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We thank Bracke and colleagues [1] for their commentary on our recent article ‘Light Modulation of Human Clocks, Wake, and Sleep’ by Prayag et al. (2019a) [1]. This gives us an opportunity to expand on our reported findings and interpretations and also to remind readers that mathematical models are aimed at simplifying complex biological mechanisms, and hence should be used parsimoniously and never be considered as absolute truths. We also underscore that results should always be interpreted cautiously, taking into account the experimental conditions the data were collected, and the non-visual responses investigated. We appreciate Bracke and colleagues’ [1] concern that our findings may be inappropriately interpreted by the non-specialist, in particular, Figures 4 and 5 of our review paper [2]. They raise two important points: (1) “…Figure 5 could be misinterpreted by this audience as if monochromatic light sources need less melanopic-weighed irradiation than white light sources for the same response”, and (2) “…since the data for the monochromatic light sources are for pharmacologically dilated pupils, with normal pupil constriction (as for the white light irradiance response curves in Zeitzer et al., 2000) a much higher melanopic irradiance will be required for the same monochromatic response”. In our review paper [2], Figure 4 is the illuminance-response curve for melatonin suppression (in response to 6.5 h polychromatic white light exposures) that we redrew from Zeitzer and colleagues (2000) to extend the illuminance axis. Figure 5 is the melanopic illuminance-response curve we modelled in one of our recent articles [3], derived from data obtained in response to 1.5 h of monochromatic light exposures [4]. In the interest of clarity, we would like to provide some elements of context and then address these aspects point- by-point.



1. Elements of Context on the Importance of Experimental Conditions and on Mathematical Modelling


In their commentary, Bracke and colleagues [1] compare three melanopic irradiance-response curves that they derived from three studies where melatonin suppression was measured in response to either light at 460 nm (likely monochromatic), nine wavelengths (likely monochromatic), or fluorescent white light at 6500 K (see their Figure 1). Because the bibliographic references of the three studies were not reported, we cannot check whether these three studies were under the same experimental conditions (e.g., duration and timing of light exposure). Given that experimental findings are context-dependent, appropriate interpretation of the dataset and its limitations should be factored in when drawing conclusions. Thus, comparisons among datasets from different experimental conditions warrant further caution. It is for this very reason that readers of scientific articles, especially review articles, should always go back to the original papers in order to grasp the full picture and the limitations of each result. Indeed, the impact of the experimental conditions on the melanopic illuminance-response curve for melatonin suppression (and other non-visual responses) is discussed in our original paper [3]. We made it clear that the dataset [4] used to derive this melanopic-illuminance response curve had been obtained in conditions of (1) constant posture, (2) dilated pupils in order to keep the pupil size constant, (3) following a two-hour segment of dark adaptation, and (4) using a 90-min monochromatic light exposure starting around melatonin peak levels. Our finding that melanopic irradiance was the best predictor of melatonin suppression is in accordance with prior findings showing that monochromatic lights peaking between 460–480 nm induce the strongest non-visual responses in humans [4,5,6,7,8], in accordance with the melanopsin sensitivity peak at 480 nm [9]. The low EC10, EC50, and EC90 (0.2 and 2.5, 36.6 µW·cm−² melanopic irradiance) that we derived from our melanopic-illuminance curve is similar to that by Phillips et al. (2019) after two hours of light exposure following dim-light melatonin onset (0.3, 1.5, and 36.6 µW·cm−² melanopic irradiance, respectively). However, as we stressed in our original article, it is delicate to compare datasets collected using different protocols. It should be clear to the readers that the results displayed in Figures 4 and 5 of our review article have been obtained within specific laboratory settings, and that the associated conclusions are specifically, although not always exclusively, applicable to the experimental conditions under which data were collected.



For the same reasons, it is fundamental to keep in mind that mathematical models, as the one we proposed in Figure 5 of our review [2,3] to express melatonin suppression as a function of melanopic illuminance, are rarely transposable to all conditions (experimental or real-life). However, such models are often applied to real-life conditions for the purpose of convenience but without accounting for their limitations. In our case, the mathematical equation linking light exposure to melatonin suppression will likely be different as a function of the duration of the light stimulus [10,11], intensity [12,13], timing [14,15,16,17], wavelength [4,5,8], and pattern of light exposure [18,19,20,21,22], but also as a function of prior light history [23,24,25,26]. These are also major predictors of non-visual response levels.



Additional potential sources of variability that should also be taken into account before translating mathematical models into applications in real-life conditions include: age [8,27], chronotype [28,29], sex [30,31,32], individual differences in sensitivity to light [33,34,35], eye color [36] and lens density [8,37]. Individual sensitivity to non-visual light exposure may also depend on the time of the day and sleepiness [38,39]. The precise interactions of these factors and their impact on non-visual sensitivity to light are unknown, but they are likely non-linear and cannot be simply inferred [40]. For example, there are models of melatonin suppression as a function of light intensity [13] and duration of light exposure [10]. However, the melatonin suppression-level prediction of these models does not match the dynamics of suppression at a constant intensity (~9500 lux; Rahman et al., 2018), [21], or the dynamics of the suppression at constant duration (6.5 h Rahman et al., 2019) [22], most probably because of the non-linear interaction between intensity and duration. Altogether, applying models in conditions that deviate from those in which the underlying data were obtained, especially if those models have not been validated in other studies, is tempting but likely to convey inadequate predictions and conclusions.




2. Melatonin Suppression Depends on, and Is Predicted by, the Spectral Content in Melanopsin-Weighted Irradiance, Not on the Light Source per se


Bracke and colleagues [1] are of the view that polychromatic lights likely need less melanopic irradiance than monochromatic light sources to elicit melatonin suppression, and to that purpose, they show such a comparison between monochromatic and polychromatic light sources in Figure 1 of their commentary. However, Brown [41], compiling data from 18 studies in which light exposures were either from monochromatic or polychromatic light sources, recently showed that most non-visual responses in humans (including circadian phase shifting, increased alertness, and melatonin suppression) can be best-modeled by a similar four-parameter melanopic irradiance-response model (although with different parameters, as shown in Prayag et al., 2019b) [2]. Such findings are in accordance with our proposal that melanopic irradiance is the best predictor of melatonin suppression in humans [3]. Similar results have also been obtained in a study comparing multiple polychromatic lights in semi-naturalistic settings [42]. Therefore melatonin suppression, as well as other non-visual responses, depend on, and are best predicted by melanopsin-weighted irradiance, not by the type of light source per se (monochromatic, polychromatic, LEDs, fluorescent, etc.).




3. Influence of the Pupil Diameter on Melatonin Suppression


Bracke and colleagues raise an important point about the influence of the pupil diameter on melatonin suppression [1]. They argue that the melanopic irradiance-response model we propose [3] was obtained in conditions of a dilated pupil, and that “a much higher melanopic irradiance will be required for the same monochromatic response” in conditions of freely-moving pupils. This is a valid point as indeed a free pupil constricts in response to light exposure [43], and therefore, the amount of light falling on the retina is reduced proportionally to its diameter [44]. To address this point, we overlapped the melanopic sensitivity function for melatonin suppression we obtained [3] from data collected with dilated pupils [4] with the melanopic sensitivity functions we derived from the dataset by the same group, in the same experimental conditions, but obtained with freely-moving pupils [45]. We find an EC50 (irradiance inducing 50% of the maximal response) at 2.5 µW·cm−² melanopic irradiance with dilated pupils (Prayag et al., 2019c) [3], and at 9.6 µW·cm−² melanopic irradiance with freely-moving pupils. In other words, a ~4-fold higher melanopic irradiance is required in freely-moving pupil conditions, as compared to dilated conditions to elicit the same half-maximal response (melatonin suppression). This result is close to the proposal by Bracke and colleagues [1] of multiplying the illuminance in dilated conditions by 5× to 10× to account for normal pupil constriction.




4. Conclusions


Altogether, we share the concerns by Bracke and colleagues [1] that fundamental human studies testing light responses can be misinterpreted and have to be approached with caution. We stress that mathematical modelling in biology is more useful to approach the underlying fundamental mechanisms than to predict responses to stimuli in other conditions. We advocate that the application of laboratory models to real-life conditions requires great caution given that the response levels are determined by a set of unique influences, and the impact of their combination is largely unknown, even in laboratory conditions. The only way we can efficiently bridge the gaps between fundamental research and applications, i.e., the laboratory world and the real world, is through qualitative exchanges and collaborations between biologists and engineers. We also support attempts to standardize light exposure protocols and description of light exposure data in publications see for example [46]. We are grateful to Bracke and colleagues for their thought-provoking commentary on our article, and we hope our reply will be useful and will foster collaborations between our disciplines.
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