morning opera-
tions. Aviat. Space Environ. Med. 76, 1046–1050 (2005).

 5. Kamimori, G. H. et al. Caffeine improves reaction time, vigilance and logical reasoning during extended periods with restricted 
opportunities for sleep. Psychopharmacology (Berlin) 232, 2031–2042 (2015).

 6. Killgore, W. D. S., Kahn-Greene, E. T., Killgore, D. B., Kamimori, G. H. & Balkin, T. J. Effects of acute caffeine withdrawal on short 
category test performance in sleep-deprived individuals. Percept. Mot. Skills 105, 1265–1274 (2007).

 7. Fredholm, B. B., Bättig, K., Holmén, J., Nehlig, A. & Zvartau, E. E. Actions of caffeine in the brain with special reference to factors 
that contribute to its widespread use. Pharmacol. Rev. 51, 83–133 (1999).

 8. Williamson, A. M. & Feyer, A.-M. Moderate sleep deprivation produces impairments in cognitive and motor performance equiva-
lent to legally prescribed levels of alcohol intoxication. Occup. Environ. Med. 57, 649–655 (2000).

 9. Killgore, W. D. S., Lipizzi, E. L., Kamimori, G. H. & Balkin, T. J. Caffeine effects on risky decision making after 75 hours of sleep 
deprivation. Aviat. Space Environ. Med. 78, 957–962 (2007).



9

Vol.:(0123456789)

Scientific Reports |         (2021) 11:4027  | https://doi.org/10.1038/s41598-021-83504-6

www.nature.com/scientificreports/

 10. Dijk, D., Duffy, J. F. & Czeisler, C. A. Circadian and sleep/wake dependent aspects of subjective alertness and cognitive performance. 
J. Sleep Res. 1, 112–117 (1992).

 11. Dijk, D.-J. & Czeisler, C. A. Paradoxical timing of the circadian rhythm of sleep propensity serves to consolidate sleep and wakeful-
ness in humans. Neurosci. Lett. 166, 63–68 (1994).

 12. Zhou, X. et al. Sleep, wake and phase dependent changes in neurobehavioral function under forced desynchrony. Sleep 34, 931–941 
(2011).

 13. Aidman, E. et al. Caffeine reduces the impact of drowsiness on driving errors. Transp. Res. Parts F Traff. Psychol. Behav. 54, 236–247 
(2018).

 14. Grant, C. L. et al. The impact of caffeine consumption during 50 hr of extended wakefulness on glucose metabolism, self-reported 
hunger and mood state. J. Sleep Res. 27, e12681 (2018).

 15. Johnson, K. et al. Early morning repeat-dose caffeine mitigates driving performance impairments during 50 hours of sleep depriva-
tion. Road Transp. Res. 25, 3 (2016).

 16. Paech, G. M. et al. Caffeine administration at night during extended wakefulness effectively mitigates performance impairment 
but not subjective assessments of fatigue and sleepiness. Pharmacol. Biochem. Behav. 145, 27–32 (2016).

 17. Paech, G. M. et al. Caffeine has minimal effects on daytime recovery sleep following severe sleep deprivation. Sleep Biol. Rhythms 
14, 149–156 (2016).

 18. Pajcin, M. et al. Decreased salivary alpha-amylase levels are associated with performance deficits during sleep loss. Psychoneu‑
roendocrinology 78, 131–141 (2017).

 19. Kamimori, G. H. et al. The rate of absorption and relative bioavailability of caffeine administered in chewing gum versus capsules 
to normal healthy volunteers. Int. J. Pharm. 234, 159–167 (2002).

 20. Johns, M. W., Tucker, A., Chapman, R., Crowley, K. & Michael, N. Monitoring eye and eyelid movements by infrared reflectance 
oculography to measure drowsiness in drivers. Somnol. Schlafforsch. Schlafmedizin 11, 234–242 (2007).

 21. Johns, M. W., Crowley, K. E., Chapman, R. J., Tucker, A. J. & Hocking, C. A. The test-retest reliability of an ocular measure of 
drowsiness. Sleep 31, A118 (2008).

 22. Anderson, C., Chang, A., Ronda, J. M. & Czeisler, C. A. Real-time drowsiness as determined by infrareflectance oculography is 
commensurate with gold standard laboratory measures: a validation study. Sleep 33, A108–A108 (2010).

 23. Basner, M., Mollicone, D. & Dinges, D. F. Validity and sensitivity of a brief psychomotor vigilance test (PVT-B) to total and partial 
sleep deprivation. Acta Astronaut. 69, 949–959 (2011).

 24. Killgore, W. D. S. et al. Effects of dextroamphetamine, caffeine and modafinil on psychomotor vigilance test performance after 44 
h of continuous wakefulness. J. Sleep Res. 17, 309–321 (2008).

 25. Loh, S., Lamond, N., Dorrian, J., Roach, G. & Dawson, D. The validity of psychomotor vigilance tasks of less than 10-minute 
duration. Behav. Res. Methods Instrum. Comput. 36, 339–346 (2004).

 26. Lathan, C., Spira, J. L., Bleiberg, J., Vice, J. & Tsao, J. W. Defense automated neurobehavioral assessment (DANA)—psychometric 
properties of a new field-deployable neurocognitive assessment tool. Mil. Med. 178, 365–371 (2013).

 27. Russo, C. R. & Lathan, C. E. An evaluation of the consistency and reliability of the defense automated neurocognitive assessment 
tool. Appl. Psychol. Meas. 39, 566–572 (2015).

 28. Haran, F. J., Dretsch, M. N. & Bleiberg, J. Performance on the defense automated neurobehavioral assessment across controlled 
environmental conditions. Appl. Neuropsychol. Adult 23, 411–417 (2016).

 29. Aidman, E., Jackson, S. A. & Kleitman, S. Effects of sleep deprivation on executive functioning, cognitive abilities, metacognitive 
confidence, and decision making. Appl. Cognit. Psychol. 33, 188–200 (2019).

 30. Aidman, E. Cognitive fitness framework: towards assessing, training and augmenting individual-difference factors underpinning 
high-performance cognition. Front. Hum. Neurosci. 13, 466 (2020).

 31. McLellan, T. M., Riviere, L. A., Williams, K. W., McGurk, D. & Lieberman, H. R. Caffeine and energy drink use by combat arms 
soldiers in Afghanistan as a countermeasure for sleep loss and high operational demands. Nutr. Neurosci. 22, 768–777 (2019).

 32. Turnbull, D., Rodricks, J. V. & Mariano, G. F. Neurobehavioral hazard identification and characterization for caffeine. Regul. Toxicol. 
Pharmacol. 74, 81–92 (2016).

 33. R Core Team. R: A Language and Environment for Statistical Computing. https ://www.r-proje ct.org/ (2018).
 34. Wickham, H. Tidyverse: Easily install and load the ‘tidyverse’. R Packag. version 1, https ://rdrr.io/cran/tidyv erse/ (2017).
 35. Wilke, C. O. Cowplot: Streamlined Plot Theme and Plot Annotations for ‘ggplot2’. R package version 1.0. 0. https ://rdrr.io/cran/cowpl 

ot/ (2019).
 36. Bates, D., Mächler, M., Bolker, B. & Walker, S. Fitting linear mixed-effects models using lme4. arXiv Prepr. https ://arxiv .org/

abs/1406.5823v 1 (2014).
 37. Killgore, W. D. & Kamimori, G. H. Multiple caffeine doses maintain vigilance, attention, complex motor sequence expression, and 

manual dexterity during 77 hours of total sleep deprivation. Neurobiol. Sleep Circ. Rhythms 9, 100051 (2020).

Acknowledgments
The study was supported by Australian Defence Acquisition Project Land 121 – Phase 4, the funders have had 
no influence on the design of the study, its execution and decision to publish. Authors are grateful to Christine 
LaValle, Stephani Eonta and Philip Jacques for their assistance in pre-processing of cognitive performance and 
oculography data, and to Glen Pearce for developing the driving task.

Author contributions
Conceptualization: E.A., S.B., G.H.K., C.D.V. and J.F.; Methodology: E.A. and S.B.; Data Curation: M.B., E.A., 
K.J. and E.M.; Formal Analysis: E.A., S.J. and M.B.; Investigation: K.J., G.M.P., M.P. and C.Y.; Writing—Original 
Draft: E.A., E.M. and K.J.; Writing—review and editing: E.A., S.B., K.J.

Author note 
Material has been reviewed by the Walter Reed Army Institute of Research. There is no objection to its presen-
tation and/or publication. The opinions or assertions contained herein are the private views of the author, and 
are not to be construed as official, or as reflecting true views of the Department of the Army or the Department 
of Defense. The investigators have adhered to the policies for protection of human subjects as prescribed in AR 
70–25. We thank Prof Gary Wittert for his support with participant recruitment.

Competing interests 
The authors declare no competing interests.

https://www.r-project.org/
https://rdrr.io/cran/tidyverse/
https://rdrr.io/cran/cowplot/
https://rdrr.io/cran/cowplot/
https://arxiv.org/abs/1406.5823v1
https://arxiv.org/abs/1406.5823v1


10

Vol:.(1234567890)

Scientific Reports |         (2021) 11:4027  | https://doi.org/10.1038/s41598-021-83504-6

www.nature.com/scientificreports/

Additional information
Supplementary Information The online version contains supplementary material available at https ://doi.
org/10.1038/s4159 8-021-83504 -6.

Correspondence and requests for materials should be addressed to E.A.

Reprints and permissions information is available at www.nature.com/reprints.

Publisher’s note Springer Nature remains neutral with regard to jurisdictional claims in published maps and 
institutional affiliations.

Open Access  This article is licensed under a Creative Commons Attribution 4.0 International 
License, which permits use, sharing, adaptation, distribution and reproduction in any medium or 

format, as long as you give appropriate credit to the original author(s) and the source, provide a link to the 
Creative Commons licence, and indicate if changes were made. The images or other third party material in this 
article are included in the article’s Creative Commons licence, unless indicated otherwise in a credit line to the 
material. If material is not included in the article’s Creative Commons licence and your intended use is not 
permitted by statutory regulation or exceeds the permitted use, you will need to obtain permission directly from 
the copyright holder. To view a copy of this licence, visit http://creat iveco mmons .org/licen ses/by/4.0/.

© The Author(s) 2021

https://doi.org/10.1038/s41598-021-83504-6
https://doi.org/10.1038/s41598-021-83504-6
www.nature.com/reprints
http://creativecommons.org/licenses/by/4.0/

	Caffeine may disrupt the impact of real-time drowsiness on cognitive performance: a double-blind, placebo-controlled small-sample study
	Results
	Discussion
	Methods
	Participants. 
	Procedure. 
	Infra-red oculography: the johns drowsiness scale. 
	Cognitive performance. 
	Simple reaction time (SRT) task. 
	Procedural reaction time (PRT) task. 
	Go-Nogo (GNG) task. 


	Statistical analyses. 

	References
	Acknowledgments


