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ABSTRACT
In this work, we demonstrate a simple spectrophotometry approach to more
accurately quantify and measure paclitaxel (PTX) concentrations. PTX cannot be
precisely quantified when mixed with an aqueous solvent, and carries the risk of
undergoing crystal precipitation. It is likely that PTX undergoes numerous
interactions with aqueous solvents and enters a supersaturated state due to its low
solubility. Therefore, a quantitative method is required to measure PTX for quality
control before clinical use. Although several high-performance liquid
chromatography (HPLC) methods have been reported to date, not all medical
facilities have a clinical laboratory with such HPLC devices and analysis techniques.
Spectroscopy is a simple and convenient method; however, calibration standards are
prepared with an organic solvent, such as methanol and acetonitrile, which, when
mixed with PTX, can cause solvent effects that lead to inaccurate results.
We generated a calibration curve of PTX at various concentrations (40%, 50%, 60%,
70%, 80%, 90% and 100%) of methanol and evaluated the relative error from HPLC
results. The optimum methanol concentration for quantification of PTX was 65.8%,
which corresponded to the minimum relative error. The detection limit and
quantification limit were 0.030 mg/mL and 0.092 mg/mL, respectively. It was possible
to predict the PTX concentration even when polyoxyethylene castor oil and
anhydrous ethanol were added, as in the commercially available PTX formulation, by
diluting 32-fold with saline after mixing. Our findings show that PTX can be more
accurately quantified using a calibration curve when prepared in a methanol/water
mixture without the need for special devices or techniques.

Subjects Spectroscopic Analysis, UV–Visible Spectroscopy
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INTRODUCTION
To properly use an anticancer drug in clinical settings, it is necessary to periodically verify
its stability after mixing (Badea et al., 2004; Kawashima et al., 2015). The hydrophobic
anticancer drug paclitaxel (PTX), isolated from the bark of Taxus brevifolia, is one of
the most important anticancer drugs and is effective against a variety of human cancers,
including breast and ovarian cancer (Huizing et al., 1995;Wani et al., 1971). It is extremely
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lipophilic (log P = 3.5) and practically insoluble in water (0.3 ± 0.02 mg/mL) (Ahmad et al.,
2013), and is therefore commercially available as a suspension in polyoxyethylene castor oil
and anhydrous ethanol. Inconveniently, PTX cannot be precisely quantified when
mixed with an aqueous solvent such as saline or glucose injection before use, and carries
the risk of undergoing crystal precipitation (Kawashima et al., 2015). It is likely that PTX
undergoes numerous interactions with aqueous solvents and enters a supersaturated
state due to its low solubility, although the details are unclear (Finney et al., 1980; Ohno,
Abe & Tsuchida, 1978). Therefore, a quantitative method is required to measure PTX for
quality control.

Although several reversed-phase high-performance liquid chromatography (HPLC)
methods for quantification have been reported to date (Bonde, Bonde & Prabhakar, 2019;
Choudhury et al., 2014; Khan et al., 2016; Kim et al., 2005;Wang et al., 2003; Xavier Junior
et al., 2016; Yonemoto et al., 2007), not all medical facilities have a clinical laboratory
with such HPLC devices and analysis techniques. In addition, PTX must be used
immediately after mixing, and therefore requires a simple, fast, and precise method that
can be conducted in the hospital or clinic rather than being outsourced.

Spectroscopy is a simple and convenient method (Heydari et al., 2016). However, there
are important reasons why HPLC is recommended for measuring PTX. Although
spectroscopic drug release evaluation can be successfully undertaken if the test specimen
can be prepared with a solvent using the same conditions as those used to generate the
standard calibration curve (Kesarwani, Tekade & Jain, 2011), our study focuses on
the clinical quality control of non-single component PTX formulations. Namely, while the
PTX formulation is diluted with an aqueous solvent in clinical use, as described above,
calibration standards for spectroscopy must be accurately prepared with an organic solvent
such as methanol and acetonitrile, which, if mixed with PTX, would cause solvent effects
and lead to inaccurate results. The HPLC method does not have this problem because
the solvent is displaced by the HPLC mobile phase. Conventionally, the test specimen is
resuspended in an appropriate solvent after lyophilization and diluted with methanol,
dimethyl sulfoxide (DMSO), or N,N-dimethylformamide (DMF) to prevent interactions
with the solvent from affecting the analysis (Ni et al., 2001). However, the lyophilization
process causes both freezing and drying stresses, which can cause deactivation and
degradation of the drug (Wang, 2000). Furthermore, direct dilution of a test specimen with
an organic solvent may also cause unknown transformation of the sample.

Here, we demonstrate that PTX mixed with aqueous solvents can be quantified
spectrophotometrically using a calibration curve when prepared in a methanol/water
mixture without the need for special devices or techniques (Fig. 1).

MATERIALS AND METHODS
Reagents
Paclitaxel powder and injectable formulation were purchased from Tokyo Chemical
Industry (Tokyo, Japan) and Bristol-Myers Squibb Company (Tokyo, Japan), respectively.
Methanol, acetonitrile, anhydrous ethanol, and polyoxyethylene (10) castor oil were all
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purchased from Fujifilm Wako Pure Chemical (Osaka, Japan). Normal saline was
purchased from Otsuka Pharmaceutical Factory (Tokushima, Japan).

Calibration curve of PTX prepared using various concentrations of
methanol
Each concentration of PTX (0.313, 0.625, 1.25 and 2.50 mg/mL) was prepared with 40%,
50%, 60%, 70%, 80%, 90% and 100% methanol. Absorbance was measured using an
ultraviolet (UV) and visible spectrophotometer (UV-1800; Shimadzu, Kyoto, Japan) at
a wavelength of 230 nm after blank correction with each solvent. Each absorbance reading
was plotted against the corresponding known PTX concentration to generate a calibration
curve. This experiment was replicated three times at room temperature.

Preparation of saturated PTX in saline
Approximately 2.5 mg of PTX was added to 10 mL of saline, vortexed for 30 s and mixed
by rotating for 24 h at 30 rpm at 4 �C. The supernatant was collected after centrifuging at
9,000×g for 10 min at 4 �C.

Quantification by HPLC
A series of standard solutions of different known concentrations of PTX (0.313, 0.625,
1.25 and 2.50 mg/mL) in methanol and the PTX-saturated saline solution, prepared above,
were injected (20 mL each) into an octadecylsilyl silica gel column (5 mm, φ4.6 mm ×
h 250 mm, Osaka Soda, Osaka, Japan) of an Elite LaChrom HPLC system

Figure 1 Schematic illustration of the background (Graphics credit: Silhouette AC, Wikipedia,
PictArts and Kenkyu.net). Full-size DOI: 10.7717/peerj-achem.3/fig-1
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(Hitachi High-Technologies, Tokyo, Japan) with 50% acetonitrile aqueous solution as the
mobile phase and a flow rate of 1.2 mL/min (Yonemoto et al., 2007). The eluent was
monitored at 230 nm. The peak area of PTX in each standard solution was measured and
plotted against the PTX concentration to generate a calibration curve. The concentration
of PTX in each test specimen (the PTX-saturated saline solution) was subsequently
determined using the same conditions as those used to generate the standard calibration
curve.

Quantification by spectrophotometry
The concentration of PTX-saturated saline was also measured spectrophotometrically at a
wavelength of 230 nm using a calibration curve prepared based on the methanol dilution
series (40%, 50%, 60%, 70% and 80%). This experiment was replicated three times at
room temperature. The quantitative concentrations were compared to those obtained
using HPLC. Accuracy (R) indicates the relative error, which was defined as the deviation
from the HPLC results, and was calculated as follows:

R ¼ ðCs� CrÞ=Cr (1)

where Cs is the quantitative concentration measured spectrophotometrically and Cr is the
concentration measured using HPLC.

Practical simulation
For quality control against the commercially available PTX formulation, the method was
examined in the presence of polyoxyethylene castor oil and anhydrous ethanol. First,
30 mg of PTX was added to 2.5 mL of polyoxyethylene castor oil and 2.5 mL of anhydrous
ethanol. The mixture was diluted 100-fold with saline, as in clinical use, and then further
diluted from 2-fold to 1,024-fold (final: 200–102,400-fold dilution) with saline to
prepare a 2-fold dilution series. The absorbance of each diluted solution was measured
spectrophotometrically at a wavelength of 230 nm. The PTX concentration in each diluted
solution was determined using the HPLC method described above. Reference solutions
were prepared in the same manner with the exclusion of PTX, and the absorbance was
measured spectrophotometrically at a wavelength of 230 nm.

Verification of method accuracy
Injectable PTX formulation was quantitatively analyzed using the method established
in this study, the accuracy of which was verified. The PTX formulation was diluted
100-fold with saline, as in clinical use, and then further diluted 32-fold (final: 3,200-fold
dilution) with saline. This further 32-fold dilution is unique to this study and showed reasonable
values in spectroscopy. The PTX concentration was measured spectrophotometrically
in the same manner as that described above and compared to the results obtained using
HPLC. The experiment was replicated five times and the unpaired t-test was performed
using Excel 2010 (Microsoft, Redmond, WA, USA). Differences between the spectrometry
and HPLC values were considered statistically significant when the p-value was less
than 0.05.
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RESULTS
Calibration curve
We found that parameters of the PTX calibration curve, including slope and intercept,
varied depending on the solvent used (Fig. 2; Table 1). The calibration curves showed high
absorbance values at low concentrations of less than 1 mg/mL when the methanol
concentration was 80% or higher. While the values obtained at 50% and 60% methanol
were comparable, a marked change in the calibration curve was observed at 70–80%
methanol. The findings suggest that quantification results for PTX, particularly at low
concentrations, may vary substantially if experiments are conducted in solvents that differ
to those used for calibration.

Optimum methanol concentration
According to HPLC, the average concentration of triplicate tests in the PTX-saturated
saline solution was 0.731 ± 0.0438 mg/mL. The concentration in the same PTX-saturated
saline solution was also measured spectrophotometrically using each calibration curve, as
shown in Fig. 2. The absorbance of the PTX-saturated saline solution at a wavelength
of 230 nm was 0.058–0.074, which could not be measured using calibration curves
prepared based on dilution in 90% or 100% methanol. Table 2 shows the spectroscopic
quantitative concentrations calculated using each calibration curve, including the accuracy
(R). An R value close to “0” indicates that the results from the two methods are
comparable.

Figure 2 Calibration curves of PTX. Full-size DOI: 10.7717/peerj-achem.3/fig-2
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Figure 3 shows the correlation between the methanol concentration and relative error
from the HPLC results. The x-intercept of the approximate curves indicates the
concentration of methanol at which PTX concentrations in saline were comparable to
those obtained using HPLC. However, because the x-intercept could not be determined in

Table 1 Details of the calibration curves.

Methanol concentration (%) Slope Intercept Correlation coefficient

40 0.1405 0.0010 0.9963

50 0.1079 −0.0010 0.9999

60 0.1080 −0.0014 0.9999

70 0.0851 0.0079 1.0000

80 0.0681 0.0717 0.9967

90 0.0508 0.1066 0.9998

100 0.0702 0.1024 0.9968

Table 2 Spectroscopic quantitative concentration of PTX.

Methanol concentration (%) Quantitative concentration (mg/mL) Accuracy (relative error)

40 0.371 ± 0.176 −0.492 ± 0.241

50 0.598 ± 0.00751 −0.181 ± 0.0103

60 0.600 ± 0.0115 −0.179 ± 0.0157

70 0.653 ± 0.0384 −0.106 ± 0.0525

80 0.0335 ± 0.00354 −0.954 ± 0.00484

Figure 3 Relative error of quantitative PTX. Full-size DOI: 10.7717/peerj-achem.3/fig-3
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this study, the solution to the approximate curve equation, 65.8%, corresponding to the
minimum relative error (−0.0174; Fig. 3, arrow), was identified as the optimum methanol
concentration for quantification of PTX. The calibration curve prepared using 0.313,
0.625, 1.25 and 2.50 mg/mL PTX in 65.8% methanol as the solvent can therefore be
expressed using the regression curve (r2 = 0.9998) with the slope 0.0486 and the intercept
0.0032 (Fig. S1). The detection limit and quantification limit of PTX were 0.030 mg/mL and
0.092 mg/mL, respectively.

Simulation
Paclitaxel formulations contain polyoxyethylene castor oil and anhydrous ethanol, and the
effects of these solvents should be considered when quantifying PTX. The concentrations
of PTX, polyoxyethylene castor oil, and anhydrous ethanol used in this experiment
were the same as those in the commercially available formulation (Chen et al., 2001).
Figure 4A shows the absorbance at each dilution with or without PTX and the difference in
absorbance, which would indicate the absorbance derived from PTX. Figure 4B shows the
PTX concentration in each dilution compared to that obtained using HPLC, which was
calculated using the differential absorbance obtained in Fig. 4A and a calibration curve
prepared using 65.8% methanol, the optimal concentration for quantification of PTX.
There was higher correlation between the results obtained using the calibration curve and
HPLC at a 32-fold dilution (dilution rate: 0.0313; Fig. 4B, arrow) or less of the PTX
concentration. These findings indicate that evaluation of the PTX concentration in a test
specimen should be conducted for quality control by mixing at a dilution rate of 0.0313
(32-fold dilution).

Figure 4 Absorbance of each dilution and PTX concentration. (A) Absorbance of each dilution solution with or without PTX and the difference
in absorbance, and (B) PTX concentration in each dilution solution compared to that determined using HPLC, which was calculated using the
differential absorbance obtained in (A) and a calibration curve prepared based on dilution in 65.8% methanol.

Full-size DOI: 10.7717/peerj-achem.3/fig-4
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Application
According to the simulation described above, the commercially available PTX formulation
can be quantitatively analyzed without the HPLC method. First, PTX after mixing
(100-fold dilution with saline) should be further diluted 32-fold with saline before
spectrophotometrically measuring the absorbance at a wavelength of 230 nm (As), which
produced a reading of 0.372 ± 0.0168 in this study. The absorbance of the reference
solution without PTX at a dilution rate of 0.0313 (32-fold dilution) should be unchanged
between lots and can be measured in advance (Ar), producing a reading of 0.307 ± 0.00814
in this study. The difference between As and Ar (As–Ar: 0.0654 ± 0.0168) would
provide the absorbance of PTX in the test specimen at a dilution rate of 0.0313, and
the PTX concentration (1.28 ± 0.346 mg/mL) can subsequently be determined using a
calibration curve prepared based on dilution in 65.8% methanol. Comparison with the
results obtained using HPLC showed that there was no significant difference between
values (Fig. 5). Figure 6 shows a schematic illustration of the methodology established in
this study.

DISCUSSION
Paclitaxel can be more accurately quantified using a calibration curve when prepared in a
methanol/water mixture without the need for special devices or techniques. Solvent
interactions have been extensively studied since the 1970s and are known to affect not only
the solubility but also the stability and reaction rate of a solute (Hynes, 1985; Reichardt,
1982). Therefore, it is important to evaluate the interactions of hydrophobic drugs such as
PTX in polar aqueous solvents. In most cases, calibration standards for hydrophobic

Figure 5 Comparison of the concentration. Full-size DOI: 10.7717/peerj-achem.3/fig-5
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drugs are prepared in non-polar solvents, aprotic polar solvents, and certain alcohols.
However, these standards may not be accurate when evaluated using a spectrophotometer
due to changes in the absorbance spectra as a result of fundamental solute/solvent
interactions or other factors. For verification, methanol and acetonitrile with higher
permeability in the target wavelength region (230 nm in this study) may be more suitable
than DMSO and DMF. In particular, methanol is less expensive and more friendly to the
environment than acetonitrile. Figure 2 shows that a marked change in the calibration
curve was particularly observed at 70–80% methanol. Wakisaka and Ohki showed that the
hydrogen bonding network (cluster level) in alcohol/water mixtures changes depending on
the alcohol concentration, and causes various solvent effects (Wakisaka & Ohki, 2005).
They found marked cluster-level changes at alcohol concentrations of 5.00–52.3% and
79.3–100%. As the alcohol concentration increased, clusters of water molecules formed in
the former range, while clusters of alcohol molecules formed in the 52.3–79.3% range, and
then disappeared in the latter range. Because a lipophilic solute is more stable when
surrounded by clusters of alcohol molecules, PTX is expected to be more stable at
methanol concentrations between 52.3% and 79.3%. We therefore speculate that the
absorbance value increased at higher methanol concentrations due to instability, leading to
marked changes in the calibration curve. Our findings suggest that quantification results
for PTX, particularly at low concentrations, may vary substantially if experiments are
conducted in solvents that differ to those used for calibration.

As shown in Fig. 3, we evaluated the relative error from HPLC results, and 65.8% was
identified as the optimum methanol concentration for quantification of PTX.
The calibration curve prepared using 0.313, 0.625, 1.25 and 2.50 mg/mL PTX in 65.8%
methanol as the solvent can therefore be expressed using the regression curve with the
slope 0.0486 and the intercept 0.0032.

Figure 6 Schematic illustration of the methodology (Graphics credit: Kenkyu.net and Illustrain).
Full-size DOI: 10.7717/peerj-achem.3/fig-6
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On the other hand, PTX formulations contain polyoxyethylene castor oil and
anhydrous ethanol, and the effects of these solvents should be considered when
quantifying PTX. As shown in Fig. 4, there was higher correlation between the results
obtained using the calibration curve and HPLC at a 32-fold dilution or less of the
PTX concentration. These findings indicated that it was possible to predict the PTX
concentration even when polyoxyethylene castor oil and anhydrous ethanol were added, as
in the commercially available PTX formulation, by diluting 32-fold with saline after
mixing, and the accuracy of the methods established in this study (Fig. 6) was verified using
the commercially available PTX formulation (Fig. 5).

Although the results may differ depending on the chain length of the polyoxyethylene
castor oil, the theory and process should be similar for measuring other PTX solutions.
While the Beer-Lambert law supports use of the additivity of absorbance for each
component in the mixture, in practice, it is necessary to verify whether the drugs and other
components follow the law of additivity of absorbance, including the presence or absence
of interactions, even if they are commercially available in mixed form, such as PTX
formulations. To overcome the need to verify this in our present study, we established an
effective method for quantifying PTX in the supersaturated state in saline based on
correlations with the HPLC results, and determined the required conditions for
measurement using a calibration curve.

CONCLUSIONS
We evaluated a simple and rapid method for determining the concentration of PTX in
aqueous solvent using spectrophotometry. Use of a calibration curve prepared based on
dilution in 65.8% methanol was effective for analyzing the PTX concentration in saline
while minimizing the solvent effect. Even when polyoxyethylene castor oil and anhydrous
ethanol were added, as in the commercially available PTX formulation, it was possible to
predict the PTX concentration by diluting 32-fold after mixing. This approach may be
useful for quality control of PTX before clinical use.

ACKNOWLEDGEMENTS
We would like to express our gratitude to Dr. Chris Arakawa from the University of
Washington for his technical advice.

ADDITIONAL INFORMATION AND DECLARATIONS

Funding
This work was supported by JSPS KAKENHI (Grant Numbers 264086 and 26750152).
The funders had no role in study design, data collection and analysis, decision to publish,
or preparation of the manuscript.

Grant Disclosures
The following grant information was disclosed by the authors:
JSPS KAKENHI: 264086 and 26750152.

Sugo and Ebara (2020), PeerJ Analytical Chemistry, DOI 10.7717/peerj-achem.3 10/12

http://dx.doi.org/10.7717/peerj-achem.3
https://peerj.com/analytical-chemistry


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

Author Contributions
� Ken Sugo conceived and designed the experiments, performed the experiments,
analyzed the data, performed the computation work, prepared figures and/or tables,
authored or reviewed drafts of the paper, and approved the final draft.

� Mitsuhiro Ebara conceived and designed the experiments, prepared figures and/or
tables, authored or reviewed drafts of the paper, and approved the final draft.

Data Availability
The following information was supplied regarding data availability:

The raw measurements are available in a Supplemental File.

Supplemental Information
Supplemental information for this article can be found online at http://dx.doi.org/10.7717/
peerj-achem.3#supplemental-information.

REFERENCES
Ahmad J, Kohli K, Mir SR, Amin S. 2013. Development and validation of RP-HPLC method for

analysis of novel self-emulsifying paclitaxel formulation. Research and Reviews: Journal of
Pharmaceutical Analysis 2(3):17–27.

Badea I, Ciutaru D, Lazar L, Nicolescu D, Tudose A. 2004. Rapid HPLC method for the
determination of paclitaxel in pharmaceutical forms without separation. Journal of
Pharmaceutical and Biomedical Analysis 34(3):501–507 DOI 10.1016/S0731-7085(03)00628-9.

Bonde S, Bonde CG, Prabhakar B. 2019. Quality by design based development and validation of
HPLC method for simultaneous estimation of paclitaxel and vinorelbine tartrate in dual drug
loaded liposomes. Microchemical Journal 149:103982 DOI 10.1016/j.microc.2019.103982.

Chen D-B, Yang T-Z, Lu W-L, Zhang Q. 2001. In vitro and in vivo study of two types of
long-circulating solid lipid nanoparticles containing paclitaxel. Chemical and Pharmaceutical
Bulletin 49(11):1444–1447 DOI 10.1248/cpb.49.1444.

Choudhury H, Gorain B, Karmakar S, Pal TK. 2014. Development and validation of RP-HPLC
method: scope of application in the determination of oil solubility of paclitaxel. Journal of
Chromatographic Science 52(1):68–74 DOI 10.1093/chromsci/bms206.

Finney JL, Gellatly BJ, Golton IC, Goodfellow J. 1980. Solvent effects and polar interactions in the
structural stability and dynamics of globular proteins. Biophysical Journal 32(1):17–33
DOI 10.1016/S0006-3495(80)84913-7.

Heydari R, Hosseini M, Alimoradi M, Zarabi S. 2016. A simple method for simultaneous
spectrophotometric determination of brilliant blue FCF and sunset yellow FCF in food samples
after cloud point extraction. Journal of the Chemical Society of Pakistan 38(3):438–445.

Huizing MT, Sewberath Misser VH, Pieters RC, Ten Bokkel Huinik WW, Veenhof CHN,
Vermorken JB, Pinedo HM, Beijnen JH. 1995. Taxanes: a new class of antitumor agents.
Cancer Investigation 13(4):381–404 DOI 10.3109/07357909509031919.

Hynes JT. 1985. Chemical reaction dynamics in solution. Annual Review of Physical Chemistry
36(1):573–597 DOI 10.1146/annurev.pc.36.100185.003041.

Sugo and Ebara (2020), PeerJ Analytical Chemistry, DOI 10.7717/peerj-achem.3 11/12

http://dx.doi.org/10.7717/peerj-achem.3#supplemental-information
http://dx.doi.org/10.7717/peerj-achem.3#supplemental-information
http://dx.doi.org/10.7717/peerj-achem.3#supplemental-information
http://dx.doi.org/10.1016/S0731-7085(03)00628-9
http://dx.doi.org/10.1016/j.microc.2019.103982
http://dx.doi.org/10.1248/cpb.49.1444
http://dx.doi.org/10.1093/chromsci/bms206
http://dx.doi.org/10.1016/S0006-3495(80)84913-7
http://dx.doi.org/10.3109/07357909509031919
http://dx.doi.org/10.1146/annurev.pc.36.100185.003041
http://dx.doi.org/10.7717/peerj-achem.3
https://peerj.com/analytical-chemistry


Kawashima W, Okazaki K, Kitahara K, Tomioka M, Abe S, Murayama J. 2015. Development of
a quantitative determination of paclitaxel using HPLC and its application as a stability test of
paclitaxel solution for clinical practice. Journal of Showa University Society 75(3):348–352.

Kesarwani P, Tekade RK, Jain NK. 2011. Spectrophotometric estimation of paclitaxel.
International Journal of Advances in Pharmaceutical Sciences 2(1):29–32.

Khan I, Iqbal Z, Khan A, Hassan M, Nasir F, Raza A, Ahmad L, Khan A, Mughal MA. 2016. A
simple, rapid and sensitive RP-HPLC-UV method for the simultaneous determination of
sorafenib & paclitaxel in plasma and pharmaceutical dosage forms: application to
pharmacokinetic study. Journal of Chromatography B 1033–1034:261–270
DOI 10.1016/j.jchromb.2016.08.029.

Kim SC, Yu J, Lee JW, Park E-S, Chi S-C. 2005. Sensitive HPLC method for quantitation of
paclitaxel (Genexol�) in biological samples with application to preclinical pharmacokinetics and
biodistribution. Journal of Pharmaceutical and Biomedical Analysis 39(1–2):170–176
DOI 10.1016/j.jpba.2005.02.023.

Ni N, Tesconi M, Tabibi SE, Gupta S, Yalkowsky SH. 2001. Use of pure t-butanol as a solvent for
freeze-drying: a case study. International Journal of Pharmaceutics 226(1–2):39–46
DOI 10.1016/S0378-5173(01)00757-8.

Ohno H, Abe K, Tsuchida E. 1978. Solvent effect on the formation of poly(methacrylic acid)-poly
(N-vinyl-2-pyrrolidone) complex through hydrogen bonding. Macromolecular Chemistry and
Physics 179(3):755–763 DOI 10.1002/macp.1978.021790318.

Reichardt C. 1982. Solvent effects on chemical reactivity. Pure and Applied Chemistry
54(10):1867–1884 DOI 10.1351/pac198254101867.

Wakisaka A, Ohki T. 2005. Phase separation of water–alcohol binary mixtures induced by the
microheterogeneity. Faraday Discussions 129:231–245 DOI 10.1039/B405391E.

Wang W. 2000. Lyophilization and development of solid protein pharmaceuticals. International
Journal of Pharmaceutics 203(1–2):1–60 DOI 10.1016/S0378-5173(00)00423-3.

Wang LZ, Ho PC, Lee HS, Vaddi HK, Chan YW, Yung CS. 2003. Quantitation of paclitaxel in
micro-sample rat plasma by a sensitive reversed-phase HPLC assay. Journal of Pharmaceutical
and Biomedical Analysis 31(2):283–289 DOI 10.1016/S0731-7085(02)00611-8.

Wani MC, Taylor HL, Wall ME, Coggon P, McPhail AT. 1971. Plant antitumor agents. VI.
isolation and structure of taxol, a novel antileukemic and antitumor agent from Taxus brevifolia.
Journal of the American Chemical Society 93(9):2325–2327 DOI 10.1021/ja00738a045.

Xavier Junior FH, Gueutin C, Do Vale Morais AR, Do Nascimento Alencar E, Do Egito EST,
Vauthier C. 2016. HPLC method for the dosage of paclitaxel in copaiba oil: development,
validation, application to the determination of the solubility and partition coefficients.
Chromatographia 79(7–8):405–412 DOI 10.1007/s10337-016-3058-4.

Yonemoto H, Ogino S, Nakashima MN, Wada M, Nakashima K. 2007. Determination of
paclitaxel in human and rat blood samples after administration of low dose paclitaxel by
HPLC-UV detection. Biomedical Chromatography 21(3):310–317 DOI 10.1002/bmc.759.

Sugo and Ebara (2020), PeerJ Analytical Chemistry, DOI 10.7717/peerj-achem.3 12/12

http://dx.doi.org/10.1016/j.jchromb.2016.08.029
http://dx.doi.org/10.1016/j.jpba.2005.02.023
http://dx.doi.org/10.1016/S0378-5173(01)00757-8
http://dx.doi.org/10.1002/macp.1978.021790318
http://dx.doi.org/10.1351/pac198254101867
http://dx.doi.org/10.1039/B405391E
http://dx.doi.org/10.1016/S0378-5173(00)00423-3
http://dx.doi.org/10.1016/S0731-7085(02)00611-8
http://dx.doi.org/10.1021/ja00738a045
http://dx.doi.org/10.1007/s10337-016-3058-4
http://dx.doi.org/10.1002/bmc.759
http://dx.doi.org/10.7717/peerj-achem.3
https://peerj.com/analytical-chemistry

	A simple spectrophotometric evaluation method for the hydrophobic anticancer drug paclitaxel
	Introduction
	Materials and Methods
	Results
	Discussion
	Conclusions
	flink6
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile (None)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Average
  /ColorImageResolution 300
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Average
  /GrayImageResolution 300
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Average
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


