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Abstract

Age‐related sleep and circadian rhythm disturbances may be due to altered

nonvisual photoreception. Here, we investigated the temporal dynamics of

light‐induced melatonin suppression in young and older individuals. In a

within‐subject design study, young and older participants were exposed for

60 min (0030‐0130 at night) to nine narrow‐band lights (range: 420−620 nm).

Plasma melatonin suppression was calculated at 15, 30, 45, and 60min time

intervals. Individual spectral sensitivity of melatonin suppression and

photoreceptor contribution were predicted for each interval and age group.

In young participants, melanopsin solely drove melatonin suppression at all

time intervals, with a peak sensitivity at 485.3 nm established only after 15min

of light exposure. Conversely, in older participants, spectral light‐driven
melatonin suppression was best explained by a more complex model

combining melanopsin, S‐cone, and M‐cone functions, with a stable peak

(~500 nm) at 30, 45, and 60min of light exposure. Aging is associated with a

distinct photoreceptor contribution to melatonin suppression by light. While

in young adults melanopsin‐only photoreception is a reliable predictor of

melatonin suppression, in older individuals this process is jointly driven by

melanopsin, S‐cone, and M‐cone functions. These findings offer new prospects

for customizing light therapy for older individuals.
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1 | INTRODUCTION

In the retina, a small subset of intrinsically‐photosensitive
retinal ganglion cells (ipRGCs), with a peak sensitivity to
blue light (λmax ~480 nm),1,2 integrate phototransduced light
signals from rods (λmax ~505 nm), and cones (S‐cones, λmax

~420 nm; M‐cones, λmax ~530 nm; L‐cones, λmax ~558 nm),3,4

before projecting to the suprachiasmatic nucleus (SCN) and
other nonvisual brain areas.5–7 This set‐up oversees the
spectro‐temporal sensitivity of various nonvisual responses to
light including the pupillary light response (PLR), melatonin
suppression, and circadian entrainment.

In mammals, including humans, ipRGCs integrate
the input from cones and rods in an additive (ON) or
opponent (OFF) manner.2,8–11 In nonhuman primate
retinas, single unit recordings of ipRGCs highlighted that
melanopsin‐based signaling is combined with a conver-
gent ON input from L‐ and M‐cones, and an OFF input
from S‐cones in response to 550 nm light.2 Similarly, in
humans, intricate combinations of photoreceptoral sig-
naling (melanopsin, S‐, M‐, L‐cones, hereafter described
as S, M, and L) have been shown to regulate the PLR and
other nonvisual responses to light.8–11 For instance,
Spitschan et al. suggested that the PLR is governed by an
ON contribution from melanopsin and L +M; but
an OFF contribution from S.9 Compared to the PLR,
recent findings from our group and others suggest that
melanopsin may fully account for melatonin suppression
by light.10,12,13 Accordingly, a recent analytical paper by
Giménez et al. highlighted a sigmoidal dose–response
relationship between melatonin suppression and mela-
nopic equivalent daylight illuminance, but not with
photopic illuminance.14 While all of the aforementioned
studies focused on healthy young individuals, to date, the
impact of aging on photoreceptoral contribution to
nonvisual responses to light in general, and melatonin
suppression in particular, has not been investigated.

Aging is associated with a host of changes, in sleep
and circadian physiology, in neuronal and behavioral
plasticity, all of which contribute to the neurobehavioral
alterations observed in the elderly.15–22 These changes
could be due, in part, to age‐related alterations of the
circadian timing system,16,23,24 either at the eye level,25–27

at the central clock level in the SCN,28–31 or at output
levels.32–35 While others have reported reduced melato-
nin suppression by white36 and short wavelength light37

in older participants, our team showed no reduction in
suppression in response to 60min of light exposure, but
revealed a shift in the peak spectral sensitivity of
melatonin suppression to longer wavelength lights in
the elderly compared to young.25 Our findings suggested
a reshuffling of the photoreceptor contribution to
melatonin suppression with aging.

In this study, we investigated the temporal dynamics
of melatonin suppression in response to light at night, in
young and older participants, at the finer timescale of
15min intervals. In addition, we further addressed
photoreceptoral contribution to melatonin suppression
by light over time in both age groups.

2 | MATERIALS AND METHODS

2.1 | Participants

Thirteen healthy participants were recruited in a within
subject design study (130 light exposure sessions overall,
see details below) via local advertisement. Participants
were assigned into two age groups, a younger group
including five participants (five men, 25.8 ± 0.73 years,
mean ± SE), and an older group including eight partici-
pants (two men and six women, 59.4 ± 0.99 years,
mean ± SE). The screening procedure included a com-
prehensive ophthalmologic examination by a collaborat-
ing ophthalmologist that included slit lamp examination,
standard automated perimetry (Hymphrey Field Ana-
lyzer™, Carl Zeiss Meditec; Sita‐standard 24‐2), and color
vision tests (Farnsworth‐Munsell 100 Hue test) to
exclude patients with ocular diseases. All participants
were phakic in both eyes, nonsmokers, nonalcoholic and
free of medications known to affect sleep, the visual and
circadian systems, and melatonin secretion. All partici-
pants were in good mental health (mini mental score >
28) and had no sleep or psychiatric disorders as revealed
by the Pittsburgh sleep quality index, the SIGH SAD, and
the PIDS‐SA questionnaires. None of the participants
was found to be an extreme morning or evening type by
the Horne−Östberg morningness‐eveningness question-
naire. Participants were asked to maintain a regular sleep
wake cycle during and 3 weeks before study, and their
rest activity pattern was verified by wrist actimetry
(Actitrac™; IM Systems). Participants' sleep stability was
also verified throughout the study using sleep diaries.

Before participation, participants provided written
informed consent after receiving a detailed description of
the procedures and purpose of the experiments. All
procedures were in compliance with the institutional
guidelines and the Declaration of Helsinki, and the
protocol was approved by the Institutional Review Board.

2.2 | Experimental protocol

Each participant underwent 10 experimental night
sessions (nine light sessions and one control session)
scheduled between 1930 and 0400 (see Najjar et al.25 for
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more details). During each session, participants were
exposed for 60min to one of nine monochromatic light
stimuli (peak wavelengths: 420−620 nm). Conversely,
participants were not exposed to light during the dark
control session, to assess their individual endogenous
melatonin profile. Neverthless, during the control
session, participants underwent the same experimental
procedures (e.g., posture, sitting in front of the Ganzfeld
sphere, blood sampling, etc.), except light exposure, as
during the nine light sessions. The order of the sessions
was randomized for each participant, and sessions were
separated by a minimum of 1 week, to disperse any
potential phase shifting effect of light on the circadian
system from one session to another. Participants were
maintained in an ambient very dim light (<1 lux)
between 2000 and 2200 to measure their unmasked
dim light melatonin onset (DLMO) and in complete
darkness (obscure room and blindfolded) from 2200 to
0030 and 0130 to 0400. During that period of time,
participants were in semi‐recumbent posture (45°) in
their bed to avoid possible effects of postural changes on
melatonin concentration.38 Light exposure was sched-
uled between 0030 and 0130 for all subjects. During the
light stimulation, participants were in a sitting position
(90°). Pupils were dilated using tropicamide (2mg/0.4mL;
Novartis Ophthalmics), with one drop repeated three
times before light exposure (−60, −45, and −30min).
Participants were not allowed to use their phones or
perform any visual tasks requiring light (reading, watch-
ing television, etc.) throughout the session but were
allowed to sleep before and after the light stimulation.
Fluid intake was controlled to avoid the dilution of
melatonin concentrations in blood samples.

Blood samples (4 mL) were collected in a heparinized
plastic tube via an indwelling catheter at different time
intervals during the session (every 60min from 2000 to
2200 and 0300 to 0400, 30 min from 2000 to 2330 and
0200 to 0300, and 15min between 2330 and 0200).
Following the blood sample taken at 0030, four blood
samples were taken during the light exposure (or in
darkness for the control session) at 15, 30, 45, and 60min
after 0030 (i.e., light onset time or in darkness for the
control session). Samples were then stored at 4°C and
centrifuged at the end of the session (2000g for 20min).
Plasma was decanted and stored at –20°C until assayed.
All experimental sessions were performed at the Chro-
nobiology Platform (Edouard Herriot Hospital).

2.3 | Light exposures

A white tungsten halogen light (3250 K) was collimated
through monochromatic filters (full width at half

maximum= ~10 nm, omega optics, λmax 420, 440, 460,
480, 500, 530, 560, 590, and 620 nm). After diffusion by
an opaline filter, light was projected into a Ganzfeld
sphere with a diameter of 45 cm, coated with white high
reflectance paint. The sphere allowed a constant and
uniform illumination of the entire retina. The partici-
pant's head was maintained in a constant position inside
the sphere by an ophthalmologic head holder. Light
exposures were calibrated to be of equal photon density
(3.16 × 1013 photons/cm2/s) at the subjects' eye level
using a radiometer (International Light® IL 1700). The
spectral emission characteristics of the lights were
verified using a spectrophotometer (Ocean Optics
USB4000; Ocean Optics). Gaze behavior and pupil
dilation were monitored by the experimenter to ensure
constancy of exposure for all conditions.

2.4 | Melatonin
radioimmunoassay (RIA)

For technical reasons, two RIA were used in the study.
Out of 13 subjects, the samples of seven participants (five
young and two older) were assayed using a radio-
immunological method developed by Claustrat et al.39

Melatonin concentrations were determined in duplicate
after diethylether extraction. The assay used an iodinated
ligand. Functional sensitivity was 2.6 pg/mL. Inter‐assay
coefficient of variation was 11% at 50 pg/mL and 13% at
100 pg/mL (n= 15). Intra‐assay coefficient of variation
was 7% at 50 pg/mL and 9% at 100 pg/mL (n= 12).

The samples of the remaining six subjects were
assayed using the Bühlmann melatonin RIA kit (Bühl-
mann AG). With this assay, melatonin concentrations
were determined in duplicate after C18 solid phase
extraction by a double antibody RIA based on the
Kennaway G280 anti‐melatonin antibody.40 Analytical
sensitivity was 0.3 pg/mL and functional sensitivity
0.9 pg/mL. Inter‐assay coefficient of variation was 18.1%
at 1.9 pg/mL and 10.1% at 24 pg/mL (n= 18 samples).
Intra‐assay coefficient of variation was 9.4% at 1.9 pg/mL
and 6% at 24 pg/mL (n= 18 samples).

The resulting concentrations from the two assays
were highly correlated (n= 15 samples from one partici-
pant; r= .90, p< .001).

2.5 | Data and statistical analysis

2.5.1 | Melatonin secretion and suppression

Individual melatonin amplitude and DLMO were
calculated as the maximal secretion of the smoothed
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melatonin profiles (locally weighted scatterplot smooth-
ing LOESS method, span = 0.5) and the 25% upward
crossing (100% being the melatonin amplitude calculated
between the 0030 and the 2000 concentrations), respec-
tively. DLMOs were compared across sessions and
between subjects using a two‐way analysis of variance
(ANOVA) for repeated measures (within: time; between:
subject). DLMO were compared between young and aged
groups using a two‐way ANOVA for repeated measures
with (within: wavelength; between: groups). Melatonin
secretion amplitudes assessed during the control session
were compared between groups using a Mann−Whitney
rank sum test.

The percentage of melatonin suppression was calcu-
lated for each participant's light and control sessions at
four time points during the session (i.e., 15, 30, 45, and 60
min after session onset which occurred at 0030). Below is
an example of percentage melatonin suppression calcu-
lated 60 min after light onset (i.e., at 0130) (Equation 1).

% Mel Supp = −100

×

0130 mel concentration

− 0030 mel concentration
0030 mel concentration

(1)

To account for individual differences in melatonin
secretion profiles that are independent of light,41,42 the
percent melatonin suppression score was then normal-
ized to the control session (%CA) at respective time
points (Equation 2).

Mel Supp (%CA) = % Mel Supp (light exposure session)

− % Mel Supp (control session)
(2)

2.6 | Modeling the photoreceptoral
contribution to melatonin suppression

We used two approaches to model retinal photoreceptors'
contribution to melatonin suppression in both age
groups.

Approach 1: Given that melanopsin strongly predicts
melatonin suppression by light in the young,12,13 we first
modeled a melanopsin‐only contribution to melatonin
suppression in the young and older groups, at each of the
four time points of light exposure (15, 30, 45, and 60min
after light onset). The Govardovskii alpha‐band tem-
plate43 was used to generate opsin templates with
constrained peak sensitivity. A melanopsin sensitivity
function was thus fitted on the average, control‐adjusted,

percentage melatonin suppression, measured at each
time interval and for each group (Equation 3).

a

A a x B b x

C c x D

Melatonin suppression

~
exp[ ( − )] + exp[ ( − )]

+ exp[ ( − )] +

(3)

where x = 480/wavelength. Other parameter values were
A= 69.7, a= 0.88, B= 28, b= 0.922, C=−14.9, c= 1.104,
D= 0.674 as in the Govardovskii et al.43

The amplitude, a, was not constrained to the value of
1 as in Govardovskii et al.,43 but allowed to be optimally
determined by the nonlinear least‐squares curve‐fitting
procedure. The peak sensitivity of melanopsin was fixed
at 480 nm.44

Given that the data set used is identical to the
previously published data in Najjar et al.,25 the average
lens filtering spectra obtained for the young and the older
in that study was applied so as to account for the lens
transmittance and its change with aging. Each fitted
function in the young and older participants was
accounted for prereceptoral filtering by multiplying the
function with its respective ocular lens transmittance
spectra, published in Najjar et al.25 Peak spectral
sensitivities (λmax) for both groups (young, older), at
the four time‐intervals (15, 30, 45, 60 min) following light
onset, were predicted using this melanopsin nomogram
corrected for the respective transmittance of the ocular
media in younger and older participants. The correlation
coefficients (R² and adjusted‐R²) were retrieved as a
measure of the goodness of each model and for
comparison with coefficients previously reported in other
studies. The adjusted‐R2 accounted for the number of
predictors in each model. The fitting of the curves was
carried out using nonlinear least squares fitting proce-
dures in R v. 3.6.2 statistical environment (http://cran.r-
project.org).

Approach 2: We then evaluated the combined
contribution of melanopsin and cone photoreceptors in
the melatonin suppression using a backward stepwise
selection approach.45 First, the Govardovskii alpha‐band
template43 was used to fit melanopsin as well as S‐, M‐,
and L‐cone opsin nomograms on the average, control‐
adjusted, percentage melatonin suppression, measured at
each of the four time‐intervals of light exposure in the
young and older groups. The amplitudes assigned to each
photoreceptor, a1, a2, a3, a4, were not constrained but
allowed to be optimally determined by the nonlinear
least‐squares curve‐fitting procedure (Equation 4).

Peak sensitivities were kept at 420 nm for S‐opsin
(S‐cone), 530 nm for M‐opsin (M‐cone), and 558 nm for
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L‐opsin (L‐cone).44 Melanopsin sensitivity was fixed at
480 nm.44

a

A a x B b x

C c x D

a

A a x B b x

C c x D

Melatonin suppression

~
1

exp[ ( − 1)] + exp[ ( − 1)]

+ exp[ ( − 1)] +

+
2

exp[ ( − 2)] + exp[ ( − 2)]

+ exp[ ( − 2)] +

+… … …

(4)

where x1 = 480/wavelength, x2 = 420/wavelength, and
so on. Other parameter values are the same as in
Equation 3.

Thus for a particular time interval, melanopsin
nomogram with amplitude a1, and cone opsin nomo-
grams (S‐cone, M‐cone, L‐cone, with amplitude a2, a3,
a4, respectively) were simultaneously fitted on the
melatonin suppression data. Melanopsin, S‐, M‐, and L‐
cone contribution were not constrained; their amplitude
could be either positive or negative, as determined by the
modeling procedure. As in the first approach, we
corrected for ocular media transmittance. The two lens
filtering spectra obtained in the younger and older age
groups25 were applied as a multiplicative term to each
sensitivity functions.

We then explored photoreceptoral (melanopsin, S‐
cone, M‐cone, L‐cone) contributions in our melatonin
suppression data. The amplitude parameter for each
photoreceptor nomogram (a1, a2, a3, a4) was estimated
by the nonlinear least‐squares regression model in R. The
p‐value of the t‐test carried out to predict the significance
of each amplitude parameter was determined, with
significant level set at p< .05. The least significant
parameter was dropped and the model refitted at each
successive step, in a backward stepwise selection
approach.45 Thus, we began an iterative process whereby
the photoreceptor showing the poorest nonsignificant
contribution was iteratively dropped from the initial four
photoreceptor model, until significant photopigment
contribution(s) was detected, if any (see Supporting
Information S1: Tables 1 and 2). We thus evaluated the
photopigment(s) contributing to melatonin suppression
by light for each group (young, older) and at each time
interval (15, 30, 45, 60min), to propose a model for the
dynamics of melatonin suppression in the young and the
older, at each respective duration of light exposure. If
more than one photoreceptor was involved (e.g., +mela-
nopsin + S‐cone + L‐cone) the fitted function was thus a
mathematical combination of the photoreceptor nomograms,

accounted for prereceptoral filtering by multiplying the
function with its respective ocular lens transmittance
spectra.25 We assessed the assumptions of normality
(Shapiro−Wilk's test), homogeneity (Levene's test), and
independence (lag plot) of the residuals to validate each
optimal model.46 These assumptions were not violated,
validating the predicted optimal models of photoreceptor
contribution at each time interval and for each age group.

3 | RESULTS

3.1 | Amplitude and phase of melatonin
secretion in both groups

All participants displayed a significant nocturnal secre-
tion of melatonin. The amplitudes of melatonin secretion
assessed during the control session, were not different
between young (65.8 ± 20.9 pg/mL) and older partici-
pants (89.3 ± 27.3 pg/mL) (p= .5). DLMOs, as markers of
circadian phases, were not different between groups (F
(1, 11) = 1.36, p= .26) and did not vary across night
sessions (F (9, 99) = 0.43, p= .92). Mean DLMO was
2201 ± 0027 h in the young and 2228 ± 0028 h in the
older participants.

3.2 | Melanopsin alone drives
melatonin suppression by light in young
but not older participants

Given that melanopsin is the predominant driver of
melatonin suppression,13 we evaluated melanopsin‐only
contribution in the response levels we observed. Our
approach was further supported by recent results
demonstrating that melanopsin fully accounts for the
different nonvisual responses observed across a wide
range of light stimuli.12,14 In young participants,
the fitted melanopsin‐only nomograms at the four time
intervals yielded adjusted R² values ranging between 0.62
and 0.94 (Figure 1A−D and Table 1). In older partici-
pants, adjusted R² values were systematically lower
compared to those in the young, ranging from −0.59 to
0.59 (Figure 1E−H and Table 1). The negative adjusted R²

value (−0.59) at 15 min in the older is indicative of a poor
regression and is therefore not an appropriate model of
melatonin suppression. Peak melatonin suppression was
at 485.3 nm at all time intervals in the young group
(Figure 2A and Table 1). In the older group, peak
melatonin suppression was at 495.3 nm at all time
intervals (Figure 2B and Table 1). These disparities
between the two groups, that is, the shift in toward the
green part of the visible spectrum by 10 nm in the older

NAJJAR ET AL. | 5 of 13
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FIGURE 1 Approach 1 The dynamic spectral sensitivity of melatonin suppression by light in young and older participants, fitted with a
melanopsin‐only model. (A) Melanopsin sensitivity function was fitted on the average, control‐adjusted, percentage melatonin suppression,
measured at each time interval for the young (A−D) and older (E−H) participants. Quantified melatonin suppression values are shown in
open circle as average ± SE. Each melanopsin‐only nomogram was corrected for the respective transmittance of the crystalline lens. The
adjusted R² of the model at 15min in older participants was negative, indicating a poor/unreliable fit represented by a dotted gray line. The
adjusted R² for each fitted functions is given as a measure of the goodness of fit and for comparison with literature.

6 of 13 | NAJJAR ET AL.
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group, as well as the poorer R² values, are consistent with
a multiopsin contribution to melatonin suppression by
light in the older participants.

3.3 | Melanopsin + S‐cone +M‐cone
drive melatonin suppression in older
participants after 30min of light exposure

We evaluated the combination of the four retinal photo-
receptors (melanopsin, S‐cone, M‐cone, L‐cone) driving the
melatonin suppression response. Beginning with the
model containing all four photoreceptor functions, we
started dropping the least significant photoreceptor contri-
bution for each group and each interval (Supporting
Information S1: Tables 1–2) until significant contribution
(s) were observed, if any. The best predictor of melatonin

suppression in the young group, at all of the time intervals,
was melanopsin. Peak melatonin suppression remained
stable at 485.3 nm in the young group across all time
intervals (Figure 4A). Given that melanopsin is the best
predictor in the young using this backward stepwise
selection approach, the melanopsin fit, λmax and R² are
identical (Figure 3A−D and Table 2) to the melanopsin‐
only function applied approach 1 (Figure 1A−D and
Table 1). Taken together, both results confirm the
melanopsin function as the best fit in our young group
data. Conversely, in the older group, the model that fitted
our data best was the +melanopsin + S‐cone + M‐cone
model, at the 30, 45, 60min time intervals (Figure 3E−H
and Supporting Information S1: Table 2) with respective
adjusted R² values of 0.83, 0.82, and 0.92 (Table 2). At these
time intervals, R² values of the +melanopsin + S‐cone +
M‐cone model were higher than those of the melanopsin‐
only model (Table 2 vs. Table 1), indicating better
modeling of the suppression by the +melanopsin +
S‐cone + M‐cone model in the older group (Figures
3F−H and 4B). After 15 min of light exposure, however,
the spectral melatonin suppression data were best,
albeit weakly, fitted with a +S‐cone + M‐cone model
(R² = 0.32, adjusted R² = 0.09) with two distinct peaks at
450.5 and 538.9 nm, without any significant melanopsin
contribution (Figures 3E and 4B, Table 2). Conversely,
in the older group, the data at 30, 45, and 60 min
intervals, best fitted with the +melanopsin + S‐cone +
M‐cone model, yielded peaks at 503.5 nm (30 min),
498.4 nm (45 min), and 497.3 (60 min) (Figures 3F−H
and 4B, Table 2).

TABLE 1 Approach 1—Peak spectral sensitivity throughout
the light exposure using a melanopsin‐only model.

Young Older

Time
λmax

(nm) R² Adj. R²
λmax

(nm) R² Adj. R²

15′ 485.3 0.66 0.62 495.3 −0.39 −0.59

30′ 485.3 0.79 0.76 495.3 0.52 0.45

45′ 485.3 0.95 0.94 495.3 0.48 0.41

60′ 485.3 0.93 0.92 495.3 0.64 0.59

Note: Predicted peak spectral sensitivity using the melanopsin‐only model
(Approach 1) at intervals of 15min in young and older participants.

FIGURE 2 Approach 1 Overlaid spectral sensitivity curves (melanopsin‐only model) for melatonin suppression by light in young and
older participants throughout the 60min light exposure. Overlaid spectral sensitivity curves (corrected for the respective transmittance of
the lens) obtained in Figure 1. (A) The melanopsin‐only fitted function predicts a constant peak spectral sensitivity at 485.3 nm (dashed
vertical line) in young participants over time, at 15, 30, 45, and 60min of light exposure. (B) The melanopsin‐only fitted function predicts a
constant peak spectral sensitivity different from the young by 10 nm, at ~495.3 nm (dashed vertical line) in older participants after 15, 30, 45,
and 60 min of light exposure. The adjusted R² at 15 min in older participants was negative, indicating a poor/unreliable fit represented by a
dotted gray line. The dashed blue vertical line (mel) at 480 nm represents the peak spectral sensitivity of melanopsin before lens density
correction. The predicted peak in each group and R² at each 15min interval are provided in Table 1.
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FIGURE 3 Approach 2 The dynamic spectral sensitivity of melatonin suppression by light in young and older participants fitted with a
composite model. (A−D) Following this backward stepwise selection approach, spectral melatonin suppression by light in the young was
best predicted by a melanopsin‐only model at the 15, 30, 45, and 60min time points of the light exposure. As expected, the peak spectral
sensitivity and R² values were identical to the melanopsin‐only function fitted in Figure 1. (E) In older participants, our backward stepwise
selection approach predicted significant +S‐cone (purple shaded area) +M‐cone (green shaded area) contribution to the spectral melatonin
suppression response at 15min of the light exposure. Subsequently, at 30, 45, and 60min the model with +melanopsin (blue shaded area) +
S‐cone + M‐cone best fitted the melatonin suppression data in the elderly (F−H). Quantified melatonin suppression values are shown in
open circle as average ± SE. Each nomogram was corrected for the respective transmittance of the crystalline lens. The adjusted R² for each
fitted functions is given as a measure of the goodness of fit and for comparison with literature.
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4 | DISCUSSION

Our results show that although melatonin suppression by
light is predominantly, if not solely, driven by melanop-
sin in young individuals, a melanopsin‐based model is
insufficient to characterize melatonin suppression by
light in older individuals. While melanopsin input is not

significant in the elderly at 15min of light exposure, it is
coupled with the positive contribution of S‐cones and M‐
cones from 30min onwards, leading to a shift in peak
nonvisual spectral sensitivity from 485 nm in the young
to an average peak around 500 nm across the light
exposure in the elderly.

In young individuals, our model estimated a peak for
melatonin suppression around 485 nm after 15min of
monochromatic light exposure. This peak remained
constant throughout the 60min light exposure. This
spectral sensitivity of melatonin suppression is close to
the 480 nm peak sensitivity of melanopsin1,2 and therefore
supports the predominant role of melanopsin in melatonin
suppression during the 60min light exposure in the
young.12,13 On the other hand, in older individuals,
15min of exposure to narrow‐band light was not sustained
by any melanopsin contribution and spectral melatonin
suppression was predominantly driven by +S‐cone + M‐
cone model. Hypothetically, this may be due to either a
decreased/sluggish melanopsin contribution to melatonin
suppression in the elderly and/or increased cone contribu-
tion in shorter and longer wavelengths early in the light
exposure. Note that the fitted model had, however, a low
adjusted R², and these findings should be investigated
further. Conversely, the peak spectral sensitivity of
melatonin suppression established after 30min of light
exposure was then relatively stable, around 500 nm, across

TABLE 2 Approach 2—Peak spectral sensitivity throughout
the light exposure using a composite model approach in the young
and old groups.

Young Older

Time λmax (nm) R² Adj. R² λmax (nm) R² Adj. R²

15′ 485.3 0.66 0.62 450.5; 538.9 0.32 0.09

30′ 485.3 0.79 0.76 503.5 0.89 0.83

45′ 485.3 0.95 0.94 498.4 0.89 0.82

60′ 485.3 0.93 0.92 497.3 0.95 0.92

Note: In the young group, following backward stepwise selection approach
(Approach 2), spectral melatonin suppression by light in the young was best
predicted by a melanopsin‐only model at the 15, 30, 45, and 60min time
points of the light exposure, with adj. R² ranging from 0.62 to 0.94. In the
older group, a +S‐cone + M‐cone model best fitted the data at 15min
whereas a +melanopsin + S‐cone + M‐cone model best fitted the data at 30,
45, and 60 min of light exposure. Higher R² and adjusted R² values compared
to Table 1 indicate better prediction of melatonin suppression by the
composite models in older participants.

FIGURE 4 Approach 2 Overlaid spectral sensitivity curves (composite model) for melatonin suppression by light in young and older
participants throughout the 60 min light exposure. Overlaid spectral sensitivity curves (corrected for the respective transmittance of the lens)
obtained in Figure 3. (A) In young participants, spectral melatonin suppression was robustly predicted using a melanopsin‐only model at 15,
30, 45, and 60 min intervals respectively. Dashed vertical lines at 485.3 nm represent the constant peak spectral sensitivity over time in the
young group. (B) In older participants, spectral melatonin suppression was better predicted by a composite +S‐cone + M‐cone model at
15min and +melanopsin + S‐cone + M‐cone model at the 30, 45, and 60min time points of the light exposure. Dashed vertical line at 499.
7 nm represent the predicted average peak spectral sensitivity over time of the combined +melanopsin + S‐cone + M‐cone function in the
older group. The predicted peak in each group and R² at each 15min interval are given in Table 2. The dashed vertical lines at 420 nm
(purple), 480 nm (blue), and 530 nm (green) represent the peak spectral sensitivity of S‐cones, melanopsin, and M‐cones, respectively, before
lens density correction.
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the remaining 30min of the light exposure. These findings
suggest that additional opsins, besides melanopsin, are
involved in melatonin suppression in older individuals. A
robust contribution of +M‐cones to melatonin suppression
could explain the shift in peak spectral sensitivity from
~485 nm in the young to ~500 nm in the older. This is in
accordance with data showing excitatory L+M‐cone ON‐
input to ipRGCs in primates.2 A similar additive input of
melanopsin and longer wavelengths (L‐cones) has also
been observed for the human PLR.9,11,47 Conversely,
Spitschan et al.,9 and Woelder' et al., findings highlight a
negative S‐cone and negative M‐cone contribution to the
PLR, albeit in younger individuals. The divergence in our
findings underscores the possibility that each nonvisual
response might be influenced by specific photoreceptor
integration models.

Here, we suggest that retinal photoreceptor adapta-
tion, consistent with the reorganization that the human
retinal network undergoes with aging,48 is one possible
mechanism behind the differences in photoreceptor
contribution between young and older group. They
might also result from adaptation mechanisms of the
nonvisual response per se. For instance, Giménez et al.,49

showed that melatonin suppression was lower in subjects
wearing blue‐blocking contact lenses during a 30min
light exposure. However, after 16 days of continuously
wearing blue‐blocking lens, melatonin suppression was
not different anymore from the control condition
(normal contact lenses) in young healthy adults. These
findings, suggest that nonvisual photoreception is plastic
and can undergo quick adaptations/compensations in
young individuals. Similar compensatory mechanisms
can also occur in older individuals who have less blue
light reaching the retina due to ocular lens yellow-
ing.26,50,51 In fact, Najjar et al.,25 have shown that
although lens yellowing leads to a 42% decrease in
short‐wavelength light reaching the retina in the older
individuals, this was not associated with an attenuation
of melatonin suppression to short‐wavelength lights.
Taken together, retinal restructuring and reorganization
coupled with potential adaptation/compensatory mecha-
nisms,48,52,53 could explain age‐related changes in photo-
receptoral contribution to nonvisual responses shown in
our study.

Findings from this study confirm the peak spectral
sensitivities observed by Najjar et al.,25 following 60min
of light in young and old participants and corroborate
melanopsin stimulation by light as the predominant
predictor of nonvisual responses.12–14 Of note, Brown12

recently observed that the degree melanopsin stimula-
tion, calculated via melanopic illuminances, accurately
predicts the response levels of melatonin suppression and
circadian phase resetting, across an array of lighting

types, light spectra, and exposure durations. In that
study, analysis was restricted to an age range of 20−45
years, which would therefore include our young group
(mean age of 25.8 years) but not our old group (mean age
of 59.4 years). Consistent with Brown,12 our results in
young participants confirm the observation that mela-
nopsin can solely account for melatonin suppression.
They are also consistent with results by Prayag et al.,13

which show that melanopsin is the predominant
contributor to melatonin suppression in response to a
90min of monochromatic light exposure in an equivalent
young age group (mean age of 24.5 years). Our results in
the older individuals do not invalidate the conclusions of
these12,13 but indicate that the relative contribution of
retinal photoreceptors is dependent on the nonvisual
response measured, the duration and irradiance of the
light exposure and is likely to vary with age.

While, to our knowledge, we are the first to report a
nonvisual spectral sensitivity curve and consequently
photoreceptoral contribution in older participants, we
also report that melanopsin photoreception can fully
account for the spectral melatonin suppression by light in
young subjects without S‐cone, M‐cone, L‐cone contribu-
tions within 60min of light exposure. These findings are
in agreement with Gimenez et al., showing predominant
melanopsin‐influence, rather than cones, at high illumi-
nances. We also find no S‐cone contribution in the
young, consistent with results pointing to no evidence of
S‐cone involvement in melatonin suppression following
differential S‐cone excitation using silent substitution.10

On the other hand, our findings of “no cone contribu-
tion” to melatonin suppression in the young within the
first 60 min of light exposure contrast with earlier work
by Gooley et al.,54 and St Hilaire et al.,55 who show an
increased cone contribution to melatonin suppression
within the first 97.5 min of light exposure. We believe
that differences between the findings are predominantly
due to protocol differences (duration of the light
exposure, number of wavelengths used, fixed irradiance
vs. fluence response curve) and resulting analysis
methods. For instance, both Gooley et al.,54 and St
Hilaire et al.,55 quantified melatonin suppression in
young participant over a much longer (i.e., 6.5 h)
duration and established irradiance‐response curves for
blue and green monochromatic54 or additional wave-
lengths.55 Consequently, melatonin suppression and
photoreceptoral contribution was established at quarters
of 97.5 min each which is longer than our investigation at
15, 30, 45, and 60min. St Hilaire et al.,55 used five
narrow‐band stimulations (420, 460, 480, 507, and
555 nm) whereas we utilized nine narrow‐band stimula-
tions (420, 440, 460, 480, 500, 530, 560, 590, and 620 nm),
resulting in a more finely detailed spectral sensitivity
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curve (i.e., four wavelengths before and four wavelengths
after 500 nm). In addition, our statistical approach
involved a backward stepwise selection method based
on the area under the melatonin suppression curve while
St Hilaire et al.,55 used a best‐fit approach. As mentioned
above, the distinct S‐cones contribution to melatonin
suppression in the elderly may originate from compen-
satory mechanisms to ocular changes (e.g., lens yellow-
ing, etc.) observed with aging.

4.1 | Limitations

Our study has a few limitations. First, the sample sizes in
both groups were small (n = 5 in the young group, n = 8
in the older). While independent, single measure
comparisons between both groups would have been
insufficient, our protocol is a repeated‐measure within‐
subject design which assessed each participant repeat-
edly, and randomly, over 10 experimental conditions,
which equates to 130 individual data points. We also
implemented a fitting procedure to estimate the peak
sensitivity as well as a backward stepwise selection
procedure to investigate photoreceptor contribution. The
determination coefficients found in the two steps of our
analysis, both in the young and old, are indicative of high
effect sizes and statistical power, and provide confidence
in the differences we observed. It is worth highlighting
that adding constraints to the model based on certain,
albeit not all, prior findings could influence the outcomes
when employing similar analytical approaches. Second,
given the proximity of the peak sensitivity between M‐
and L‐cones (530 vs. 558 nm3,4), we are unable to exclude
a potential L‐cones input in the suppression response in
the older. This does not invalidate our results of an
additive combination melanopsin, S‐cone and M‐cone
photoreceptors in the older. Third, young and older age
groups were not gender‐matched. However, it's worth
mentioning that all women included in our project were
postmenopausal, and previous research did not report
any gender‐related effects on melatonin suppression by
light.56 We acknowledge, however, that we cannot
definitively rule out the possibility of a gender‐related
effect on spectral sensitivity to light in the elderly
compared to the young. Given this uncertainty, further
investigations are warranted to determine whether
gender plays a role in the observed spectral sensitivity
differences between age groups. Finally, we also recog-
nize that the photoreceptoral contribution may yet differ
across nonvisual responses to light. Thus, the photo-
sensitivity predictions of our models only apply for the
acute melatonin suppression response which, we further

stress, is not a reliable proxy for SCN‐dependent
circadian responses in humans.57

5 | CONCLUSION

Our study highlights unexpected yet important physio-
logical traits of the aging of nonvisual photoreception
and its impact on melatonin suppression. While in young
adults melanopsin‐only photoreception is a reliable
predictor of melatonin suppression, in older individuals
this process is jointly driven by melanopsin, S‐ and M‐
cone function. These results carry an important transla-
tional value as they suggest that artificial lighting used in
clinical settings, for instance for light therapy of sleep or
affective disorders, or even in everyday life (e.g., blue
blocking filters) may not show the same efficiency in
older patients.

AUTHOR CONTRIBUTIONS
The analyses described in this article were conceived and
designed by Raymond P. Najjar, Abhishek S. Prayag, and
Claude Gronfier, and performed by Abhishek S. Prayag.
Raymond P. Najjar, Abhishek S. Prayag, and Claude
Gronfier interpreted the data and wrote the manuscript.

ACKNOWLEDGMENTS
This analytical work was supported by grants 12‐TECS‐
0013‐01 and 16‐IDEX‐0005 from ANR (Agence Nationale
de la Recherche) to C. G., a grant from GIS Aging to C.
G., by a Doctoral Fellowship from the French Ministry of
High Education and Research to R. P. N. and the
ASPIRE‐NUS startup grant (NUHSRO/2022/038/Start-
up/08) to R. P. N. The funders had no role in study
design, data collection and analysis, decision to publish,
or preparation of the manuscript. The authors wish to
thank H. M. Cooper and C. Chiquet for respectively
funding (EU‐FP7 [EUCLOCK]) and conducting some of
the experimental sessions in the young in the initial
study (Najjar et al., 2014); B. Claustrat for the melatonin
assays; P‐L Cornut for the ophthalmologic examination
of the participants; and P. Denis for the use of the
experimental facility (which were then located at the
Hopital Edouard Herriot, Lyon, France).

CONFLICT OF INTEREST STATEMENT
The authors declare no conflict of interest.

DATA AVAILABILITY STATEMENT
The raw data supporting the conclusions of this
manuscript will be made available by the authors,
without undue reservation, to any qualified researcher.

NAJJAR ET AL. | 11 of 13

 1600079x, 2024, 1, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1111/jpi.12930 by C

ochrane France, W
iley O

nline L
ibrary on [08/01/2024]. See the T

erm
s and C

onditions (https://onlinelibrary.w
iley.com

/term
s-and-conditions) on W

iley O
nline L

ibrary for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons L
icense



ORCID
Raymond P. Najjar https://orcid.org/0000-0002-
3770-2300
Abhishek S. Prayag https://orcid.org/0000-0002-
9396-9448

REFERENCES
1. Berson DM, Dunn FA, Takao M. Phototransduction by retinal

ganglion cells that set the circadian clock. Science. 2002;295:
1070‐1073.

2. Dacey DM, Liao H‐W, Peterson BB, et al. Melanopsin‐
expressing ganglion cells in primate retina signal colour and
irradiance and project to the LGN. Nature. 2005;433:749‐754.

3. Dartnall HJA, Bowmaker JK, Mollon JD. Human visual
pigments: microspectrophotometric results from the eyes of
seven persons. Proc R Soc Lond [Biol]. 1983;220:115‐130.

4. Spitschan M, Stefani O, Blattner P, Gronfier C, Lockley S,
Lucas R. How to report light exposure in human chronobiol-
ogy and sleep research experiments. Clocks Sleep. 2019;1:
280‐289.

5. Gooley JJ, Lu J, Chou TC, Scammell TE, Saper CB.
Melanopsin in cells of origin of the retinohypothalamic tract.
Nature Neurosci. 2001;4:1165.

6. Hannibal J, Kankipati L, Strang CE, Peterson BB, Dacey D,
Gamlin PD. Central projections of intrinsically photosensitive
retinal ganglion cells in the macaque monkey. J Comp Neurol.
2014;522:2231‐2248.

7. Hattar S, Kumar M, Park A, et al. Central projections of
melanopsin‐expressing retinal ganglion cells in the mouse.
J Comp Neurol. 2006;497:326‐349.

8. Cao D, Nicandro N, Barrionuevo PA. A five‐primary photo-
stimulator suitable for studying intrinsically photosensitive
retinal ganglion cell functions in humans. J Vis. 2015;15:27.

9. Spitschan M, Jain S, Brainard DH, Aguirre GK. Opponent
melanopsin and S‐cone signals in the human pupillary light
response. Proc Natl Acad Sci. 2014;111:15568‐15572.

10. Spitschan M, Lazar R, Yetik E, Cajochen C. No evidence for an
S cone contribution to acute neuroendocrine and alerting
responses to light. Curr Biol. 2019;29:R1297‐R1298.

11. Woelders T, Leenheers T, Gordijn MCM, Hut RA,
Beersma DGM, Wams EJ. Melanopsin‐ and L‐cone–induced
pupil constriction is inhibited by S‐ and M‐cones in humans.
Proc Natl Acad Sci. 2018;115:792‐797.

12. Brown TM. Melanopic illuminance defines the magnitude of
human circadian light responses under a wide range of
conditions. J Pineal Res [Internet]. 2020;69:e12655. https://
onlinelibrary.wiley.com/doi/abs/10.1111/jpi.12655

13. Prayag AS, Najjar RP, Gronfier C. Melatonin suppression is
exquisitely sensitive to light and primarily driven by mela-
nopsin in humans. J Pineal Res. 2019;66:e12562.

14. Giménez MC, Stefani O, Cajochen C, Lang D, Deuring G,
Schlangen LJM. Predicting melatonin suppression by light in
humans: unifying photoreceptor‐based equivalent daylight
illuminances, spectral composition, timing and duration of
light exposure. J Pineal Res. 2022;72:e12786.

15. Cajochen C, Münch M, Knoblauch V, Blatter K, Wirz‐Justice
A. Age‐related changes in the circadian and homeostatic
regulation of human sleep. Chronobiol Int. 2006;23:461‐474.

16. Dijk DJ, Duffy JF, Czeisler CA. Contribution of circadian
physiology and sleep homeostasis to age‐related changes in
human sleep. Chronobiol Int. 2000;17:285‐311.

17. Duffy JF, Zeitzer JM, Rimmer DW, Klerman EB, Dijk D‐J,
Czeisler CA. Peak of circadian melatonin rhythm occurs later
within the sleep of older subjects. Am J Physiol‐Endocrinol
Metabolism. 2002;282:E297‐E303.

18. Duffy JF, Zitting K‐M, Chinoy ED. Aging and circadian
rhythms. Sleep Med Clin. 2015;10:423‐434.

19. Li S‐C, Brehmer Y, Shing YL, Werkle‐Bergner M,
Lindenberger U. Neuromodulation of associative and organi-
zational plasticity across the life span: empirical evidence and
neurocomputational modeling. Neurosci Biobehav Rev.
2006;30:775‐790.

20. Mander BA, Winer JR, Walker MP. Sleep and human aging.
Neuron. 2017;94:19‐36.

21. Ohayon MM, Carskadon MA, Guilleminault C, Vitiello MV.
Meta‐analysis of quantitative sleep parameters from childhood
to old age in healthy individuals: developing normative sleep
values across the human lifespan. Sleep. 2004;27:1255‐1273.

22. Skeldon AC, Derks G, Dijk D‐J. Modelling changes in sleep
timing and duration across the lifespan: changes in circadian
rhythmicity or sleep homeostasis? Sleep Med Rev. 2016;28:
96‐107.

23. Cajochen C, Jud C, Münch M, Kobialka S, Wirz‐Justice A,
Albrecht U. Evening exposure to blue light stimulates the
expression of the clock gene PER2 in humans. Eur J Neurosci.
2006;23:1082‐1086.

24. Niggemyer KA, Begley A, Monk T, Buysse DJ. Circadian
and homeostatic modulation of sleep in older adults during a
90‐minute day study. Sleep. 2004;27:1535‐1541.

25. Najjar RP, Chiquet C, Teikari P, et al. Aging of non‐visual
spectral sensitivity to light in humans: compensatory mecha-
nisms? PLoS ONE. 2014;9:e85837.

26. Najjar RP, Teikari P, Cornut P‐L, Knoblauch K, Cooper HM,
Gronfier C. Heterochromatic flicker photometry for objective
lens density quantification. Investig Opthalmol Visual Sci.
2016;57:1063.

27. Teikari P, Najjar RP, Knoblauch K, et al. Refined flicker
photometry technique to measure ocular lens density.
J Optical Soc Am A. 2012;29:2469.

28. Aujard F, Cayetanot F, Bentivoglio M, Perret M. Age‐related
effects on the biological clock and its behavioral output in a
primate. Chronobiol Int. 2006;23:451‐460.

29. Cayetanot F, Bentivoglio M, Aujard F. Arginine‐vasopressin
and vasointestinal polypeptide rhythms in the supra-
chiasmatic nucleus of the mouse lemur reveal aging‐related
alterations of circadian pacemaker neurons in a non‐human
primate. Eur J Neurosci. 2005;22:902‐910.

30. Gibson EM, Williams WP, Kriegsfeld LJ. Aging in the
circadian system: considerations for health, disease prevention
and longevity. Exp Geront. 2009;44:51‐56.

31. Hofman M, Swaab D. Living by the clock: the circadian
pacemaker in older people. Ageing Res Rev. 2006;5:33‐51.

32. Claustrat B, Brun J, Chazot G. The basic physiology and
pathophysiology of melatonin. Sleep Med Rev. 2005;9:11‐24.

33. Kessler BA, Stanley EM, Frederick‐Duus D, Fadel J. Age‐
related loss of orexin/hypocretin neurons. Neuroscience. 2011;
178:82‐88.

12 of 13 | NAJJAR ET AL.

 1600079x, 2024, 1, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1111/jpi.12930 by C

ochrane France, W
iley O

nline L
ibrary on [08/01/2024]. See the T

erm
s and C

onditions (https://onlinelibrary.w
iley.com

/term
s-and-conditions) on W

iley O
nline L

ibrary for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons L
icense

https://orcid.org/0000-0002-3770-2300
https://orcid.org/0000-0002-3770-2300
https://orcid.org/0000-0002-9396-9448
https://orcid.org/0000-0002-9396-9448
https://onlinelibrary.wiley.com/doi/abs/10.1111/jpi.12655
https://onlinelibrary.wiley.com/doi/abs/10.1111/jpi.12655


34. Kunz D. A new concept for melatonin deficit on pineal
calcification and melatonin excretion. Neuropsychopharmacology.
1999;21:765‐772.

35. Kunz D, Bes F, Schlattmann P, Herrmann WM. On pineal
calcification and its relation to subjective sleep perception: a
hypothesis‐driven pilot study. Psychiatr Res: Neuroimag.
1998;82:187‐191.

36. Duffy JF, Zeitzer JM, Czeisler CA. Decreased sensitivity to
phase‐delaying effects of moderate intensity light in older
subjects. Neurobiol Aging. 2007;28:799‐807.

37. Herljevic M, Middleton B, Thapan K, Skene D. Light‐induced
melatonin suppression: age‐related reduction in response to
short wavelength light. Exp Geront. 2005;40:237‐242.

38. Deacon S, Arendt J. Posture influences melatonin concentra-
tions in plasma and saliva in humans. Neurosci Lett. 1994;167:
191‐194.

39. Claustrat B, Chazot G, Brun J, Jordan D, Sassolas G. A
chronobiological study of melatonin and cortisol secretion in
depressed subjects: plasma melatonin, a biochemical marker
in major depression. Biol Psychiatry. 1984;19:1215‐1228.

40. Vaughan GM. New sensitive serum melatonin radio-
immunoassay employing the Kennaway G280 antibody:
Syrian hamster morning adrenergic response. J Pineal Res.
1993;15:88‐103.

41. Brainard GC, Rollag MD, Hanifin JP. Photic regulation of
melatonin in humans: ocular and neural signal transduction.
J Biol Rhythms. 1997;12:537‐546.

42. Gaddy JR, Rollag MD, Brainard GC. Pupil size regulation of
threshold of light‐induced melatonin suppression. J Clin
Endocrinol Metab. 1993;77:1398‐1401.

43. Govardovskii VI, Fyhrquist N, Reuter T, Kuzmin DG,
Donner K. In search of the visual pigment template. Visual
Neurosci. 2000;17:509‐528.

44. CIE. CIE system for metrology of optical radiation for ipRGC‐
Influenced Responses to Light. CIE Cent Bur Vienna. 2018.

45. Zuur AF, Ieno EN, Walker N, Saveliev AA, Smith GM. Mixed
Effects Models and Extensions in Ecology with R. Springer
Science & Business Media; 2009.

46. Field A, Miles J, Field Z. Discovering Statistics using R. Sage
Publications; 2012.

47. Spitschan M. Photoreceptor inputs to pupil control. J Vis.
2019;19:5.

48. Eliasieh K, Liets LC, Chalupa LM. Cellular reorganization in
the human retina during normal aging. Investig Opthalmol
Visual Sci. 2007;48:2824.

49. Giménez MC, Beersma DGM, Bollen P, van der Linden ML,
Gordijn MCM. Effects of a chronic reduction of short‐
wavelength light input on melatonin and sleep patterns in
humans: evidence for adaptation. Chronobiol Int. 2014;31:
690‐697.

50. van de Kraats J, van Norren D. Optical density of the aging
human ocular media in the visible and the UV. J Optical Soc
Am A. 2007;24:1842.

51. Norren DV, Vos JJ. Spectral transmission of the human ocular
media. Vis Res. 1974;14:1237‐1244.

52. Gollisch T, Meister M. Eye smarter than scientists believed:
neural computations in circuits of the retina. Neuron. 2010;65:
150‐164.

53. Samuel MA, Zhang Y, Meister M, Sanes JR. Age‐related
alterations in neurons of the mouse retina. J Neurosci. 2011;31:
16033‐16044.

54. Gooley JJ, Rajaratnam SMW, Brainard GC, Kronauer RE,
Czeisler CA, Lockley SW. Spectral responses of the human
circadian system depend on the irradiance and duration of
exposure to light. Sci Transl Med. 2010;2:31ra33.

55. St Hilaire MA, Ámundadóttir ML, Rahman SA, et al. The
spectral sensitivity of human circadian phase resetting and
melatonin suppression to light changes dynamically with light
duration. Proce Natl Acad Sci. 2022;119:e2205301119.

56. Nathan PJ, Wyndham EL, Burrows GD, Norman TR. The
effect of gender on the melatonin suppression by light: a dose
response relationship. J Neural Transm. 2000;107:271‐279.

57. Rahman SA, Hilaire St MA, Gronfier C, et al. Functional
decoupling of melatonin suppression and circadian phase
resetting in humans. J Physiol. 2018;596:2147‐2157.

SUPPORTING INFORMATION
Additional supporting information can be found online
in the Supporting Information section at the end of this
article.

How to cite this article: Najjar RP, Prayag AS,
Gronfier C. Melatonin suppression by light
involves different retinal photoreceptors in young
and older adults. J Pineal Res. 2023;76:e12930.
doi:10.1111/jpi.12930

NAJJAR ET AL. | 13 of 13

 1600079x, 2024, 1, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1111/jpi.12930 by C

ochrane France, W
iley O

nline L
ibrary on [08/01/2024]. See the T

erm
s and C

onditions (https://onlinelibrary.w
iley.com

/term
s-and-conditions) on W

iley O
nline L

ibrary for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons L
icense

https://doi.org/10.1111/jpi.12930

	Melatonin suppression by light involves different retinal photoreceptors in young and older adults
	1 INTRODUCTION
	2 MATERIALS AND METHODS
	2.1 Participants
	2.2 Experimental protocol
	2.3 Light exposures
	2.4 Melatonin radioimmunoassay (RIA)
	2.5 Data and statistical analysis
	2.5.1 Melatonin secretion and suppression

	2.6 Modeling the photoreceptoral contribution to melatonin suppression

	3 RESULTS
	3.1 Amplitude and phase of melatonin secretion in both groups
	3.2 Melanopsin alone drives melatonin suppression by light in young but not older participants
	3.3 Melanopsin+S-cone+M-cone drive melatonin suppression in older participants after 30min of light exposure

	4 DISCUSSION
	4.1 Limitations

	5 CONCLUSION
	AUTHOR CONTRIBUTIONS
	ACKNOWLEDGMENTS
	CONFLICT OF INTEREST STATEMENT
	DATA AVAILABILITY STATEMENT
	ORCID
	REFERENCES
	SUPPORTING INFORMATION




