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Our paper aims to redefine the concept of stress in the context of maintaining allostasis; the term has been reserved for situations that concomitantly involve established physiological and psychological stress components. In particular, we analyze how novelty, unpredictability, threat to the ego, and low sense of control challenge allostasis. The concept of stress is then related to a state of difficulty in maintaining allostasis, rather than referring to the overall body response to the situation. This state of difficulty may be observed either in planning the strategy to deal with the situation, evaluating consequent target trajectories for the actuators, the catabolic mediators and the activators, or regulation of the biological systems through these trajectories. Catabolic mediator excesses are proposed as scaling the level of difficulty in maintaining allostasis. The excess proportion of cortisol load (EPCL) is consequently proposed to scale the stress level. A first proof-of-concept of this indicator is realized using the Physiostress dataset, by asserting that it is, as predicted from its theoretical basis, more in phase with the stress level expected from the nature of the task and participant-reported stress compared to common indicators based on the cortisol response magnitude itself.
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INTRODUCTION

The effects of psychological stress on the cortisol response were first studied from the introduction of the human stress concept by (1), then by many of his contemporary researchers [e.g., (2)]. Stress was first defined by Selye as a “non-specific response of the body to any demand for change.” This broad-spectrum definition was also reformulated by some authors as: “a state of disharmony, or threatened homeostasis,” (3) and when talking about the stress response, as “a general alarm in a homeostatic system, producing general and unspecific neurophysiological activation from one level of arousal to more arousal” (4). More recently, stress was defined as “a real or interpreted threat to an individual physiological and psychological integrity that results in adaptive biological and behavioral responses” (5, 6). Finally, Dickerson and Kemeny (7) reviewed 208 studies on stress to specifically demonstrate that “uncontrollable threats to the social-self elicit robust and reliable cortisol responses.” Consistently, Koolhaas et al. (8) restricted the terms stress and stressor to “conditions and stimuli where predictability and controllability are at stake.” From experiences reviewed in the literature, among others by Mason (2) and Dickerson and Kemeny (7), the Center for Studies on Human Stress of Montreal (Canada) identifies four main stress factors under the acronym N.U.T.S: Novelty, Unpredictability, Threat to the ego and low Sense of control [see also, (9)]. N.U.T.S characteristics appear in the experiences described by the pioneer stress researchers. During and after the introduction of the stress concept, many studies demonstrated its involvement in several psychophysiological disorders (5, 10). Cumulative stressful experiences would be responsible for the allostatic load described by Sterling and Eyer (11) as “the wear and tear on the body.”

As far as we understand, each revision of the stress concept aims to reduce the gap between its definition and practical usage. When attempting to evaluate the level of acute stress in a particular individual, a contradictory conclusion is frequently obtained according to whether the stress is assessed on the basis of psychological or physiological observations. This contradiction is particularly more common in the context of sports, where an increase in arousal occurs with, or without N.U.T.S. This discrepancy was also observed in numerous studies outside sports (12, 13). This divergence of conclusions can be explained by a gap between the definition and its application to psychological contexts, as well as by bias related to the utilized stress indicator. A more practical definition of stress would better align the psychological and physiological components. It would also imply a consistent solution to assess the level of acute stress based on physiological indicators.

The impact of stress on health encouraged the health research community to deploy more efforts to better understand the psychophysiological mechanisms involved with stress, including short-term mechanisms for acute stress, and long-term mechanisms involved with chronic stress. Since stress has proven to cause, for healthy subjects, a marked elevation of cortisol levels, most state-of-the-art studies currently use cortisol as a ground truth stress marker. In particular, studies of short-term, acute stress widely employ salivary cortisol as a biomarker of stress reactivity (14).The level of salivary cortisol is also frequently employed to assess chronic stress from samples taken at selected days over several weeks or months [see (15)]. Hair cortisol level is also emerging as a valid assessment of cortisol accumulation in the body; this source results from long-term stress (16). For its close relationship with stress and relative ease of sampling, salivary cortisol is currently a leading indicator of physiological stress.

While psychological stress increases cortisol, the reverse cause-and-effect relationship (i.e., that an increase of cortisol involves stress) is not as straightforward, since it depends on the definition of stress. Hellhammer et al. (17) provide biological fundamentals to explain cortisol variations and their relationships with stress, for instance, to avoid a misunderstanding of their relationship that would mislead the conclusions of studies.

Acute stress is commonly measured via an indicator based on the cortisol response magnitude, using a cortisol baseline level at rest. The notion of an excess of catabolic mediators, with respect to the actual energetic needs for the task, is generally not addressed. Yet, this notion was introduced by Romero et al. (18), who named it the homeostatic overload. For example, a situation that requires a fast energy consumption increase would need sufficient catabolic mediators. For now, such an increase is usually considered stress-related, even though the deployed catabolic mediators fit the energy consumption without significant excess.

In long-term studies (15, 19), the circadian cortisol level is considered to assess chronic stress, although without considering the notion of excess. However, by considering this notion, a positive daily stress would mean that the average concentration of catabolic mediators exceeds the quantity required to realize the tasks of the day.

In this paper, we aim to illustrate how the physiological phenomenon of excess is related to the psychological components of stress through the N.U.T.S factors, particularly by considering the problem of controlling the maintenance of allostasis, which is defined as the stability through changes (11). Based on control theory principles (20), we propose that cortisol variations are part of an anticipative and reactive plan of the brain to fulfill the catabolic needs of current and upcoming tasks.

In summary, our paper contributes by:

• Proposing a framework that describes the components of the control system responsible for maintaining allostasis (as well as their interactions). This framework is based on the allostasis theory proposed by Sterling and Eyer (11), in which the setpoint parameters of the body for stability change according to the context and activity. We propose to add some components to their theory. First, the notion of strategy is proposed at the basis of setpoint determinations. Second, setpoints are also considered over time in anticipative target trajectories. Finally, regulation is detailed into three asynchronously coordinated regulation loops for the actuators, catabolic mediators, and activators.

• Analyzing the physiological effects of N.U.T.S in the context of maintaining allostasis, and proposing a definition of stress that is closely related to these effects.

• Proposing a consequent, practical solution to measure acute stress.

Our framework is presented in section Framework of Allostasis Control. Section Traditional Indicator: Cortisol Response Magnitude describes previous indicators of acute stress based on cortisol concentration, followed by our proposed indicator. In section Example of Application Using the Physiostress Data Corpus, a first proof-of-concept of this indicator is realized using the open-access data corpus Physiostress.



FRAMEWORK OF ALLOSTASIS CONTROL

With the concept of allostasis, Sterling and Eyer (11) indicate that the body parameters (such as heart rate, blood pressure, and hormonal levels) required for stability depend on the level of energy that the body has to deploy in its environment [see also (21) for a review of the concept of allostasis]. Each upcoming task involves a specific setpoint of the body parameters. The nervous system would be responsible for determining the optimal parameters for body stability at each time (11).

In Figure 1, we propose an overview of different components involved in the problem of maintaining allostasis with their interactions. A contextual situation is perceived by the senses.
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FIGURE 1. Presentation of the stress response through the proposed framework.


A strategy refers to an action plan that allows the realization of a particular objective, depending on the perception of the situation, what it invokes, emotions, and internal state variables. A system strategy is broken down hierarchically so as to define the macro actions of the system in its environment. It could include sub-strategies to resolve sub-issues that are part of a global issue and can be related to various duration ranges. While some strategies seem innate, most are built from early experience and life history. For example, if an animal is hidden in a refuge when a predator discovers it, a strategy could be to either flee or freeze (as observed in birds). In order to be effective, this high-level strategy must by supported by coherent control of the muscles and organs by the nervous system. A strategy can thus be implemented through interconnected conscious, subconscious, and autonomic nervous functions (22).

The process of activation is related to the application of a specific strategy. It involves coordinating a group of setpoint trajectories. We distinguish trajectories that relate to: the desired movements of the actuators (muscles); the targeted deployment of catabolic mediators; and the targeted organs' activation. Hence, our framework is based on the hypothesis that the neural system jointly supervises the activities of the actuators, endocrine system, and adrenal system. Thus, the hypothesis is supported by the synchronicity, namely the consistency, and capacity of activity improvement through the realization of common physical activities. This framework is a logical model of brain functions, implemented through complex neural networks, that is responsible for allostasis control.

In response to a contextual situation, each trajectory of anticipated setpoints feeds a regulation system that aims to maximize the correspondence of the actual body parameters with the setpoint trajectories. Each trajectory is updated every moment according to the current interpretation of the contextual situation and the current states of the internal parameters. The useful anticipation time (thus the trajectory length) varies with the strategy and regulated parameters. For example, it could be ~1 hour for the actuators (in order to plan macro actions) and catabolic mediators (due to the slow regulation loop) while only seconds for the activation.

Catabolic mediators are, essentially, catabolic hormones, and elements that feed body structure activations during an activity, e.g., by enabling energy release and the synthesis of elements for cell survival (23). Catabolic mediators have sensible effects on the operation modes of body structures. In particular, glucocorticoids are transported toward organs via the blood, within which more than 90% of molecules are bound to proteins (24). Bound glucocorticoids (cortisone) are considered inactive, while unbound glucocorticoids (hydrocortisone or cortisol) are considered active since they activate cellular processes. The circulating half-life of cortisol varies between 70 and 120 min (25). Since glucocorticoid molecules continuously change from a bound to unbound state (and vice versa) through 11β-hydroxysteroid dehydrogenase activity (25), the blood concentration of unbound molecules stays in equilibrium despite their dissipation through cellular membranes (26), where specific receptors in the cytoplasm trigger domino hormonal reactions. The proportion of bound molecules thus serves as a reserve for upcoming activation needs (27). Catabolic reactions require elements in blood such as glucose, whose production is stimulated (in the liver) by cortisol. Cortisol prepares the body for a sustained activity by stimulating the production of proteins, fat breakdown in most non-nervous tissues, water retention, and enzyme secretion.

The organs' activators are catecholamines (adrenaline and norepinephrine), secreted by the sympathetic nervous system via the adrenal medulla (28). They increase heart rate, blood pressure, breathing, eye pupils, perspiration, and glucose release in the blood. We could consider that catabolic mediators and activators are all involved in the state of arousal discussed by Sterling and Eyer (11).


Strategy Planning

The nervous system develops, through experiences, complex strategies to deal with each type of situation, varying with the hereditary background of the subject, their biological sensitivity to context (29), and their specific history. It jointly develops the ability to evaluate and regulate the catabolic mediators required for these strategies. Korte et al. (30) studied, for example, the evolution of personality types (Hawks–Doves), specifically the strategies for coping with a threat through their physiological and psychological characteristics. Notice that strategy planning applies to animals at different complexity levels [see i.e., (31–33)].

We consider as successful a strategy that enables the subject to feel satisfied with his or her performance, and as unsuccessful a strategy that leaves the subject feeling unsatisfied. The satisfaction feeling could incorporate complex psychological components up to primitive ones related to survival. The success/failure of the strategies, combined with the amount of stressor exposure and the related experienced emotional load, are important factors for explaining the impact of stressful ordeals on health (21, 34). While the success and failure of strategies are particularly considered in relation to self-esteem, they also play an essential role in subsequent strategy planning. Namely, successful strategies should be reused to efficiently overcome similar situations, while failed strategies should be discarded, which involves the need to process new strategies, with consequent reduced confidence in these untested novel ones. Repeated failure episodes can also cause a lack of self-confidence in the capacity to generate new strategies; thus, there would be a feeling of incapacity to manage the situation. Successful strategies are associated with the concept of eustress and failed strategies with the concept of distress (35, 36).

Now consider the impact of the success or failure of a strategy on the arousal load, defined as the overall arousal level over the duration of an experience. One strategy is more efficient than a second if it requires a lower arousal load for an equivalent success. If no successful strategy to deal with a situation is known, the body must be in a high state of alert to dynamically process, evaluate, and adapt new strategies. Conversely, if a successful strategy is known, the neural system would continue to improve its efficiency while adapting it to the particularities of the situation. A greater arousal is therefore expected to respond to unknown situations, modulated by a cost/benefit trade-off aimed at allocating resources according to the importance of the situation (37–39).

The optimization of strategies to deal with a specific situation could converge from one experience to another through a nearly optimal strategy. This convergence should be reflected in the arousal load, such that an optimal trajectory of catabolic mediators is developed behind the optimal strategy. The convergence would mean either an arousal load increase or decrease depending on the energetic demand for the strategy. However, the normal over-activation expected with new, uncontrolled situations, as previously described, implies the typical decrease in catabolic mediators observed in recurrent scenarios (40). This strategy evaluation convergence is considered by Kupriyanov and Zhdanov (36) as a case of eustress and related to a beneficial balance on health. Comparatively, a case of distress would occur with non-convergent strategy evaluations; the result would be a stagnant or elevated arousal load from one experience to another1. Distress is considered as the bad form of stress that is related to many health impairments described, for example, in Juster et al. (41). Wüst et al. (42) documented cases of convergent and non-convergent arousal load, without finding reliable explanations for those differences based on purely physiological, and genetic factors. The problems of planning a strategy, with sub-problems of setpoint planning and regulation, may support these observations of decreasing/increasing arousal load.



Evaluation of Target Trajectories

In control theory, the problem of defining a proper parameter state is isolated from the problem of controlling the system through this reference. In our framework, the setpoint trajectories are the reference of the regulation systems presented in Figure 1, which models the anticipation capability of the neural system. This anticipation capability is observed for the movements, the need in catabolic mediators, and the need in activators.

• When facing a contextual situation, anticipation of movements is a conscious phenomenon.

• Anticipation in catabolic mediators is observed in the typical stress response studied from early experiences (2), where catabolic mediators increase in anticipation of a stressful task. Romero et al. (18) consider the circadian cycle of cortisol as a demonstration of the anticipation capability, which would vary according to the “the levels needed to respond to predictable environmental changes” (Predictive Homeostasis) and “the range of the mediator needed to respond to unpredictable or threatening environmental changes.” We suggest that the large anticipation time observed in catabolic mediator secretion is consistent with the slowness of its regulation loop. Namely, slowly increasing the mediators' concentration is a good strategy to ensure a sufficient concentration level at the time of the activity while facilitating regulation. This type of anticipative closed-loop system is mathematically modeled by Lenbury and Pornsawad (43) through their feedforward–feedback model of plasma, adrenocorticotropic hormone (ACTH), and cortisol.

• Anticipation of activation is also observed with a typical increase in heart rate and breath rhythm that precedes a stressful task. The fact that the sympathetic nervous system finely adapts catecholamine secretion to each activity requirement (except in stress scenarios) suggests the presence of a finely supervised control.



Regulation

Very preliminary attempts to control a system parameter (e.g., a motor speed or position) could be based on open-loop systems, where a specific command is calculated a priori for each parameter value and applied during the task regardless of the actual value of the system parameters. These systems are impracticable even in very specific and controlled environments, because the error of the target state, even if small, accumulates rapidly during the task in a butterfly effect. One solution to make the systems functional is to add a sensor to the system that measures the actual state of the parameter (directly or indirectly using knowledge of the relationship between the actual state and the measurements) and to develop closed-loop control to remove the error between the actual state and the reference. The success of body regulation systems to converge through well-adapted states suggests the presence of a closed-loop control, which has been especially studied for regulation of actuators and catabolic mediators.


Regulation of Actuators

The actuator control system is entirely ensured via nerves from command to feedback [see (44)], a design that enables a fast control loop. Disturbances of this system could be considered in stress evaluation, e.g., based on altered motor patterns (45).



Regulation of Activators

Regulation of activators involves two problems: (1) adapting the concentration of catecholamines for activating the organs in a manner to sustain the catabolic activities required for the task, and (2) finely control secretion of catecholamines in levels which are consequent to (1). These two problems responsible for the catecholamine concentration must have distinctive interconnected control loops.

1. To the best of our knowledge, literature does not identify any hormone sensed by the brain clearly involved in a closed-loop regulation of the organs through catecholamine concentrations. Variations in organ activities are detected by nerves, but the role of these inputs in regulation of organs, which may be part of complex neurological pathways, has still to be investigated. A closed-loop regulation system for this system is not biologically assessed. Besides, the hypothesis of an open-loop system does not explain by which mechanisms the sympathetic nervous system may finely adapt, even in anticipation, the organs activities (through secretion of catecholamines) to each activity requirement.

2. Starke et al. (46) propose that presynaptic autoreceptors of sympathetic neurons may contribute to a closed-loop regulation of the neurotransmitter release.

The rapidity of the organ responses to catecholamines allows a fine synchronization of their activation to the needs of the actuators. The short half-life of catecholamines (under 2 min) limits their impact on the arousal load in comparison to catabolic mediators such as cortisol.



Regulation of Catabolic Mediators

Regulation of the catabolic mediators is performed via the Hypothalamic-Pituitary-Adrenal (HPA) axis in a much slower regulation loop than for control of actuators and activators, due to the blood transmission, cascade of intermediate reactions in the loop, and hormone half-lives. Secreted by the paraventricular nuclei of the hypothalamus, the neurotransmitter corticotropin releasing hormone (CRH) activates adrenocorticotropin secretion by the pituitary gland, which in turn activates glucocorticoid secretion (cortisol and cortisone) by the adrenal cortex (47). The glucocorticoid level elevations may be observed in saliva, plasma and blood serum. By its physical properties (size and viscosity), glucocorticoids reach the mineralocorticoid receptor (MR) and glucocorticoid receptor (GR) in the hippocampus and thus serve as feedback mediators that allow closed-loop regulation of the HPA axis (48, 49).




Security and Conservation of Resources

Security and conservation of resources are important trade-off criteria (37–39) in the allostasis system. At the level of strategy planning, security favors strategies with a high probability of success, while conservation favors strategies that involve less energy. At the level of setpoint trajectories, security may involve accurate and/or fast movements of the actuators. It would also involve a greater reserve of catabolic mediators in order to feed a fast strategy change due to an unexpected situation turn. Conservation of resources may involve less accurate and/or slower actuator movements. It also requires that the deployed catabolic mediators fit the energy needed to perform the strategy with a minimum of excess (i.e., resulting from the reserve for safety). Finally, the activator concentrations must stimulate the organs according to the needs of the body structures, e.g., in terms of energy, oxygen, and nutriments. Organ over-activation may compromise system integrity to produce useless resources.

Minimizing the catabolic mediators, and thus reducing the arousal load, is performed when evaluating target trajectories with regards to regulation capability. Figure 2 compares four possible cortisol trajectories. In curve A, the cortisol level gradually increases until it reaches the required level at the time of the activity, then decreases during task realization to the baseline level. Curve B shows a response in which the required level is reached too soon. Curve C shows a late response that requires fast augmentation of the cortisol concentration, which would cause overshooting (named homeostatic overload by 40) due to control loop delay. Curves B and C increase, compared to curve A, the arousal load with useless mediators. In curve D, the mediators required to realize the strategy are not reached, a phenomenon that would impair the completion of the strategy and/or reduce the hormonal level below its baseline and compromise vital functions (termed homeostatic failure by 40). A hormonal secretion well-adapted to a strategy is sufficiently high to enable the body to efficiently perform the task and acceptably low to be mostly consumed after the task, thus without significant excess.


[image: Figure 2]
FIGURE 2. Presentation of four cortisol responses. Curve B presents a too-early response, while curve C presents a late response and curve D presents an insufficient response. Cases B and C increase the area under the curve compared to curve A, which actually presents the best response among the four.




Stress and Control Issues

As addressed in the introduction, the contemporary concept of stress tends to be restricted to situations that impact the body's health, as observed with the interpretation of every-day situations as novel, unpredictable, threatening to the ego, and that decrease the sense of control. These situations could, in fact, be viewed as related to one or many issues in the body's response in (i) strategy planning, (ii) targeting setpoint trajectories, and/or (iii) regulation.


Novelty

Novelty causes problems in strategy planning (i) and targeting setpoint trajectories (ii). A novel situation involves researching, developing, and testing novel strategies of uncertain energy consumption levels. Consequently, the anticipated setpoints may not accurately fit the effective resources required for task realization. In practice, we would rather talk of degree of novelty. For maximizing security, the brain would evaluate the required catabolic mediators based on the most demanding experiences similar to the current situation. This task requires the brain to evaluate a set of degrees of proximity between the current situation and previous ones. An original situation is subject to being fairly equidistant to many heterogeneous experiences, which must increase the probability of a high reference level. An original situation requires more anticipation time to assimilate the information, plan proper strategies, and activate the body.



Unpredictability

Unpredictability involves the brain being surprised by one or many subsequent imminent situations, with the risk of not having time to perform effectively each step of the body's response. Unpredictability then issues problems in (i), (ii), and (iii). It could provoke a kind of panic scenario in which the strategy selection, targeted catabolic resources, and effective activation must be processed quickly, at the risk of hormonal overproduction, as presented in scenario C of Figure 2. If the brain has time to anticipate a situation with a high level of unpredictability, a more secure strategy is to prepare the body for the worst-case scenario with a high level of catabolic mediators. Very original situations without anticipation time (thus situations that involve novelty and unpredictability) provoke a kind of freeze reaction, as commonly observed with an animal that crosses a street when a car is approaching. This freeze response could result from a freezing strategy (50) as well as from a blockage in strategy planning, in which case other steps are plausibly not performed in time.



Threat to the Ego

If the brain strives to maximize security and self-being while avoiding long-term resource waste, protecting self-esteem is of main importance. Basically, a low self-esteem, in addition to a lack of self-love, involves a disagreement with our behavioral modes, thus the need to change them and a requirement for novel strategies to cope with our environment. This lack of confidence in our normal strategy planning mechanisms imperatively compromises our sense of control, discussed in the next point. A threat to the ego emphasizes the global consequences of a failure to control the threat and thus justifies spending more resources on beating it, with more demanding strategies, and/or a larger reserve of catabolic mediators allowing an efficient reaction to unpredictable events.



Sense of Control

Lack of control means that the brain knows no efficient strategy to effectively control the situation. The brain is therefore in a search mode where it continuously develops and tests new strategies. Since the strategies are a priori undefined or subject to change in progress, the required catabolic mediator levels are accordingly difficult to optimize and subject to being either preventively high or unstable over time.

In light of the consequences of the N.U.T.S situation, we can consider stress as a state of difficulty in maintaining allostasis, which typically results in a prolonged state of tension from the consequent excess of catabolic mediators.

With this view, the form of stress may be differentiated into interrelated categories, namely strategic (trouble in performing strategy planning), activation (difficulty evaluating target body activation), or regulation (problems with hormonal regulation). Strategic stress thus involves issues in evaluating a proper strategic response to a situation, i.e., due to novelty or unsuccessful experiences. Activation stress involves trouble in evaluating proper setpoint trajectories for strategy achievement. Regulation stress involves issues in controlling the system structures according to the setpoint trajectories. The intensity of each form of stress has complex, situation-specific relationships with one other. For example, in the case of a fast and complex incoming threat, a high strategic stress level is expected, without there necessarily being significant activation and regulation stress if the importance of the threat is low-ranked (thus not justifying a significant body activation). In the case of a predictable sport (e.g., running in a calm environment) performed by a novice, a high level of activation stress is expected without important strategic stress. The strategy of running, with its sub-strategies that decompose body movements, are indeed usually implicit. A task that must be performed sooner than expected can generate high activation and regulation stress levels with possible low strategic stress. Biological impairments in the HPA axis could firstly generate regulation stress. Over repeated experiences, it should follow activation stress (since anticipation is based on the regulation capability). Biological impairments could also generate strategic stress as improper levels of arousal affect the effectiveness (and even the success) of strategies.

Strategic stress involves mainly conscious mechanisms (with some subconscious mechanisms), since strategies are linked with concrete action plans to deal with the situation. Hence, we can expect it to be more related to the stress felt by the subject rather than other subconscious forms of stress, although they could also be involved in the feeling of being able to handle the threat. However, only activation and regulation stresses are responsible for the cortisol response magnitude, as well as the cortisol excess considered in the evaluation of stress indexes based on salivary cortisol. The possible discrepancy between the intensity of strategic stress vs. activation and regulation stresses could thus contribute to explain the typical low correlation between the stress felt and the ground truth of physiological data. For the rest of the paper, we will use the term stress alone as inclusive of all forms without differentiating them.





TRADITIONAL INDICATOR: CORTISOL RESPONSE MAGNITUDE

The cortisol response magnitude is currently a gold standard indicator for stress assessment. This indicator assumes that the cortisol increase during an experience is directly related to the stress level. It can be computed using different methods, e.g., based on the maximum cortisol increase (MCI) or the global cortisol increase using the area under the curve (AUC) of the cortisol response.

MCI is typically evaluated with the increase of cortisol following the task, i.e., the difference between the maximum cortisol value after the beginning of the task up to the end of the recovery period and its minimum value before the task beginning. This increase can be normalized based on the minimum (or average) cortisol values during the period of rest (anticipative and recovery periods):

[image: image]

where “pre” refers to the period before the stressful experience and “post” the period after.

AUC can be evaluated by integrating the cortisol response parts. By linking the cortisol point with straight lines, we obtain the integral by summing a set of trapezoidal areas, as detailed by Pruessner et al. (51). These authors distinguish the AUC with respect to ground (AUCC) from the area under the curve with respect to increase (AUCI). The authors assert that the second quantity, theoretically more related to acute stress, is sensitive to the error on the cortisol sample that precedes the stress test (since the increase is relative to its value).

The assumption that the cortisol response magnitude indicates the intensity of acute stress could be unrealistic for the following reasons:

• Problems of underestimation. In the first rest period, it is assumed that the participant is not stressed. This assumption could be unrealistic if the first period of rest follows a stressful task or if the participant anticipates the stressful task of the following period. A consequent high cortisol level during the period of rest causes an underestimation of the cortisol response.

• Problems of overestimation. The maximum cortisol increase does not account for the catabolic needs of the upcoming task. In our stress definition, the stress concept is linked only with the excess of catabolic mediators and not with the part effectively consumed to perform the task, which may result from an efficient allostasis control. The consumed part of catabolic mediators overstates the intensity of acute stress.


Proposed Indicator: Excess Cortisol Secretion

In section Stress and Control Issues, we discussed that issues in processing the body's response, especially observed in N.U.T.S situations, typically provoke catabolic mediator overproduction. Catabolic hormone excesses, compared to the quantity required to perform the task, then appear as a relevant stress indicator.

Figure 3 presents two examples of cortisol responses from which we strive to identify an area related to cortisol secretion excess. It represents a typical experience for studying acute stress, which involves rest, task, and recovery periods. Salivary cortisol is sampling during the experience about each 15-min. The two experiences in Figure 3 include, for example, seven samples [s1, s7]. Basal cortisol, represented by a straight horizontal line, crosses the minimum value (see s3 in A, s5 in B) of the cortisol response over the experience. Each area under the cortisol response represents a cortisol load. The area b, delimited by the baseline and the curve of cortisol concentration, represents the cortisol load consumed for the activity plus an excess secretion. Due to the elimination time of cortisol (see section Framework of Allostasis Control), this excess must still be observed in the recovery period. Moreover, due to the slowness of disengagement with the task combined with the slowness of the hormonal regulation (as discussed in section Regulation), a potential prolonged over-secretion may continue during the recovery period. Consequently, the recovery period will allow estimation of the total excess secretion related to the experience, related to area a. Area c is not considered in the excess part, since it may be related to a preparation for activities expected after the recovery period. In order to evaluate area c, we spin clockwise a straight line around the last cortisol point (see s7) until it reaches either the baseline at the beginning of the recovery period (see p0) or a previous cortisol point during the recovery period (see s4–s6). Area c is delimited in each point with the higher limit between this straight line (which crosses p0-s7 in A and s5-s7 in B) and the cortisol baseline.


[image: Figure 3]
FIGURE 3. Two examples of the determination of excess cortisol load. Points [s1, s7] are the concentrations of the cortisol samples. Four areas under the curve are presented: (a) Excess of cortisol load; (b) cortisol load for the activity; (c) basal and anticipative cortisol load of the recovery phase; (d) basal cortisol load for the activity. (A) Experience 1; (B) Experience 2.


The proposed stress indicator is the excess proportion of cortisol load (EPCL), which is the proportion between the excess cortisol load (area a) and the cortisol load related to the activity (area a and area b):

[image: image]

This indicator level denotes how much, on a 0–1 scale, the cortisol load generated for the task exceeds its needs. EPCL then scales the state of difficulty in maintaining allostasis (namely the stress definition of section Stress and Control Issues), in opposition to traditional indicators based on the cortisol response magnitude which implicitly relate a catabolism increase to stress. Hence, it would bring a measure more in phase with the established psychological and physiological stress components. In Equation (2), the excess part is scaled with the needs of the individual for the specific task, represented in area (b), which enables the use of EPCL to compare the stress response of individuals who have different catabolic needs for achieving the task.




EXAMPLE OF APPLICATION USING THE PHYSIOSTRESS DATA CORPUS


The Physiostress Corpus

Our data corpus presented in Boucher et al. (52) is considered in this section to provide a practical example of stress levels obtained with the proposed indicator of acute stress EPCL2, and to compare it with previous methods based on the cortisol response magnitude. In particular, we consider data of 25 participants who performed a 2-days experimental procedure. The first day was dedicated to a stress task and the second day to a social task followed by a physical activity task. Each task period was surrounded by a rest and recovery period.

During both days:

• The participants' salivary cortisol was sampled throughout the experiment approximately every 15 min and again during transitions between the tasks.

• The participants indicated their level of perceived stress (no, low, average, or high) every 2 min during the rest and the recovery periods and at the beginning, middle, and end of each task. The stress of the participants was thus considered for both days.


Day 1: Trier Social Test Task (TSST)

The TSST is a recognized test for inducing moderate acute stress in a majority of participants (53). The experience includes the following steps:

1. The participant has a rest period of 15 min;

2. The participant is advised to prepare, for 10 min, a 5-min oral presentation to convince, in a second room, three evaluators (two in our version) that he, or she is the best candidate for a monitor job at a summer camp with children.

3. The participant goes into the second room and performs his or her presentation for 5 min. The evaluators attempt to display a neutral attitude without emotional expression. After the presentation, the evaluators ask the participant to perform an arithmetical task as fast as they can.

4. The participant returns to the first room for a 45-min rest period.



Day 2: Social Task and Physical Activity

On the second day, the stress task is replaced by a short conversation with the instructor, who does their best to keep the conversation pleasant and relaxed for the participant. The task preparation in the first room is replaced with an additional 10 min of rest. After the social task, the instructor guides the participant through a 10-min series of 30-s exercises (standstill running and squats) split by 10 s of rest in order to provoke a physiological activation.





RESULTS

Based on salivary cortisol levels in the Physiostress corpus, we illustrate the problems of underestimation and overestimation presented in section Traditional Indicator: Cortisol Response Magnitude. These problems could explain many unrealistic stress evaluations based on the response magnitude, namely numerous low cortisol magnitude responses observed in our corpus for day 1, and many high cortisol magnitude responses for day 2 because of the physical activity. Indeed, Figure 4D presents classical metrics used by researchers, including the MCI, AUCG, and AUCI, in comparison with our proposed measure (EPCL), and the average stress felt by each participant in both situations.


[image: Figure 4]
FIGURE 4. (A) Stress felt in relation to different cortisol-based indicators of stress, namely (B) the area under the curve with respect to increase (AUCI), (C) the area under the curve with respect to ground (AUCC), (D) the maximum cortisol increase, and (E) the excess proportion of cortisol load (EPCL).


Eight out of 25 participants (27%) had a lower maximum cortisol increase on day 1 of the TSST (stress task) than on day 2 with the social talk and sporting activity (Panel D). In panels (B) and (C), 8 and 15 participants had lower AUCI and AUCG on day 1, respectively. AUCI was even negative for 10 experiences on day 1. Besides, all participants except one reported higher average stress felt during the task on day 1, as expected by the nature of the tasks (Panel A). Therefore, we could consider either that many participants overestimated their stress for day 1, or that the cortisol response magnitude is not a realistic indicator of the stress felt by those participants, plausibly because of the problems of underestimation and overestimation presented in section Traditional Indicator: Cortisol Response Magnitude.

Panel (E) of Figure 4 shows the EPCL for the same participants. The first day of TSST induced, for all but one participant, a higher EPCL than the second day with the social and sportive tasks. Even though this participant was not the one who reported lower stress on day 1, these results are, on the whole, more coherent with the higher stress level expected from the TSST and the self-reported stress of the participants. They also suggest that EPCL would hardly be biased by the physical activity linked with the task.

In panel (A), the average stress felt dropped 36.8% from day 1–2, while the average EPCL decreased by 30.8%. Indeed, the experience of the social conversation and physical activity of day 2 did not generate important strategic stress, data that would explain why participants reported lower stress levels for this day. The correlation coefficient between the stress felt and the EPCL was 0.305 (against −0.05 for MCI, 0.07 for AUGG, and −0.32 for AUCI), which appears coherent with the low correlation expected between the intensity of the strategic stress and the intensity of the activation and regulation stresses (related to the EPCL).

Each stress index produced values that were slightly correlated with those of other indexes (EPCL/MIC: 0.31, EPCL/AUCG: 0.07, EPCL/AUCI: 0.46, MCI/AUCG: −0.18, MCI/AUCI: 0.29, AUCG/AUCI: −0.32). These correlations mean that the relative stress from day 1–2, and from one participant to another, varied in a specific manner, often contradictive, for each index.



CONCLUSION

In this paper, we propose a framework for depicting the main components of allostasis control, which is deployed on three levels for strategy planning, evaluation of target trajectories, and regulation. In order to map physiological and psychological stress components into a same biological phenomenon, we define stress as a state of difficulty in maintaining allostasis, which could result either in strategic, activation, and/or regulation stresses, depending on which level is affected. This definition contrasts with previous ones that implicitly relate a catabolism increase to stress, which assumption causes misalignment between the psychological and physiological stress components as well as between the health effects of stress. By contributing to reduce discrepancy between the situations related to stress, this definition should contribute to improve the practical meaning of the term. It also opens research to analyze each form of stress individually, so as to better understand their respective properties, causes and impacts, without confounding them under the same term (which may indeed cause contradictive conclusions if the properties, causes, and impacts vary with the stress form). For example, further works could investigate the neurological properties of strategic stress and their involvement in the development of neurological disorders.

Activation and regulation stress commonly cause an oversecretion of catabolic mediators, including cortisol. Consequently, the EPCL is proposed as an indicator of stress. Experiments in section Example of Application Using the Physiostress Data Corpus demonstrate the potential of this stress indicator, which offers, with our data corpus, stress levels that are more consistent with the psychological components of stress, and less sensitive to physical activity. These results also present drastic variations of stress assessment of a participant from an indicator to another, which suggests that the choice of the stress indicator may impact the conclusion of a study. The EPCL applicability to long-term and chronic stress should be investigated in further works.

In our view, the quality of each stress indicator must be addressed based on their theoretical fundamentals. The stress indicators, with the stress concept itself, have in all likelihood evolved together so as to become more and more informative on the health state of the subject and their predisposition to develop health problems. We believe that the proposed theoretical framework provides a step in this direction by clarifying the nature of stress in the problem of maintaining allostasis.
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FOOTNOTES

1Note, however, that eustress, with convergent strategies, would imply an increasing arousal load in a case where it is insufficient for the task during the first experiment, e.g., due to a lack of anticipation and/or engagement.

2Notice that EPCL is computed as described in section Proposed Indicator: Excess Cortisol Secretion, and that results are first time published in section Day 2: Social Task and Physical Activity.



REFERENCES

 1. Selye H. Stress: The Physiology and Pathology of Exposure to Stress. Montreal, QC: Acta Medica Publication (1950).

 2. Mason JW. A review of psychoendocrine research on the pituitary-adrenal cortical system. Psychosom Med. (1968) 30:576–607. doi: 10.1097/00006842-196809000-00020

 3. Chrousos GP, Gold PW. The concepts of stress and stress system disorders: overview of physical and behavioural homeostasis. JAMA. (1992) 267:1244–52. doi: 10.1001/jama.1992.03480090092034

 4. Ursin H, Eriksen HR. The cognitive activation theory of stress. Psychoneuroendocrinology. (2004) 29:567–92. doi: 10.1016/S0306-4530(03)00091-X

 5. Juster RP, Bizik G, Picard M, Arsenault-Lapierre G, Sindi S, Trepanier L, et al. A transdisciplinary perspective of chronic stress in relation to psychopathology throughout life span development. Dev Psychopathol. (2011) 23:725–76. doi: 10.1017/S0954579411000289

 6. McEwen BS, Seeman T. Protective and damaging effects of mediators of stress: elaborating and testing the concepts of allostasis and allostatic load. Ann N Y Acad Sci. (1999) 896:30–47. doi: 10.1111/j.1749-6632.1999.tb08103.x

 7. Dickerson SS, Kemeny ME. Acute stressors and cortisol responses: a theoretical integration and synthesis of laboratory research. Psychol Bull. (2004) 130:355–91. doi: 10.1037/0033-2909.130.3.355

 8. Koolhaas JM, Bartolomucci A, Buwalda BD, De Boer SF, Flügge G, Korte SM, et al. Stress revisited: a critical evaluation of the stress concept. Neurosci Biobeh Rev. (2011) 35:1291–301. doi: 10.1016/j.neubiorev.2011.02.003

 9. Lupien SJ, Ouellet-Morin I, Trepanier L, Juster RP, Marin MF, Francois N, et al. The DeStress for Success Program: effects of a stress education program on cortisol levels and depressive symptomatology in adolescents making the transition to high school. Neuroscience. (2013) 249:74–87. doi: 10.1016/j.neuroscience.2013.01.057

 10. McEwen BS, Stellar E. Stress and the individual: mechanisms leading to disease. Arch Internal Med. (1993) 153:2093–101. doi: 10.1001/archinte.1993.00410180039004

 11. Sterling P, Eyer J. Allostasis: a new paradigm to explain arousal pathology. In: Fisher S and Reason J. Handbook of Life Stress, Cognition, and Health. Chichester: John Wiley & Sons (1988). p. 629–49.

 12. Campbell J, Ehlert U. Acute psychosocial stress: does the emotional stress response correspond with physiological responses? Psychoneuroendocrinology. (2012) 37:1111–34. doi: 10.1016/j.psyneuen.2011.12.010

 13. Maina G, Palmas A, Filon FL. Relationship between self-reported mental stressors at the workplace and salivary cortisol. Int Arch Occup Environ Health. (2008) 81:391–400. doi: 10.1007/s00420-007-0224-x

 14. Kirschbaum C, Hellhammer DH. Salivary cortisol in psychoneuroendocrine research: recent developments and applications. Psychoneuroendocrinology. (1994) 19:313–33. doi: 10.1016/0306-4530(94)90013-2

 15. Marchand A, Durand P, Juster RP, Lupien SJ. Workers' psychological distress, depression, and burnout symptoms: associations with diurnal cortisol profiles. Scand J Work Environ Health. (2014) 40:305–14. doi: 10.5271/sjweh.3417

 16. Russell E, Koren G, Rieder M, Van Uum S. Hair cortisol as a biological marker of chronic stress: current status, future directions and unanswered questions. Psychoneuroendocrinology. (2012) 37:589–601. doi: 10.1016/j.psyneuen.2011.09.009

 17. Hellhammer DH, Wüst S, Kudielka BM. Salivary cortisol as a biomarker in stress research. Psychoneuroendocrinology. (2009) 34:163–71. doi: 10.1016/j.psyneuen.2008.10.026

 18. Romero LM, Dickens MJ, Cyr NE. The reactive scope model—a new model integrating homeostasis, allostasis, and stress. Horm Behav. (2009) 55:375–89. doi: 10.1016/j.yhbeh.2008.12.009

 19. Souza-Talarico JN, Plusquellec P, Lupien SJ, Fiocco A, Suchecki D. Cross-country differences in basal and stress-induced cortisol secretion in older adults. PLoS ONE. (2014) 9:e105968. doi: 10.1371/journal.pone.0105968

 20. Dorf RC, Bishop RH. Modern Control Systems. London: Pearson (1998).

 21. Ganzel BL, Morris PA, Wethington E. Allostasis and the human brain: integrating models of stress from the social and life sciences. Psychol Rev. (2010) 117:134–174. doi: 10.1037/a0017773

 22. Posner MI, Snyder CRR. Attention and cognitive control. In: Balota DA, Marsh EJ, editors. Cognitive Psychology: Key Readings. New York, NY: Psychology Press (2004). p. 205–23. https://psycnet.apa.org/record/2005-07323-012

 23. Rabouille C, Alberti S. Cell adaptation upon stress: the emerging role of membrane-less compartments. Curr Opin Cell Biol. (2017) 47:34–42. doi: 10.1016/j.ceb.2017.02.006

 24. Dixon PF. The kinetics of the exchange between transcortin-bound and unbound cortisol in plasma. J Endocrinol. (1968) 40:457–65. doi: 10.1677/joe.0.0400457

 25. Tomlinson JW, Walker EA, Bujalska IJ, Draper N, Lavery GG, Cooper M, et al. 11β-hydroxysteroid dehydrogenase type 1: a tissue-specific regulator of glucocorticoid response. Endocr Rev. (2004) 25:831–66. doi: 10.1210/er.2003-0031

 26. Paterson JYF. The rate constants for the interaction of cortisol and transcortin, and the rate of dissociation of transcortin-bound cortisol in the liver. J Endocrinol. (1973) 56:551–70. doi: 10.1677/joe.0.0560551

 27. Nussey SS, Whitehead SA. Endocrinology: An Integrated Approach. Boca Raton, FL: CRC Press (2013).

 28. Axelrod J, Weinshilboum R. Catecholamines. N Engl J Med. (1972) 287:237–42. doi: 10.1056/NEJM197208032870508

 29. Boyce WT, Ellis BJ. Biological sensitivity to context: I. An evolutionary–developmental theory of the origins and functions of stress reactivity. Dev Psychopathol. (2005) 17:271–301. doi: 10.1017/S0954579405050145

 30. Korte SM, Koolhaas JM, Wingfield JC, McEwen BS. The Darwinian concept of stress: benefits of allostasis and costs of allostatic load and the trade-offs in health and disease. Neurosci Biobeh Rev. (2005) 29:3–38. doi: 10.1016/j.neubiorev.2004.08.009

 31. Parker GA. Assessment strategy and the evolution of fighting behaviour. J Theor Biol. (1974) 47:223–43. doi: 10.1016/0022-5193(74)90111-8

 32. Olton DS, Schlosberg P. Food-searching strategies in young rats: win-shift predominates over win-stay. J Comp Physiol Psychol. (1978) 92:609. doi: 10.1037/h0077492

 33. Laland KN. Social learning strategies. Anim Learn Behav. (2004) 32:4–14. doi: 10.3758/BF03196002

 34. Watson D, Pennebaker JW. Health complaints, stress, and distress: exploring the central role of negative affectivity. Psychol Rev. (1989) 96:234–54. doi: 10.1037/0033-295X.96.2.234

 35. Selye H. Stress Without Distress. Philadelphia, PA: J.B. Lippincott Company (1974).

 36. Kupriyanov R, Zhdanov R. The eustress concept: problems and outlooks. World J Med Sci. (2014) 11:179–85. doi: 10.5829/idosi.wjms.2014.11.2.8433

 37. Hobfoll SE. Conservation of resources: a new attempt at conceptualizing stress. Am Psychol. (1989) 44:513–24. doi: 10.1037/0003-066X.44.3.513

 38. Lima SL, Dill LM. Behavioral decisions made under the risk of predation: a review and prospectus. Can J Zool. (1990) 68:619–40. doi: 10.1139/z90-092

 39. Nesse RM. The smoke detector principle. Ann NY Acad Sci. (2001) 935:75–85. doi: 10.1111/j.1749-6632.2001.tb03472.x

 40. Herman JP, Figueiredo H, Mueller NK, Ulrich-Lai Y, Ostrander MM, Choi DC, et al. Central mechanisms of stress integration: hierarchical circuitry controlling hypothalamo–pituitary–adrenocortical responsiveness. Front Neuroendocrinol. (2003) 24:151–80. doi: 10.1016/j.yfrne.2003.07.001

 41. Juster RP, McEwen BS, Lupien SJ. Allostatic load biomarkers of chronic stress and impact on health and cognition. Neurosci Biobeh Rev. (2010) 35:2–16. doi: 10.1016/j.neubiorev.2009.10.002

 42. Wüst S, Federenko IS, van Rossum EF, Koper JW, Hellhammer DH. Habituation of cortisol responses to repeated psychosocial stress—further characterization and impact of genetic factors. Psychoneuroendocrinology. (2005) 30:199–211. doi: 10.1016/j.psyneuen.2004.07.002

 43. Lenbury Y, Pornsawad P. A delay-differential equation model of the feedback-controlled hypothalamus–pituitary–adrenal axis in humans. Math Med Biol. (2005) 22:15–33. doi: 10.1093/imammb/dqh020

 44. Adams JA. A closed-loop theory of motor learning. J Mot Behav. (1971) 3:111–50. doi: 10.1080/00222895.1971.10734898

 45. Metz GA, Jadavji NM, Smith LK. Modulation of motor function by stress: a novel concept of the effects of stress and corticosterone on behavior. Eur J Neurosci. (2005) 22:1190–200. doi: 10.1111/j.1460-9568.2005.04285.x

 46. Starke K, Gothert M, Kilbinger H. Modulation of neurotransmitter release by presynaptic autoreceptors. Physiol Rev. (1989) 69:864–989. doi: 10.1152/physrev.1989.69.3.864

 47. Allen AP, Kennedy PJ, Cryan JF, Dinan TG, Clarke G. Biological and psychological markers of stress in humans: focus on the Trier Social Stress Test. Neurosci Biobeh Rev. (2014) 38:94–124. doi: 10.1016/j.neubiorev.2013.11.005

 48. Tsigos C, Chrousos GP. Hypothalamic-pituitary-adrenal axis, neuroendocrine factors and stress. J Psychosom Res. (2002) 53:865–71. doi: 10.1016/S0022-3999(02)00429-4

 49. Lupien SJ, McEwen BS, Gunnar MR, Heim C. Effects of stress throughout the lifespan on the brain, behaviour and cognition. Nat Rev Neurosci. (2009) 10:434–45. doi: 10.1038/nrn2639

 50. Roelofs K. Freeze for action: neurobiological mechanisms in animal and human freezing. Philosoph Trans R Soc B Biol Sci. (2017) 372:20160206. doi: 10.1098/rstb.2016.0206

 51. Pruessner JC, Kirschbaum C, Meinlschmid G, Hellhammer DH. Two formulas for computation of the area under the curve represent measures of total hormone concentration versus time-dependent change. Psychoneuroendocrinology. (2003) 28:916–31. doi: 10.1016/S0306-4530(02)00108-7

 52. Boucher P, Dufour P, Plusquellec P, Dehak N, Dumouchel P, Cardinal P. PHYSIOSTRESS: a multimodal corpus of data on acute stress and physiological activation. In: Workshop on Multimodal Corpora: Computer Vision and Language Processing (MMC 2016) (Montreal, QC). Abstract retrieved from LREC 2016 Proceedings (2016). p. 45–48.

 53. Kirschbaum C, Pirke KM, Hellhammer DH. The ‘Trier Social Stress Test'–a tool for investigating psychobiological stress responses in a laboratory setting. Neuropsychobiology. (1993) 28:76–81. doi: 10.1159/000119004

Conflict of Interest: The authors declare that the research was conducted in the absence of any commercial or financial relationships that could be construed as a potential conflict of interest.

Copyright © 2019 Boucher and Plusquellec. This is an open-access article distributed under the terms of the Creative Commons Attribution License (CC BY). The use, distribution or reproduction in other forums is permitted, provided the original author(s) and the copyright owner(s) are credited and that the original publication in this journal is cited, in accordance with accepted academic practice. No use, distribution or reproduction is permitted which does not comply with these terms.



OPS/images/fendo-10-00749-g003.gif
LRestIiActivity ILRecovery

i

contisol

Time






OPS/images/fendo-10-00749-g004.gif
élhlllllla!hl[!_,,hlll[llm

* i”’!“""‘#"“*nl"‘

! :-ealist!elgg!_a!!!!e!!!!::!

it L i





OPS/images/fendo-10-00749-g001.gif
. Nervous system

G

invocations) -+ gFammeasetees s

Retvation: cvaluaton
of coordinated
I target trojectories
et

g— e

Reguiation
of catabotic ) (” Reguiation
of actvators

> via nerves
— Vi3 blood





OPS/images/fendo-10-00749-g002.gif
5

Requied evel

i e
Starttime of the activity





OPS/xhtml/Nav.xhtml




Contents





		Cover



		Acute Stress Assessment From Excess Cortisol Secretion: Fundamentals and Perspectives



		Introduction



		Framework of Allostasis Control



		Strategy Planning



		Evaluation of Target Trajectories



		Regulation



		Regulation of Actuators



		Regulation of Activators



		Regulation of Catabolic Mediators









		Security and Conservation of Resources



		Stress and Control Issues



		Novelty



		Unpredictability



		Threat to the Ego



		Sense of Control













		Traditional Indicator: Cortisol Response Magnitude



		Proposed Indicator: Excess Cortisol Secretion







		Example of Application Using the Physiostress Data Corpus



		The Physiostress Corpus



		Day 1: Trier Social Test Task (TSST)



		Day 2: Social Task and Physical Activity













		Results



		Conclusion



		Data Availability Statement



		Ethics Statement



		Author Contributions



		Funding



		Footnotes



		References

















OPS/images/cover.jpg
’ frontiers
in Endocrinology

Acute Stress Assessment From
Excess Cortisol Secretion:
Fundamentals and Perspectives





OPS/images/math_1.gif
Cmaxpost — Cominpre.

G = 55+ (Compre + Coinged)

[0





OPS/images/math_2.gif
area(a)

= areala) + area(b)

@









OPS/images/crossmark.jpg
©

2

i

|





OPS/images/logo.jpg
’ frontiers
in Endocrinology





