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Background: Sertraline is a commonly used medication for adolescent patients with depression, and missed or delayed dose has been
frequently observed during long-term treatment. However, little is known about the remedial strategies for missed or delayed dose of
sertraline. Hence, we designed the remedial strategies of different missed dosage scenarios based on population pharmacokinetics
(PPK) model simulation, aiming to provide medication guidance to Chinese adolescent depressive patients.

Methods: A total of 221 sertraline concentration monitoring data were collected from 103 sertraline-treated adolescent patients with
depression. Data analysis was performed using nonlinear mixed-effects model, and situations of different missed doses were simulated
in the sertraline PPK model, including one single missed dose and double/triple missed doses under different therapeutic dosages.
Results: A one-compartment model without covariates was established to characterize the PPK of sertraline in adolescent patients
with depression. Population typical values of sertraline clearance and apparent distribution volume were 65.8 L/h and 1570 L,
respectively. Our simulation results revealed that when adolescent patients missed or delayed sertraline administration, the scheduled
dose should be administered immediately. Additionally, our results suggested that the dose of the next remedial time should be
adjusted according to the duration of the delay and the frequency of missed doses.

Conclusion: In this study, we developed remedy strategies for missed or delayed dosing of sertraline in Chinese adolescents with depression
based on our PPK model simulations. These findings may provide valuable clinical guidance for sertraline treatment in this population.
Keywords: sertraline, adolescents, missed or delayed dose, population pharmacokinetics, modeling and simulation

Introduction

Depression is a severe recurrent disease with persistent mood disorders and strong self-harm or suicidal tendencies.'*
With the dramatic increase in the incidence of adolescent depression in the past decade, the treatment of adolescent
depression has caused heavy medical burden worldwide.> > The treatment of depression mainly includes drug therapy,
psychotherapy, and cognitive behavioral therapy.®’ At present, drug therapy remains the predominant method of

treatment for depression. As a selective serotonin re-uptake inhibitor, sertraline has been widely used in the treatment
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of psychiatric diseases, including depression.*? The pharmacokinetic characteristics of sertraline mainly include long
half-life, high plasma clearance, and high plasma protein affinity.'>'' The common daily dose of sertraline is 25-200 mg,
and the therapeutic reference concentration range is defined based on the trough concentration.'?

Among adolescents with depression, poor adherence is considered to be a major barrier during treatment.'* Of all the
medication adherence problems, missed or delayed dosing is the most common clinically and may lead to problems such
as therapeutic overdose or therapeutic underdose.'*'> Therapeutic overdose may lead to concentration-dependent adverse
drug reactions, such as tachycardia, drowsiness, nausea and vomiting, while insufficient remedial doses may reduce
therapeutic efficacy.'®'® Therefore, considering the wide use of sertraline in adolescent depression, a rational remedial
medication strategy is required to reduce the risk of adverse reactions while maintaining clinical efficacy.

The approach of population pharmacokinetics (PPK) has been widely applied in individual pharmacokinetic studies
by employing therapeutic drug monitoring and precise use of known pharmacokinetic models.?’ Classical pharmacoki-
netic models rely on dense data points to obtain accurate parameters, whereas the PPK models are able to reflect typical
population characteristics by fitting parameters of multiple sparse samples.'®*' Due to the mandatory irregular dosing
trials violated morality and ethics, previous clinical trials were unable to conduct studies with missed or delayed
dosing.**>* The methodology of PPK allows us to quantitatively estimate the impact of missed or delayed dose on
patients, simulate appropriate remedial dose, and provide remedial plans. Thus, there are no relevant studies on remedial
measure for missed or delayed sertraline administration in Chinese adolescent population. Therefore, in this study, we
developed remedial strategies under different missed doses situations via the approaches of PPK modeling and simula-
tions. Our findings would provide valuable clinical guidance for the sertraline treatment in adolescents with depression.

Materials and Methods

Patients and Data Sources
All data were sourced from the therapeutic drug monitoring (TDM) and hospital information system of the Affiliated
Brain Hospital of Guangzhou Medical University. The time range of data collection was between 1st January 2019 and
31st December 2023. The inclusion criteria for recruitment were as follows: (1) took sertraline for treatment, (2) had at
least two sertraline concentration data per patient, (3) aged between 13 and 17 years, (4) with complete pharmacother-
apeutic records. Patients were excluded if: (1) patients were non-Chinese, (2) serum concentration of sertraline was zero,
or below the lower limit/above the upper limit, of quantification, (3) two data points of sertraline concentration were not
within the same hospitalization period.

Data collected from each patient included demographic information such as gender, age, height, and body weight.
Missing values for height and body weight were replaced by median values in each gender. The clinical metrics included
sertraline serum concentration, co-administered drugs, and detailed information of sertraline administration, such as
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dosage and timing. All hospitalized patients were administered sertraline at prescribed time points, and sertraline blood
samples were collected at 6—7 a.m. before subsequent medication. This study was approved by the Institutional Review
Board (IRB) of the Affiliated Brain Hospital of Guangzhou Medical University (approval number: 2021027). All patients
had signed informed consent for off-label medication before sertraline administration.

Determination of Sertraline Concentration

Serum sertraline concentration was determined by HPLC-MS/MS (Shimadzu, Japan). Acetonitrile was used to extract
analytes in protein precipitation, and sertraline-d3 was employed as an internal standard. Separation was performed on
Agilent Eclipse XDB-C18 column (4.6 x 50 mm, 1.8 um) at 35°C, and A: B (1: 1, v: v) constituted the mobile phase for
analysis with a separation flow rate of 0.6 mL/min. Mobile phase A was a methanol-water mixture including 5 mmol/L
ammonium formate and B was pure methanol. The applied linearity range of sertraline was 5-500 ng/mL, and the
relative standard error (RSE) of intra-day and inter-day precision was below 15%. The therapeutic reference range and
laboratory alert level for sertraline were 10—150 ng/mL and 300 ng/mL, respectively. Since there was no therapeutic
reference range for adolescents, we used the therapeutic reference range for adults as a measure. All statistical analysis
was performed using Microsoft Excel 2019, and all demographic characteristics were presented as median and range.

The PPK Model

Model Development

In this study, a nonlinear mixed effects model (NONMEM, version 7.3.0) was used for the analysis of PPK, the design
and validation of the model was achieved by Pirana (version 2.9.0). The model parameters were estimated by a one-
compartment model including the first-order conditional estimation method, which can be used for inter-individual and
intra-individual variability interactions.

Most of the blood samples collected were in the elimination phase stage with no significant change in concentration. The
absorption phase cannot be evaluated as there is no serum concentration data for the absorption phase. Therefore, the absorption
rate constant (Ka) from related studies was adopted, and Ka was fixed at 0.5.> The inter-individual variation (IIV) was described
by an exponential model (Equation 1), and the associative error (Equation 2) was used to fit the intra-individual variation.

Y=Fx(l+e)+e (2)

In Equation 1, Py is the individual parameter values, P,,; is the typical values of population parameters, and #; denotes
the random effect of the iy, individual, which obeys a normal distribution with mean 0 and variance w.” In Equation 2,
Y and F are the observed and predicted value of sertraline concentrations, respectively. ¢; and ¢, represent the
proportional error and summed error, respectively. ¢; and ¢, conform to a normal distribution with a mean of 0 and
variances of o;° and 0,7, respectively.

Covariate Filtering

The final model of sertraline was constructed by screening covariates using the forward inclusion method. If a covariate
reduced the objective function value by more than 6.63 (P <0.01), the covariate was then considered statistically significant
and retained in the model. Continuous type variables such as height, body weight, and age were evaluated using Equation 3,
whereas categorical variables such as gender and concomitant medication were assessed using Equation 4.

Py ="Pu;. (146 . (COV—COVye)) . € 3)

Py="Py;. (146, .COV) . ¢, 4)

COV,eq denotes the median value of the continuous variable, 6; is the variable used to adjust the jy, PK parameter. For
gender covariates, a COV of 1 represents females and 0 represents males. For concomitant medication, a COV of 1
represents co-administration and O represents no co-administration.
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Model Evaluation

To evaluate the stability and predictability of the final model, the goodness-of-fit (GOF) plots, normalized prediction
distribution error (NPDE), and bootstrap were used for validation. The GOF plots were created by GraphPad Prism
(version 10.1.2), and NPDE package in R (version 4.3. 2) was applied to generate NPDE plots. The dataset was sampled
repeatedly for 1000 times using the bootstrap. The accuracy of pharmacokinetics parameters was evaluated by comparing

the median and 95% confidence intervals of the original data and the results.

Model Simulation

Based on our established PPK model, the typical values of the population were collected, and the simulation design was
carried out. The common clinical dosages of sertraline were 50 mg, 100 mg, and 200 mg, and the common dosing
regimen was once-daily (QD) administration at 8:30 a.m.

We assumed that an adolescent patient needed long-term sertraline and was required to take sertraline at 8:30 a.m.
each day. Simulations were performed using population typical values from the final model. Supposing that a typical
adolescent patient had a single missed dose (day 33), double missed doses (days 33 and 34), and triple missed doses
(days 33, 34, and 35) during the sertraline administration, we simulated the following three scenarios.

Scenario 1: Skip the missed dose and take the regular dosing regimen at the next dosing time.

Scenario 2: Take the missed dose immediately and then simulate whether a remedial dose is required to ensure rapid
recovery of the sertraline steady-state concentration.

Scenario 3: Skip the missed dose and quickly restore the sertraline steady-state concentration by increasing the remedial dose.

The dosage form of sertraline used in this study was 50 mg tablets, and the minimum remedial dose selected was
12.5 mg (one quarter of the 50 mg tablet).

Results

Demographic Characteristics

A total of 221 sertraline concentration monitoring data during 2019-2023 were collected from 103 sertraline-treated
Chinese adolescent patients with depression. All data were sourced from 30 males and 73 females. The median age was
15 years (range 13—17). The median weight was 57.5 kg (range 39.9-89) and 50 kg (range 34-91) for male and female,
respectively. The demographic characteristics and drug information were listed in Tables 1 and S1.

Table 1 Demographic Data and Characteristics of Patients

Characteristic N (Ratio) Median (Range)

Number of patients 103 -

Gender

Male 30 (29.00%) -

Female 73 (71.00%) -

Concentration (ug/L) 221 63.54 (5.07-299.87)

Daily dose (mg) - 150 (50-300)

Age (years) - 15 (13-17)

Weight (kg)

Male - 57.5 (39.9-89)

Female - 50 (34-91)

Height (cm)

Male - 169 (150-176)

Female - 159.5 (150-172)
(Continued)
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Table | (Continued).

Characteristic N (Ratio) Median (Range)

Concomitant medication

Quetiapine 43 (41.75%) -
Olanzapine 32 (31.07%) -
Alprazolam 34 (33.00%) -

Note: The missing values of height and weight in some patients were substituted
by medians. (Missing values for height accounted for 37.90% and missing values
for weight accounted for 5.80%).

Model Establishment

Covariates were added independently by the stepwise forward inclusion method, and no significant covariates were
screened. As shown in Table 2, one-compartment PPK model of primary absorption was established for the description of
sertraline data, and population typical values of CL/F and V/F were 65.8 L/h and 1570 L, respectively. The RSE values
were below 30%, indicating a reasonable range of the parameters in the final model.

Model Evaluation

Figure 1 displayed the GOF plot for the final model, including population predicted concentrations versus observed
concentrations (Figure 1A), individual predicted concentrations versus observed concentrations (Figure 1B), conditional
weighted residual errors versus individual predicted concentrations (Figure 1C), and conditional weighted residual errors
versus time after last dose (Figure 1D). From Figure 1, there was a good linear relationship between the observed
concentration and the predicted concentration, indicating that the overall fitting effect was good.

NPDE was used to evaluate the pharmacokinetic parameters of sertraline, and the NPDE results were illustrated in
Figure 2. As shown in the distribution histogram (Figure 2A) and quantile—quantile plot (Figure 2B), the variance and
mean were 1.14 and 0.152, respectively. No significant trend was found for NPDE versus time (Figure 2C) or NPDE
versus the predicted concentrations (Figure 2D). Table 2 listed the results of the bootstrap method. The method succeeded
928 out of 1000 validations, with a success rate of 92.8%. Together, these results indicated good stability and
predictability of the final model for sertraline.

Model Simulation

In this study, we selected the trough serum concentration as the reference concentration for choosing the optimal remedial
regimen. Figure 3 demonstrated the serum drug concentration fluctuations without taking any remedial plan. Specifically,
Figure 3A—C exhibited the serum drug concentration fluctuations of single missed dose of 50 mg, 100 mg, and 200 mg,
respectively. Regarding the scenario of double missed doses, the serum drug concentration fluctuations of 50 mg,

Table 2 Population Pharmacokinetic Parameters and Bootstrap Results for

Sertraline

Parameters Final Model Bootstrap
Estimate | RSE (%) | IV (%) | Median 95% ClI

Ka (h") 0.5 fixed - - 0.5 fixed -

CL/F (Lh™") 65.8 6 0.134 65.96 59.11-72.82

V/IF (L) 1570 19 0.326 1652.18 | 1129.10-2401.14

PRO (%) 0.0959 - - 0.09 0.01-0.12

ADD (%) 247 - - 26.28 2.68-344.63

Abbreviations: Ka, absorption rate constant; CL/F, clearance of sertraline; V/F, volume of
distribution of sertraline; PRO, proportional residual error; ADD, additive residual error; RSE,
relative standard errors; IV, interindividual variability; Cl, confidence interval.
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Figure | Plots of goodness-of-fit of the final model. (A) Population predicted concentrations versus observed concentrations; (B) Individual predicted concentrations
versus observed concentrations; (C) Conditional weighted residual errors versus individual predicted concentrations. (D) Conditional weighted residual errors versus time
after last dose. The solid black lines are the reference lines and the dotted red lines are the locally weighted regression trend lines.

100 mg, and 200 mg were exhibited in Figure 3D—F. In Figure 3G-I, the serum drug concentration fluctuations of triple
missed doses of 50 mg, 100 mg, and 200 mg were presented accordingly. The data of simulation indicated that the
steady-state trough concentration of patients without missed or delayed doses was 22.34 pg/L under the 50 mg regimen,
44.69 pg/L under the 100 mg regimen, and 89.37 ng/L under the 200 mg regimen. These data suggested that all
concentrations were within the therapeutic window. The trough serum concentration was collected at 7:00 a.m. prior to
administration, and the peak serum concentration was collected at 4.5 hours post-administration. There was an increased
likelihood of a patient’s serum concentration falling below the treatment threshold following a missed dose. For all
simulation scenarios, if the delay time was within 14 hours, it was appropriate to take the delayed dose immediately. The
remedial dose at the next scheduled dosing time depended on the number of missed doses and the length of the delay.

The remedial results of single missed dose of sertraline were shown in Figure 4. For the 50 mg dosing regimen, if
administration was delayed within 7 hours, taking the delayed dose immediately followed by the regular dose at the next
scheduled time (8:30) could quickly restore the serum drug concentration to a steady-state level (Figure 4A). When the
dose delay was between 7 and 14 hours, it was appropriate to take three-quarters of the delayed dose at the next
scheduled time (Figure 4B). When the delay time exceeded 14 hours and reached the time point of the next dosing,
a remedial plan of 1.5 times of missed dose would be appropriate (Figure 4C). For the 100 mg dosing regimen, if
administration was delayed within 5 hours, taking the delayed dose immediately followed by the regular dose at the next
scheduled time (8:30) could quickly restore the serum drug concentration to a steady-state level (Figure 4D). If the delay
time was between 5 and 14 hours, three-quarters of the delayed dose should be taken at the next scheduled time
(Figure 4E). When the delay time exceeded 14 hours, a remedial plan of 1.5 times of missed dose would be appropriate
(Figure 4F). When the 200 mg dose regimen was delayed within 4 hours, take the delayed dose immediately could
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Figure 2 The normalized prediction distribution error (NPDE) for the final model of sertraline. (A) Histogram of NPDE; (B) Normal Q-Q plots for NPDE; (C) NPDE
versus time; (D) NPDE versus the predicted concentrations of sertraline (predicated DV).

quickly restore the serum drug concentration to a steady-state level (Figure 4G). If the delay time was between 4 and 9
hours, it was appropriate to take the delayed dose immediately and 175 mg at the next scheduled time (Figure 4H).
Three-quarters of the delayed dose were appropriate at the next scheduled time for the delay time between 9 and 14 hours
(Figure 4I). Notably, when the delay time was between 14 and 24 hours, skip the missed dose and take the regular dose at
the next scheduled time could quickly restore the serum drug concentration to a steady-state level (Figure 4J).

Figure 5 exhibited the concentration—time curves of sertraline for double missed doses of 50 mg, 100 mg, or 200 mg
QD and the corresponding remedial strategies. For the 50 mg dosing regimen, when the delay time was within 14 hours,
taking 1.25 times of the regular dose at the next scheduled time could quickly restore the serum drug concentration to
a steady-state level (Figure 5A). When the delay time was between 14 and 24 hours, it was appropriate to take 1.75 times
of the regular dose at the next scheduled time (Figure 5B). For the 100 mg dosing regimen, when the delay time was
within 14 hours (Figures 5C) or between 14 and 24 hours (Figures 5D), the remedial plans were the same as the 50 mg
dosing regimen. For the 200 mg dosing regimen, when the delay time was within 2 hours, it was appropriate to take
225 mg dosage at the next scheduled time (Figure SE). When the delay time exceeded 2 hours, skipping the missed dose
and taking 300 mg at the next scheduled time could quickly restore steady-state serum drug concentration (Figure 5F).

The remedial results of triple missed sertraline dose of 50 mg, 100 mg and 200 mg were presented in Figure 6. For the
50 mg dosing regimen, Figure 6A exhibited the concentration—time curves for taking the missed dose when the delay
time was within 6 hours and taking 1.5 times of the missed dose at the next scheduled time. The concentration—time
curves for taking 2 times of the missed dose when the delay time was between 6 and 24 hours were shown in Figure 6B.
For the 100 mg dosing regimen, when the delay time was within 6 hours (Figure 6C) or between 6 and 24 hours
(Figure 6D), the remedial plans were the same as the 50 mg dosing regimen. For the 200 mg dosing regimen, Figure 6E
displayed the concentration—time curves for taking the missed dose when the delay time was within 14 hours and taking
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100 mg, or 200 mg; (D-F) Double missed doses of 50 mg, 100 mg, or 200 mg; (G-I) Triple missed doses of 50 mg, 100 mg, or 200 mg.

1.25 times of the missed dose at the next scheduled time. The concentration—time curves for taking 1.5 times of the
missed dose when the delay time was between 14 and 24 hours were exhibited in Figure 6F. The serum concentration of
sertraline rose rapidly in most remedial scenarios, which might increase the risk of adverse reactions. Furthermore, we
found that the steady-state concentration could restore slowly after a single missed dose of sertraline over approximately
five days. When the patient missed triple doses, the sertraline serum concentration was below the lower limit of the
effective therapeutic. In order to restore the steady-state concentration, it was necessary to increase the remedial dose, but
at the same time, this would increase the risk of adverse reactions. Thus, it would be appropriate to skip the missed dose
and take the regular dose at the next scheduled time (8:30 a.m.) to restart a new course of treatment.

The theoretical remedial doses of sertraline in different missed scenarios were listed in Table S2. Noteworthy, the
maximum daily dose of 200 mg could be easily exceeded if a remedial strategy was adopted for the dosage of 200 mg,
thereby increasing the risk of adverse reactions. Thus, if the single remedial dose exceeded 200 mg, we did not
recommend remedial measures for patients.
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Figure 4 Concentration—time curves of sertraline for single missed dose of 50 mg, 100 mg, or 200 mg QD and the corresponding remedial strategies. (A=C) Single missed
dose of 50 mg; (D-F) Single missed dose of 100 mg; (G-J) Single missed dose of 200 mg.

The graphical representations of recommended remedial strategies were demonstrated in Figure 7, and the delay time
was defined as the duration of the missed medication. If the missed dose was not included in our remedial strategies, the
remedial dose for patients should be administered under the evaluation of physicians.

Discussion

To our knowledge, this is the first study investigating remedial strategies for missed or delayed dose of sertraline in
Chinese adolescent patients with depression using PPK model and simulation approaches. Depression has seriously
affected the social performance of adolescents, and one of the major problems in medication adherence is missed or
delayed dosing, which is closely related to factors such as age, working conditions, and educational level.***° Drug

omission may result in serum concentrations below the effective therapeutic range, thus leading to depression
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Figure 5 Concentration—time curves of sertraline and the corresponding remedial strategies for different double missed doses. (A and B) Double missed doses of 50 mg
QD; (C and D) Double missed doses of 100 mg QD; (E and F) Double missed doses of 200 mg QD.
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(C and D) Triple missed doses of 100 mg QD; (E and F) Triple missed doses of 200 mg QD.
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Any time of medication delays was defined as a situation when a patient misses two or three consecutive doses,
they should restart at the prescribed dose without additional remedial measures.
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Figure 7 Graphical representation of recommended remedial strategies for delayed or missed dose of sertraline.

aggravated.>® Therefore, our current study established a PPK model of sertraline in adolescent patients with depression
and demonstrated the stability and predictive performance of the model through model validations. Based on this PPK
model, we further simulated and designed different missed or delayed dose scenarios and provided remedial plans.
Our data of demographic characteristics indicated that no covariates significantly affecting the pharmacokinetic
parameters of sertraline. Previous studies have shown that factors including age, gender, gene polymorphism, and liver
function can affect pharmacokinetic parameters of sertraline.’’ > Our very recent study indicated that age had
a significant effect on the clearance of sertraline, and the serum concentrations in adolescents were lower than those
in adults due to a higher clearance of adolescents.>® In this study, we did not detect a significant effect of age on sertraline
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clearance as the age of adolescent patients was only distributed within a small range of 13—17. Besides, body weight was
also believed to have a significant effect on sertraline clearance and apparent distribution volume. For every 10 kg
increase in body weight, sertraline clearance and apparent volume of distribution increased by 4.9% and 16.1%
accordingly.®® In this study, missing values for height and weight were replaced by median values for males or females,
and our results suggested no significant impact of body weight on clearance rate or apparent distribution. This finding
might be attributed to the relatively small weight difference between adolescent patients in this study. Other studies also
reported no significant effect of body weight on sertraline clearance, which is consistent with our results.***> Regarding
the effect of liver function, previous findings had suggested that sertraline clearance was significantly affected by the
serum concentration of its metabolite, N-desmethyl sertraline.*® In this study, we were unable to analyze the effect of
N-desmethyl sertraline due to the lack of relevant data.

Extensive studies have revealed that sertraline is metabolized by Cytochrome P450 (CYP) enzyme system, and the main
metabolic enzymes are CYP2B6 and CYP2C19.%-7*® Among them, CYP2C19 is a significant factor affecting the clearance
rate of sertraline, especially in East Asian population. The Clinical Pharmacogenetics Implementation Consortium (CPIC)
showed that 13% of East Asian individuals are poor metabolizers, 46% are intermediate metabolizers, and only 38% are
normal metabolizers.”® Unfortunately, the CYP2C19 genotype was not tested in patients in this study, and therefore the effect
of CYP2C19 genotyping on our PPK model could not be assessed. Nonetheless, we collected sufficient data that allowed us to
monitor serum drug concentrations without genetic information. In this study, sertraline was adjusted to the appropriate dose
and stabilized within the therapeutic range before patients were discharged from the hospital. After discharge, patients
returned to the hospital for regular monitoring of serum drug concentrations. In addition, although genotype information can
explain metabolic differences between patients to some extent, further validation of serum drug concentration is still
necessary.”® On the other hand, TDM can provide guidance for dose adjustment in the absence of genotyping data.
However, it is important to note that individual variability factors, such as genetic polymorphisms and underlying health
conditions, may potentially affect the metabolism of sertraline. Therefore, the combined approach of genotyping and TDM
would be optimal to provide individualized medication guidance for patients. Taken together, despite the lack of CYP2C19
genotyping, based on the therapeutic window and alert concentration, our data could still preliminarily evaluate patient
medication safety, and the model fitting and its results were not affected. Moreover, we examined the influence of concomitant
medication on CYP2C19 enzyme metabolism. Our study primarily investigated the effects of other psychiatric drugs on
sertraline clearance. However, due to the low frequency of concomitant use in this study, no drugs affecting sertraline
clearance were identified in our PPK model. Similarly, in another sertraline PPK study, no significant effects of psychiatric
drugs, such as lamotrigine, quetiapine, and venlafaxine on the clearance rate or volume of distribution of sertraline were
found.** Nevertheless, further research with more diverse concomitant medications would be helpful to comprehensively
evaluate potential drug—drug interactions in this model.

The rate of drug elimination in the body is generally described by the elimination rate constant, expressed as CL/V.*
In this study, the CL/F and V/F of sertraline were 65.8 L/h and 1570 L. However, we found the CL/V value was 0.042/h,
which was inconsistent with the CL/V values in previous PPK studies.””** Such difference in CL/V value might be
attributed to racial and age differences in these study populations, resulting in differences in drug elimination rates.

The US Food and Drug Administration (FDA) instructions recommended that if a dose is missed, the missed dose
should be taken immediately, unless the time is close to the time of the next dose.*! However, the FDA instructions did
not provide a specific remedial time frame or remedial dose for missed doses, nor do they provide specific remedy
recommendations to patients. Our model suggested that it took at least five days for sertraline steady-state serum
concentrations to restore if patient did not take a remedy after a missed dose. This suggested that the effective treatment
of the patient in this scenario could be seriously influenced. Thus, a two-time remedy was recommended. The dosage
forms of sertraline tablet commonly used clinically are 25 mg, 50 mg, and 100 mg. In our simulation model, 50 mg tablet
was used for remediation with the minimum remedial dose of 12.5 mg. The patients can use a drug cutter for doses below
50 mg to ensure operability and convenience of the remedial regimen. Furthermore, we simplified the model of
compliance, and only simulated the theoretical treatment dose before 22:30 pm (14 hours delay). Our results suggested

that a delay of 14 hours would push the remedial time point close to the next dosing time point. Therefore, it is
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recommended that the patients proceed directly at the next time point. Together, these findings indicated that remedial
regimens should be adjusted based on the duration of delay and the frequency of missed doses.

Since 200 mg sertraline was likely to exceed the maximum daily dose and increased the risk of adverse reactions, we
also explored the regimen of 200 mg missed dose. Our simulation results suggested that when patient took the 200 mg
dosing regimen and one missed dose was delayed within 14 hours, the patient can take a remedial dose within 200 mg at the
next schedule time. When double or triple doses of 200 mg were missed, the patient should take the missed dose
immediately, and the remedial dose at the next schedule time was 225-300 mg. If the remedial dose exceeded 200 mg,
we suggested that the patient skip the missed dose and take the regular dose at the next schedule time. Taken together, our
results suggested that remedial plans can be adopted in the case of single and double missed doses when the dosing
regimens were 50 mg and 100 mg. When a patient took 200 mg of sertraline, remedial measures should be taken with
reference to the remedial plan. Importantly, if the missed dose was not included in our remedial regimen, the remedial dose
for patients should be administered under the evaluation of physicians. It is important to emphasize that, since our findings
primarily apply to adolescent patients aged 13—17 years, the administration of remedial doses in younger patient popula-
tions, such as pediatric patients (<12 years), should be carefully evaluated and monitored by physicians. Hence, we plan to
include younger patient populations in future studies to enhance the generalizability and robustness of our findings.

In conclusion, we established a PPK model of sertraline in Chinese adolescent patients with depression. Our model
showed good stability and predictive performance that can be applied to predict serum concentration of sertraline. We
further developed remedial plans for missed or delayed dose in different scenarios based on our PPK model simulations.
The results of this study may provide clinical guidance and recommendations for the individualized treatment of
adolescent depression.

Limitations

Our current study has several limitations that should be noted. First, this study was retrospective in nature and some
incomplete demographic data existed, such as height and body weight. Second, we only focused on the remedial regimen
of QD in this study, and it would be of great value for further studies to explore remedial plans in other regimen, such as
twice daily and three times daily. Lastly, our study lacked genotype data of CYP2C19, which limited in the examination
of influencing factors. Hence, the inclusion of genotype data in future studies would help to further optimize our model.
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