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A B S T R A C T   

Pulmonary oxygen toxicity (POT) is a major risk in diving while breathing hyperoxic gas and is also considered in 
clinical hyperbaric oxygen treatment. The POTindex calculated by the power equation K = t2 

× PO2
4.57 with the 

recovery form Ktr = Ke × e – [- 0.42 + 0.384 × (PO
2
)
ex
] × tr which are based on chemical and physiological principles, have a 

better prediction power than other suggested approaches. Reduction of vital capacity as well as incidence of POT 
are well predicted by the POTindex. Both the cumulative pulmonary toxic effect and concomitant recovery were 
suggested to operate at the lower toxic range of PO2 used in saturation diving K = t2 

× PO2
4.57 

× e-0.0135 × t, and 
further experimental support is supplied. The recovery time constant for the full range of PO2 is presented. 
POTindex is suggested to replace the old method of UPTD for safe diving. Many diving clubs and diving institutes 
already adopted the POTindex.   

1. Introduction 

Exposure to high partial pressure of oxygen (hyperoxia) is common 
in diving and clinical hyperbaric treatments. One risk in hyperoxic 
exposure is pulmonary oxygen toxicity (POT). Half a century ago, Bardin 
and Lambertsen (1970) suggested the UPTD concept, which was derived 
from the rectangular hyperbola as a measure for risk of pulmonary ox-
ygen toxicity. The rectangular hyperbola was not derived from physio-
logical principles but from limited data – a point at PO2 of 4.5 bar and 
extended tolerance to 0.5 bar oxygen (Lambertsen personal communi-
cation). Over the years few modifications were made including raising 
the time to a power of 1.2 (Wright, 1972). The UPTD concept transforms 
the effects of oxygen at 1 bar to higher PO2 in a single unit of 1 bar.  

UPDT = t × [(PO2 – 0.5) / 0⋅5] 1/1⋅2                                                         

This measure had been accepted in the US Navy (U.S. Department of 
the Navy, 2018). Longstanding efforts of research to quantify POT have 
been conducted ever since, resulting in different approaches to quantify 
POT (Hills, 1976, 1977; Harabin et al., 1987; Shykoff, 2007, 2015). 
However, UPTD prevailed until recently, despite its questionable effi-
ciency, and calls to terminate the use of this method of calculation 
(Shykoff, 2017). A study which conducted a thorough examination of 
the various models concluded that “the UPTD model should not be used 
except for steady exposures to PO2 of approximately 1 atmosphere 

absolute (ATA) and for times up to 1000 min" (Shykoff, 2007). A recent 
publication which thoroughly examined all other models suggested a 
"Farewell to UPTD" and recommended the use of the POTndex (Risberg 
and van Ooij, 2022). Later on, they suggested for practical approach to 
use equivalent surface oxygen toxicity (ESOT) as the square root of 
POTindex (Risberg et al., 2023). Recent publications presented agree-
ment of the findings on pulmonary oxygen toxicity with the POTindex 
but not with the UPTD predictions (Brenna et al., 2023; Hadanny et al., 
2019; Lian et al., 2022). The Diving Medical Advisory Committee has 
recently suggested the use of POTindex in its square root expression 
-ESOT (Diving Medical Advisory Committee, 2023). 

2. Power equation, exponential recovery and oxygen toxicity 
index 

Consideration of the kinetics of chemical reactions producing reac-
tive oxygen species (ROS) and reactive nitrogen species (NOS) yielded 
the understanding that the reaction can be expressed in polynomial 
expression of the partial pressure of oxygen (PO2). Because we do not 
know the full exact reactions, we assumed that the reaction is related to 
the highest power of PO2 as a first approximation. It was also found that 
a measurable injury due to oxygen toxicity is related to a square time. 
The time relationship of one of the initially produced ROS - H2O2, is also 
correlated with the squared time (Arieli, 1994, 2019a, 2019b; Arieli 
et al., 2002). Thus, the index of oxygen toxicity (K) was determined by 
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the power equation K = t2 × PO2
c (1). 

t = time, c= specific power for a specific injury. It was assumed (like 
other recoveries from injury) that the rate of recovery at non-hyperoxic 
PO2 is related to the level of the injury. This led to an accepted form of 
exponential recovery:  

Ktr = Ke × e – ɽ× tr                                                                         (2) 

tr =recovery time, Ktr = POTindex after recovery, Ke = POTindex 
before recovery, ɽ = recovery time constant h-1. 

When there are few sections of hyperoxic PO2, the index of oxygen 
toxicity can be calculated with the following equation: 

K = [
∑n

i=1
ti × (PO2i)c/2

]
2

(3) 

For a continuous change in PO2 with time, the index of oxygen 
toxicity can be derived with the integral form: 

K = [

∫ tox

0
(PO2)c/2dt]

2

(4) 

When there is a recovery period between separate hyperoxic expo-
sures, Ktr should be calculated from Eq.2. The time required to obtain 
the same Ktr for the next PO2 (PO2nx) in the hyperoxic exposure will 
then be derived by rearranging Eq. 2 thus:  

t* = [Ktr / (PO2nx)c]0⋅5                                                                    (5) 

For the calculation of K after the exposure to PO2nx, t * should be 
added to the time in the next hyperoxic PO2, as if the whole exposure 
initiated at PO2nx. 

This approach enables the calculation of K for any complex hyper-
oxic exposure including recovery periods. The descriptive and predictive 
capacity of the index of oxygen toxicity has proven valuable in central 
nervous system oxygen toxicity and POT in both animals and humans 
(Arieli, 1994b, 1994a, 2003, 2019a, 2019b; Arieli and Gutterman, 1997; 
Arieli and Hershko, 1994; Arieli et al., 2002). 

3. Pulmonary oxygen toxicity index – POTindex 

For the calculation of the magnitude of units in any specific injury an 
adjusting constant – "a" should be added to the power equation:  

a × K = a × t2 × PO2
c                                                                     (6) 

The reduction in vital capacity (ΔVC) was chosen by Bardin and 
Lambertsen (1970) to quantify injury in POT. Using the data from the 
reported studies (Clark et al., 1991, 1999; Eckenhoff et al., 1987) we 
solved the parameters of Eq. 6 (Arieli et al., 2002).  

ΔVC = 0⋅0082 × t2 × PO2
4⋅57                                                            (7) 

Where, ΔVC is the absolute change in % of vital capacity, t is the time in 
h, and PO2 is the partial pressure of oxygen in bar. Harabin et al. (1987) 
tested the various modification of the rectangular hyperbola including 
powered time to solve the best formula predicting reduction in vital 
capacity. Her best solution was a rectangular hyperbola where the 
threshold was 0.38 but not 0.5 bar. A comparison of the best fit for the 
rectangular hyperbola (Harabin et al., 1987) to the power equation 
(Arieli et al., 2002) is shown in Fig. 1. Lines calculated with the power 
equation (red) are closer to the measured data as compared to the 
rectangular hyperbola calculations (blue). Superiority of the power 
equation on the rectangular hyperbola is clearly seen. Recovery of ΔVC 
at non-hyperoxic PO2 was taken from Eckenhoff and Clark studies (Clark 
et al., 1991, 1999; Eckenhoff et al., 1987) and is shown in Fig. 2, 
including the lines represent the solved exponential recoveries. Recov-
ery took place at a PO2 of 0.21 bar O2, except for the 1.1 bar exposure 
when the first 33 h of the recovery process were at 0.5 bar O2. The time 
constant ɽ (h-1) was linearly related to the level of the exposed PO2 
before the recovery (Arieli et al., 2002) as is shown in Fig. 3.  

ɽ = - 0⋅42 + 0⋅384 × PO2 ex                                                            (8) 

The change in recovery time constant for different exposed PO2 can 
be explained by the nature of pulmonary injury. It was shown in rats that 
increasing PO2, resulted in a higher involvement of the central nervous 
system to POT (Demchenko et al., 2007, 2011). Thus, exponential re-
covery of VC takes the form:  

ΔVCtr% = ΔVCe% × e – [- 0⋅42 + 0⋅384 × (PO
2
)
ex
] × tr                                     (9) 

ΔVCe and ΔVCtr = difference of VC before and after recovery, tr= re-
covery time, PO2ex = PO2 at exposure before recovery. Eqs. 8 and 9 should 
not be used for PO2 below 1.1 bar. 

More recently, symptoms (inspiratory burning, cough, chest tight-
ness, dyspnea), reduced volume flows (FEV1, FEV25–75, FVC) and DLCO 
were suggested as more sensitive measures of POT (Shykoff, 2002, 2014, 
2015; Shykoff and Florian, 2018; van Ooij et al., 2011). Because the 
units of the POTindex are squared for time and the powered PO2, this 

Fig. 1. Reduction of vital capacity (ΔVC) in humans (adapted and corrected 
from ref. 12) as a function of time (t) and PO2. Data were taken from Clark 
et al., (1991, 1999) and Eckenhoff et al. (1987). The red lines represent the 
solution of the power equation and blue line represent the UPTD concept 
(Harabin et al., 1987). 

Fig. 2. Lines represent the solutions of the exponential recovery. Inset- 
expansion of the three high PO2 from the main figure. 
Recovery of human VC as a function of recovery time and the previous PO2 
exposure (adapted from Arieli et al., 2002). 
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index can also accommodate other estimates. Incidence of POT in few 
experiments are plotted as a function of time or sequence together with 
calculated change in VC using the power equation in Fig. 4. The calcu-
lated values of ΔVC (red lines and symbols) follow the measured inci-
dence of other pulmonary toxic parameters (blue lines and symbols), 
which support the generality of the POTindex. The percentage incidence 
of POT in three reported studies (16 different exposures) at a PO2 of 1.3 
or 2 bar, with or without periods of recovery, at either exercise or resting 
conditions (Shykoff, 2014, 2015; Shykoff and Florian, 2018), is plotted 
in Fig. 5 as a function of our calculated POT index. A linear relationship 
may be seen between incidence of POT and the POTindex according to 
the equation:  

POT incidence % = 1⋅85 + 0⋅171 × K⋅                                            (10) 

r2 = 0.88. 
Regardless of the PO2 during exposure and the recovery periods, the 

POTindex will determine the incidence of POT. Compared to the sig-
nificant difference in the effect of exposure time /PO2 on central nervous 
system oxygen toxicity between dry and immersed conditions (Aviner 
et al., 2020), no effect of dry and wet exposures was found in POT 
incidence (Shykoff, 2005). CNS oxygen toxicity is also affected by the 
metabolic rate (Arieli, 1998) but POT is not. This reinforces the gener-
ality of expression 10 (rest-exercise; wet-dry). 

4. Establishing the limits of POTindex 

According to the calculations based on Eq. 10, the incidence of POT 
in 10 % of the divers will occur when K = 48 and in 20 % of the divers 
when K = 106. Alteration of diffusion capacity was observed in oxygen 
breathing for 3 h, at 5 m depth with PO2 of 1.5 bar, K = 57 (van Ooij 
et al., 2011). However, these insults were mild and could be detected 
only by thorough physiological testing. They are not alarming symptoms 
and it is unlikely that they should pose a threat to the diver. The U.S. 
Navy recommended oxygen exposure limits that will result in a 2 % 
change in VC, maximum exposure being expected to produce a 10 % 
decrement (Wright, 1972). Thus, inserting ΔVC = 2% or ΔVC = 10 % 
into the power equation will set the PO2 and time limits. For these two 
values of ΔVC, the POTindex t2 × (PO2)4.57 should not exceed 244 and 

1220, respectively, both at a constant pressure and for a complex 
exposure. Widell et al. (1974) exposed subjects to 2 bar oxygen either 
continuously or with intermittent air breathing until termination due to 
severe POT feeling (Table 1). The POT index was calculated for 
following exposures: continuous, alternating 25 min O2 - 5 min air and 
20 min O2 - 20 min air, in which the toxicity index was 412–1154 which 
is within the suggested range 244 – 1220 for 2% and 10% ΔVC. In the 
fourth type of exposure monitored in this study, of 10 min O2 – 20 min 
air K was 145. This could be related to the longest total exposure time of 
15.4 h. It is possible that mild symptoms of POT cannot be tolerated in 
the long run. In a summary, I suggested (Arieli, 2019a) for the most 
common exposures to set the POT index limit at 250. 

In their recent paper, Risberg and van Ooij (2022) suggested lower 

Fig. 3. Time constant (ɽ) for the recovery of human VC (filled blue circles) 
calculated from the data presented in Fig. 2, as a function of pre-recovery PO2 
exposure. The line represents the linear regression solution (Arieli et al., 2002). 
Empty blue circle represents the time constant calculated for saturation dive 
and the dashed line stands for the suggested leveling off τ at low PO2s (see 
Section 6). 

Fig. 4. Percentage of divers with pulmonary oxygen toxicity (POT). Symptoms 
(inspiratory burning, cough, chest tightness and dyspnea), pulmonary function 
(PF) parameters (FVC, FEV25–75, FEV1) or their combination (blue symbols 
and lines), and the calculated reduction in VC (red symbols and lines) obtained 
using the POT index. Evaluation conducted after: Five consecutive daily dives at 
rest or exercising for 6 h (PO2 = 1.3 bar) (upper panel, Shykoff and Florian, 
2018). Single dives (exercise, 1.3 bar O2) for different lengths of time (middle 
panel, Shykoff, 2015). A single dive (3 h, 2 bar O2), and a second dive under the 
same conditions after a recovery period of 3, 6 or 15 h (lower panel, Shykoff, 
2014). Note the agreement between the incidence of POT and the ΔVC calcu-
lated using the POTindex. 
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limits for K: when diving for up to 2 days, a daily K = 120 followed by 
two days of recovery. When diving for up to 5 days, K = 70 followed by 
two days of recovery. For multiday diving without days of recovery, the 
daily exposure should probably be limited to K = 40–50. 

5. POT index in saturation diving (lower range of toxic PO2) 

There is ample information on POT at PO2 equal or greater than 
1 bar, but much less so at lower PO2. Low PO2 but still above 0.21 bar is 
used in saturation diving. An exposure of many days to 0.4 bar O2 is 
considered harmless. In saturation diving, divers live in a habitat pres-
surized to working depth, remaining there for up to several weeks until 
they are decompressed to surface pressure after completing the work at 
hand. This method limits the number of decompressions and total time 
spent decompressing per mission and minimizes the overall risk for 
decompression sickness. 

Saturation diving is usually carried out using heliox breathing mix-
tures in which the partial pressure of oxygen is maintained at approxi-
mately 0.40–0.48 bar, close to the upper limit for long-term exposure 
(U.S. Department of the Navy, 2018) Although diving bell and lockout 
operations may also be conducted with a PO2 of between 0.4 and 
0.6 bar, in practice these often employ a PO2 between 0.6 and 0.9 bar. 
This serves to attenuate the effect of pressure variations due to excur-
sions away from the holding pressure, thereby reducing the probability 
and amount of bubble formation which may ensue (Staff Saturation 
Diving Manual, 2011). Recently received information (Personal com-
munications, Jean Pierre Imbert, Divetech, France and Lyubisa Matity, 
Hyperbaric Unit, Mater Dei Hospital, Malta.) has attested to saturation 
holding set typically at a PO2 of 0.4 bar, and a PO2 usually somewhere 
between 0.6 and 0.8 bar during diving and 0.4–0.5 bar in the bell, 

although some companies do permit 0.9 bar as an upper limit. Decom-
pression is generally carried out at a PO2 of 0.5 bar. 

In 8 different saturation dives made to depths of between 300 and 
450 m sea water (msw) for 14–30 days, with a PO2 of between 0.4 and 
0.6 bar (n = 46), chest symptoms and reduced diffusion capacity were 
ascribed to POT (Thorsen et al., 1994). This change in lung function was 
attributed to POT because no reduction in lung function was observed 
with intermittent reduction of the PO2 during decompression (alter-
nating between 0.5 and 0.3 bar (Thorsen et al., 1990). 

For the evaluation of POTindex, from all the reported studies on 
saturation diving, only one report was found, describing an experi-
mental chamber saturation dive at 450 msw for 210 h, followed by 51 h 
at 360 msw (a total of 261 h), and with a PO2 of 0.5–0.6 bar. This report 
described a deterioration of lung function which was ascribed to POT by 
Lehnigk et al. (1997). In 2 of the 8 subjects (25%), there was a sub-
stantial decrease in pulmonary diffusion capacity. Our calculated 
POTindex = t2 × (PO2)4.57 for 261 h at 0.55 bar O2, amounts to 4433, 
which is indicative grave POT, much above the real data. Inserting 
incidence of 25 % into Eq. 10 yields K = 136. This facilitating search for 
an expression for POTindex that would yield 136 at 561 h and PO2 
0.55 bar. 

We have suggested that recovery may take place simultaneously with 
prolonged exposure to a low PO2 (Arieli, 2019b). In comparison with 
short hyperoxic exposures, the prolonged hyperoxic exposure at low PO2 
dives induce acclimatization to hyperoxia, with considerable changes in 
gene expression (Kiboub et al., 2018). Four divers were compressed to 
45 m for 16 days and further compressed to 70 m for 8 days (Mrakic--
Sposta et al., 2020). PO2 was kept at 0.42 bar and increased to 0.5 at the 
end of decompression. While working at depth PO2 was 0.6 – 0.9 Bar. 
Both total ROS production and antioxidant capacity increased. These 
two studies support the suggestion that prolonged exposure to low PO2 
affects both the production of ROS and activation of the defense system 
(recovery). 

To adjust these two opposing effects of cumulative toxicity and the 
recovery process, we assumed that the defense system starts to operate 
at the beginning of the exposure. The recovery process might in fact be 
initiated somewhat later in the exposure, but we selected the beginning 
as first approximation. When more experimental data are available, the 
equation can be refined accordingly. The following equation may be 
used:  

K = t2 × PO2
4⋅57 × e-τ × t                                                               (11) 

where t = toxic hyperoxic time in h (with a PO2 > 0.48 bar, (U.S. 
Department of the Navy, 2018) PO2 is in bar, and τ = time constant in h-1. 
An even lower hyperoxic limit is possible, because a reduction in pul-
monary diffusion capacity was demonstrated with a PO2 of 0.42 bar in 
an exposure which lasted 15 days (Suzuki et al., 1991). Using the data 
from Lehnigk et al. (1997) we solved Eq. 11 for the time constant -, and 
came up with K = 136 (25% incidence) at the end of the exposure 
(261 h). The following equation describes the value of K along the 
exposure:  

K = t2 × PO2
4⋅57 × e-0⋅0135 × t                                                          (12) 

POTindex for the data from Lehnigk et al. (1997) is presented in  
Fig. 6. The green line represents the compensated (accumulation and 
recovery) appropriate equation. Evidently, using 8 data points is not 
enough for an appropriate statistical analysis. However, following the 
publication of this study (Arieli, 2019b) with the courtesy of Jean Pierre 
Imbert, he supplied the author with the Lemaire 1975 report. This report 
describes a 4-day saturation dive, where at 0.6 oxygen, 4 out of 8 sub-
jects (50 %) suffered reduced VC. Using the Eqs. 12 and 10:  

K = 962×0⋅64⋅57×e-0⋅0135×96 =244                                                           

Percentage of pulmonary oxygen toxicity:  

Fig. 5. Incidence of POT (adapted from Arieli, 2019) plotted as a function of 
the POTindex calculated for each of the 16 different exposures. Regression line 
is also shown. 

Table 1 
POTindex – K is calculated for exposures to 2 ATA oxygen until termination 
when pulmonary symptoms became too severe. Data from Widell et al. (1974).  

K O2 time, h Total time, h exposure  

799  5.8  6 Continuous  
1154  8.2  9.8 25 min O2 - 5 min air  
412  6.9  13.8 20 min O2 - 20 min air  
145  5.1  15.4 10 min O2 - 20 min air  

R. Arieli                                                                                                                                                                                                                                           
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Incidence = 1⋅85 + 0⋅171× 244 = 43⋅6 %                                                

The 43.6 % is not far from 50 % where n = 8. 
Therefore, until more data are available, I suggest the use of Eq. 12 

for saturation diving at the lower range of toxic PO2. 

6. Recovery time constant 

From the similar values of recovery time constants at saturation 
0.0135 h-1 (PO2 0.55 bar) to that at PO2 of 1.05 bar, namely 0.0128 
(Arieli et al., 2002) it may be suggested that the value of the recovery 
time constant levels off below PO2 of 1.1 bar (Fig. 3). 

7. Further research 

Recently, earlier markers of POT have been presented in volatile 
organic compounds in the exhaled breath (de Jong et al., 2022b,a). It 
would be interesting to relate these markers to the POTindex, in an effort 
to predict the earliest signs of POT. Does the appearance of POT markers 
with specific POTindex are individual related or not? What is the rela-
tionship between early signs and a detected pulmonary toxicity 
manifestation? 

8. Conclusions 

The POTindex calculated by the power equation K = t2 × PO2
4.57 with 

the recovery form Ktr = Ke × e – [- 0.42 + 0.384 × (PO
2
)
ex
] × tr which are based on 

chemical and physiological principles, has a better prediction power 
than other suggested approaches. Both the cumulative pulmonary toxic 
effect and concomitant recovery are suggested to operate at the lower 
toxic range of PO2: K = t2 × PO2

4.57 × e-0.0135 × t used in saturation 
diving. The superiority of the POTindex on other approaches, mainly 
UPTD, led many diving institutes to abandon UPTD for the POTindex 
(personal communications). Recently, the use of POTindex was recom-
mended by experts in the field (Risberg and van Ooij, 2022; Salm, 2023). 

Conflict of interests 

The author declare that they have no conflict of interest. 

Acknowledgment 

The author thanks Mrs. P. Braiman for skillful editing of the 
manuscript. 

References 

Arieli, R., 1994a. Power equation for all-or-none effects of oxygen toxicity and 
cumulative oxygen toxicity. J. Basic Clin. Physiol. Pharmacol. 5, 207–225. https:// 
doi.org/10.1515/jbcpp.1994.5.3-4.207. 

Arieli, R., 1994. Oxygen toxicity as a function of time and PO2. J. Basic Clin. Physiol. 
Pharmacol. 5, 67–87. 

Arieli, R., 1998. Latency of oxygen toxicity of the central nervous system in rats as a 
function of carbon dioxide production and partial pressure of oxygen. Eur. J. Appl. 
Physiol. 78, 454–459. https://doi.org/10.1007/s004210050445. 

Arieli, R., 2003. Model of CNS O2 toxicity in complex dives with varied metabolic rates 
and inspired CO2 levels. Aviat. Space Environ. Med. 74. 

Arieli, R., 2019a. Calculated risk of pulmonary and central nervous system oxygen 
toxicity: a toxicity index derived from the power equation. Diving Hyperb. Med 49, 
154–160. https://doi.org/10.28920/dhm49.3.154-160. 

Arieli, R., 2019b. Pulmonary oxygen toxicity in saturation dives with PO2 close to the 
lower end of the toxic range – a quantitative approach. Respir. Physiol. Neurobiol. 
268, 103243 https://doi.org/10.1016/j.resp.2019.05.017. 

Arieli, R., Gutterman, A., 1997. Recovery time constant in central nervous system O2 
toxicity in the rat. Eur. J. Appl. Physiol. 75, 182–187. https://doi.org/10.1007/ 
s004210050145. 

Arieli, R., Hershko, G., 1994. Prediction of central nervous system oxygen toxicity in rats. 
J. Appl. Physiol. 77, 1903–1906. https://doi.org/10.1152/jappl.1994.77.4.1903. 

Arieli, R., Yalov, A., Goldenshluger, A., 2002. Modeling pulmonary and CNS O2 toxicity 
and estimation of parameters for humans. J. Appl. Physiol. 92, 248–256. https://doi. 
org/10.1152/japplphysiol.00434.2001. 

Aviner, B., Arieli, R., Yalov, A., 2020. Power equation for predicting the risk of central 
nervous system oxygen toxicity at rest. Front. Physiol. 11, 1007. https://doi.org/ 
10.3389/fphys.2020.01007. 

Bardin H., Lambertsen C.J.A. quantitative method for calculating cumulative pulmonary 
oxygen toxicity. Use of the "unit pulmonary toxic dose" (UPTD). Institute for 
Environmental Medicine Report. Philadelphia, PA: University of Pennsylvania, 1970. 

Brenna, C.T.A., Djaiani, G., Schiavo, S., Wahaj, M., Janisse, R., Katznelson, R., 2023. 
Pulmonary function following hyperbaric oxygen therapy: a longitudinal 
observational study. PLOS One 18 (5), e0285830. https://doi.org/10.1371/journal. 
pone.0285830. 

Clark, J.M., Jackson, R.M., Lambertsen, C.J., Gelfand, R., Hiller, W.D.B., Unger, M., 
1991. Pulmonary function in men after oxygen breathing at 3.0 ATA for 35h. J. Appl. 
Physiol. 71, 878–885. https://doi.org/10.1152/jappl.1991.71.3.878. 

Clark, J.M., Lambertsen, C.J., Gelfand, R., Flores, N.D., Pisarello, J.B., Rossman, M.D., 
Elias, J.A., 1999. Effects of prolonged oxygen exposure at 1.5, 20, or 25 ATA on 
pulmonary function in men (Predictive Studies V). J. Appl. Physiol. 86, 243–259. 
https://doi.org/10.1152/jappl.1999.86.1.243. 

Demchenko, I.T., Karen, E., Barry, W.W., Allen, B.W., Claude, A., Piantadosi, C.A., 2007. 
Similar but not the same: normobaric and hyperbaric pulmonary oxygen toxicity, the 
role of nitric oxide. Am. J. Physiol. Lung Cell Mol. Physiol. 293, L229–L238. https:// 
doi.org/10.1152/ajplung.00450.2006. 

Demchenko, I.T., Zhilyaev, S.Y., Moskvin, A.N., Piantadosi, C.A., Allen, B.W., 2011. 
Autonomic activation links CNS oxygen toxicity to acute cardiogenic pulmonary 
injury. Am. J. Physiol. Lung Cell Mol. Physiol. 300, L102–L111. https://doi.org/ 
10.1152/ajplung.00178.2010. 

Diving Medical Advisory Committee. Exposure index for pulmonary oxygen toxicity in 
surface-oriented diving. 2023. DMAC 35 Avaliable At: 〈http://www.dmac-diving. 
org〉 (Accessed: June 23, 2023). 

Eckenhoff, R.G., Dougherty, J.H.Jr, Messier, A.A., Osborne, S.F., Parker, J.W., 1987. 
Progression of and recovery from pulmonary oxygen toxicity in humans exposed to 5 
ATA air. Aviat. Space Environ. Med. 58, 658–667. 

Hadanny, A., Zubari, T., Tamir-Adler, L., Bechor, Y., Fishlev, G., Lang, E., Polak, N., 
Bergan, J., Friedman, M., Efrati, S., 2019. Hyperbaric oxygen therapy effects on 
pulmonary functions: a prospective cohort study. BMC Pulm. Med. 19, 148. https:// 
doi.org/10.1186/s12890-019-0893-8. 

Harabin, A.L., Homer, L.D., Weathersby, P.K., Flynn, E.T., 1987. An analysis of 
decrements in vital capacity as an index of pulmonary oxygen toxicity. J. Appl. 
Physiol. 63, 1130–1135. https://doi.org/10.1152/jappl.1987.63.3.1130. 

Hills, B.A., 1976. A Cumulative Oxygen Toxicity Index Allowing for the Regression of 
Effects at Low Inspired Oxygen Partial Pressures. Physiology Department, Queen 
Elizabeth College, University of London,, London. https://doi.org/10.1152/ 
jappl.1999.86.1.243.  

Hills, B.A., 1977. The Biophysical Basis of Prevention and Treatment Decompression 
Sickness. John Wiley & sons,, Chichester.  

de Jong, F.J.M., Wingelaar, T.T., Brinkman, P., van Ooij, P.-J.A.M., Maitland-van der 
Zee, A.H., Hollmann, M.W., van Hulst, R.A., 2022a. Pulmonary oxygen toxicity 
through exhaled breath markers after hyperbaric oxygen treatment Table 6. Front. 
Physiol. 13 https://doi.org/10.3389/fphys.2022.899568. 

de Jong, F.J.M., Brinkman, P., Wingelaar, T.T., van Ooij, P.-J.A.M., van Hulst, R.A., 
2022. Volatile organic compounds frequently identified after hyperbaric hyperoxic 
exposure: the VAPOR Library. Metabolites 12, 470. https://doi.org/10.3390/ 
metabo12050470. 

Kiboub, F.Z., Møllerløkken, A., Hjelde, A., Flatberg, A., Loennechen, Ø., Eftedal, I., 2018. 
Blood gene expression and vascular function biomarkers in professional saturation 
diving. Front. Physiol. 9, 937. https://doi.org/10.3389/fphys.2018.00937. 

Lehnigk, B., Jörres, R.A., Elliott, D.H., Holthaus, J., Magnussen, H., 1997. Effects of a 
single saturation dive on lung function and exercise performance. Int. Arch. Occup. 
Environ. Health 69, 201–208. https://doi.org/10.3389/fphys.2022.911167. 

Fig. 6. POTindex (adapted from ref. 33) calculated for the 261 h exposure to a 
PO2 of 0.55 bar, for both cumulative toxicity and recovery which take place 
throughout the exposure (Eq. 12). The recovery time constant is the value 
which yields K = 136 at the end of exposure, namely 0.0135 h-1. 

R. Arieli                                                                                                                                                                                                                                           

https://doi.org/10.1515/jbcpp.1994.5.3-4.207
https://doi.org/10.1515/jbcpp.1994.5.3-4.207
http://refhub.elsevier.com/S1569-9048(23)00102-7/sbref2
http://refhub.elsevier.com/S1569-9048(23)00102-7/sbref2
https://doi.org/10.1007/s004210050445
http://refhub.elsevier.com/S1569-9048(23)00102-7/sbref4
http://refhub.elsevier.com/S1569-9048(23)00102-7/sbref4
https://doi.org/10.28920/dhm49.3.154-160
https://doi.org/10.1016/j.resp.2019.05.017
https://doi.org/10.1007/s004210050145
https://doi.org/10.1007/s004210050145
https://doi.org/10.1152/jappl.1994.77.4.1903
https://doi.org/10.1152/japplphysiol.00434.2001
https://doi.org/10.1152/japplphysiol.00434.2001
https://doi.org/10.3389/fphys.2020.01007
https://doi.org/10.3389/fphys.2020.01007
https://doi.org/10.1371/journal.pone.0285830
https://doi.org/10.1371/journal.pone.0285830
https://doi.org/10.1152/jappl.1991.71.3.878
https://doi.org/10.1152/jappl.1999.86.1.243
https://doi.org/10.1152/ajplung.00450.2006
https://doi.org/10.1152/ajplung.00450.2006
https://doi.org/10.1152/ajplung.00178.2010
https://doi.org/10.1152/ajplung.00178.2010
http://www.dmac-diving.org
http://www.dmac-diving.org
http://refhub.elsevier.com/S1569-9048(23)00102-7/sbref16
http://refhub.elsevier.com/S1569-9048(23)00102-7/sbref16
http://refhub.elsevier.com/S1569-9048(23)00102-7/sbref16
https://doi.org/10.1186/s12890-019-0893-8
https://doi.org/10.1186/s12890-019-0893-8
https://doi.org/10.1152/jappl.1987.63.3.1130
https://doi.org/10.1152/jappl.1999.86.1.243
https://doi.org/10.1152/jappl.1999.86.1.243
http://refhub.elsevier.com/S1569-9048(23)00102-7/sbref20
http://refhub.elsevier.com/S1569-9048(23)00102-7/sbref20
https://doi.org/10.3389/fphys.2022.899568
https://doi.org/10.3390/metabo12050470
https://doi.org/10.3390/metabo12050470
https://doi.org/10.3389/fphys.2018.00937
https://doi.org/10.3389/fphys.2022.911167


Respiratory Physiology & Neurobiology 315 (2023) 104114

6

Lian, N., Wang, S., Hu, L., Xue, L., Gong, Y., Li, L., Yang, Y., Zhu, L., 2022. Effect of a 
single simulated 500m saturation dive on lung. Front. Physiol. 13 https://doi.org/ 
10.3389/fphys.2022.911167. 

Mrakic-Sposta, S., Vezzoli, A., D’Alessandro, F., Paganini, M., Dellanoce, C., Cialoni, D., 
Bosco, G., 2020. Change in oxidative stress biomarkers during 30 days in saturation 
dive: a pilot study. Int. J. Environ. Res Public Health 17, 7118. https://doi.org/ 
10.3390/ijerph17197118. 

Risberg, J., van Ooij, P., 2022. Hyperoxic Hyperoxic exposure monitoring in diving: A 
farewell to the UPTD. Undersea Hyperb. Med. 49, 395–413. https://doi.org/ 
10.22462/07.08.2022.1. 

Risberg, J., van Ooij, P.J., Matity, L., 2023. From UPTD to ESOT: monitoring hyperoxic 
exposure in surface-oriented diving. Undersea Hyperb. Med. https://doi.org/ 
10.22462/01.01.2023.344. 

Salm, A., 2023. Der K-wert algorithmus. Caisson 38, 18–28. 
Shykoff, B.E., 2007. Performance of various models in predicting vital capacity changes 

caused by breathing high oxygen partial pressures. Navy Experimental Diving Unit 
Technical Report NEDU TR 07-13. Navy Experimental Diving Unit,, Panama City, FL 
(Available from). 〈http://archive.rubicon-foundation.org/6867〉.  

Shykoff, B.E., 2014. Cumulative effects of repeated exposure to PO2 = 200 kPa (2 atm). 
Undersea Hyperb. Med. 41, 291–300. 

Shykoff, B.E., 2015. Residual oxygen time model for oxygen partial pressure near 130 
kPa (1.3 atm). Undersea Hyperb. Med. 42, 547–564. 

Shykoff, B.E., 2017. Why UPTD calculations should not be used. Shearwater. 〈https:// 
www.shearwater.com/monthly-blog-posts/uptd-calculations-not-used/〉. 

Shykoff, B.E., Florian, J.P., 2018. Pulmonary effects of repeated six-hour normoxic and 
hyperoxic dives. PLOS One 13, e0202892. https://doi.org/10.1371/journal. 
pone.0202892. 

Shykoff B.E. Pulmonary effects of six-hour dives in-water or dry chamber exposure to an 
oxygen-partial pressure of 1.6 ATA. NEDU TA 02–22 321 Bullfinch Rd. NEDU TR 
05–19 Panama City, FL 32407–37015 October, 2005. 

Shykoff B.E. Pulmonary effects of submerged breathing of air or oxygen. TA 01–11, 
NEDU TR 02–14, 2002. 

Staff Saturation diving manual, Chapter 8. Smit Subsea OPM-03–09 (Revision 2 ed.). 
Smit Subsea SHE-Q. (June 2011). 

Suzuki, S., Ikeda, T., Hashimoto, A., 1991. Decrease in the single-breath diffusing 
capacity after saturation dives. Undersea Biomed. Res. 18, 103–109. 

Thorsen, E., Segadal, K., Myrseth, E., Påsche, A., Gulsvik, A., 1990. Pulmonary 
mechanical function and diffusion capacity after deep saturation dives. Br. J. Ind. 
Med. 47, 242–247. https://doi.org/10.1136/oem.47.4.242. 

Thorsen, E., Segadal, K., Kambestad, B.K., 1994. Mechanisms of reduced pulmonary 
function after a saturation dive. Eur. Respir. J. 7, 4–10. https://doi.org/10.1183/ 
09031936.94.07010004. 

U.S. Department of the Navy, U.S. Navy diving manual, revision 7, change A. NAVSEA 
0910-LP-115–1921. Naval Sea Systems Command, Washington, D.C.〈https://www. 
navsea.navy.mil/Portals/103/Documents/SUPSALV/Diving/US%20DIVING% 
20MANUAL_REV7_ChangeA-6.6.18.pdf?ver=2018–06-15–102549-030〉. 2018 
Accessed 03 April 2019. 

van Ooij, P.-J.A.M., van Hulst, R.A., Houtkooper, A., Sterk, P.J., 2011. Differences in 
spirometry and diffusing capacity after a 3-h wet or dry oxygen dive with a PO2 of 
150 kPa. Clin. Physiol. Funct. Imaging 31, 405–410. https://doi.org/10.1111/ 
j.1475-097X.2011.01034.x. 

Widell, P.J., Bennett, P.B., Kivlin, P., Gray, W., 1974. Pulmonary oxygen toxicity in man 
at 2 ATA with intermittent air breathing. Aerosp. Med. 45, 407–410. 

Wright W.B. Calculation of cumulative pulmonary oxygen toxicity. Experimental Diving 
Unit Report 2–72, NEDU, 1972. 

R. Arieli                                                                                                                                                                                                                                           

https://doi.org/10.3389/fphys.2022.911167
https://doi.org/10.3389/fphys.2022.911167
https://doi.org/10.3390/ijerph17197118
https://doi.org/10.3390/ijerph17197118
https://doi.org/10.22462/07.08.2022.1
https://doi.org/10.22462/07.08.2022.1
https://doi.org/10.22462/01.01.2023.344
https://doi.org/10.22462/01.01.2023.344
http://refhub.elsevier.com/S1569-9048(23)00102-7/sbref29
http://archive.rubicon-foundation.org/6867
http://refhub.elsevier.com/S1569-9048(23)00102-7/sbref31
http://refhub.elsevier.com/S1569-9048(23)00102-7/sbref31
http://refhub.elsevier.com/S1569-9048(23)00102-7/sbref32
http://refhub.elsevier.com/S1569-9048(23)00102-7/sbref32
https://www.shearwater.com/monthly-blog-posts/uptd-calculations-not-used/
https://www.shearwater.com/monthly-blog-posts/uptd-calculations-not-used/
https://doi.org/10.1371/journal.pone.0202892
https://doi.org/10.1371/journal.pone.0202892
http://refhub.elsevier.com/S1569-9048(23)00102-7/sbref35
http://refhub.elsevier.com/S1569-9048(23)00102-7/sbref35
https://doi.org/10.1136/oem.47.4.242
https://doi.org/10.1183/09031936.94.07010004
https://doi.org/10.1183/09031936.94.07010004
https://www.navsea.navy.mil/Portals/103/Documents/SUPSALV/Diving/US%20DIVING%20MANUAL_REV7_ChangeA-6.6.18.pdf?ver=2018-06-15-102549-030
https://www.navsea.navy.mil/Portals/103/Documents/SUPSALV/Diving/US%20DIVING%20MANUAL_REV7_ChangeA-6.6.18.pdf?ver=2018-06-15-102549-030
https://www.navsea.navy.mil/Portals/103/Documents/SUPSALV/Diving/US%20DIVING%20MANUAL_REV7_ChangeA-6.6.18.pdf?ver=2018-06-15-102549-030
https://doi.org/10.1111/j.1475-097X.2011.01034.x
https://doi.org/10.1111/j.1475-097X.2011.01034.x
http://refhub.elsevier.com/S1569-9048(23)00102-7/sbref39
http://refhub.elsevier.com/S1569-9048(23)00102-7/sbref39

	The pulmonary oxygen toxicity index
	1 Introduction
	2 Power equation, exponential recovery and oxygen toxicity index
	3 Pulmonary oxygen toxicity index – POTindex
	4 Establishing the limits of POTindex
	5 POT index in saturation diving (lower range of toxic PO2)
	6 Recovery time constant
	7 Further research
	8 Conclusions
	Conflict of interests
	Acknowledgment
	References


