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Long-Term Intake of Linezolid Elevates Drug Exposure and
Reduces Drug Clearance and Elimination in Adults With
Drug-Resistant Pulmonary Tuberculosis

Shanmugam Murugaiha Jeyakumar, PhD,* Namrata K. Bhui, MD, DPH, Neeta Singla, MPH, f
Sudha Vilvamani, MSc,* Muthu Vijayalakshmi Mariappan, PhD,*
Chandrasekaran Padmapriyadarsini, MS, PhD,* Anuj K. Bhatnagar, MD,§

Rajesh Solanki, MD, FNCP, FCIS, Y and Rathinam Sridhar, MD”

Purpose: Pharmacokinetic (PK) studies are critical for dose
optimization, and there is a paucity of linezolid (LZD) PK data for
prolonged use in drug-resistant tuberculosis (DR-TB). Therefore, the
authors evaluated the pharmacokinetics of LZD at two-time intervals
in DR-TB during long-term use.

Methods: PK evaluation of LZD was performed at the end of the
8th and 16th weeks of treatment in a randomly selected subset of
adult pre-extensively drug-resistant pulmonary tuberculosis patients
(n = 18) from a multicentric interventional study (Building Evidence
to Advance Treatment of TB/BEAT study; CTRI/2019/01/017310),
wherein a daily dose of 600 mg LZD was used for 24 weeks. Plasma
LZD levels were measured using a validated high-pressure liquid
chromatography (HPLC) method.

Results: The LZD median plasma C,,,, was comparable between the
8th and 16th weeks [18.3 mg/L, interquartile range (IQR: 15.5-20.8 and
18.8 mg/L, IQR: 16.0-22.7, respectively)]. However, the trough con-
centration increased significantly in the 16th week (3.16 mg/L, IQR:
2.30-4.76), compared with the 8th week (1.98 mg/L, IQR: 0.93-2.75).
Furthermore, compared with the 8th week, in the 16th week, there was a
significant increase in drug exposure (AUC(.4 = 184.2 mg*h/L, IQR:
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156.4-215.8 versus 233.2 mg*h/L, IQR: 187.9-277.2), which corrob-
orated with a longer elimination half-life (6.94 hours, IQR: 5.55-7.99
versus 8.47 hours, IQR:7.36-11.35) and decreased clearance (2.91 L/h,
IQR: 2.45-3.33 versus 2.19 L/h, IQR: 1.49-2.78).

Conclusions: Long-term daily intake of 600 mg LZD resulted in a
significant elevation in trough concentration (>2.0 mg/L) in 83% of
the study participants. Furthermore, increased LZD drug exposure
may be partly because of decreased clearance and elimination.
Overall, the PK data underscore the need for dose adjustment when
LZDs are intended for long-term treatment.

Key Words: drug metabolism, multidrug resistance, second-line
drug, tuberculosis

(Ther Drug Monit 2023;45:754-759)

INTRODUCTION

Tuberculosis (TB) is a major public health problem and,
as per the estimates of the World Health Organization
(WHO), in 2021, 5.3 million people were diagnosed with
pulmonary tuberculosis worldwide. India solely accounted for
roughly 36% of TB deaths of 82% of global mortality among
HIV negatives. Importantly, drug-resistant tuberculosis (DR-
TB) constitutes nearly 3.6% of newly diagnosed TB cases and
18% of previous TB cases worldwide in 2021." Unlike drug-
sensitive TB, the treatment success rate of drug-resistant TB
is very low, ranging between 47% and 57%, and a large
proportion of people fail to be cured and succumb to this
disease.!? India constitutes a considerable proportion of the
global burden of DR-TB cases (more than 150,000 cases in
2020). According to a report, in India, 49,679 cases were
diagnosed with DR-TB, whereas more than 42,000 patients
were on treatment for the year 2020.? The emergence of drug-
resistant forms of TB is one of the greatest challenges in
disease management for various reasons, including the lack
of availability of novel antibiotics. Hence, this has propelled
various stakeholders to opt for the use of repurposed drugs
and/or develop newer regimens to obtain better efficacy and
reduce treatment duration and toxicity, so that the TB elimi-
nation goal of 2030, as set by WHO, is achieved.?

In this context, linezolid (LZD), a synthetic novel class
of oxazolidinone is recognized as a potent antimicrobial agent
and used in the treatment regimen of DR-TB along with other
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second-line anti-TB drugs.* The recent meta-analysis has evi-
denced a promising efficacy with the use of linezolid for treat-
ing multidrug-resistant and extensively drug-resistant TB
(MDR-TB & XDR-TB, respectively).” However, several
adverse events (hematologic, neurologic, and gastrointestinal)
associated with LZD often limit its widespread use. Although
some of the toxicities are reversible upon dose reduction and/or
discontinuation, a higher toxicity frequency was reported with
a 600-mg daily linezolid dose, because of the lack of an opti-
mal dose defined for LZD in the treatment regimen.>® The
normal plasma peak concentration (C,,,y)/therapeutic range
of LZD ranges between 10 and 20 mg/L,” whereas the trough
concentration (C,;,) of >2.0 mg/L is considered as the toxic
threshold level.® Therefore, therapeutic drug monitoring
(TDM) and the assessment of the drug exposure/
pharmacokinetic (PK) evaluation of LZD are critical for TB
treatment, especially DR-TB. However, intensive PK assess-
ments of LZD in drug-resistant TB are limited. To date, studies
have reported the intensive PK of LZD at only a one-time point
of treatment (i.e., after attaining the steady-state level). In addi-
tion, these studies vary widely in several aspects, including
drug dosage, the time at which the PK was performed, and
the number of time points/intervals.>~!3> Furthermore, meta-
analysis studies have highlighted these limitations and knowl-
edge gaps in understanding the pharmacokinetics of LZD.>-6-14
Notably, Wasserman et al'! have underscored that a single
time-point PK evaluation of LZD was one of the limitations
of their study. Thus, it is apparent that the pharmacokinetic
properties of LZD are not fully understood, and there is spe-
cifically a need to understand its pharmacokinetics beyond a
one-time point or after attaining steady-state levels. With this
background, we assessed the intensive PK of LZD at the end of
the 8th and 16th weeks of treatment in a subset of patients with
pre-extensively drug-resistant pulmonary tuberculosis (pre-
XDR-TB) from a cohort.

MATERIALS AND METHODS

Materials

All chemicals and reagents used were of ultrapure and/
or high-pressure liquid chromatography (HPLC) grade. Pure
LZD was purchased from Sigma—-Aldrich (Merck KGaA,
Darmstadt, Germany).

Ethics

The institutional ethics committee approval was ob-
tained from the respective participating institutions and sites
(National Institute for Research in Tuberculosis (NIRT),
2018017; Groups of TB Hospitals (GTBH), FMR/IREC/
EXT/02/2019; National Institute for Tuberculosis and
Respiratory Diseases (NITRD), 10786; Rajan Babu Institute
of Pulmonary Medicine and Tuberculosis (RBIPMT), 3046/
RBIPMT/18; B. J. Medical College and Hospital (BIMCH),
09/2019), before initiating the study. Written informed
consent was obtained from all participants before they were
included in the study. This study was registered in the Clinical
Trials Registry of India (CTRI/2019/01/017310).

Copyright © 2023 Wolters Kluwer Health, Inc. All rights reserved.

Study Design and Population

This was an observational PK study performed in a
subset of adult patients (n = 18) from a multicentric inter-
ventional study that evaluated the safety and efficacy of a
new treatment regimen consisting of BDQ, DLM, LZD, and
CFZ in pre-XDR TB (n = 165) for 6-9 months (Building
Evidence to Advance Treatment of TB/BEAT — study).!®
The LZD dose of 600 mg daily was used in the regimen
for 24 weeks.

Pharmacokinetic Evaluation of Linezolid

For intensive PK evaluation, blood samples were
collected according to the original/parent study protocol (for
BDQ and DLM), that is, before administration of the drug
(pre-dose) and after administration at time intervals of 2, 4, 5,
6, 8, 12, and 24 hours (post-dose) in lithium heparin
vacutainer tubes at the end of the 8th and 16th weeks of
treatment. Plasma was separated from the whole blood,
aliquoted, and stored at —80°C. However, for the LZD PK,
one of the aliquots of the stored plasma was randomly chosen
from the samples collected in the 8th week by a person
blinded to the sample details, except for the patient ID num-
ber of the total cohort. However, in the 16th week, plasma
samples from the same patient were selected and used for the
LZD assay.

Plasma LZD Measurement by Reverse-Phase
High-Pressure Liquid Chromatography
(HPLC)

Plasma linezolid was measured by a reverse-phase
HPLC method as described earlier.'® In brief, 100 pL of
plasma sample was added to 200 pL of acetonitrile, mixed
vigorously, and centrifuged at 6720 g for 10 minutes to pre-
cipitate proteins. The resulting supernatant (200 wL) was
transferred to another tube, evaporated under dry nitrogen,
and then reconstituted with 100 wL of the mobile phase.
From this, 20 wL was injected into the HPLC system for
analysis. An appropriate dilution was made for samples
whose concentration exceeded the range (i.e. 0.2-20.0 mcg/
mL) of the method reported.

Statistical Analysis

For LZD PK analysis, the sample size was arbitrarily
fixed at approximately 10% of the total sample size of the
original protocol/parent study (n = 165), although a formal
sample size calculation was not performed. Pharmacokinetic
data distribution was examined using the Shapiro—Wilk test.
The Mann—Whitney U test was used to compare groups at
two time intervals. The Wilcoxon signed-rank test was per-
formed to determine significant differences in various PK
parameters between the two time points. Values are expressed
as medians with interquartile range (IQR) or frequencies (%).
A noncompartmental model was applied for LZD PK evalu-
ation using STATA 15.0 (StataCorp, TX). The geometric
mean was calculated using the log-transformed PK parameter
values. SPSS software (version 25.0) was used for the statis-
tical analysis (IBM Armonk, NY).
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RESULTS

Demographic Characteristics

Among the chosen samples (n = 18), 13 were men
(72%) and 5 were women (28%) with a median age of 28.5
years (IQR: 19.8-35.3) with 53.6 kg body weight (IQR: 44.8—
62.6) and BMI of 19.5 kg/m? (IQR: 16.8-21.7). Nearly 67%
of the study participants had a cavity, and this was predom-
inantly observed in men. In addition, the chest X-ray exam-
ination showed the involvement of =3 zones among 67% of
the study participants, whereas the remaining were of >3
zones (33%). All participants were fluoroquinolone-resistant
according to drug susceptibility testing. A sputum smear
grade >2+ was found in 47% of the study population, and
the mycobacterial growth indicator tube culture test at base-
line showed that all 18 study participants were positive
(Table 1).

Pharmacokinetics of Linezolid

The median plasma C,,,x of linezolid in the 8th and
16th weeks were 18.3 mg/L (IQR: 15.5-20.8) and 18.8 mg/
L (IQR: 16.0-22.7), respectively, and reached 2.0 hours
(Tiax) of postdrug administration. However, compared with
the 8th week, the median plasma C,;, (1.98 versus 3.16 mg/
L; P = 0.001), AUCq.»4 (184.2 versus 233.2 mg*h/L; P =
0.003), and elimination half-life (T, = 6.94 versus 8.47
hours; P = 0.001) were significantly higher in the 16th week.
Conversely, the elimination rate constant (k, = 0.10 versus
0.09 h™!; P = 0.001) and apparent total clearance (CL/F =
2.91 versus 2.19 L/h; P = 0.005) were significantly lower at

the end of the 16th week when compared with the 8th week.
However, the volume of distribution (Vd/F = 28.51 versus
27.40 L) remained unaltered (Table 2). Furthermore, to assess
the central tendency of LZD PK parameters, the geometric
means for the 8th and 16th weeks and the ratios were calcu-
lated and are presented in Table 3. The time-course plasma
concentration of LZD for up to 24 hours at the 8th and 16th
weeks was graphically represented in Figure 1.

Table 4 summarizes the trough concentrations relative
to the toxic threshold level (2.0 mg/L) and the normal plasma
peak concentration/therapeutic range of LZD (10-20 mg/L)
of this study population. It may be noted that 83% of the
participants had a median trough concentration higher than
2.0 mg/L in the 16th week, which was almost double when
compared with the 8th week (50.0%). Importantly, a daily
dose of 600 mg LZD yielded normal plasma peak concentra-
tion (Cpax) among 61% of the study population, whereas 39%
showed a supratherapeutic level and none showed levels
below the range in the 16th week. Although a similar pattern
was observed in the 8th week, one of the participants had a
level below 10 mg/L. Furthermore, drug exposure levels
(AUC_.»4) exceeding 200 mg*h/L were observed in 28% of
the participants in the 8th week, whereas in the 16th week,
67% of the study population showed higher levels of LZD
exposure (Table 4).

DISCUSSION

This is the first study to provide the pharmacokinetic
characteristics of LZD in patients with pre-XDR-TB at

TABLE 1. Demographic Details of the Study Participants

Total
Median (IQR) or Frequency
(%) (n =18)

Male Female
Median (IQR) or Frequency Median (IQR) or Frequency
(%) (n =13) (%) n=5)

Age (y)

Weight (kg)

BMI (kg/m?)

Sputum smear at baseline

285 (19.8-35.3)
53.6 (44.8-62.6)
19.5 (16.8-21.7)

Scanty 1 (5.6%)

1+ 8 (44.4%)

2+ 6 (30.3%)

3+ 3 (16.7%)
MGIT culture at baseline

Positive 18 (100%)

Chest X ray—Presence of cavity
Chest X ray—Zones involvement

12 (66.7%)

=3 zones 12 (66.7%)
>3 zones 6 (33.3%)
Radiological lesions

Unilateral 8 (44.4%)

Bilateral 10 (55.6%)

Drug-susceptibility testing (DST)

Fluoroquinolone-resistant 18 (100%)

28.0 (18.5-43.0)
50.1 (39.5-65.9)
20.9 (17.1-29.7)

29.0 (21.0-32.0)
54.0 (46.0-60.4)
19.5 (16.8-21.1)

1 (7.7%) 0
6 (46.2%) 2 (40%)
5 (38.5%) 1 (20%)
1 (7.7%) 2 (40%)
13 (100%) 5 (100%)
10 (77%) 2 (40%)

8 (61%) 4 (80%)

5 (39%) 1 (20%)

5 (39%) 3 (60%)

8 (61%) 2 (40%)
13 (92.3%) 5 (80%)

Data were presented as descriptive statistics using frequencies and percentages, whereas certain parameters were given as medians with IQR (as the data did not follow a normal
distribution as tested by the Shapiro—Wilks test). MGIT, mycobacterial growth indicator tube; DST, drug susceptibility testing.
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TABLE 2. Steady-State Pharmacokinetics of Linezolid

8th week 16th week

Pharmacokinetic Parameters Median (IQR) (n = 18) Median (IQR) (n = 18) P

Chnin (mg/L) 1.98 (0.93-2.75) 3.16 (2.30-4.76) 0.001
Chax (mg/L) 18.3 (15.5-20.8) 18.8 (16.0-22.7) 0.372
Tiax (h) 2.0 (2.04.0) 2.0 (2.0-4.0) 0.380
AUC 4 (mg*h/L) 184.2 (156.4-215.8) 233.2 (187.9-277.2) 0.003
Ty (h) 6.94 (5.55-7.99) 8.47 (7.36-11.35) 0.001
ke (™1 0.10 (0.09-0.13) 0.09 (0.06-0.10) 0.001
CL/F (L/h) 2.91 (2.45-3.33) 2.19 (1.49-2.78) 0.005
V4/F (L) 28.51 (23.88-33.44) 27.40 (20.60-34.93) 0.157

Noncompartmental pharmacokinetic analysis of LZD: Values were expressed as the median with IQR. The Mann—Whitney U test was used to compare the groups between 2 time
intervals, and the Wilcoxon signed-rank test was performed to determine significant differences in the PK parameters between the 2 time points. P < 0.05 considered significant.
Plasma maximum (Cy,ax) and minimum (C,,;;,) concentrations were calculated from the time course of drug concentrations. The area under the concentration—time curve over 24 h
(AUC(.,4) was calculated using the linear trapezoidal method. During the elimination phase, the elimination rate constant (ke) was derived from the slope of log-transformed con-
centrations. The apparent clearance (CL/F) was calculated by dividing the dose by the AUC. The elimination half-life (T,,,) and volume of distribution (V4/F) were calculated by

dividing the natural log of 2 and clearance by the elimination rate constant.

different time intervals during the course of treatment (i.e. the
8th and 16th weeks). The median plasma maximum concen-
trations (Cax) at weeks 8 and 16 were comparable, suggest-
ing that a steady-state level was maintained until week 16 of
daily LZD administration. In addition, the median trough
concentration (Cp,) in 50% of the study participants was
below the toxicity threshold levels of 2.0 mg/L in the 8th
week. However, most (83%) had exceeded this level by the
end of the 16th week. The median exposure level (AUCg_p4 —
184.2 mg*h/L) in the 8th week was comparable to the levels
reported (200.2 mg*h/L) in South African DR-TB patients by
Wasserman et al'! and by Lee et al'” in XDR TB patients
(180.4 mg/L/h). Surprisingly, at the end of the 16th week,
there was a significant increase in drug exposure with a
median level of 233.2 mg*h/L for 24 hours, which corrobo-
rated the decreased elimination and clearance of LZD. In
addition, the central tendency of the geometric mean ratios
of the 16th week to the 8th week for C;,, AUCq.4 (expo-
sure), elimination half-life, and clearance rate is in line with
the finding that long-term intake impedes LZD clearance at
the end of the 16th week compared with the 8th week.
Several factors (host and physiochemical properties of
a drug molecule) are known to influence the metabolism of a
drug and thus affect its pharmacokinetic property.'8-20
Among host factors, impaired renal function has been shown

to be associated with LZD clearance, leading to elevated
trough concentration and drug exposure, particularly in sep-
sis and critically ill patients.?!~>> However, studies associ-
ated with some of the key indicators of renal function,
including creatinine clearance, glomerular filtration rate,
and the pharmacokinetic characteristics of LZD in DR-TB
are scarce. Nevertheless, in the present study, we speculate
that the reduction in clearance (C./F) and elimination (as
shown by the increased elimination half-life) may partly
explain the higher drug exposure, possibly because of
changes in renal function at the end of the 16th week com-
pared with the 8th week in this study population with pre-
XDR-TB. Nevertheless, these data warrant further investiga-
tion to understand LZD metabolism (including renal func-
tion) and its pharmacokinetic properties comprehensively
during prolonged use. Recently, Rao et al>* have highlighted
some of the limitations in understanding LZD metabolism
and the interindividual variability in the pharmacokinetics
and pharmacodynamics of LZD and emphasized the need
for the TDM of LZD for dose adjustment to improve treat-
ment success. In this context, this study adds evidence to our
understanding of the long-term effects of LZD metabolism.

For the first time, we report the pharmacokinetics of
LZD at 2 intervals in pre-XDR-TB patients during the
treatment period (in the 8th and 16th weeks of treatment).

TABLE 3. LZD Pharmacokinetic Parameters—Geometric Means and Ratios

Geometric Mean (90% CI)

(n =18) Geometric Mean Ratio
Pharmacokinetic Parameters 8th week 16th week Ratio 90% CI
Cmin(mg/L) 1.4 (0.95-1.9) 2.9 (2.1-3.9) 2.12 0.56-3.67
Cinax (mg/L) 17.7 (16.1-19.5) 18.8 (17.3-20.7) 1.06 0.27-2.71
AUC_4(mg*h/L) 165.1 (142.2-191.7) 222.1 (196.6-250.9) 1.35 0.55-2.95
T1(h) 6.6 (5.99-7.35) 8.92 (7.78-10.23) 1.35 0.43-3.05
CL/F (L/h) 3.1 (1.6-2.5) 2.0 (2.7-3.5) 0.66 0.08-2.43

90% confidence intervals of the geometric means and ratios (16th to 8th week) of LZD pharmacokinetic parameters. Cin and Cy,ax are the plasma minimum and maximum
concentrations, respectively; AUC.,4 is the area under the concentration—time curve over 24 h, T, is the elimination half-life, and CL/F is the apparent clearance.

Copyright © 2023 Wolters Kluwer Health, Inc. All rights reserved.
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Plasma LZD concentration
5 10

FIGURE 1. Time-course plasma LZD concen-
tration. The box plot represents the data in

0

[0 Weeks I Week 16

median with the IQR of plasma LZD concen- 0
tration over 24 hours (n = 18). Open box—8th
week; closed box—16th week.

The sample size is likely one of the limitations of this study,
apart from not addressing interactions with other drugs used
in the treatment regimen (BDQ, DLM, and CFZ).
Nevertheless, the study has its merits because it performed
intensive PK evaluation in the same individuals at 2 different
times during the treatment period, thus providing new insight
into LZD metabolism, as evident from the PK data. Hence,
this study has great clinical relevance in the current context of
LZD use in the treatment regimen for DR-TB.

CONCLUSION

Although the 600-mg daily linezolid dose maintained a
steady-state plasma concentration within the normal range
until the 16th week, the trough concentration was higher than
the toxic threshold level of 2.0 mg/L in most study subjects, at
the end of the 8th and 16th weeks. Furthermore, long-term
linezolid intake led to higher drug exposure, possibly
resulting from decreased drug clearance and elimination,
particularly at the end of the 16th week. Overall, linezolid
metabolism and its pharmacokinetic properties seem to be
altered during prolonged use. Thus, this study underscores the

TABLE 4. Summary of the Linezolid Pharmacokinetic
Characteristics of the Study Population

8th week 16th week
Frequency (%) Frequency (%)

Pharmacokinetic Parameters (n =18) (n =18)
Cunin (mg/L)

<2.0 9 (50.0) 3 (16.7)

>2.0 9 (50.0) 15 (83.3)
Cpnax (mg/L)

<10.0 1 (5.6) —

10.0-20.0 11 (61.1) 11 (61.1)

>20.0 6 (33.3) 7 (38.9)
AUCo.4 (mg*h/L)

<200.0 13 (72.2) 6 (33.3)

>200.0 5(27.8) 12 (66.7)

Data were presented as descriptive statistics using frequencies and percentages.
Chin: plasma minimum/trough concentration; Cp,,: plasma maximum concentration;
and AUC_,4 — area under the concentration—-time curve over 24 h.
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importance of therapeutic drug monitoring during long-term
treatment and the need for dose adjustment or optimization of
linezolid during the treatment period of DR-TB.

2 4 5 6 8

Time interval (h)

BEAT STUDY TEAM
C. Padmapriyadarsini, B. Jeyadeepa, Lakshana, Nabila

Akbar, Edwin Arulraj, Karthikeyan, = Muthukumar,
Tamizharasan, S. Balaji, S. Shivakumar, M.
Muthuvijayalakshmi, Gayathri, C. Ponnuraja, Hemanth

Kumar, N. Saravanan, R. Sridhar, R. Kumar, Ramesh,
Vikram Vohra, Meera Bhatia Rana, Neeta Singla, V. P.
Myneedu, Ananiya Lawrence, Dipti Kushwaha, Deepak
Kheraliya Shivam, Rohit Sarin, Anuj K Bhatnagar, Gaurav
Taneja, Alok Rawat, M.Haniff, Rahul, Padma Rai, Savita
Saini, Krishan Kumar Mathur, Rajesh N. Solanki, Pranav G
Patel, Vaidehi Prajapati, Bhavesh Parmar, Kajal Wadkar,
Prashant L Shah Snehal Parmar, Palak Vyas, Krupa Mistri,
Lalitkumar Anade, Vijay Chavan, Namrata Kaur Bhui,
Pranita Tipre, Daksha Shah, Surendra K. Patwa, Anis
Nhavakar, Audrey Brito, Kiran Keny, Vijaykumar
Karanjkar, Kuntal Pal, Komal Godam, Madri Huje, Sanjana
Ghadge Madhuri Udmalle, Vivek Vijay Posture, Jaipal
Bansode, Monica Bhal, Ranjan, Divya Pillai, Supriya
Semwal, Shirali Labroo Viktoriya Livchits, Umesh Alavadi,
Reuben Swamikan, Dorothy Nanzala Nasubo, Mallik Parmar,
Suvanad Sahu, YaDiul Mukadi, and Soumya Swaminathan.

ACKNOWLEDGMENTS

The authors are grateful to all participants of the BEAT
(Building Evidence for Advanced Treatment of TB) Study.
They extend their sincere gratitude and special thanks to all
the clinical, laboratory, and administrative staff of the
participating institutes. Without their help, this project would
not have been completed on time, especially during the
coronavirus disease 2019 (COVID-19) pandemic and nation-
wide lockdown. A special mention to The STOP TB
Partnership and US Agency for International Development
(USAID) teams for their support and guidance during the
study. The contents of this study document are the authors’
sole responsibility and do not necessarily reflect the views of
USAID or the United States Government. The authors

Copyright © 2023 Wolters Kluwer Health, Inc. All rights reserved.

Copyright © 2023 Wolters Kluwer Health, Inc. Unauthorized reproduction of this article is prohibited.



Ther Drug Monit  Volume 45, Number 6, December 2023

PK of LZD in DR-TB

acknowledge each member of the BEAT study team for their
contribution to the study.

10.

11

REFERENCES

. World Health Organization. Global Tuberculosis Report. Published

October 2022. Accessed November 10, 2022. https://www.who.int/
teams/global-tuberculosis-programme/tb-reports/global-tuberculosis-
report-2022

. National TB Elimination Programme. Guidelines for Programmatic

Management of Drug Resistant Tuberculosis in India. Published March
2021. Accessed October 10, 2022. https:/tbcindia.gov.in/showfile.php?
1id=3590

. Dean AS, Tosas Auguet O, Glaziou P, et al. 25 years of surveillance of

drug-resistant tuberculosis: achievements, challenges, and way forward.
Lancet Infect Dis. 2022;22:¢191-e196.

. Bahuguna A, Rawat DS. An overview of new antitubercular drugs, drug

candidates, and their targets. Med Res Rev. 2020;40:263-292.

. Lifan Z, Sainan B, Feng S, et al. Linezolid for the treatment of exten-

sively drug-resistant tuberculosis: a systematic review and meta-analysis.
Int J Tuberc Lung Dis. 2019;23:1293-1307.

. Agyeman AA, Ofori-Asenso R. Efficacy and safety profile of linezolid in

the treatment of multidrug-resistant (MDR) and extensively drug-
resistant (XDR) tuberculosis: a systematic review and meta-analysis.
Ann Clin Microbiol Antimicrob. 2016;15:41.

. Galar A, Valerio M, Muiioz P, et al. Systematic therapeutic drug mon-

itoring for linezolid: variability and clinical impact. Antimicrob Agents
Chemother. 2017;61:¢00687—17.

. Song T, Lee M, Jeon HS, et al. Linezolid trough concentrations correlate

with mitochondrial toxicity-related adverse events in the treatment of
chronic extensively drug-resistant tuberculosis. EBioMedicine. 2015;2:
1627-1633.

. Bolhuis MS, Tiberi S, Sotgiu G, et al. Linezolid tolerability in multidrug-

resistant tuberculosis: a retrospective study. Eur Respir J. 2015;46:1205—
1207.

Alffenaar JW, van Altena R, Harmelink IM, et al. Comparison of the
pharmacokinetics of two dosage regimens of linezolid in multidrug-
resistant and extensively drug-resistant tuberculosis patients. Clin
Pharmacokinet. 2010;49:559-565.

. Wasserman S, Denti P, Brust JCM, et al. Linezolid pharmacokinetics in

South African patients with drug-resistant tuberculosis and a high prev-
alence of HIV coinfection. Antimicrob Agents Chemother. 2019;63:
e02164-18.

Copyright © 2023 Wolters Kluwer Health, Inc. All rights reserved.

20.

21.

22.

23.

24.

. Garcia-Prats AJ, Schaaf HS, Draper HR, et al. Pharmacokinetics, optimal

dosing, and safety of linezolid in children with multidrug-resistant tuber-
culosis: combined data from two prospective observational studies. PLoS
Med. 2019;16:¢1002789.

. Dietze R, Hadad DJ, McGee B, et al. Early and extended early bacteri-

cidal activity of linezolid in pulmonary tuberculosis. Am J Respir Crit
Care Med. 2008;178:1180-1185.

. Millard J, Pertinez H, Bonnett L, et al. Linezolid pharmacokinetics in

MDR-TB: a systematic review, meta-analysis and Monte Carlo simula-
tion. J Antimicrob Chemother. 2018;73:1755-1762.

. Padmapriyadarsini C, Vohra V, Bhatnagar A, et al; for BEAT India

Team. Bedaquiline, delamanid, linezolid and clofazimine for treatment
of pre-extensively drug-resistant tuberculosis. Clin Infect Dis. 2022:
ciac528. (In press).10.1093/cid/ciac528

. Vijayakumar A, Sudha V, Alffenaar JW, et al. A simple HPLC-UV

method for therapeutic drug monitoring of Linezolid in human plasma
in low-resourced settings. J Appl Bioanal. 2021;7:¢21008.

. Lee M, Lee J, Carroll MW, et al. Linezolid for treatment of chronic

extensively drug-resistant tuberculosis. N Engl J Med. 2012;367:1508—
1518.

. Devaleenal Daniel B, Ramachandran G, Swaminathan S. The challenges

of pharmacokinetic variability of first-line anti-TB drugs. Expert Rev Clin
Pharmacol. 2017;10:47-58.

. Jeyakumar SM. Micronutrient deficiency in pulmonary tuberculosis -

perspective on hepatic drug metabolism and pharmacokinetic variability
of first-line anti- tuberculosis drugs: special reference to fat-soluble vita-
mins A, D, & E and nutri-epigenetics. Drug Metab Lett. 2021;14:166—
176.

da Silva Leite JM, Patriota YBG, de La Roca MF, Soares-Sobrinho JL.
New perspectives in drug delivery systems for the treatment of tubercu-
losis. Curr Med Chem. 2022;29:1936-1958.

Dou L, Meng D, Dong Y, et al. Dosage regimen and toxicity risk assess-
ment of linezolid in sepsis patients. /nt J Infect Dis. 2020;96:105-111.
Wu F, Zhang XS, Dai Y, et al. Dosage strategy of linezolid according to
the trough concentration target and renal function in Chinese critically ill
patients. Front Pharmacol. 2022;13:844567.

Bandin-Vilar E, Garcia-Quintanilla L, Castro-Balado A, et al. A review
of population pharmacokinetic analyses of linezolid. Clin
Pharmacokinet. 2022;61:789-817.

Rao GG, Konicki R, Cattaneo D, et al; IATDMCT Antimicrobial
Scientific Committee. Therapeutic drug monitoring can improve linezolid
dosing regimens in current clinical practice: a review of linezolid phar-
macokinetics and pharmacodynamics. Ther Drug Monit. 2020;42:83-92.

759

Copyright © 2023 Wolters Kluwer Health, Inc. Unauthorized reproduction of this article is prohibited.


https://www.who.int/teams/global-tuberculosis-programme/tb-reports/global-tuberculosis-report-2022
https://www.who.int/teams/global-tuberculosis-programme/tb-reports/global-tuberculosis-report-2022
https://www.who.int/teams/global-tuberculosis-programme/tb-reports/global-tuberculosis-report-2022
https://tbcindia.gov.in/showfile.php?lid=3590
https://tbcindia.gov.in/showfile.php?lid=3590

