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achieved using reverse phase chromatography employing a Supelco discovery C18 column (10 cm x 4.6 mm, 5 um
particle size). Detection was performed via electro spray ionization in positive ion mode*[M+tit{jle quadrupole

PDVV VSHFWURPHWHU ZLWK PXOWLSOH UHDFWLRQ PRQLWRULQJ RI VS|
internal standards (IS) were used. Retention times for rifapentine and 25-desacetyl rifapentine were 2.45 minutes
and 1.77 minutes, respectively. The retention time for the IS rifapentine D9 and 25-desacetyl rifapentine D8 were
2.30 minutes and 1.68 minutes, respectively. The total run time of the method was 8.00 minutes. No interfering
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pharmacokinetics. SHDNV RU PDWUL[ HIITHFWV ZHUH QRWLFHG GXULQJ YDOLGDWLRQ FRQ:
encompasses standard curves, quality control sample recovery, stability of experiments, and meeting stringent criteria
for sensitivity, reproducibility, and accuracy. This method has been effectively used in a rifapentine bioequivalency
study with healthy adult Asian male volunteers, highlighting its suitability for pharmacokinetic investigations.
INTRODUCTION time it takes for some patients to respond to treatment and

Tuberculosis (TB) is the second most common for the course of treatment to be complétédNorld Health
infectious disease worldwide. Number of cases of highlyOrganisation suggests the use of rifapentine as an alternate
drug-resistant as well as multidrug-resistant TB has surged¢ UVW OLQH WUHDWPHQW IRU 7% DQG
A common clinical method for determining dosage using conjunction with isoniazid2]. Three months weekly regimen
plasma drug concentrations is still therapeutic drug monitoring's given for the prevention of TB in non-pregnant adults and
(TDM). TDM gives TB patients unbiased information so the children. This regimen can be used in place of 6 months of

doctor can decide the right dosage. TDM can accelerate thisoniazid monotherapfg]. Arylacetamide deacetylase breaks
down rifapentine into its less potent metabolite, 25-O-desacetyl

rifapentine. It is well known that rifapentine induces CYP3A4
strongly and CYP2C9 somewhat. It decreases the effectiveness
. : of hormonal contraceptives and interacts with HIV-1 protease
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considering human milk as a complex biological matrix. Also in Supelco Discovery C18 column (10 cm*4.6 mm, 5 um particle

this analyte was extracted protein precipitation method followedsize) from Germany. The mobile phase contains an organic

by solid phase extraction which is time consunjihg]. The mixture of acetonitrile and methanol (50:50 V/V) and 10 mM
shortcomings of previous techniques, such as UV and HPLCDPPRQLXP IRUPDWH 99 W ZDV SXI
UHJDUGLQJ VDPSOH SUHSDUDWLRQ \ higriihutd/ Datectoh of\RSapéntinefahdite inteh& standatd
sensitivity measurement of dried blood samples are particularlylS) were accomplished via mass spectrometry using a Sciex API
problematic[5-8] 7KH IRXU ¢(UVW OLQH P H GIhMODrd-dugkipole VWA spedtto@®eter (Framingham, USA)
pyrazinamide, rifampicin, and ethambutol), the metabolite ofequipped with an electrospray ion source. Source parameters
LVRQLD]LG DFHW\OLVRQLD]LG DQG 2ZMKH RBMW ISFULJPABUD W HFFRQREZU L @K UWD L C
PHGLFDWLRQV ULIDEXWLQ OHYRAR[BROQ@LOILRM|ROLBRPRMDWUR[DRRYAU GHFO
DQG EHGDTXLOLQH FRXOG DOO EH WV Aid@dNidion HeiGergy WBsX20 W DitahfitiRaX Yata\ pracessing
developing LC-MS/MS method using content analogue ofwas performed using Analyssoftware (Framingham, USA,
rifapenting9]. Metformin, isoniazid, and rifampicin were ver. 1.7.2).

VLPXOWDQHRXVO\ TXDQWL¢{¢HG LQ UDW SODVPD XWLOL]JLQJ +,/,&
chromatography and the LC-MS/MS techniij®d. No Calibration standards and quality control sample preparation

literature is available on the determination of rifapentine andRifapentine calibration curve (CC) stock solution (2,000 pg/ml)
25-O-desacetyl rifapentine by LS-MS/MS method on human The rifapentine analytical standard was weighed

plasma. Describing the rationale for choosing LC-MS/MS aS(;)recisely to yield a mass of 10 mg, then it was transferred into
the analytical technique, emphasizing its advantages interms 0 vVROXPHWULFE ADVN ZLWK D FDSDFLW\ |
sensitivity, selectivity, and speed. The steps involved in methodsc giqck solution. It was mixed thoroughly and sonicated. The

development will include chromatographic separation, mass,aich number was assigned to the solution and it was stored in
spectrometric detection, and sample preparation. Optimizationge refrigerator (2°C—8°11.12]

were made to enhance method sensitivity, such as the choice
of extraction solvents, chromatographic conditions, and mas®ifapentine Q C stock solution (2,000 pg/ml)
spectrometric parameters. This method gives details of method Rifapentine analytical standard was precisely weighted

validation parameters such as linearity, accuracy, precision,, o ; ; ;

Y gual approximately 10 mg and transferred into a volumetric
V\_ND_ELOLW\ VWXQJI.’L]—.iIVhlg@I@fﬁtW@H_cEd;@ﬂmLVK\DVN WKDW KROGV PO OHWKDQRO ZDV
validation results and compliance with regulatory guidelines. Iny, 5 1 1t was mixed thoroughly and sonicated. A batch number

contrast with earlier LC-MS/MS methods, the current method, o assigned and it was stored in the refrigerator (2°C—8°C).
IRFXVHV RQ LPSURYHPHQWY LQ VHQVLWLYLW\ VSHFL¢{FLW\ DQG VDPSOH

throughput. The developed method had reduced analysigs-Desacetyl rifapentine CC stock solution (1,000 pgjml

WLPH VLPSOL¢{¢HG VDPSOH SUHSDUDWLRQS_D&&&SA Qi%EthHe %ﬁhmlblall:v%t'al%g'd is
limits. Also, it has potential applications in clinical research, equivalent to about 5 mg were weighed and transferred to a
pharmacokinetic studies, and TDM. For further studies, thsy R o X PHWULF ADVN OHWKD QRO ZDV DG

method can be extended to additional biological matrices Ofyixed thoroughly and sonicated. A batch number was assigned

examining its suitability for use with various patient groups.. 5 it was stored in a refrigerator (2°C—8°C).

Thus present research work herewith is discussed with key

¢QGLQJV DQG WKH VLIQL¢(FDQFH RI G2YOEsEeRS fifpdnte QR stodkBoll&orQ(6,000Bug/ml)

technique for quantifying rifapentine in human plasma. This 25.Desacetyl rifapentine analvtical standard s

PHWKRG GH¢{QLWHO\ ZLOO UHLQIRU F,"EqW\)éIEintLtgélﬁﬁy\é/R b bsDledddbtyl hiab¥fite Werk

in advgpcmg ana_lyﬂcal techniques for pharmaceutical analysisy; () p QVIHUUHG LQWR D PO YROXPHWU

and clinical practice. added. It was mixed thoroughly and sonicated. A batch number

was assigned and it was stored in the refrigerator (2°C-8°C).

MATE.RIAL AND METHODS Rifapentine D9 stock solution (1,000 pg/ml)):

Materials and reagents Rifapentine D9 analytical standard equivalent to about 1 mg
Rifapentine  (96.45%), 25-Desacetyl rifapentine ZHUH ZHLJKHG DQG WUDQVIHUUHG LQWF

(92.75%), Rifapentine D9 (99.88%), and 25-Desacetylthe volume was made up to 1 ml with methanol to prepare a

rifapentine D8 (90.05%) were purchased for Vivan Sciencesstock solution of Rifapentine D9. It was mixed thoroughly. A

Pvt. Ltd., Maharashtra, India. LC-MS grades of methanol andbatch number was assigned.

DFHWRQLWULOH ZHUH VRXUFHG IURP )LVKHU 6FLHQWL¢{F +3/& JUDGH

water was obtained from Adventchembio Pvt. Ltd. based in25-Desacetyl Rifapentine D8 stock solution (1,000 ug/ml))

Navi Mumbai, India. Ammonium formate and Formic acid 25-Desacetyl rifapentine D8 analytical standard

of analytical grade were supplied by Avantor Performanceequivalent to about 1 mg was weighed and poured into 1 ml

Materials India Private Limited, situated in Gujarat, India. YROXPHWULF ADVN OHWKDQRO ZDV DGG

Chromatographic conditions and instrumentation Internal standard solution (2,500 ng/ml, 4,000 ng/ml)

Areverse phase liquid chromatography was conducted IS dilution with diluent 2 (Acetonitrile: water 80 : 20
on Sciex Exton LC system (Framingham, USA), utilizing a viv) was 0.200 pl of ISTD1 (based on weighing), 0.421 pl of
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ISTD2 (based on weighing) in stock of 100 ml. It was vortexedtertiary butyl methyl ether was added. Samples in LLE were

and labeled. mixed at 60 rpm for 10 minutes, and centrifuged at 4,000
rpm at 5°C for 5 minutes. 2 ml of the extraction solvent was
Chromatography added into pre-labelled vials. The samples were dried using

The chromatographic peaks of rifapentine and nitrogen evaporation at 40°C until complete evaporation.
25-desacetyl rifapentine, as well as rifapentine D9 andSubsequently, the samples were reconstituted with 500 pl of
25-desacetyl rifapentine D8, were observed to be devoideconstitution solution and vortexed for proper mixing. Finally,
of interfering peaks and merging peaks. Furthermore, theghe reconstituted samples were pipetted out into pre-labeled LC
chromatographic peaks of rifapentine and 25-desacetyVials for subsequent analysis.
rifapentine were well resolved. The retention time of o
rifapentine and 25-desacetyl rifapentine was 2.45 minutes anéylethod validation
1.77 minutes and rifapentine D9 and 25-desacetyl rifapentine The method described above was validated to ensure
D9 were 2.30 minutes and 1.68 minutes. The total run timecompliance with the matrix effect, selectivity, recovery, precision,
for chromatographic analysis was 8 minutes. There was ndinearity, accuracy, carry-over and stability requirements outlined
VLIQL{FDQW YDULDWLRQ LQ WKH UH W the MoarIgical/méthed/valdation glidance peoxidet QyihsV K |
validation process. Representative chromatograms illustratingJSFDA and the ICH M10 Guidelin&3,14]. For the acceptance
WKHVH ¢ QGLQJVFDUWed tG8HSLFWHG LQ criteria of method validation refer below table.

Extraction procedure Selectivity

O RI ,67:6 ZDV DGGHG LQWR W KIHe SaladtividyDexpetnke® was evaluated using 6
tubes except for the standard blank. In the standard blank 50.@dividual lots of blank matrix, along with two individual lots
O RI GLOXHQW zZDV DGGHG O D O eaclk &f Wipgmir Bnd kevhslyzedblankHnanx alen@ with STD
were transfered into pre-labelled vials and vortexed to mix. 20lank, STD zero, calibration standards, and 02 sets of QCs
O RI ZDWHU ZDV DGGHG DQG YRUWH}HG/WRSRINHGKHRYZHU POPRW RI TXDQWL

Validation parameter Acceptance criteria
Linearity &9 IRU //24 VKRXOG EH ” DQG DFFXUDF\ ZLWKLQ + IRU W
&9 IRU RWKHU VWDQGDUGY VKRXOG EH ZLWKLQ ” DQG DFFXU
concentration. Coefficient of correlation (P XVW EH
Selectivity The back calculated concentration of spiked LLOQ of the individual plasma lots must be within 80%—
120% of nominal LLOQ concentration.
Sensitivity 7KH LQWHU DQG LQWUD UXQ &9 IRU //24 VDPSOHV PXVW EH "~ D (
be within 80%-120% of nominal concentration.
Specificity 5HVSRQVH RI WKH LQWHUIHULQJ SHDNV DW WKH UHWHQWLRQ WLF
respective LLOQ in calibration curve. Response of the interfering peaks at the retention time of IS should
EH” RI PHDQ ,6 UHVSRQVH RI DFFHSWHG && DQG 4.
Matrix effect 7KH &9 Rl ,6 1IRUPDOL]J]HG PDWUL[ IDFWRU DW /4& DQG +4&
Precision 7KH LQWHU DQG LQWUD UXQ SUHFLVLRQ &9 IRU +4& 04& /4& DQ
4& ZKHUH LW VKRXOG EH "
Accuracy The inter and intra run % accuracy should be within 85%-115% for LQC, MQC LQC and DIQC except
80%—-120% for LLOQ QC.
Recovery The %CV of extracted and un-extracted sample responses at each individual QC level, internal standard

DQG JOREDO UHFRYHU\ RI /4& 04& DQG +4& OHYHO VKRXOG EH ”
more than 115%. Recovery of the analyte and IS need not be 100%, but the extent of recovery of an
analyte and IS should be consistent, precise and reproducible.

Short term solution stability The % change of analyte(s) at both ULOQ and LLOQ levels and IS should be within £10 %
Long term solution stability The % change of analyte(s) at both ULOQ and LLOQ levels and IS should be within £10 %
Bench top stability, Freeze thaw stability, Auto The % change should be within £ 15%, % accuracy at each QC level should be between 85% and115% of
sampler stability, Reinjection reproducibility the nominal concentration and %CV shoulkli®% at each QC level.
stability, Dry extract stability, Wet extract stability
Batch determination The concentrations obtained for the QC samples (HQC, MQC and LQC) must be within 85%-115% of

their nominal concentrations.
At least 67% of the total QC samples and at least 50% QCs at each level should be within 85%—115% of
their respective nominal concentration for the overall analytical run.
At least 67% of the total QC samples in each processing batch should be within 85%-115% of their
respective nominal concentrations.
7KH RYHU DOO $FFXUDF\ DQG 3UHFLVLRQ DW HDFK 4& OHYHO PXV\
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were prepared using each individual lot of blank matrix. Blankand 25-desacetyl rifapentine ranged from 0.60% to 2.49%,
and LLOQ samples were prepared from each individual lot 0f98.24% to 102.14%, and 1.19% to 4.88%, 97.13% to 103.05%,
blank matrix. Furthermore, it was processed and analyzed alongespectively, proving adequate assay linearity throughout the

with CC & QC samples. validation process.
Sensitivity Precision and accuracy
The sensitivity experiment involved the analysis of Three P&A runs, each with six quality control

six LLOQ samples along with precision and accuracy (P&A) samples at HQC, medium quality control (MQC), LQC,
fsam.ples. The sen;itivity experimgnt was performed three timeELoQ QC, and the dilution integrity quality control (DIQC)

in different analytical runs. The intra run and inter run P&A |eyels were used to calculate the intra run and inter run P&A
of the LLOQ samples were found across the 3 runs to assesg|yes. Three P&A runs were conducted using freshly spiked
sensitivity. QC samples, with each run performed on different days. The
Matrix effect accuracy of the assay was calculated as the absolute value of
the ratio between the back-calculated average values and the
corresponding nominal values of the quality control samples.
The precision was determined by calculating the percent
FRHI¢FLHQW RI YDULDWLRQ &9 RYHU
of the quality control samples during the validation procedure.

Performed matrix effect experiment using CC set and
two sets of high-quality controHQC)/low quality control
(LQC) along with 03 sets of HQC and LQC from at least
six individual sources/lots of interference free blank matrix
including at least one individual source/lot each of lipemic

blank matrix and hemolyzed blank matrix. Recovery

Linearity The recovery experiment involved analyzing post-
During method validation, a linear equation was built spiked samples of_high, medium, find Iow—quality controlin bIank
between concentration v/s detector response relationships. £Xtracts. Along with extracted high, medium, and low quality
x"2 was used as the weighting factor. 8-point CC were found-ontrol samples, and subsequently comparing the responses.
to be linear from 60.076 to 8004.794 ng/ml and 30.011 to /KH H[WUDFWHG 4& VDPSOHVY SHDN D
3998.837 ng/ml for rifapentine and 25-desacetyl rifapentine.25-desacetyl rifapentine were compared to the matching post-
8-point CC were evaluated during method validation. Back VSLNHG 4& VDPSOHVY DUHDV )XUWKHUI
calculated concentrations of rifapentine and 25-desacetylQC the peak areas of rifapentine and 25-desacetyl rifapentine
rifapentine in calibration standards were found using thein the extracted quality control samples were compared to the
EHVW ¢W UHJUHVVLRQ FXUYH FDO F pe@kaitad o rifapedtin®\D9 End @5<d@sace@l WifapehtineXD@ in
calibration standard precision and % nominal for rifapentinethe post-spiked quality control samples.
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Figure 1. Representative chromatogram of standard blank.
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Figure 2. Representative chromatogram of standard zero analyte and IS respectively.
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Figure 3. Representative chromatogram of LLOQ analyte and IS respectively.

Dilution integrity concentration). The former is subjected to ¥/iblution

Dilution integrity samples were created by and the later was subjected to " Mhlution to evaluate the
adding precise volumes of spiking solution to samples todilution integrity. Six samples each of 1f1dilution and
attain a concentration of 20092.464 ng/ml and 10257.846L/5" dilution were prepared using screened blank plasma and
of rifapentine and 25-desacetyl rifapentine in humanwere analyzed along with CC standards to evaluate dilution
plasma (about 2.51 and 2.57 times the highest standarthtegrity.
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Figure 4. Representative chromatogram of ULOQ analyte and IS respectively.
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Figure 5. Representative chromatogram Of HQC analyte and IS respectively.

Stability in solution
Short-term stability

LLOQ level. Dilution of rifapentine, 25-desacetyl rifapentine,
and IS dilution level of rifapentine D9 and 25-desacetyl

Stock solution and spiking solution stability of rifapentine D8 stock and spiking solution, to that of freshly
rifapentine and 25-Desacetyl rifapentine, rifapentine D9 andPrepared ULOQ and LLOQ level. Dilution of rifapentine and

25-desacetyl rifapentine Dgere assessed by comparing the 25-desacetyl rifapentine and IS dilution level of rifapentine D9
average area ratio determined from 6 injections of ULOQ andand 25-desacetyl rifapentine D8 stock and spiking solution.
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Figure 6. Representative chromatogram of MQC analyte and IS respectively.
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Figure 7. Representative chromatogram of LQC analyte and IS respectively.

Long-te

rm stability

Stock solution and spiking solution stability of

rifapentine and 1S dilution level of

Rifapentine D9 and

25-Desacetyl rifapentine D&ock and spiking solution, to
rifapentine and 25-Desacety! rifapentine, rifapentine D9 andthat of freshly prepared ULOQ and LLOQ level dilution of
25-Desacetyl rifapentine D8 was assessed by comparing thBifapentine and 25-Desacetyl rifapentine and IS dilution level
average of the area ratio obtained from 6 injections of ULOQof Rifapentine D9 and 25-Desacetyl rifapentine D8 stock and
and LLOQ level. Dilution of Rifapentine and 25-Desacetyl spiking solution.
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Figure 8. Representative chromatogramLafOQQC analyte and IS respectively.
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Figure 9. Representative chromatogramfQC analyte and IS respectively.

Rifapentine and 25-Desacetyl rifapentine stability in biological ~ This method helps ensure the reliability of the measurements by
matrix checking if the samples maintain their intended concentrations
Bench top stability over time under normal storage conditi¢d.5].

The stability of rifapentine and 25-desacetyl rifapentine
at high- and low-quality control levels were assessed for 1 day,
hours, and 47 minutes to freshly spiked quality control samples. The stability of rifapentine and 25-desacetyl rifapentine
Samples were placed on a bench at room temperature (RTn the auto sampler at HQC and LQC levels was assessed by

éuto sampler stability
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Figure 10. Representative chromatogramstdndard blank metabolite.

Figure 11. Representative chromatogram of standard zero metabolites and its.

comparing the average concentrations of samples stored in tHeeinjection reproducibility

auto sampler at 5.0°C + 3.0°C for 3 days and 12 hours, and 28 The re-injection reproducibility at HQC, MQC,
minutes to freshly spiked QC samples. This evaluation helps tand LQC levels was determined by comparing the average
ensure the reliability of the measurements by verifying if the concentrations of the re-injected samples. Samples were stored
VDPSOHYV PDLOQWDLQ WKHLU LQWHQ G khGute Bdpler \GLOTC W 3RWQ Vor RY dys dhd @ Hhio(Qr 13&5
period under controlled storage conditions. minutes to the corresponding initial concentrations.
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Figure 12. Representative chromatogram of LLOQ metabolite and its IS respectively.

Figure 13. Representative chromatogram of ULOQ metabolite and its IS respectively.

Freeze—thaw stability Wet extract stability
The freeze-thaw experiment involved subjecting HQC The stability at HQC and LQC level were assessed

and LQCsamples to 5 freeze-thaw cycles. These samples WEIfy comparing the average concentrations of the stabilit
stored at —20°C + 5°C and —75°C + 10°C. After completing the y parng 9 y

¢YH IUHH]H WKDZ F\FOHV VL[ VDPsOW¥VPIEPTPeIRT hoyrg apfpg minuies at RT and 03 days
were analyzed to assess any potential impact on stability and® Q G KRXUV PLQXWHV DW 2z& + U&
integrity resulting from the freeze-thaw process. spiked QC samples.
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Figure 14. Representative chromatogram of HQC metabolite and its IS respectively.

Figure 15. Representative chromatogram of MQC metabolite and its IS respectively.

Stability of whole blood This comparison helps determine if rifapentine remains stable in
The stability of rifapentine in whole blood was assessed ZKROH EORRG RYHU WKH VSHFL{HG GXUI

at HQC and LQC levels by comparing the average area ratio off analytical measurements in clinical settings.

stability samples to that of comparison samples at each level. o

For this evaluation, samples of the high and low-quality sample&atch determination

were prepared in fresh whole blood and were left on the bench at The sample size of the analytical runs analyzed

RT for 3 hours. and 16 minutes to simulate real-time conditionsduring method validation is considerably small when
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Figure 16.Representative chromatogram of LQC metabolite and its IS respectively.

Figure 17.Representative chromatogram of LLOQQC metabolite and its IS respectively.

compared to that analyzed during study sample analysisLQC, and MQC levels. The batch size was designed to

In order to evaluate the bioanalytical method with respectUHAHFW WKH RUJDQL]JDWLRQ RI D W\SL
to sample size, an analytical run with a large sample sizeanalysis of the study sample.

was analyzed to substantiate the batch wise analysis during At each QC level, 45 samples of HQC, MQC, and

the study sample analysis. In this experiment, a batch.QC were processed and analyzed alongside calibration
determination procedure was conducted using freshlystandards. This setup ensured a comprehensive assessment of
prepared CC standards and bulk spiked samples at HQGhe analytical performance across the different concentration
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Figure 18.Representative chromatogram of DIQC metabolite and its IS respectively.

levels. Overall, the total batch size for the analytical run RESULTS
consisted of 145 samples, facilitating a thorough evaluation ofethod development

the analytical method under realistic conditions.
Mass spectrometry

Application to bioequivalence study The IS, 25-desacetyl rifapentine, and rifapentine
The developed analytical approach was used towere individually infused into the mass spectrometer in order
analyze plasma samples in a bioequivalence study involvingo maximize the abundance of product and fragment ions in
healthy adult Asian male volunteers< 18), approved by the & positive ionization mode using a Turbo spray electrospray
Skinovate Independent Ethics Committee (CNR-P-009-23,ionization interface and the mass spectrometric conditions were
dated 20/06/2023), in accordance with the Declaration ofoptimized. They were dissolved at a concentration of 50 ng/
Helsink [15]. The subjects were 30.6 years old on averagePO RI PHWKDQRO DQG WKHQ FRQWLQXR.
and weighed 66.32 kg on average. There were 23 bloodSing a syringe pump into the mass spectrometer. The Q1/
samples in total, including pre-dose sampling, were takerQ3 Whole-scan spectra were characterized by [MaHm/z
over the study period. Within 60 minutes before the treatment878.200/846.600 for rifapentine and m/z 835.500/803.500
5 ml of pre-dose blood samples were taken. Five ml of postfor 25-desacetyl rifapentine. Selected product ions were
dosage blood were drawn at different intervals: 1, 2, 2.50detected at m/z 887.500/855.300 for rifapentine D9 and m/z
3, 3.50, 4, 4.33, 4.67, 5, 5.33, 5.67, 6, 6.50, 7, 8, 10, 12, 16343.300/811.400 for 25-desacetyl rifapentine D8 IS. This
24, 36, 48, and 72.00 hours. Prior to centrifugation, all bloodmethod allowed for the optimization of mass spectrometric
samples were collected in pre-labeled K2EDTA-Vacutainers FRQGLWLRQV WR DFKLHYH WKH GHVLUH!
and stored in a wet ice bath. The samples were immediatepWKH TXDQWL(FDWLRQ RI ULIDSHQWLQH
placed in a deep freezer after centrifugation and kept theréhe sample matrixigure 1%a, b,c, shows the MS spectra scan.
until they were required for analysis. AQGthe area under  The fragmentation pathway mentioned below.
the concentration-time curve from time zero to the last o
measured concentration), C(the maximum concentration), Sensitivity
and AUC , (the area under the concentration-time curve For rifapentine, the inter-run accuracy and precision
IURP WLPH JHUR WR LQ¢{¢QLW\ DUH W KEOQWete FH3HAGUdn® B.59%, SEshetlirely. Wik Unita-
for the bioequivalency study. Secondary parameters includeun accuracy and precision at LLOQ varies from 95.53% to
T, (time to reach maximum concentration), (€limination 102.54% and from 0.99% to 2.61%, respectively. The signal-
rate constant), ang thalf-life). The estimated concentration to-noise ratio for the LLOQ samples ranged from 154.199 to
YHUVXV WLPH SUR¢{OHV RI ULIDSHQZ3I09LH FarH26-tesateng ofdpertite, WeRintervruv Hatacy
these primary and secondary parameters and evaluate trend precision at LLOQ were 95.81% and 4.83%, respectively.
bioequivalence of the tested formulations. The intra-run accuracy and precision at LLOQ varies from
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Figure 19(a).MS spectra scan rifapentine.

Figure 19(b). MS spectra scan 25-desacetyl rifapentine.
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Figure 19(c).MS spectra scan rifapentine D9 (IS).
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Figure 19(d). MS spectra scan 25-desacetyl rifapentine (1S).
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95.32% to 96.18% and from 3.24% to 6.90%, respectively.25-Desacetyl Rifapentine
The signal-to-noise ratio for the LLOQ samples ranged from i a-run

706.054 10 2572.555. The intra run %CV for high, median, low QC, and
Matrix effect DIQC samples varies from 2.21% to 7.03%, 5.51% to 7.20%,
For rifapentine, the percentage accuracy at high3.91% to 5.17%, and 3.96% to 5.10%, respectively. The

and low-quality control levels was 92.75% and 97.73%. Theintra-run accuracy for these samples ranged from 95.23% to

SHUFHQWDJH FRHI(FLHQW RI YDULDWIEe0 9x84% 19 p1.09%, 9p % g 400.09%, and 98.17%

levels was 0.74% and 4.37%. These values fell within thel© 101.75%, respectively. For the LLOQQC, intra-run precision

acceptance limits. For 25-desacetyl rifapentine, the percentagédfies from 2.33% to 5.57%, and accuracy varies from 90.42%
accuracy at HQC and LQC levels was 99.67% and 101.479%0 100.49%.
respectively. The %CV at high and low-quality control levels

was 2.16% and 1.31%, respectively. Inter-run

The inter run %CV for high, median, low QC, and
Precision and accuracy DIQC quality samples was 5.19%, 6.12%, 4.84%, and 4.68%,
Rifapentine respectively. The inter-run accuracy for these samples was

97.98%, 99.82%, 97.40%, and 100.45%, respectively. For the

) o ) ) LLOQQC, inter-run precision was 5.84%, and accuracy was
The intra run precision (%CV) for high, median, low g5 g504. Results are as showrTable 1b
QC, and DIQC samples ranged from 0.91% to 2.01%, 1.37%

to 2.59%, 1.98% to 2.78%, and 2.14% to 3.61%, respectively. Recovery
The intra run accuracy for these samples ranged frorrh
95.54% to 98.14%, 96.60% to 99.46%, 96.13% to 98.62%, and

Intra-run

ifapentine

99.12% to 100.70%, respectively. For the LLOQQC, intra-run % Recovery for rifapentine at high, median, and low
precision varies from 0.96% to 2.03%, and accuracy varieQC levels were 73.32%, 71.27%, and 68.50%, respectively.
from 95.57% to 103.34%. The % CV for extracted sample responses at high, median, and
low QC levels were 4.76%, 2.50%, and 4.17%, respectively.
Inter-run The % CV for post-extracted sample responses at high, median,

The inter run %CV for high, median, low QC, and and low QC levels was 1.54%, 1.56%, and 1.82%, respectively.
DIQC quality samples was 1.83%, 2.50%, 2.60%, and 3.05%Global recovery and % CV for rifapentine was 71.03% and
respectively. The inter-run accuracy for these samples wa8.41%, respectively. The % recovery for rifapentine D9 at
96.48%, 98.36%, 97.47%, and 100.04%, respectively. For thdiigh, median, and low QC levels were 73.29%, 71.47%, and
LLOQQC, inter-run precision was 3.66%, and accuracy was68.86%, respectively. The %CV for extracted sample responses
99.69%. Results are as showrTable 1a at high, median, and low QC levels was 4.02%, 2.57%, and

Table 1(a).Intra run and Inter run precision and accuracy of rifapentine.

Intra-day Inter-day
Nominal Measured Precision (%) Mean accuracy Nominal Measured Precision (%) Mean accuracy
concentration concentration (%) concentration concentration (%)

(ng/ml) (ng/ml) (ng/ml) (ng/ml)

60.134 57.4675 2.03 95.57 60.134 59.9466 3.66 99.69
162.966 159.1572 1.98 97.66 162.966 158.8451 2.60 97.47
3,621.466 3,602.0832 6.2.59 99.46 3,621.466 3,562.1655 2.50 98.36
6,035.776 5,923.5007 111 98.14 6,035.776 5,823.4757 1.83 96.48

Table 1(b).Precision and accuracy of 25-desacetyl rifapentine.

Intra-day Inter-day
Nominal Measured Precision (%) Accuracy (%) Nominal Measured Precision (%) Accuracy (%)
concentration concentration concentration Concentration
(ng/ml) (ng/ml) (ng/ml) (ng/ml)
30.046 28.8505 5.57 101.75 30.046 28.7376 5.84 95.65
81.427 78.9368 3.91 96.94 81.427 79.3066 4.84 97.40
1,809.484 1,770.4588 7.20 97.84 1,809.484 1,806.2806 6.12 99.82

3,015.807 3,046.8935 4.22 101.03 3,015.807 2,954.9344 5.19 97.98




Parghaleet al. / Journal of Applied Pharmaceutical Science 2025;15(04):179-201 195

3.75% respectively. The %CV for post-extracted sampleRifapentine D9 (stock solution)
responses at HQC, MQC, and LQC levels was determined to be Stock solution stability for rifapentine D9 was
1.96%, 1.84%, and 1.93%, respectively. Global recovery andjemonstrated for a period of 07 hrs and 13 minutes in ice bath.
% CV for rifapentine D9 were found to be 71.21% and 3.13%, g&KDQJH ZDV IRXQG WR EH i
respectively.
. . Rifapentine D9 (spiking solution)

25-Desacetyl rifapentine Spiking solution stability for rifapentine D9 was

% Recovery for 25-desacetyl rifapentine at HQC, demonstrated for a period of 07 hours and 13 minutes in ice
MQC, and LQC levels were 72.57%, 71.89%, and 68.67%, E D W K &KDQJH ZDV GHWHUPLQHG WR E
respectively. The % CV for extracted sample responses at
high, median, and low QC levels were 5.05%, 4.44%, and25-Desacetyl rifapentine (stock solution)

6.23%, respectively. The % CV for post- extracted sample Stock solution stability at ULOQ and LLOQ levels
responses at HQC, MQC, and LQC levels was 4.30%for 25-desacetyl rifapentine was demonstrated for a period
3.17%, and 5.65%, respectively. Global recovery and %gf 07 hours and 16 minutes in ice bath. % Change at ULOQ

CV for 25-desacetyl rifapentine were 71.04% and 2.93%,pQG //24 OHYHO ZDV GHWHUPLQHG WR
respectively. The % recovery for 25-desacetyl rifapentineregpectively.

D8 at HQC, MQC, and LQC levels were 76.32%, 74.75%,

and 65.30%, respectively. The %CV for extracted sample25-Desacetyl rifapentine (spiking solution)

responses at high, median, and low QC levels was 6.06%, Spiking solution stability at ULOQ and LLOQ
2.62%, and 4.06%, respectively. The %CV for post-extractedeyels for 25-desacetyl rifapentine was demonstrated for a
sample responses at high, median, and low QC levels Wagerjod of 07 hours and 15 minutes in ice bath. % Change at

determined to be 5.93%, 3.75%, and 6.37%, respectivelyy| 0Q and LLOQ was determined to be 1.12% and 0.24%,
Results are presented irable 2 Global recovery and % yegpectively.

CV for 25-desacetyl rifapentine D8 were determined to be
72.12% and 8.27%, respectively. 25-Desacetyl rifapentine D8 (stock solution)

Stock solution stability for 25-desacetyl rifapentine
D8 was demonstrated for a period of 07 hours and 15 minutes
Rifapentine LQ LFH EDWK &KDQJH ZDV IRXQG WR E
The % accuracy of the dilution integrity with 1/10th ) ) o )
and 1/5th dilution were 99.12% and 97.59%, respectively. The?>-Desacetyl rifapentine D8 (spiking solution)
precision of the dilution integrity samples at 1/10th and 1/5th Spiking solution stability for 25-desacetyl rifapentine
dilution were 3.54% and 2.35%, respectively. D8 was demonstrated for a period of 07 hours and 03 minutes in
LFH EDWK &KDQJH ZDV GHWHUPLQHG \

Dilution integrity

25-Desacetyl rifapentine

The % accuracy of the dilution integrity with 1/10th Long-term stability in solution
and 1/5th dilution was 98.17% and 95.15%, respectively,Rifapentine
GiLiion ntegrity at 110t and 1St dicion 1 48456 and o S0Ut"
. 0 -
3.36%, respectively, also within the acceptance limit. These d Long-termds]:[ablllty;t the ZUIL(;Q and LlaOQ Iev_els
results show the reliability and accuracy of the analytical"v‘"‘s20 emoonstr$the (;)r r? ays, 2= 4(?U(:‘/S, and 58 Tol/nutes
method for both rifapentine and 25-desacety! rifapentine, everit 2°C—8°C. The % change watl.48% and 0.94%,

. : - tively.
after dilution, ensuring the validity of the measurements for'€SPEClvely. . o
samples with varying concentrations. Spiking solution: Long-term stability at UITOQ
and LLOQ levels was demonstrated for the same period and

Stability in solution conditions. The % change w#$.31% and 2.50%, respectively.
Short-term stability in solution Rifapentine D9
Rifapentine (stock solution) Stock solution: Long-term stability was demonstrated

Stock solution stability at ULOQ and LLOQ levels for the same period and conditions. The % change was found
was demonstrated for a duration of 07 hours and 13 minutes ito be i0.44%.
ice bath. The % change at ULOQ and LLOQ levels was found

WR EH i DQG i UHVSHFWLY H O\ Spiking solution
) ) . . Long-term stability was demonstrated for the same
Rifapentine (spiking solution) period and conditions. The % change was found to be 2.27%.

Spiking solution stability at ULOQ and LLOQ levels _ )
was demonstrated for a duration of 07 hours and 15 minutes ig°-Desacetyl rifapentine
ice bath. % Change at ULOQ and LLOQ levels for was found Stock solution: Long-term stability at ULOQ
WR EH DQG i UHVSHFWLYHO\and LLOQ levels was demonstrated for the same period
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and conditions. The % change was 1.81% add06%,
respectively.

Spiking solution: Long-term stability at ULOQ
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LQC levels were 1.43% and 1.63% which fall within the
acceptance limit.
% Accuracy for 25-Desacetyl rifapentine at HQC

and LLOQ levels was demonstrated for the same period andpng LQC levels were 101.44% and 101.48%. % CV at

conditions. The % change wé8.52% and 0.20%, respectively,

25-Desacetyl rifapentine D8

Stock solutiornt Long-term stability was demonstrated
for the same period and conditions. The % change was foun
to be 1.48%.

Spiking  solution:  Long-term  stability was

HQC and LQC levels were 3.86% and 6.16% which were
within the acceptance limit. Results are indicatedable
3aandb

Auto sampler stability
%Accuracy for rifapentine at HQC and LQC levels

demonstrated for the same period and conditions. The % chang¥ere 97.94% and 96.62%, respectively. % CV at HQC and

was found to be 5.31%.

Rifapentine & 25-Desacetyl rifapentine stability in biological
matrix

Bench top stability

LQC levels were 3.33% and 1.46%, respectively, which fall
under the acceptance limit.

% Accuracy for 25-Desacetyl rifapentine at HQC and
LQC levels were 97.93% and 100.69%, respectively. % CV
at HQC and LQC levels were 6.39% and 5.28%, respectively,

% Accuracy for rifapentine at h|gh and |Ow_qua|ity which were within the acceptance limit. Results are indicated in

control levels were 100% and 98.71%. % CV at HQC andTable 3a and b

Table 2 Recovery of rifapentine.

HQC MQC LQC
Extracted sample Un-s(—;xr;r;c:ed Extracted sample Un-se;:]tqr;(;ted Extracted sample Un'sz);:s;: ed
Mean 4022,804.8 5486,783.0 2463,235.5 3456,416.8 100,163.0 146,227.5
SD 191,440.14 84,333.66 61,488.63 54,086.28 4,174.93 2,659.15
% CV 4.76 1.54 2.50 1.56 4.17 1.82
% Recovery N/A 73.32 N/A 71.27 N/A 68.50
Table 3 (a).Stability data for rifapentine.

Validation Stability conditions HQC(% accuracy) LQC(% accuracy)
Bench top RT, 01 day and 06 hour 47 minutes 100.00 98.71
freeze-thaw V cycles, —20°C + 5°C 99.50 99.01
V cycles, —75°C + 5°C 101.03 99.84
Autosampler 5.0 °C + 3.0°C, 03 Days 12 hours 28 minutes 97.94 96.62
Reinjection reproducibility 5.0°C + 3.0°C for 03 days and 01 hour 58 minutes 86.71 87.42
Dry extract 05 hours and 34 minutes at room temperature 99.69 96.91
Wet extract RT, 04 hours and 59 minutes 98.10 101.67
72&+ U& GD\V KRXUV PLQXWHY¥99 96.42

Table 3 (b). Stability data for 25-desacetyl rifapentine.

Validation Stability conditions HQC(% accuracy) LQC(% accuracy)
Bench top RT, 01 day and 06 hour 47 minutes 92.98 95.07
freeze-thaw V cycles, —20°C + 5°C 106.82 99.60
V cycles, —75°C + 5°C 101.99 100.31
Autosampler 5.0°C + 3.0°C, — 03 Days 12 hours 28 minutes 97.93 100.81
Reinjection reproducibility 5.0°C + 3.0°C for 03 days and 01 hour 58 minutes 95.48 90.51
Dry extract 05 hours and 34 minutes at room temperature 100.20 94.36
Wet extract RT, 04 hours and 59 minutes 101.61 101.32
7&+ U& GD\V KRXUV PLQXW HO03.71 94.32
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Reinjection reproducibility respectively, were in the acceptance limit. Results are indicated

%Accuracy for rifapentine at HQC, MQC, and LQC in Table 3a and b
levels were 86.71%, 86.15%, and 87.42%, respectively. % CV

at high, median, and low-quality control levels were 3.31%, $woz&x U& ) )
0.85%, and 1.65%, respectively. % Accuracy for rifapentine at HQC and LQC levels

%Accuracy for 25-desacetyl rifapentine at HQC, at RT was 99.99% and 96.42%, respectively, and % CV at high
MQC, and LQC levels were 95.48%, 95.28%, and 90_51%'and low QC levels was 1.56% and 1.32%, respectively, which
respectively. % CV at high, median, and low-quality control WEr€ In Te acceptance limit. _ _
levels were 4.64%, 4.51%, and 5.40%, respectively, which were Yo Accuracy for 25-desacetyl rifapentine at HQC and

within the acceptance limit. Results are indicatedahle 3a /4& OHYHO DW 2&+ U& ZDV DQG
and b and % CV at HQC and LQC level was 5.65% and 6.49%,

respectively, which were within the acceptance limit. Results
Dry extract stability are indicated iffable 3a and b

% Accuracy for rifapentine at HQC and LQC levels
were 99.69% and 96.91%, respectively. % CV at HQC an

LQC levels were 4.05% and 1.42%, respectively, which was in % Change for rifapentine at HQC and LQC level at RT
the acceptance limit. ZHUH DQG UHVSHFWLYHO\ &RF

% Accuracy for 25-desacetyl rifapentine at HQC and HQC and LQC levels were 1.49% and 3.26%, respeciively
LQC levels were 100.20% and 94.36%, respectively. % cvin the acceptance limit. % Change for 25-desacetyl rifapentine

at HQC and LQC levels were 3.93% and 5.51%, respectively?t HQC andOLQC level at RT weré2.09% and "3'572/0'
which were within the acceptance limit. Results are indicated if€SPectively, % CV at HQC and LQC level were 2.29% and
Table 3a and b 2.33%, respectivelywhich were within the acceptance limit.

dStability of whole blood

Freeze-thaw stability Batch determination

Freeze—thaw stability (—20°C + 5°C) Rifapentine _ _
$FFXUDF\ IRU ULIDSHQWLQH DIWHUFo§ YA hI@Hm?qJF‘WWdOZV QC samples, the
cycles at HQC and LQC levels at —20°C + 5°C were 99.509@ccuracy was 101.77%, 102.62%, and 98.14%, respectively,
and 99.01%, respectively. % CV at HQC and LQC levels weredll Within the acceptance limits. The precision values for HQC,
2.75% and 1.45%, respectively, which fall in the acceptancdQC, and LQC quality control samples were 2.66%, 2.48%,
limit. and 2.89%, respectively, all within the acceptance limit.
$FFXUDF\ IRU GHVDFHW\O ULl e%a'?:'e Wf!ai%n'ﬂneDlWHU ¢YH
freeze-thaw cycles at HQC and LQC levels at —20°C + 5° P

were 106.82% and 100.31%, respectively. % CV at HQC and The accuracy for high, median, and low QC samples
LQC levels were 5.06% and 4.50%, respectively, which is inWas 101.06%, 103.04%, and 100.93%, respectively, all within

the acceptance limit. Results are indicate@iible 3a and b the acceptance limits. The precision for HQC, MQC, and
Freeze—thaw stability (=75°C + 10°C) LQC quality control samples was 6.59%, 5.58%, and 5.56%,

% Accuracy for rifapentine after 5 freeze thaw cycles respectively, all within the acceptance limit.
at HQC and LQC IeVelS at —750C T 100C were 10103%App||cat|on to bioequiva|ence Study
and 99.84%, respectively. % CV at HQC and LQC levels
were 2.00% and 2.12%, respectively, which were within the
acceptance limit.

% Accuracy for 25-desacetyl rifapentine after 5 freeze
thaw cycles at HQC and LQC levels &t5°C + 10°C were

The rifapentine and 25-desacetyl rifapentine,
analytical method was developed and validated. It was
effectively applied in a bioequivalence study. Approximately
1,110 plasma samples were analyzed from healthy, adult,

. male subjects. They were administered a single oral dose
101.99% and 100.81%, respectively. % CV at HQC and LQCof rifaper:tine table%/s, 150 mg manufactured gk])y DelNova

levels were 6.01% and 5.79%, respectively, which were Withi”Healthcare LLP, India, compared to Priftin (Rifapentine)
the acceptance limit. Results are indicatet@iahle 3a and b PJ 7D E,O H W PDQXIDFWXUHG E\ 6DQF

Bridgewater, NJ 08807, under fasting conditions. The study

Wet extract stabilit
y LQFOXGHG DQDO\WLV RI FRQFHQWUDW

Atroom temperature rifapentine and 25-desacetyl rifapentine. It is depicted in

% Accuracy for rifapentine at HQC and LQC levels at linear and semi-log plots as seenFigure 20a, b, ¢, and d.
RT was 98.10% and 101.67%, respectively. % CV at HQC and7KH FDOFXODWHG FRQ,;GHQFH LQWH
LQC levels was 2.72% and 2.17%, respectively, which wereC__, AUC_, and AUC - of the test and reference products
within the acceptance limit. fell within the bioequivalency criterion of 80%-125%. The

% Accuracy for 25-desacetyl rifapentine at HQC and Ln-transformed data are shown Table 4 This led to the
/4& OHYHO DW 2&+ U& ZDV D Q G conclusiorJtHat, Sdldwwkid. & ki@l oral dose administration

and % CV at HQC and LQC level was 7.51% and 3.95,in fasting conditions, healthy adult male subjects exhibited
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Figure 20(a).Linear plot of average plasma concentrations v/s time for Test product (T) and Reference product (R) in 18 healthy, adult, human male subjects und
fasting condition for analyte (Rifapentine ).
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Figure 20(b). Semi-log plot of average plasma concentrations v/s time for T and R in 18 healthy, adult, human male subjects under fasting condition for analyt
(Rifapentine ).
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Figure 20(c).Linear plot of average plasma concentrations v/s time for test product and rteference product in 18 healthy, adult, human male subjects under fasti
condition for metabolite (25-Desacetyl Rifapentine ).
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Figure 20 (d).Semi-log plot of the average plasma concentrations over time for the T and R in 18 adult male, healthy human participants during a fast for Metabolit
(25-Desacetyl Rifapentine ).
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Table4. *HRPHWULF OHDVW VTXDUHV PHDQ UDWLRYV
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FRQ¢GHQFH LQWHUYDO

Geometric least square means

90% Confidence interval

PK Parameter N T/R Ratio (%) ISCV (%) Power
Test (T) Reference (R) LCL uCL

C, o (ng/ml) 18 3,353.60 3,393.71 98.82 83.14 117.45 30.35 69.12

AUC(0-t) (h*ng/ml) 18 70,221.03 66,989.56 104.82 89.41 122.90 27.86 75.39

AUC(0-inf) (h*ng/ml) 18 73,530.04 70,466.10 104.35 89.65 121.46 26.54 78.79

bioequivalence in response to 150 mg rifapentine tabletdor

rifapentine offers simplicity, speed, accuracy, and

from DelNova Healthcare LLP, India, and 150 mg Priftin reproducibility, making it highly suitable for applications

5LIDSHQWLQH
Bridgewater, NJ 08807.

WDEOHWYVY [URP

6 DsQcR gs Bivadapahilitywand @oéquivaléigce studies where large
QXPEHUV RI

FOLQLFDO VDPSOHV QHHG W

reliably.

DISCUSSION

The LC-MS-MS method that was used in the presentAUTHOR CONTRIBUTIONS

VWXG\ KDV D QXPEHU RI EHQH¢{WYV

IRU P AID ¥XHdrs Qraade L s0bStah@aW tdptHbutidps to

human plasma. Our technique has a LLOQ of 50 ng/ml. Ourconception and design, acquisition of data, or analysis and
technique demonstrates excellent sensitivity, allowing forinterpretation of data; took part in drafting the article or revising
accurate detection of rifapentine even at low concentrationsit critically for important intellectual content; agreed to submit

Furthermore, the method boasts a short runtime of 8 minutesSNR WKH FXUUHQW MRXUQDO

SHU VDPSOH

JDYH ¢QDC

PDNLQJ LW HI¢FLHQ Wpublighéd; Bng adide $olbke RatddntdiiRelior Kl ddpects of the

throughput analysis of several clinical samples. We achievedvork. All the authors are eligible to be an author as per the
these results using conventional solvents, acetonitrile, andnternational Committee of Medical Journal Editors (ICMJE)

water, as mobile phase, along with a standagdcGlumn.
This choice of materials enabled us to achieve the best
SRVVLEOH VHQVLWLYLW\
chromatographic separation of the analytes while maintaining
a rapid analysis time. The developed analytical technique for

DFFHSWD EINANCIBLSYRRORIW LR Q

requirements/guidelines.

DQG VXI¢FLHQW
There is no funding to report.

rifapentine proved to be instrumental in the bioequivalenceCONFLICTS OF INTEREST

investigation of rifapentine tablet formulations, requiring

7TKH DXWKRUV UHSRUW QR ¢(¢QDQFLI

the analysis of approximately 1,110 plasma samples. Duringf interest in this work.

this investigation, we assessed several methods for preparin
samples, one of which is the liquid-liquid extraction (LLE)
DSSURDFK ZDV HYDOXDWHG

THICAL APPROVALS
2XU ¢ QG LQJIBioaqa\alerey nwestigaton Wotved was/agproved

approach exhibited consistent and high recovery rates for thby Skinovate Independent Ethics Committee (CNR-P-009-23
analyte. Among the different testing solvents investigated forDated 20/06/2023).

WKH //( SURFHVV ZH REVHUYHG WKDW WKH HIWUDFWLRQ HI¢FLHQF\ ZDV
highest using ethyl acetate. This highlights the effectivenes@ATAAVAILABILITY

of the LLE approach in extracting rifapentine from plasma
VDPSOHYV

underscores the importance of selecting an appropriat
sample preparation technique to achieve optimal recovery and

All data generated and analyzed are included in this

HQVXULQJ UHOLDEOH DQreseddhpideDWH TXDQWL¢FDWLRQ LQ

the bioequivalence study. Overall, the present assessment
PUBLISHER'S NOTE

This journal remains neutral with regard to

reliability in analytical measurements, ultimately contributing MXULVGLFWLRQDO FODLPV LQ SXEOLVKFE

to the success of bioequivalence investigations for rifapentine

tablet formulations.
1.

CONCLUSION

The combination of simplicity, speed, accuracy, and
reproducibility in our newly developed analytical method for
rifapentine makes it exceptionally well-suited for applications
like bioavailability and bioequivalence studies. With the ability 3.
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