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Abstract
Background In-hospital therapeutic drug monitoring (TDM) requires a suitable quantification method for target 
drugs from the viewpoint of precision, throughput, and testing costs. We previously developed a practical HPLC-UV 
platform for quantification of serum levels of various drugs. In this report, the platform was effectively applied to the 
quantification of patient serum levels of five different drugs by clinical professionals in our hospital during their daily 
work.

Methods The residual sera of patients receiving carbamazepine (CBZ), phenytoin (PHT), lamotrigine (LTG), 
vancomycin (VCM), or voriconazole (VRCZ) were used in the present clinical study. The quantification method for 
each drug consisted of rapid solid-phase extraction (SPE) of each drug in the patient serum, followed by optimized 
HPLC-UV analysis of the drug in the SPE eluate. Furthermore, patient serum levels of PHT, CBZ, and VCM were also 
measured by ligand-binding assay using a cobas® analyzer in our hospital, and those of LTG and VRCZ were measured 
by HPLC-MS/MS at an outsourced provider. Passing–Bablok regression analysis and Bland–Altman analysis were 
employed to analyze the agreement of drug levels in patient sera, which was separately quantified using two different 
methods—our HPLC-UV platform and the cobas analyzer, or HPLC-UV and HPLC-MS/MS.

Results All analytical conditions of the present method using our HPLC-UV platform were well optimized for each 
target drug quantification in the patient’s serum, and the quantification method for each drug was fully validated for 
accuracy, precision and reproducibility. Furthermore, Passing–Bablok regression analysis and Bland–Altman analysis 
revealed that patient serum levels of PHT, CBZ, and VCM quantified by our HPLC-UV platform were closely correlated 
with those quantified by the cobas® analyzer, and the levels of LTG and VRCZ quantified by our HPLC-UV platform 
were also correlated with those quantified by HPLC-MS/MS.

Conclusions Our HPLC-UV platform can be performed without requiring special analytical techniques. This platform 
is expected to be used for the measurement of blood levels of multiple drugs for in-hospital routine TDM.

Keywords Therapeutic drug monitoring, HPLC-UV, Solid-phase extraction, Anticonvulsant, Antimicrobial

Evaluation of the clinical and quantitative 
performance of a practical HPLC-UV platform 
for in-hospital routine therapeutic drug 
monitoring of multiple drugs
Go Morikawa1* , Kazuto Fukami2, Yukiko Moriiwa3, Katsuko Okazawa1 and Akio Yanagida3

http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/publicdomain/zero/1.0/
http://orcid.org/0000-0003-4328-5707
http://crossmark.crossref.org/dialog/?doi=10.1186/s40780-023-00298-7&domain=pdf&date_stamp=2023-7-26


Page 2 of 11Morikawa et al. Journal of Pharmaceutical Health Care and Sciences            (2023) 9:29 

Background
The implementation of therapeutic drug monitoring 
(TDM), based on the quantification of blood drug lev-
els, is crucial for assessing the efficacy and safety of 
an administered drug. Thus, TDM analysts must have 
adequate quantification methods for the target drugs 
from the viewpoint of precision, throughput and test-
ing costs. Generally, ligand-binding assay (LBA) and 
high-performance liquid chromatography (HPLC) have 
been used as analytical methods for the quantifications 
of blood levels of numerous kinds of drugs [1, 2]. LBA, 
particularly immunoassay using specific antibodies, is a 
suitable method for the automation of drug analysis for 
TDM, and thus several types of high-speed clinical LBA 
analyzers currently operate in most general hospitals in 
Japan. However, as most LBA methods for TDM indi-
rectly quantify the blood level of a target drug by bind-
ing with its antibody and subsequent signal amplification, 
they suffer from low quantitative capability due to anti-
body cross-reactivity [1]. Notably, they are not applicable 
to the analysis of drugs that lack corresponding antibod-
ies. Meanwhile, most HPLC methods for TDM directly 
quantify the blood levels of target drugs using online 
detectors after chromatographic separation. Thus, the 
quantitative capability (in terms of specificity, accuracy, 
repeatability, and precision) of HPLC methods is higher 
than that of LBA methods [2].

Among all HPLC platforms for TDM, HPLC with tan-
dem mass spectrometry (HPLC-MS/MS) shows supe-
rior performance in terms of sensitivity, selectivity, and 
universality [1]. Moreover, reports of the application of 
HPLC-MS/MS in clinical laboratories have been increas-
ing recently [3–6]. However, as the installation of an 
HPLC-MS/MS apparatus entails high costs, owing to the 
operation/maintenance of the complicated apparatus, 
HPLC-MS/MS methods have not been widely used for 
routine TDM analysis in general hospitals in Japan. Thus, 
hospitals with neither LBA analyzers nor HPLC-MS/MS 
have no choice but to depend on time-consuming out-
sourced services for TDM analysis [7].

Given the discussed limitations of HPLC-MS/MS, the 
practical value of a conventional HPLC apparatus with 
ultraviolet (UV) absorption detection has been once 
again recognized and has drawn attention for routine 
TDM analysis in clinical practice. For example, Tuch-
ishita et al. reported the clinical and economic practi-
cality of TDM of several antiarrhythmic agents through 
in-hospital routine quantitation using a conventional 
HPLC-UV apparatus [8]. Other researchers also reported 
the usefulness of a simple economic HPLC-UV method 
for TDM focusing on several antibacterial agents [9, 10]. 
Meanwhile, the HPLC conditions described in the above 
reports (e.g., pre-extraction procedure, type and size 
of the separation column, flow rate and composition of 

the mobile-phase solvent, and detection UV wavelength) 
were different for each drug and were not unified as a 
single HPLC platform for multiple drug analyses. Thus, 
in each hospital, resetting the HPLC conditions for each 
target drug on a case-by-case basis is difficult and repre-
sents a burden for medical workers.

Given these circumstances, we previously developed a 
practical HPLC platform for the in-hospital quantifica-
tion of serum levels of various drugs [11]. The platform 
consists of the simple solid-phase extraction (SPE) of a 
drug in serum using a disposable centrifugal cartridge, 
followed by rapid HPLC quantification of the drug in 
the SPE eluate using an easy-to-use reversed-phase (RP) 
HPLC-UV apparatus. We further demonstrated that 
the platform could be applied for the quantification of 
the serum levels of 15 different drugs (carbamazepine 
[CBZ], phenytoin [PHT], lamotrigine [LTG], disopyra-
mide, flecainide, lidocaine, mexiletine, procainamide, 
propafenone, quinidine, sotalol, voriconazole [VRCZ], 
mycophenolic acid, imatinib, and pazopanib) with almost 
the same procedures and exactly the same HPLC-UV 
apparatus. Furthermore, the method was also applied 
to the clinical evaluation of the blood levels of favipi-
ravir [12, 13] and VRCZ [14] at different hospitals in 
Japan. However, with a few exceptions such as favipiravir 
and VRCZ, the method using the above platform is just 
beginning to be applied to the clinical evaluation of blood 
levels of other kinds of drugs during therapy in clinical 
practice.

In this report, our practical HPLC-UV platform was 
effectively applied to the quantification of serum levels 
of five different drugs (CBZ, PHT, LTG, VRCZ and van-
comycin [VCM]) in our hospital by clinical laboratory 
technicians and pharmacists during their daily work. 
Furthermore, the serum levels of each drug quantified by 
our platform were compared with those quantified by an 
LBA analyzer and/or HPLC-MS/MS analysis to confirm 
the quantitative capability of our practical method.

Methods
Chemical reagents and drugs
PHT (purity: >99%), LTG (purity: >99%), VCM (purity: 
>93.5%), and ammonium acetate trihydrate were pur-
chased from FUJIFILM Wako Pure Chemical (Osaka, 
Japan). CBZ (purity: >97%) and VRCZ (purity: >98%) 
were purchased from Tokyo Chemical Industry (Tokyo, 
Japan). Acetonitrile (CH3CN; HPLC grade) was pur-
chased from Kanto Chemical Co., Inc. (Tokyo, Japan). 
Sterile purified water was purchased from Hikari Phar-
maceutical Co. (Tokyo, Japan). PHT, LTG, VCM, CBZ, 
and VRCZ were used as standard compounds for the 
quantification of each drug content in patient sera 
(described in the following section). Meanwhile, normal 
human serum (NHS) was purchased from FUJIFILM 
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Wako Pure Chemical for the validation of the present 
quantification method.

Patient sera
Residual patient sera recovered after a general blood test 
for medical treatment were used in this study. The sera 
were obtained from patients treated with CBZ, PHT, 
LTG, VCM, or VRCZ at Hokushin General Hospital. The 
protocol of the present study was approved by the Eth-
ics Committee of the hospital (Receipt No. 2,016,004), 
and all experiments using patient residual sera were per-
formed at the hospital under blinded conditions using 
each patient’s ID. Since patient serum was used in this 
study for the purpose of evaluating this HPLC-UV plat-
form, the results of the measurements were not used for 
clinical use.

SPE cartridge and optimized SPE protocol
A monolithic C18-silica disk built-in centrifugal spin-
cartridge, MonoSpin C18 (GL Sciences, Inc., Tokyo, 
Japan), was chosen as an easy-to-use tool for SPE treat-
ment before the HPLC analysis of each drug level in the 
patients’ sera. The MonoSpin cartridge was pretreated 
through the sequential passage of 500 µL each of CH3CN 
and water before use. Each solution was passed through 
the cartridge by centrifugation at 5,000  rpm (2,400×g) 
for 1 min using a centrifuge (Himac CT15E; Koki Hold-
ings, Tokyo, Japan). Details of the SPE procedure using 
the pretreated cartridge are as follows. First, the patient 
sera were filtered using a DISMIC 13HP syringe filter 
(0.45 μm; ADVANTEC, Tokyo, Japan), and each filtered 
serum (150 µL) was loaded onto a MonoSpin C18 car-
tridge through centrifugation for 3  min. Second, water 
(500 µL; wash solution) was passed through the cartridge 
through centrifugation for 2 min. Third, an aqueous solu-
tion containing CH3CN (150 µL; eluting solution) was 
passed through the cartridge through centrifugation for 
1 min, and the final eluate containing the drug was col-
lected in a test tube for subsequent HPLC analysis. The 
optimized protocol of the SPE method for quantifying 
the serum level of each drug (CBZ, PHT, VCM, LTG, 
or VRCZ) is shown schematically in Fig.  1. Eluting sol-
vent for CBZ, PHT, LTG, and VRCZ was aq.50% CH3CN, 
while eluting solvent for VCM was aq.30% CH3CN.

HPLC apparatus and optimized HPLC conditions
All HPLC analyses were conducted using a Chromaster 
system (Hitachi High-Tech Science Corporation, Tokyo, 
Japan). The system consisted of a 5310 column oven, 
a 5210 autosampler, a 5110 pump, and a 5430 diode-
array detector. The RP-HPLC separation of each drug 
(PHT, LTG, VCM, CBZ, or VRCZ) was performed at 
40  °C (default temperature) on a Chromolith HighReso-
lution RP-18 column (100  mm × 4.6  mm i.d.; Merck, 

Darmstadt, Germany) equipped with a guard column 
(5 mm × 4.6 mm i.d.). All HPLC analyses were performed 
in isocratic or gradient elution mode using a mixture of 
two mobile-phase solvents: A (CH3CN) and B (10 mM 
acetate buffer, pH 5.0). For example, an analyte contain-
ing CBZ (injection volume: 20 µL) was simply eluted 
with a solvent mixture (A:B = 40:60, v/v) at a flow rate of 
2.0 mL/min over 3  min, and the CBZ in the eluate was 
detected using UV absorption at 280 nm. Details of the 
optimized HPLC conditions of all five drugs are listed in 
Tables S1 and S2 in the Supplementary data.

Validation method
A one-point calibration curve for the HPLC quantitation 
of the serum level of each drug was prepared from HPLC 
data of the SPE eluate of serum spiked with each drug (for 
CBZ, PHT, or LTG: 20 µg/mL [in NHS]; for VCM: 50 µg/
mL; for VRCZ: 5 µg/mL) without the use of an internal 
standard (IS) compound. The limit of detection (LOD), 
the limit of quantitation (LOQ), and the lower limit of 
quantitation (LLOQ) of each drug were estimated from 
a chromatogram of the SPE eluate of serum spiked with 
each drug (for CBZ, PHT, or LTG: 2  µg/mL [in NHS]; 
for VCM: 3 µg/mL; for VRCZ: 1 µg/mL) at the signal-to-
noise ratios of 3:1, 10:1, and 5:1, respectively.

An intraday study (repeatability) of the present quan-
titation method was performed by analyzing the qual-
ity control (QC) samples (e.g., for PHT, these were the 
sera spiked with PHT at 2, 10, and 20 µg/mL) four times 
during the same day, whereas an interday study (inter-
mediate precision) was performed by analyzing the QC 
samples once-per-day on separate days. The accuracy 
was reported by calculating the bias, expressed as (mea-
sured concentration)/(normal concentration) × 100%; 
the precision was reported as the coefficient of variation, 
expressed as (SD/mean of measured concentration) × 
100%.

The repeatability (at three times) of the quantitation of 
a drug level in the identical patient serum was also exam-
ined by the identical analyst (clinical technologist) in our 
hospital. The numbers of patient sera for this examina-
tion were 13 for CBZ, four for PHT, two for LTG, and two 
for VRCZ.

Quantitation of drug level in patient serum using the 
“cobas” LBA analyzer
The patient serum levels of CBZ, PHT, and VCM were 
also measured by the LBA method using a fully auto-
mated cobas® 6000 < 501 > analyzer (Roche Diagnostics, 
Tokyo, Japan) with electrochemiluminescence technol-
ogy. The numbers of patient sera for this measurement 
were 23 for CBZ, 20 for PHT, and 20 for VCM. The 
cobas analyzer is routinely used for the measurement of 
blood levels of seven kinds of drugs (CBZ, PHT, VCM, 
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phenobarbital, sodium valproate, digoxin, and theophyl-
line) in our hospital. In this study, all quantitative mea-
surements using the cobas analyzer were performed as a 
routine part of the clinical laboratory technician’s job.

Quantitation of drug level in patient serum using 
HPLC-MS/MS
The patient serum levels of LTG and VRCZ were also 
measured using HPLC-MS/MS at the outsourced pro-
vider (SRL, Inc., Tokyo, Japan). The number of patient 
sera for this measurement was nine each for LTG and 
VRCZ. SRL routinely offers clinical laboratory testing, 
receiving consigned specimens from hospitals, and has 
proven quality assurance systems and reporting on test 
results. In this study, details of the measurement con-
ditions of HPLC-MS/MS were not disclosed to us by 
SRL. It can take up to 1 week to obtain feedback on the 

quantitative result from SRL after sending in the patient’s 
serum.

Data plotting methods used in analyzing the agree-
ment between two different quantification methods for 
serum drug level.

Passing–Bablok regression analysis, Bland–Altman 
analysis, and Pearson’s correlation coefficient were 
employed to analyze the agreement of drug levels in 
patient sera, which was separately quantified using two 
different methods—our HPLC-UV platform and the 
cobas analyzer, or HPLC-UV and HPLC-MS/MS. A 
Bland–Altman plot [15] of a total of 75 data quantified 
by HPLC-UV and another method (cobas or HPLC-
MS/MS) was constructed between the mean of the 
drug levels quantified by both methods and the differ-
ence between these drug levels. Bias was estimated as 
the mean of the differences between both methods. The 

Fig. 1 Schematic of the present quantification method of drug levels in patient sera
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upper and lower limits of agreement were plotted with 
a 95% confidence interval (as the limit of agreement 
[LOA] = mean ± 1.96 × SD). The analyses were performed 
using Microsoft® Excel® for Microsoft 365 MSO (version 
2303 build 16.0.16227.20202) 64-bit.

Results
HPLC-UV profiles of the target drugs after method 
optimization
In advance of the present clinical study, our previous 
methods [11] for the quantification of serum levels of 
four different drugs (CBZ, PHT, LTG, or VRCZ) were 
slightly modified and optimized to the patient sera in our 
hospital. Specifically, all patient sera were passed through 
a syringe filter (0.45 μm) before SPE treatment, and cen-
trifugation times of the SPE cartridge were re-adjusted 
for each step. The schematic procedure of the present 
drug quantification method in patient sera is shown in 
Fig.  1. The working time for the SPE treatment series 
for each drug was within 10  min, and a clinical labora-
tory technician or pharmacist was able to carry out SPE 
treatment of the patient sera between routine tasks in our 
hospital.

Furthermore, we additionally planned to determine the 
VCM level in patient sera by our quantification method, 
and the analytical conditions of the method were newly 
optimized for VCM quantification. Details of the well-
optimized conditions of the SPE treatment for VCM are 
also shown in Fig. 1, and those of the HPLC-UV opera-
tion for VCM are found in Tables S1 and S2.

After the above method optimization, each optimized 
method for CBZ, PHT, VCM, LTG, or VRCZ was respec-
tively applied to quantify each drug level in a patient’s 
serum. Figure  2 shows the HPLC-UV chromatograms 
of the five target drugs detected from patient sera. In all 
chromatograms, each drug clearly appeared as a sharp 
single peak without any interrupted signals, and was rap-
idly eluted within three minutes.

Validation of the present quantification method using the 
HPLC-UV platform
Additionally, the analytical performance of the present 
quantification method for five drugs using the HPLC-UV 
platform was validated by the use of serum spiked with 
each drug, and the validation results are shown in Tables 
S3, S4 and S5. Table S3 shows the recovery efficiency 
(recovery rate and SPE factor) and Table S4 shows limit 
values (LOD, LOQ, and LLOQ) of each drug. The recov-
ery rates were appropriate, between 87.9% (for PHT) 
and 108.5% (for VRCZ), and all LLOQ values were less 
than 1  µg/mL. Table S5 shows the accuracy and preci-
sion data of the present quantification method for each 
drug. The accuracy data showed suitable values between 
91.3% (for 50 µg/mL of VCM) and 108.3% (for 2 µg/mL of 

Fig. 2 HPLC-UV chromatograms of carbamazepine (CBZ), phenytoin 
(PHT), vancomycin (VCM), lamotrigine (LTG) and voriconazole (VRCZ) de-
tected from patient sera by the present quantification method
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CBZ). Further, all data of repeatability and intermediate 
precision showed excellent values of less than 10%, with 
the exception of those for 1 µg/mL of VCM (10.6% and 
18.6%, respectively).

Meanwhile, the repeatability (at three times) of the 
quantitation of a drug level in the identical patient serum 
was also examined by the identical analyst (clinical tech-
nologist). The number of patient sera for this examina-
tion was 13 for CBZ, four for PHT, two for LTG, and two 
for VRCZ (total n = 21). The relative standard deviation 
(RSD) value of each measurement ranged from 1.1 to 
16.7%, indicating that the repeatability was highly reli-
able, as shown in Table S6.

Evaluation of the agreement between two different 
methods (HPLC-UV and cobas, or HPLC-UV and HPLC-MS/
MS)
Figure 3 shows the results of Passing–Bablok regression 
analysis and Bland–Altman analysis of the serum drug 
levels (CBZ, PHT, and VCM), which were separately 
quantified by the present HPLC-UV platform and a cobas 
LBA analyzer in our hospital. As shown in the Passing–
Bablok regression plots A1, B1, and C1, the regression 
coefficient between the CBZ levels by HPLC-UV and by 
cobas was 1.1812 (n = 23, coefficient of determination 
[R2] = 0.9768), that between the PHT levels by both meth-
ods was 1.1414 (n = 14, R2 = 0.9655), and that between 
the VCM levels by both methods was 0.9978 (n = 20, 
R2 = 0.9600). The cobas assay for CBZ and PHT showed a 

Fig. 3 Comparison of Passing–Bablok regression analysis (A1, B1, C1) and Bland–Altman analysis (A2, B2, C2) results of serum levels of the three drugs 
(CBZ, PHT, VCM), which were separately quantified by the present HPLC-UV platform and by the cobas® analyzer. Both quantifications were performed 
in our hospital
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substantial difference of − 1 to − 2 µg/mL compared with 
our HPLC method. Furthermore, among the Bland–Alt-
man plots (between HPLC-UV and cobas) shown in A2, 
B2, and C2, the highest mean difference was observed 
from the PHT data in B2 (–2.1 ± 1.4  µg/mL). In the 
Bland–Altman plots, the 95% LOA data ranged from 
− 2.3 to − 0.5 µg/mL (CBZ in A2), − 4.9 to 0.7 µg/mL (PHT 
in B2), and − 3.4 to 2.1 µg/mL (VCM in C2).

Furthermore, Fig.  4 shows the results of Passing–
Bablok regression analysis and Bland–Altman analysis 
of serum drug levels (LTG and VRCZ), which were sep-
arately quantified by the present HPLC-UV platform in 
our hospital and by the outsourced HPLC-MS/MS analy-
sis. As shown in the Passing–Bablok regression plots D1 
and E1, the regression coefficient between the LTG levels 
by HPLC-UV and by HPLC-MS/MS was 0.9876 (n = 9, 
R2 = 0.9380), and that between the VRCZ levels by both 
methods was 0.9499 (n = 9, R2 = 0.9421), respectively. 
Furthermore, among the Bland–Altman plots (between 
HPLC-UV and HPLC-MS/MS) shown in D2 and E2, the 
95% LOA data ranged from − 1.6 to − 0.6 µg/mL (LTG in 
D2) and − 0.9 to 0.8 µg/mL (VRCZ in E2), respectively.

Discussion
The HPLC-UV platform used in this study was con-
structed with an emphasis on practicality and economy, 
enabling its use in many hospitals. In addition, the opera-
tor was assumed to be a staff member unfamiliar with 
HPLC analysis. Although the analysts who performed the 
measurements in this study were unfamiliar with HPLC 
analysis, the results of the repeatability of drug quantita-
tion in the same patient serum samples were reliable and 
reproducible (as shown in Table S6), indicating that the 
platform’s procedure is straightforward (Fig. 1). Further-
more, the validation results of the present quantifica-
tion method using our HPLC-UV platform were suitable 
(Tables S4 and S5), indicating acceptable performance for 
handling daily TDM operations. However, separate con-
firmation is required to assess the accuracy of quantifica-
tion of concentrations above the therapeutic range.

The quantitative values of the HPLC-UV method cor-
related well with those of the other methods (Figs.  3 
and 4); however, the values of the HPLC-UV method 
for CBZ and PHT were higher than those of the cobas 
assay (Fig. 3). This is because the HPLC method directly 
quantifies blood levels of the target drugs using online 
detectors after chromatographic separation, thus, the 

Fig. 4 Comparison of Passing–Bablok regression analysis (D1, E1) and Bland–Altman analysis (D2, E2) results of the serum levels of two drugs (LTG, VRCZ), 
which were separately quantified by the present HPLC-UV platform and by a HPLC-MS/MS system. Quantification by HPLC-UV was performed in our 
hospital, while that by HPLC-MS/MS was conducted by the outsourced provider (SRL, Inc.)
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quantitative capability of HPLC methods is higher than 
that of LBA methods [2]. Since the accuracy of CBZ and 
PHT using this HPLC-UV platform is close to 100% (as 
shown in Table S5), it is concluded that the results using 
the cobas are slightly lower and we should be used with 
caution when performing TDM. In addition, as shown 
in Fig.  4 for VRCZ, the 95% LOA range of determina-
tion of VRCZ by this platform was found to be close to 
± 1 µg/mL, and the actual difference of 1 µg/mL of serum 
VRCZ between other analytical methods will be critical 
in patients because the range of safety levels of serum 
VRCZ is known to be relatively low and narrow. Because 
of the small sample size in this study, it is worthwhile to 
further investigate its impact.

In this HPLC-UV platform, we confirmed the feasibil-
ity of clinical application through the optimization of (1) 
pretreatment conditions, (2) HPLC/UV conditions, and 
(3) the absolute calibration curve method.

First, for the pretreatment conditions, MonoSpin (a 
centrifugal spin cartridge) was selected as the dispos-
able solid-phase cartridge for SPE. The features of this 
cartridge are as follows: (1) the solid-phase medium is a 
small silica monolithic disk; (2) it is sized to accommo-
date small sample volumes (150 µL of serum); and (3) 
it is suitable for processing multiple samples because 
all liquid permeation operations (e.g., degassing, wash-
ing, and elution) are performed through centrifugation. 
A blood drug level analysis method combining SPE and 
HPLC using a mass spectrometer or UV detector has 
been reported [16–28]. Our method is a combination 
of SPE and HPLC/UV. The SPE pretreatment involves 
almost the same procedure for each drug (Fig. 1), and the 
two mobile phases used in HPLC-UV are not changed 
for each drug to be measured. Therefore, this HPLC-UV 
platform allows simple analysis of blood levels of various 
drugs.

Second, we suggest that the use of a stable UV detec-
tor and an ODS silica monolithic column contributed 
to the success of this method. The periodic replacement 
of the guard column (about every 3 months) and mono-
lithic column (every 6 months) ensured an extremely low 
possibility of column-related problems. There have been 
reports on the performance of TDM using monolithic 
columns [29–32]; however, in many studies, these col-
umns were used for single drugs or classes of drugs. In 
this report, our HPLC-UV platform was effectively used 
to quantify patient serum levels of five different drugs 
(CBZ, PHT, LTG, VCM, and VRCZ) in our hospital. 
Our HPLC-UV platform could be applied to the in-hos-
pital measurement of blood levels of more compounds, 
including the 15 drugs in previous research [11].

Third, the absolute calibration method using a one-
point calibration line showed adequate performance for 
measuring blood concentrations in-hospital. Generally, 

the internal standard (IS) method is used for HPLC quan-
tification, as accuracy is crucial. However, in our study, 
providing stable isotope labeling as IS for all drugs was 
considered impractical. Furthermore, the standard solu-
tion used to prepare the calibration curve must be easy 
to handle. In this study, quantitative validation was per-
formed with one-point calibration curves, and no outli-
ers were found for the values of accuracy, repeatability, 
and intermediate precision (as shown in Table S5). Mean-
while, standard reference material is needed for the prep-
aration of a calibration curve to perform accuracy control 
with traceability according to certification standards 
in-hospital. Therefore, the preparation of standard solu-
tions whose quality is guaranteed by the manufacturer is 
desirable.

The method discussed herein is expected to be used for 
in-hospital measurements that are currently outsourced. 
Many studies have used HPLC-MS/MS or HPLC-UV to 
analyze blood levels of VRCZ [33–39]. In addition, LTG 
has been analyzed using HPLC-UV [40–45], while myco-
phenolic acid and imatinib were measured using HPLC-
UV [46, 47]. However, these methods are not scalable for 
measuring the blood levels of other drugs. Our HPLC-
UV platform can be used to measure the blood levels of 
VRCZ and LTG, and can be extended to mycophenolic 
acid and imatinib [11], indicating that it is expected to 
show high versatility in the medical field.

The concept of this HPLC-UV platform is that the 
analysis can be performed in many hospitals and other 
facilities using relatively inexpensive equipment. Ana-
lytical costs are an important factor for TDM. Many 
Japanese hospitals are unable to measure blood levels of 
many drugs in-hospital because of measurement costs. 
Especially for hospitals that cannot sufficiently measure 
in-hospital drug blood levels, the introduction of this 
platform should increase the number of analyzed drugs 
and enable the expansion of TDM operations. Moreover, 
the health and economic benefits gained by TDM should 
also be considered. In recent years, TDM has been used 
in neuropsychopharmacology to increase the efficacy and 
safety of drug treatments and reduce healthcare costs 
[48]. Furthermore, it has been suggested that TDM dos-
ing may be a cost-effective intervention in the adminis-
tration of imatinib [49, 50]. As TDM operations expand 
through the use of our methods, we expect to see further 
evidence of its cost-effective benefits.

In recent years, the performance of regular TDM for 
seriously ill patients prescribed antibiotics (e.g., linezolid, 
teicoplanin, VCM, and VRCZ) has been recommended 
[51]. For the analysis of blood levels of such antimicro-
bial agents, HPLC-UV is reportedly suitable for facilities 
without expertise in LC-MS/MS [52]. In addition, there 
have been reports on the use of the HPLC-UV method 
for the analysis of blood concentrations of β-lactam 
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antibiotics [9, 10, 53, 54]. This HPLC-UV platform is cur-
rently only applicable to VCM and VRCZ but is expected 
to be applied to other antimicrobial agents in the future.

We intend to further expand the range of applications 
of this HPLC-UV platform to contribute to TDM opera-
tions in hospitals and improved quality of medical care.

Conclusion
This method can be performed without the need for spe-
cial analytical techniques. Our HPLC-UV platform is 
expected to be used for measurement of blood levels of 
various drugs for in-hospital routine TDM.

Abbreviations
TDM  therapeutic drug monitoring
LBA  ligand-binding assay
HPLC  high-performance liquid chromatography
MS/MS  tandem mass spectrometry
UV  ultraviolet
CBZ  carbamazepine
PHT  phenytoin
LTG  lamotrigine
VRCZ  voriconazole
VCM  vancomycin
LOD  limit of detection
LLOQ  lower limit of quantitation
QC  quality control
RSD  relative standard deviation

Supplementary Information
The online version contains supplementary material available at https://doi.
org/10.1186/s40780-023-00298-7.

Supplementary Material 1

Acknowledgements
We thank all the healthcare personnel who participated in this study at 
Hokushin General Hospital.

Authors’ contribution
GM was main contributor in the conception and preparation. GM, FK, and YM 
contributed to data collection and analysis. GM and FK measured blood drug 
levels. GM contributed to the drafting and editing of the manuscript. YM and 
AY provided advice on blood concentration analysis. KO provided advice on 
the study. AY provided study supervision and revised the manuscript critically. 
All authors read and approved the final manuscript.

Funding
This research did not receive any specific grant from funding agencies in the 
public, commercial, or not-for-profit sectors.

Data Availability
Data will be made available on request.

Declarations

Ethics approval and consent to participate
This study was conducted in accordance with the Declaration of Helsinki and 
approved by the Ethics Committee of Hokushin General Hospital (Receipt 
No. 2016004). Written informed consent was waived and the information was 
disclosed in an opt-out manner using a document posted in our hospital, 
where the option to withdraw from this study was also provided.

Consent for publication
Not Applicable.

Competing interests
The authors declare that they have no competing interests.

Received: 12 February 2023 / Accepted: 22 July 2023

References
1. Milone MC. Analytical techniques used in Therapeutic Drug Monitoring. In: 

Dasgupta A, editor. Therapeutic drug monitoring: newer drugs and biomark-
ers. Elsevier; 2012. pp. 49–73.

2. U.S. Dept. of Health and Human Services, Food and Drug Administration 
(FDA), Center for Drug Evaluation and Research (CDER) and Center for Veteri-
nary Medicine (CVM). Bioanalytical Method Validation: Guidance for Industry. 
2018. https://www.fda.gov/media/70858/download. Accessed 12 Feb 2023.

3. Vogeser M, Seger C. A decade of HPLC-MS/MS in the routine clinical labora-
tory–goals for further developments. Clin Biochem. 2008;41:649–62. https://
doi.org/10.1016/j.clinbiochem.2008.02.017.

4. Leung KS, Fong BM. LC-MS/MS in the routine clinical laboratory: has its time 
come? Anal Bioanal Chem. 2014;406:2289–301. https://link.springer.com/
article/10.1007/s00216-013-7542-5.

5. van den Ouweland JM, Kema IP. The role of liquid chromatography-tandem 
mass spectrometry in the clinical laboratory. J Chromatogr B Analyt 
Technol Biomed Life Sci. 2012;883–884:18–32. https://doi.org/10.1016/j.
jchromb.2011.11.044.

6. Avataneo V, D’Avolio A, Cusato J, Cantù M, De Nicolò A. LC-MS application for 
therapeutic drug monitoring in alternative matrices. J Pharm Biomed Anal. 
2019;166:40–51. https://doi.org/10.1016/j.jpba.2018.12.040.

7. Tsuji D, Saito Y, Mushiroda T, Miura M, Hira D, Terada T. An investigational 
study to establish the Basic Construction of Precision Medicine from a Phar-
maceutical Perspective. Jpn J Pharm Health Care Sci. 2020;46:66–76. https://
doi.org/10.5649/jjphcs.46.66.

8. Tsuchishita Y, Hori S, Fujimiura Y, Kusumoto M. Evaluation of clinical and 
economical performance on TDM services of antiarrhythmic agents by HPLC. 
Jpn J Ther Drug Monit. 2008;25:152–156 (written in Japanese).

9. Verhoven SM, Groszek JJ, Fissell WH, Seegmiller A, Colby J, Patel P, et al. 
Therapeutic drug monitoring of piperacillin and tazobactam by RP-HPLC 
of residual blood specimens. Clin Chim Acta. 2018;482:60–4. https://doi.
org/10.1016/j.cca.2018.03.021.

10. Milla P, Ferrari F, Muntoni E, Sartori M, Ronco C, Arpicco S. Validation of a 
simple and economic HPLC-UV method for the simultaneous determination 
of vancomycin, meropenem, piperacillin and tazobactam in plasma samples. 
J Chromatogr B Analyt Technol Biomed Life Sci. 2020;1148:122151. https://
doi.org/10.1016/j.jchromb.2020.122151.

11. Morikawa G, Sorimachi M, Tamura K, Moriiwa Y, Shoji A, Okazawa K, et al. 
Development of a practical HPLC system for in-hospital analysis of blood 
concentration of various medicines. Bunseki Kagaku. 2019;68:473–81. https://
doi.org/10.2116/bunsekikagaku.68.473.

12. Moriiwa Y, Morikawa G, Okazawa K, Yanagida A. Optimization of Analytical 
Procedure for In-hospital Rapid quantification of serum level of Favipiravir 
in the pharmacological treatment of COVID-19. Anal Sci. 2021;37:1301–4. 
https://doi.org/10.2116/analsci.21N004.

13. Morikawa G, Kubota K, Kondo D, Takanashi Y, Minami S, Kinjo T, et al. Elevated 
blood favipiravir levels are inversely associated with ferritin levels and induce 
the elevation of uric acid levels in COVID-19 treatment: a retrospective single-
center study. J Infect Chemother. 2022;28:73–7. https://doi.org/10.1016/j.
jiac.2021.10.011.

14. Oda K, Uchino S, Kurogi K, Horikawa M, Matsumoto N, Yonemaru K, et al. 
Clinical evaluation of an authorized medical equipment based on high 
performance liquid chromatography for measurement of serum voriconazole 
concentration. J Pharm Health Care Sci. 2021;7:42. https://doi.org/10.1186/
s40780-021-00225-8.

15. Bland JM, Altman DG. Measuring agreement in method com-
parison studies. Stat Methods Med Res. 1999;8:135–60. https://doi.
org/10.1177/096228029900800204.

16. Maher HM, Alzoman NZ, Shehata SM, Abahussain AO. Comparative pharma-
cokinetic profiles of selected irreversible tyrosine kinase inhibitors, neratinib 
and pelitinib, with apigenin in rat plasma by UPLC-MS/MS. J Pharm Biomed 
Anal. 2017;137:258–67. https://doi.org/10.1016/j.jpba.2017.01.039.

https://doi.org/10.1186/s40780-023-00298-7
https://doi.org/10.1186/s40780-023-00298-7
https://www.fda.gov/media/70858/download
https://doi.org/10.1016/j.clinbiochem.2008.02.017
https://doi.org/10.1016/j.clinbiochem.2008.02.017
https://link.springer.com/article/10.1007/s00216-013-7542-5
https://link.springer.com/article/10.1007/s00216-013-7542-5
https://doi.org/10.1016/j.jchromb.2011.11.044
https://doi.org/10.1016/j.jchromb.2011.11.044
https://doi.org/10.1016/j.jpba.2018.12.040
https://doi.org/10.5649/jjphcs.46.66
https://doi.org/10.5649/jjphcs.46.66
https://doi.org/10.1016/j.cca.2018.03.021
https://doi.org/10.1016/j.cca.2018.03.021
https://doi.org/10.1016/j.jchromb.2020.122151
https://doi.org/10.1016/j.jchromb.2020.122151
https://doi.org/10.2116/bunsekikagaku.68.473
https://doi.org/10.2116/bunsekikagaku.68.473
https://doi.org/10.2116/analsci.21N004
https://doi.org/10.1016/j.jiac.2021.10.011
https://doi.org/10.1016/j.jiac.2021.10.011
https://doi.org/10.1186/s40780-021-00225-8
https://doi.org/10.1186/s40780-021-00225-8
https://doi.org/10.1177/096228029900800204
https://doi.org/10.1177/096228029900800204
https://doi.org/10.1016/j.jpba.2017.01.039


Page 10 of 11Morikawa et al. Journal of Pharmaceutical Health Care and Sciences            (2023) 9:29 

17. Qu L, Qian J, Ma P, Yin Z. Utilizing online-dual-SPE-LC with HRMS for the 
simultaneous quantification of amphotericin B, fluconazole, and fluorocy-
tosine in human plasma and cerebrospinal fluid. Talanta. 2017;165:449–57. 
https://doi.org/10.1016/j.talanta.2016.12.052.

18. Pensi D, De Nicolò A, Pinon M, Pisciotta C, Calvo PL, Nonnato A, et al. First 
UHPLC-MS/MS method coupled with automated online SPE for quantifica-
tion both of tacrolimus and everolimus in peripheral blood mononuclear 
cells and its application on samples from co-treated pediatric patients. J Mass 
Spectrom. 2017;52:187–95. https://doi.org/10.1002/jms.3909.

19. Qu L, Fan Y, Wang W, Ma K, Yin Z. Development, validation and clinical 
application of an online-SPE-LC-HRMS/MS for simultaneous quantification of 
phenobarbital, phenytoin, carbamazepine, and its active metabolite carba-
mazepine 10,11-epoxide. Talanta. 2016;158:77–88. https://doi.org/10.1016/j.
talanta.2016.05.036.

20. Maher HM, Alzoman NZ, Shehata SM. Simultaneous determination of 
selected tyrosine kinase inhibitors with corticosteroids and antiemetics in rat 
plasma by solid phase extraction and ultra-performance liquid chromatogra-
phy-tandem mass spectrometry: application to pharmacokinetic interaction 
studies. J Pharm Biomed Anal. 2016;124:216–27. https://doi.org/10.1016/j.
jpba.2016.03.013.

21. Mano N, Sato M, Nozawa M, Matsumoto Y, Mori M, Yamaguchi H, et al. An 
accurate quantitative LC/ESI-MS/MS method for sirolimus in human whole 
blood. J Chromatogr B Analyt Technol Biomed Life Sci. 2011;879:987–92. 
https://doi.org/10.1016/j.jchromb.2011.03.013.

22. Koal T, Deters M, Casetta B, Kaever V. Simultaneous determination of four 
immunosuppressants by means of high speed and robust on-line solid phase 
extraction-high performance liquid chromatography-tandem mass spec-
trometry. J Chromatogr B Analyt Technol Biomed Life Sci. 2004;805:215–22. 
https://doi.org/10.1016/j.jchromb.2004.02.040.

23. Mercolini L, Mandrioli R, Amore M, Raggi MA. Simultaneous HPLC-F analysis 
of three recent antiepileptic drugs in human plasma. J Pharm Biomed Anal. 
2010;53:62–7. https://doi.org/10.1016/j.jpba.2010.02.036.

24. Berthoin K, Ampe E, Tulkens PM, Carryn S. Correlation between free and total 
vancomycin serum concentrations in patients treated for Gram-positive 
infections. Int J Antimicrob Agents. 2009;34:555–60. https://doi.org/10.1016/j.
ijantimicag.2009.08.005.

25. Mercolini L, Grillo M, Bartoletti C, Boncompagni G, Raggi MA. Simultaneous 
analysis of classical neuroleptics, atypical antipsychotics and their metabo-
lites in human plasma. Anal Bioanal Chem. 2007;388:235–43. https://doi.
org/10.1007/s00216-007-1195-1.

26. Mercolini L, Bugamelli F, Kenndler E, Boncompagni G, Franchini L, Raggi MA. 
Simultaneous determination of the antipsychotic drugs levomepromazine 
and clozapine and their main metabolites in human plasma by a HPLC-UV 
method with solid-phase extraction. J Chromatogr B Analyt Technol Biomed 
Life Sci. 2007;846:273–80. https://doi.org/10.1016/j.jchromb.2006.09.019.

27. Notari S, Bocedi A, Ippolito G, Narciso P, Pucillo LP, Tossini G, et al. Simultane-
ous determination of 16 anti-HIV drugs in human plasma by high-perfor-
mance liquid chromatography. J Chromatogr B Analyt Technol Biomed Life 
Sci. 2006;831:258–66. https://doi.org/10.1016/j.jchromb.2005.12.016.

28. Marzolini C, Telenti A, Buclin T, Biollaz J, Decosterd LA. Simultaneous determi-
nation of the HIV protease inhibitors indinavir, amprenavir, saquinavir, ritona-
vir, nelfinavir and the non-nucleoside reverse transcriptase inhibitor efavirenz 
by high-performance liquid chromatography after solid-phase extraction. 
J Chromatogr B Biomed Sci Appl. 2000;740:43–58. https://doi.org/10.1016/
S0378-4347(99)00573-3.

29. Samanidou VF, Ioannou AS, Papadoyannis IN. The use of a monolithic column 
to improve the simultaneous determination of four cephalosporin antibiotics 
in pharmaceuticals and body fluids by HPLC after solid phase extraction–a 
comparison with a conventional reversed-phase silica-based column. J 
Chromatogr B Analyt Technol Biomed Life Sci. 2004;809:175–82. https://doi.
org/10.1016/j.jchromb.2004.06.019.

30. Zarghi A, Shafaati A, Foroutan SM, Khoddam A. Simple and rapid high-
performance liquid chromatographic method for determination of celecoxib 
in plasma using UV detection: application in pharmacokinetic studies. J 
Chromatogr B Analyt Technol Biomed Life Sci. 2006;835:100–4. https://doi.
org/10.1016/j.jchromb.2006.03.021.

31. Foroutan SM, Zarghi A, Shafaati A, Khoddam A. Application of monolithic 
column in quantification of gliclazide in human plasma by liquid chroma-
tography. J Pharm Biomed Anal. 2006;42:513–6. https://doi.org/10.1016/j.
jpba.2006.05.003.

32. Prahl JB, Lundqvist M, Bahl JM, Johansen IS, Andersen ÃB, Frimodt-Møller N, 
et al. Simultaneous quantification of isoniazid, rifampicin, ethambutol and 

pyrazinamide by liquid chromatography/tandem mass spectrometry. APMIS. 
2016;124:1004–15. https://doi.org/10.1111/apm.12590.

33. Perea S, Pennick GJ, Modak A, Fothergill AW, Sutton DA, Sheehan DJ, et al. 
Comparison of high-performance liquid chromatographic and micro-
biological methods for determination of voriconazole levels in plasma. 
Antimicrob Agents Chemother. 2000;44:1209–13. https://doi.org/10.1128/
AAC.44.5.1209-1213.2000.

34. Theurillat R, Zimmerli S, Thormann W. Determination of voriconazole 
in human serum and plasma by micellar electrokinetic chromatogra-
phy. J Pharm Biomed Anal. 2010;53:1313–8. https://doi.org/10.1016/j.
jpba.2010.05.015.

35. Péhourcq F, Jarry C, Bannwarth B. Direct injection HPLC micro method 
for the determination of voriconazole in plasma using an internal surface 
reversed-phase column. Biomed Chromatogr. 2004;18:719–22. https://doi.
org/10.1002/bmc.383.

36. Wenk M, Droll A, Krähenbühl S. Fast and reliable determination of the anti-
fungal drug voriconazole in plasma using monolithic silica rod liquid chro-
matography. J Chromatogr B Analyt Technol Biomed Life Sci. 2006;832:313–6. 
https://doi.org/10.1016/j.jchromb.2006.01.015.

37. Nakagawa S, Suzuki R, Yamazaki R, Kusuhara Y, Mitsumoto S, Kobayashi H, 
et al. Determination of the antifungal agent voriconazole in human plasma 
using a simple column-switching high-performance liquid chromatography 
and its application to a pharmacokinetic study. Chem Pharm Bull (Tokyo). 
2008;56:328–31. https://doi.org/10.1248/cpb.56.328.

38. Chhun S, Rey E, Tran A, Lortholary O, Pons G, Jullien V. Simultaneous quan-
tification of voriconazole and posaconazole in human plasma by high-per-
formance liquid chromatography with ultra-violet detection. J Chromatogr 
B Analyt Technol Biomed Life Sci. 2007;852:223–8. https://doi.org/10.1016/j.
jchromb.2007.01.021.

39. Chahbouni A, Wilhelm AJ, den Burger JC, Sinjewel A, Vos RM. Validated liquid 
chromatography-tandem mass spectroscopy method for the simultaneous 
quantification of four antimycotic agents in human serum. Ther Drug Monit. 
2010;32:453–7. https://doi.org/10.1097/FTD.0b013e3181e185fd.

40. Baldelli S, Cattaneo D, Giodini L, Baietto L, Di Perri G, D’Avolio A, et al. Devel-
opment and validation of a HPLC-UV method for the quantification of anti-
epileptic drugs in dried plasma spots. Clin Chem Lab Med. 2015;53:435–44. 
https://doi.org/10.1515/cclm-2014-0472.

41. Morgan PE, Fisher DS, Evers R, Flanagan RJ. A rapid and simple assay for 
lamotrigine in serum/plasma by HPLC, and comparison with an immunoas-
say. Biomed Chromatogr. 2011;25:775–8. https://doi.org/10.1002/bmc.1515.

42. Franceschi L, Furlanut M. A simple method to monitor plasma concentrations 
of oxcarbazepine, carbamazepine, their main metabolites and lamotrigine in 
epileptic patients. Pharmacol Res. 2005;51:297–302. https://doi.org/10.1016/j.
phrs.2004.09.008.

43. Greiner C, Haen E. Development of a simple column-switching high-perfor-
mance liquid chromatography (HPLC) method for rapid and simultaneous 
routine serum monitoring of lamotrigine, oxcarbazepine and 10-monohy-
droxycarbazepine (MHD). J Chromatogr B Analyt Technol Biomed Life Sci. 
2007;854:338–44. https://doi.org/10.1016/j.jchromb.2007.04.006.

44. Contin M, Mohamed S, Candela C, Albani F, Riva R, Baruzzi A. Simultaneous 
HPLC-UV analysis of rufinamide, zonisamide, lamotrigine, oxcarbazepine 
monohydroxy derivative and felbamate in deproteinized plasma of patients 
with epilepsy. J Chromatogr B Analyt Technol Biomed Life Sci. 2010;878:461–
5. https://doi.org/10.1016/j.jchromb.2009.11.039.

45. DʼUrso A, Cangemi G, Barco S, Striano P, DʼAvolio A, de Grazia U. LC-MS/
MS-Based quantification of 9 antiepileptic drugs from a dried sample 
spot device. Ther Drug Monit. 2019;41:331–9. https://doi.org/10.1097/
FTD.0000000000000600.

46. Paal M, Habler K, Northoff B, Vogeser M. Comparative routine therapeutic 
drug monitoring of Mycophenolic Acid in human plasma with HPLC-UV and 
isotope dilution LC-MS/MS. Clin Lab. 2020;66. https://www.clin-lab-publica-
tions.com/article/3313.

47. Roth O, Spreux-Varoquaux O, Bouchet S, Rousselot P, Castaigne S, Rigaudeau 
S, et al. Imatinib assay by HPLC with photodiode-array UV detection in 
plasma from patients with chronic myeloid leukemia: comparison with 
LC-MS/MS. Clin Chim Acta. 2010;411:140–6. https://doi.org/10.1016/j.
cca.2009.10.007.

48. Hiemke C, Bergemann N, Clement HW, Conca A, Deckert J, Domschke K, et al. 
Consensus Guidelines for Therapeutic Drug Monitoring in Neuropsychophar-
macology: Update 2017. Pharmacopsychiatry. 2018;51:9–62. https://doi.org/1
0.1055/s-0043-116492.

https://doi.org/10.1016/j.talanta.2016.12.052
https://doi.org/10.1002/jms.3909
https://doi.org/10.1016/j.talanta.2016.05.036
https://doi.org/10.1016/j.talanta.2016.05.036
https://doi.org/10.1016/j.jpba.2016.03.013
https://doi.org/10.1016/j.jpba.2016.03.013
https://doi.org/10.1016/j.jchromb.2011.03.013
https://doi.org/10.1016/j.jchromb.2004.02.040
https://doi.org/10.1016/j.jpba.2010.02.036
https://doi.org/10.1016/j.ijantimicag.2009.08.005
https://doi.org/10.1016/j.ijantimicag.2009.08.005
https://doi.org/10.1007/s00216-007-1195-1
https://doi.org/10.1007/s00216-007-1195-1
https://doi.org/10.1016/j.jchromb.2006.09.019
https://doi.org/10.1016/j.jchromb.2005.12.016
https://doi.org/10.1016/S0378-4347(99)00573-3
https://doi.org/10.1016/S0378-4347(99)00573-3
https://doi.org/10.1016/j.jchromb.2004.06.019
https://doi.org/10.1016/j.jchromb.2004.06.019
https://doi.org/10.1016/j.jchromb.2006.03.021
https://doi.org/10.1016/j.jchromb.2006.03.021
https://doi.org/10.1016/j.jpba.2006.05.003
https://doi.org/10.1016/j.jpba.2006.05.003
https://doi.org/10.1111/apm.12590
https://doi.org/10.1128/AAC.44.5.1209-1213.2000
https://doi.org/10.1128/AAC.44.5.1209-1213.2000
https://doi.org/10.1016/j.jpba.2010.05.015
https://doi.org/10.1016/j.jpba.2010.05.015
https://doi.org/10.1002/bmc.383
https://doi.org/10.1002/bmc.383
https://doi.org/10.1016/j.jchromb.2006.01.015
https://doi.org/10.1248/cpb.56.328
https://doi.org/10.1016/j.jchromb.2007.01.021
https://doi.org/10.1016/j.jchromb.2007.01.021
https://doi.org/10.1097/FTD.0b013e3181e185fd
https://doi.org/10.1515/cclm-2014-0472
https://doi.org/10.1002/bmc.1515
https://doi.org/10.1016/j.phrs.2004.09.008
https://doi.org/10.1016/j.phrs.2004.09.008
https://doi.org/10.1016/j.jchromb.2007.04.006
https://doi.org/10.1016/j.jchromb.2009.11.039
https://doi.org/10.1097/FTD.0000000000000600
https://doi.org/10.1097/FTD.0000000000000600
https://www.clin-lab-publications.com/article/3313
https://www.clin-lab-publications.com/article/3313
https://doi.org/10.1016/j.cca.2009.10.007
https://doi.org/10.1016/j.cca.2009.10.007
https://doi.org/10.1055/s-0043-116492
https://doi.org/10.1055/s-0043-116492


Page 11 of 11Morikawa et al. Journal of Pharmaceutical Health Care and Sciences            (2023) 9:29 

49. Zuidema S, Desar IME, van Erp NP, Kievit W. Optimizing the dose in patients 
treated with imatinib as first line treatment for gastrointestinal stromal 
tumours: a cost-effectiveness study. Br J Clin Pharmacol. 2019;85:1994–2001. 
https://doi.org/10.1111/bcp.13990.

50. Kim K, McMillin GA, Bernard PS, Tantravahi S, Walker BS, Schmidt RL. Cost 
effectiveness of therapeutic drug monitoring for imatinib administration 
in chronic myeloid leukemia. PLoS ONE. 2019;14:e0226552. https://doi.
org/10.1371/journal.pone.0226552.

51. Abdul-Aziz MH, Alffenaar JC, Bassetti M, Bracht H, Dimopoulos G, Marriott 
D, et al. Antimicrobial therapeutic drug monitoring in critically ill adult 
patients: a position paper. Intensive Care Med. 2020;46:1127–53. https://doi.
org/10.1007/s00134-020-06050-1.

52. Paal M, Heilmann M, Koch S, Bertsch T, Steinmann J, Höhl R, et al. Com-
parative LC-MS/MS and HPLC-UV analyses of Meropenem and Piperacil-
lin in critically ill patients. Clin Lab. 2019;65. https://doi.org/10.7754/Clin.
Lab.2019.190210.

53. McWhinney BC, Wallis SC, Hillister T, Roberts JA, Lipman J, Ungerer JP. Analysis 
of 12 beta-lactam antibiotics in human plasma by HPLC with ultraviolet 
detection. J Chromatogr B Analyt Technol Biomed Life Sci. 2010;878:2039–43. 
https://doi.org/10.1016/j.jchromb.2010.05.027.

54. Pinder N, Brenner T, Swoboda S, Weigand MA, Hoppe-Tichy T. Therapeutic 
drug monitoring of beta-lactam antibiotics - influence of sample stability 
on the analysis of piperacillin, meropenem, ceftazidime and flucloxacillin by 
HPLC-UV. J Pharm Biomed Anal. 2017;143:86–93. https://doi.org/10.1016/j.
jpba.2017.05.037.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in 
published maps and institutional affiliations. 

https://doi.org/10.1111/bcp.13990
https://doi.org/10.1371/journal.pone.0226552
https://doi.org/10.1371/journal.pone.0226552
https://doi.org/10.1007/s00134-020-06050-1
https://doi.org/10.1007/s00134-020-06050-1
https://doi.org/10.7754/Clin.Lab.2019.190210
https://doi.org/10.7754/Clin.Lab.2019.190210
https://doi.org/10.1016/j.jchromb.2010.05.027
https://doi.org/10.1016/j.jpba.2017.05.037
https://doi.org/10.1016/j.jpba.2017.05.037

	Evaluation of the clinical and quantitative performance of a practical HPLC-UV platform for in-hospital routine therapeutic drug monitoring of multiple drugs
	Abstract
	Background
	Methods
	Chemical reagents and drugs
	Patient sera
	SPE cartridge and optimized SPE protocol
	HPLC apparatus and optimized HPLC conditions
	Validation method
	Quantitation of drug level in patient serum using the “cobas” LBA analyzer
	Quantitation of drug level in patient serum using HPLC-MS/MS

	Results
	HPLC-UV profiles of the target drugs after method optimization
	Validation of the present quantification method using the HPLC-UV platform
	Evaluation of the agreement between two different methods (HPLC-UV and cobas, or HPLC-UV and HPLC-MS/MS)

	Discussion
	Conclusion
	References


