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Abstract

Background and purpose: The pH value of the small intestine is physiologically maintained by bicarbonate
buffer (BCB). However, the effect of BCB on the membrane permeation of drugs has not been investigated.
The purpose of this study was to investigate the effect of BCB on the passive membrane permeation of drugs.
Experimental approach: The uFlux apparatus (pION Inc.) was used for permeability measurements. To avoid
a pH change of BCB, a floating lid was newly developed for puFlux. The membrane filter was coated with a
10 % soybean lecithin-decane solution. The flux measurement was performed in an iso-pH condition (pH 6.5,
BCB = 10 mM, buffer capacity (5)= 4.4 mM pH1?). Phosphate buffer (PPB) with the same pH and 8 was used
for comparison (PPB = 8 mM). Key results: The floating lid suppressed the pH increase to less than 0.1 for
120 min. The effective permeability (Pe) values of lipophilic weakly acidic and basic drugs were lower in BCB
than in PPB (ketoprofen, naproxen, and propranolol). On the other hand, the Pe values in BCB and PPB were
similar for unionizable drugs (caffeine and antipyrine) and hydrophilic weakly basic drugs (metoprolol and
procainamide). Conclusion: Passive membrane permeation of lipophilic weakly acidic and basic drugs was
slower in BCB than in PPB. This was suggested to be attributed to the slow neutralization rate of BCB, which
affects the pH value adjacent to the membrane surface.

©2025 by the authors. This article is an open-access article distributed under the terms and conditions of the Creative Commons
Attribution license (http://creativecommons.org/licenses/by/4.0/).
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Introduction

It is important to assess the oral absorption of a drug appropriately in drug discovery and development.
The oral absorption of a drug is mainly determined by the dissolution and permeation processes in the
gastrointestinal (Gl) tract. These processes are affected by various physiological Gl conditions such as pH,
buffer species, buffer capacity (£), ionic strength (/), and bile micelle concentration [1]. The pH value of the
intestinal fluid is physiologically maintained at approximately pH 6.5 by bicarbonate buffer (BCB) [2,3].
However, for practical reasons, phosphate buffer (PPB) and other buffers have been used for a variety of in
vitro assays in drug discovery and drug development [4].

Biorelevant dissolution tests using BCB have been explored over the past two decades. The pH value of
BCB rapidly increases as CO, escapes via the air-solution interface. Previously, the CO, charging methods have
been used to maintain the pH value of BCB [5-8]. However, these sophisticated methods have some inherent
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limitations that might have limited the use of BCB in drug discovery and development [4]. Recently, the
floating lid method has been introduced as a simple, robust, and versatile way to maintain the pH value of
BCB [9]. The floating lid method has already been applied to compendial dissolution vessels [9], a mini-scale
vessel [10], and a flow-through system [11].

BCB has a slower pH neutralization rate due to the slow CO, to H,COs hydration/dehydration processes [12,13].
CO; + H,O = H,CO3 = HCO3 + H* (1)

This affects the particle surface pH (pH,s) of ionizable drugs dissolving (and precipitating) in BCB [5,12-17]. In
addition, the change of bulk phase pH (pHsbui) after the dissolution of ionizable drugs can also be different between
BCB and PPB, even when the 3 values are set to be the same [18,19]. The pK; values of BCB and PPB are lower
and higher than 6.5, respectively (BCB: pK, = 6.05, PPB: pKa, = 6.69, 37 °C, ionic strength (/) = 0.15 M) [20]. Therefore,
the pHouik value is less reduced by the addition of a free weak acid or a salt of a weak base in BCB than in PPB
[18,19]. These features of BCB can significantly affect the dissolution profiles of various drugs.

The dissolution profiles of free-form weakly acidic and weakly basic drugs were reported to be slower in
BCB than in PPB due to the difference in pHps [5,12-15]. Recently, the dissolution profiles of salt-form drug
substances were found to differ markedly between BCB and PPB due to the difference in pHps [16,21] and
pHoui [19]. The crystalline precipitation of weakly acidic and basic drugs can be markedly slower in BCB than
in PPB [17]. Furthermore, the dissolution profiles of many immediate-release drug products were markedly
different between BCB and PPB [19,22]. The use of BCB in dissolution tests was suggested to be critically
important for the assessment of bioequivalence in generic drug development [11,23-25]. However, to the
best of our knowledge, the effect of BCB on the membrane permeation process has not been investigated.

The purpose of the present study was to investigate the effect of BCB and PPB on the passive membrane
permeation of drugs. In this study, three weakly acidic drugs, three weakly basic drugs, and two neutral drugs
were used as model drugs (Table 1). The pFlux apparatus (pION Inc.) was used for permeability
measurements. A floating lid was newly developed for pFlux (Figure 1) [9]. BCB condition was set to be
relevant to the human small intestine (pH 6.5, BCB = 10 mM, / = 0.14 M) [2,3]. The pFlux experiment used an
artificial membrane composed of phospholipids and an organic solvent, the same as in the parallel artificial
membrane permeabilization assay (PAMPA). PAMPA has been widely used to assess the passive membrane
permeation of drugs in drug discovery and development [26,27].
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Figure 1. uFlux apparatus with floating lids (A) and the picture of the floating lid (B)
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Table 1. Physicochemical properties of model drugs

Drug name MW  log Poct® pKz? log Doct (pH 6.5)¢ Drmono / 10® cm?ste UV detection, nm
Antipyrine 188 0.56 - 0.56 9.23 280
Caffeine 194 -0.01 - -0.01 9.10 290
Furosemide 331 256  3.53(A)° -0.41 7.15 330
Ketoprofen 254  3.16 4.00 (A)P 0.66 8.05 280
Metoprolol 267 1.95 9.24 (B)* -0.79 7.87 276
Naproxen 230 3.24 4.14 (A)® 0.88 8.42 320
Procainamide 235 1.49 9.01 (B)¢ -1.02 8.34 310
Propranolol 259 3.48 9.16 (B)® 0.82 7.98 320

a25 °C [20]; 37 °C, I = 0.15 M; cConverted to the value at 37 °C from the value measured at 25 °C, / = 0.15 M [28].
dQOctanol - water distribution coefficient at pH 6.5. Calculated from log Poct and pKa.
eDiffusion coefficient of monomer drug in water at 37 °C (Dmono = 9.9%x10> MW-0-453 cm?2 s-1)[29]

Experimental

Material

The floating lid for uFlux was made of polystyrene foam (outer diameter: 22.2 mm, inner diameter: 7.0 mm,
thickness: 3 mm). A laser cutter was used to precisely cut polystyrene foam with an accuracy of 0.1 mm.
Soybean lecithin was provided by Tsuji Oil Mills Co., Ltd (Mie, Japan) (SLP-White, phosphatidylcholine (24 to
32 %), phosphatidylethanolamine (20 to 28 %), phosphatidylinositol (12 to 20 %), phosphatidic acid (8 to 15 %),
and lysophosphatidylcholines (1 to 5 %) (based on the product information provided by the manufacturer)).
Antipyrine, ketoprofen, naproxen, propranolol, NaH,P04-2H,0, NaHCOs, NaCl, 8 M NaOH and 6 M HCI were
purchased from Wako Pure Chemical Industries, Ltd. (Osaka, Japan). Caffeine, furosemide, and metoprolol were
purchased from Tokyo Chemical Industry (Osaka, Japan). Procainamide was purchased from Abcam Limited
(Cambridge, MA, USA).

Methods

pH maintenance in puFlux apparatus with floating lid

The membrane filter of the puFlux apparatus (pION Inc., Billerica, MA 01821, USA) was coated with 25 pL of
a 10 % soybean lecithin-decane solution [30]. A NaHCOs; solution (19.6 ml, 10.1 mM, NaCl 0.13 M) was added
to both the donor and acceptor chambers. An HCl solution (0.4 ml, 0.17 M) was added to adjust the pH value
to pH 6.5 (final conditions: BCB = 10 mM, = 4.4 mM pH?, | = 0.14 M). The Bvalue was calculated by the van
Slyke equation [31] using the second pK, values of buffer species, assuming the activity coefficient is 1. The
temperature was maintained at 37 °C. The paddle rotation speed was set to 150 rpm. The solution surface was
covered by a floating lid (Figure 1). The bulk phase pH value was measured at each time point using a Gel-filled
pH sensor cartridge 300-P-C (HORIBA Advanced Techno, Co., Ltd., Kyoto, Japan). The pH maintenance test was
performed in triplicate.

Flux measurement

The flux measurement was performed in an iso-pH condition (pH 6.5 for both donor and acceptor solutions).
The lipid membrane was prepared as described above. A NaHCOs solution (98 ml, 10.1 mM, NaCl 0.13 M) was
added to a 100 mL beaker. An HCl solution (2 ml, 0.17 M) was added to adjust the pH value to pH 6.5 (final
conditions: BCB = 10 mM (= 4.4 mM pH?), /= 0.14 M). Each drug was dissolved, and pH was re-adjusted to pH
6.5 by adding a small amount of 1 M NaOH or 1 M HCI. The initial concentration of each drug in the donor
solution (Cp, init) Was set so that the drug concentration in the acceptor solution could be detected (Table 2). It
was visually confirmed that the added drug was completely dissolved. A floating lid for the 100 mL beaker was
used during the above procedures (covering >95 % of the air-solution interface). The drug solution (20 mL) was
added to the donor chamber and the blank solution (20 mL) was added to the acceptor chamber. The solution
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surface was covered by a floating lid for pFlux. PPB was used for comparison (pH 6.5, PPB = 8 mM
(B=4.4 mM pH?), I=0.14 M). The temperature was maintained at 37 °C. The paddle rotation speed was set to
150 rpm. The drug concentrations in the donor and acceptor solutions were determined by a UV probe (2 and
20 mm apertures, respectively) (Table 1). The initial and final bulk phase pH values were measured as described
above. The flux value (J) was calculated from the slope of the drug concentration-time curve in the acceptor
solution from 30 to 120 min. The effective permeability (Pe) value was calculated from the flux value and the
final donor concentration (Cp, final) @s Pe =J / Cp, inal. The flux measurement was performed in triplicate.

Results and discussion

First, the pH maintenance performance of the floating lid was evaluated for pFlux (Figure 1). Without the
floating lid, the pH value of BCB was rapidly increased by the loss of CO; (Figure 2). The floating lid suppressed
the pH increase completely until 60 min and to less than 0.1 for 120 min. As the surface-to-volume ratio
becomes smaller, such as in the case of pFlux, it becomes more challenging to maintain the pH value by a
floating lid. In this study, a precise laser cutter was used to produce the floating lid for pFlux. The pH value was
well maintained by the floating lid method, suggesting that this method can be used for further flux
measurements.
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Figure 2 pH change of donor solution with or without floating lid. Mean £ S.D., N = 3.

In the flux measurements, the initial values of pHyux were 6.5 + 0.0 and the final values of pHuui at 120
min were 6.5 + 0.1 in all cases (Table 2). The P. values of lipophilic weakly acidic drugs (ketoprofen and
naproxen, log Doctpnes >0) were lower in BCB than in PPB (Figure 3). The P, value of a lipophilic weakly basic
drug (propranolol) was also lower in BCB than in PPB (Figure 4C). On the other hand, the P. values of
unionizable drugs (caffeine and antipyrine) in BCB and PPB were similar (Figure 5). The P. values of hydrophilic
weakly basic drugs (metoprolol and procainamide, 10g Doct,pn65 < 0) in BCB and PPB were also similar (Figures
4A and 4B). The flux measurement was also performed for a hydrophilic weakly acid drug (furosemide).
However, the drug was not detected in the acceptor solution even when the donor concentration was
increased to its solubility limit (data not shown).
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Figure 3. Concentration time profiles of weakly acidic drugs in the acceptor chamber. Mean £S.D., N = 3.

4 (oc) T



ADMET & DMPK 13(1) (2025) 2603 Effect of bicarbonate buffer on artificial membrane permeation of drugs

(A) Metoprolol (B) Procainamide (C) Propranolol
20 7 L gmmers : 60 7 Lsmmeprs 120 1 gmmepee
o 807 S1ommacs 4l 50 d c10mmBee & 00 10 mM BCB
z 70 - € A €
. Jd 2, o)
P 60 A 2 4.0 A g 80 L f
S 30 1 S 3.0 - S
8 40 - 8 g
g 3.0 4 § 20 A S
g 2 g
S 201 S 10 - 38
1.0
0.0 - . : . 0.0 - - : + . . . .
0 30 60 90 120 0 30 60 S0 120 0 30 60 90 120
Time, min Time, min Time, min

Figure 4. Concentration time profiles of weakly basic drugs in the acceptor chamber. Mean £S.D., N =3.
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Figure 5. Concentration time profiles of unionizable drugs in the acceptor chamber. Mean £ S.D., N = 3.

Table 2. Flux and permeability data?®

(CD?;J? r?]agmrsL_l) Buffer J/ug cm? mint Pe /10%cm st ;::(I)SH (at lzoAr::;Ltor
Antipyrine PPB 1.27 £0.04 2.27 £0.06 6.50 £ 0.02 6.50£0.01
(5.0 mg/mL) BCB 1.17 £0.03 2.14 £0.07 6.57 £0.03 6.58 £0.02
Caffeine PPB 2.05+£0.09 3.54+£0.19 6.53+£0.02 6.48 £ 0.00
(10 mg/mL) BCB 1.97 £0.09 3.39+£0.12 6.55+£0.02 6.54 £0.01
Ketoprofen PPB 0.465 +£0.016 7.33+£0.28 6.46 £0.02 6.47 £0.00
(1.0 mg/mL) BCB 0.280 £ 0.017 6.01+£0.44 6.59£0.01 6.46 £0.01
Metoprolol PPB 0.889 + 0.062 14.8+1.0 6.46 £ 0.02 6.45+0.01
(1.0 mg/mL) BCB 0.902 + 0.044 14.4+0.7 6.62 £ 0.03 6.59 £ 0.00
Naproxen PPB 0.888 + 0.030 14.7£0.5 6.50 £ 0.02 6.47 £0.02
(1.0 mg/mL) BCB 0.637 £ 0.005 10.8 £ 0.9 6.62 £ 0.01 6.63+0.01
Procainamide PPB 0.594 £ 0.013 1.05 £0.02 6.46 £ 0.03 6.46 £ 0.00
(10 mg/mL) BCB 0.594 £ 0.014 1.05+0.03 6.64 £ 0.04 6.62 £ 0.00
Propranolol PPB 1.22 £0.03 43.5+0.9 6.47 £0.03 6.46 £ 0.01
(0.5 mg/mL) BCB 0.956 + 0.030 33.3+1.0 6.56 £ 0.01 6.60 £ 0.01

aMean £ S.D., N = 3. Furosemide data was not shown as it was not detected in the acceptor solution.

In this study, it was found for the first time that the effective permeability of lipophilic weakly acidic and
basic drugs (ketoprofen, naproxen, propranolol) (log Doctpn 6.5 >0) was slower in BCB than in PPB. P is deter-
mined as the sum of the reciprocals of the unstirred water layer (UWL) permeability (Puw.) adjacent to the
membrane and the membrane permeability (Pm) (1/ Pe = 1/ Puw. + 1/ Pm). Puw. can be calculated from the
diffusion coefficient of a monomer drug (Dmono) and the thickness of the UWL (huw) as Puwt = Dmono / huwt. The
huwt value at 150 rpm was calculated to be 164 um by the rpm-to-hyw. converter provided by pION Inc. Dmono
can be estimated from MW (Table 1). For all model drugs, Puw. Was calculated to be greater than 4x10* cm s,
Therefore, P. was lower than Pyw. and the membrane permeation was the rate-limiting process in all cases
(Pe = Pm). Therefore, the difference in P. between BCB and PPB was suggested to be attributed to their different
effects on the pH value adjacent to the membrane surface (pHms).
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According to the pH partition theory, only unionized species can permeate a lipid membrane (Figure 6).
Therefore, the unionized fraction (fo) of a drug at the membrane surface affects Pe. In the case of a lipophilic
weakly acidic drug, the membrane permeation of unionized species (HA) removes proton (H*) from the
solution on the donor side, increases pHms, and subsequently decreases fo and P.. Because the pH
neutralization rate of BCB is slower than that of PPB, P. in BCB becomes lower than that in PPB. The same
discussion can also be applied to lipophilic weakly basic drugs.

H*+ A H*+B B H*+B

| | I

HA HA BH* BH* =— BH'©— —©BH"

(=}— : anionic phospholipid
Figure 6. Permeation of drugs as an unionized form (1) or an ion-pair (1) across the lipid membrane. (I-A) Permeation
of unionized weakly acidic drug molecules (HA) removes H* and increases pH adjacent to the membrane surface on
the donor side (pHms). (I-B) Permeation of unionized weakly basic drug molecules (B) increases H* and decreases pHms.
(1) Permeation of ionized (protonated) weakly basic drug molecules removes H* and increases pHms.

In the case of hydrophilic weakly basic drugs (metoprolol and procainamide), the P values in BCB and PPB
were similar. The P. values of these drugs were higher than expected from their low log Doctpn 65 Values (< -1),
suggesting that their membrane permeation cannot be elucidated solely by the pH partition theory.
Previously, the passive membrane permeation of ionized hydrophilic weakly basic drug molecules has been
reported to occur via ion-pair transport with an anionic phospholipid in the membrane, such as
phosphatidylinositol (Figure 6l11) [32,33]. In this case, the P. values were reported to be less pH sensitive and
do not follow the pH partitioning theory in a pH range where ion-pair transport becomes predominant [32].
Theoretically, ion-pair transport would depend on the fraction of cationic species (f:). The permeation of the
protonated species of a weakly basic drug (BH*) as an ion-pair with an anionic phospholipid may increase the
pHms value. However, the f values of these drugs are little affected by a difference in pHms (f+ > 0.99), resulting
in similar P values between BCB and PPB.

The theoretical calculation of pHns is of great interest and is currently under investigation. At this moment,
it is unknown whether the result of this study in the PAMPA membrane would be relevant to in vitro cellular
models and/or in vivo. The microclimate pH near the epithelial membrane is well controlled in vivo [34]. Further
investigation is required to clarify this point. In S calculation, when the operational electrode pH was converted
to [H*] (I = 0.15 M) by the Avdeef-Bucher four-parameter equation [20] and all pK; values (BCB: 6.05; 9.79,
PPB: 1.94; 6.69; 11.61 (/= 0.15 M, 37 °C)) [20] are used for the 3 pK; van Slyke equation [31], the Svalues were
calculated to be 4.9 and 4.1 for BCB (10 mM) and PPB (8.0 mM), respectively. Previously, the S values of BCB
10 mM and PPB 8 mM at pH 6.5 were experimentally determined to be 4.6 and 4.5 mmol L pH?, respective-
ly [19]. The higher the S value, the lower the decrease in drug permeation due to pHms change, as is the case
for pHps [35-37]. The effect of this difference on P. may be small but could be a possible factor in addition to the
slow rate of carbon dioxide hydration.
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Conclusions

In conclusion, the floating lid method enabled the use of BCB in uFlux. It was found for the first time that the
membrane permeation of lipophilic weakly acidic and basic drugs can be slower in BCB than in PPB. It was
suggested that this effect was attributed to the slow pH neutralization rate of BCB at the membrane surface.

Funding: No funding support

Conflict of interest: The Author(s) declare(s) that they have no conflicts of interest to disclose.

Author Contributions: Material preparation, data collection, and analysis were performed by Shiori Ishida.
Samuel Lee, Balint Sinko, and Karl Box participated in data analysis and manuscript writing. Kiyohiko Sugano
supervised all phases of the study, including the manuscript writing. All authors read and approved the final
manuscript.

Data availability - The datasets generated during and/or analyzed during the current study are available from
the corresponding author on request.

References

[1] D.M. Mudie, G.L. Amidon, G.E. Amidon. Physiological parameters for oral delivery and in vitro
testing. Molecular Pharmaceutics 7 (2010) 1388-1405. https://doi.org/10.1021/mp100149j

[2] C. Litou, D. Psachoulias, M. Vertzoni, J. Dressman, C. Reppas. Measuring pH and buffer capacity in
fluids aspirated from the fasted upper gastrointestinal tract of healthy adults. Pharmaceutical
Research 37 (2020) 42. https://doi.org/10.1007/s11095-019-2731-3.

[3] D.A. Silva, J. Al-Gousous, N.M. Davies, N.B. Chacra, G.K. Webster, E. Lipka, G. Amidon, R. Lobenberg.
Simulated, biorelevant, clinically relevant or physiologically relevant dissolution media: The hidden
role of bicarbonate buffer. European Journal of Pharmaceutics and Biopharmaceutics 142 (2019).
https://doi.org/10.1016/j.ejpb.2019.06.006

[4] J.E. Boni, R.S. Brickl, J. Dressman. Is bicarbonate buffer suitable as a dissolution medium? Journal of
Pharmacy and Pharmacology 59 (2010). https://doi.org/10.1211/jpp.59.10.0007

[5] D.P. McNamara, K.M. Whitney, S.L. Goss. Use of a Physiologic Bicarbonate Buffer System for
Dissolution Characterization of lonizable Drugs. Pharmaceutical Research 20 (2003) 1641-1646.
https://doi.org/10.1023/A:1026147620304

[6] H.M. Fadda, H.A. Merchant, B.T. Arafat, A.W. Basit. Physiological bicarbonate buffers: stabilisation
and use as dissolution media for modified release systems. International Journal of Pharmaceutics
382 (2009). https://doi.org/10.1016/j.ijpharm.2009.08.003

[7] G. Garbacz, B. Kotodziej, M. Koziolek, W. Weitschies, S. Klein. An Automated System for Monitoring
and Regulating the pH of Bicarbonate Buffers. AAPS PharmSciTech 14 (2013) 517-522.
https://doi.org/10.1208/s12249-013-9933-5

[8] N. Scott, K. Patel, T. Sithole, K. Xenofontos, V. Mohylyuk, F. Liu. Regulating the pH of bicarbonate
solutions without purging gases: Application to dissolution testing of enteric coated tablets, pellets
and microparticles. International Journal of Pharmaceutics 585 (2020).
https://doi.org/10.1016/].ijpharm.2020.119562

[9] A. Sakamoto, K. Izutsu, H. Yoshida, Y. Abe, D. Inoue, K. Sugano. Simple bicarbonate buffer system
for dissolution testing: Floating lid method and its application to colonic drug delivery system.
Journal of Drug Delivery Science and Technology 63 (2021) 102447.
https://doi.org/10.1016/].ijddst.2021.102447

[10]  A.Sakamoto, K. Sugano. Dissolution kinetics of nifedipine—ionizable polymer amorphous solid
dispersion: comparison between bicarbonate and phosphate buffers. Pharmaceutical Research 38
(2021) 2119-2127. https://doi.org/10.1007/s11095-021-03153-2

[11] S. lkuta, H. Nakagawa, T. Kai, K. Sugano. Development of bicarbonate buffer flow-through cell
dissolution test and its application in prediction of in vivo performance of colon targeting tablets.

doi: https://doi.org/10.5599/admet.2603 7



https://doi.org/10.5599/admet.2603
https://doi.org/10.1021/mp100149j
https://doi.org/10.1007/s11095-019-2731-3
https://doi.org/10.1016/j.ejpb.2019.06.006
https://doi.org/10.1211/jpp.59.10.0007
https://doi.org/10.1023/A:1026147620304
https://doi.org/10.1016/j.ijpharm.2009.08.003
https://doi.org/10.1208/s12249-013-9933-5
https://doi.org/10.1016/j.ijpharm.2020.119562
https://doi.org/10.1016/j.jddst.2021.102447
https://doi.org/10.1007/s11095-021-03153-2

S. Ishida et al. ADMET & DMPK 13(1) (2025) 2603

[12]

[13]

[14]

[15]

[16]

[17]

[18]

[19]

[20]

[21]

[22]

[23]

[24]

[25]

[26]

European Journal of Pharmaceutical Sciences 180 (2023) 106326.
https://doi.org/10.1016/j.ejps.2022.106326

J. Al-Gousous, N. Salehi, G.E. Amidon, R.M. Ziff, P. Langguth, G.L. Amidon. Mass Transport Analysis
of Bicarbonate Buffer: Effect of the CO2-H2CO3 Hydration-Dehydration Kinetics in the Fluid
Boundary Layer and the Apparent Effective p Ka Controlling Dissolution of Acids and Bases.
Molecular Pharmaceutics 16 (2019) 2626-2635.
https://doi.org/10.1021/acs.molpharmaceut.9b00187

B.J. Krieg, S.M. Taghavi, G.L. Amidon, G.E. Amidon. In Vivo Predictive Dissolution: Comparing the
Effect of Bicarbonate and Phosphate Buffer on the Dissolution of Weak Acids and Weak Bases.
Journal of Pharmaceutical Sciences 104 (2015) 2894-2904. https://doi.org/10.1002/jps.24460

J.J. Sheng, D.P. McNamara, G.L. Amidon. Toward an In Vivo dissolution methodology: A comparison
of phosphate and bicarbonate buffers. Molecular Pharmaceutics 6 (2009) 29-39.
https://doi.org/10.1021/mp800148u

K. Krollik, A. Lehmann, C. Wagner, J. Kaidas, H. Kubas, W. Weitschies. The effect of buffer species on
biorelevant dissolution and precipitation assays - Comparison of phosphate and bicarbonate buffer.
European Journal of Pharmaceutics and Biopharmaceutics 171 (2022) 90-101
https://doi.org/10.1016/j.ejpb.2021.09.009

A. Sakamoto, K. Sugano. Dissolution Profiles of Poorly Soluble Drug Salts in Bicarbonate Buffer.
Pharmaceutical Research 40 (2023) 989-998. https://doi.org/10.1007/s11095-023-03508-x

H. Yamamoto, K. Sugano. Drug Crystal Precipitation in Biorelevant Bicarbonate Buffer: A Well-
Controlled Comparative Study with Phosphate Buffer. Molecular Pharmaceutics 21 (2024) 2854-
2864. https://doi.org/10.1021/acs.molpharmaceut.4c00028

J. Al-Gousous, K.X. Sun, D.P. McNamara, B. Hens, N. Salehi, P. Langguth, M. Bermejo, G.E. Amidon,
G.L. Amidon. Mass Transport Analysis of the Enhanced Buffer Capacity of the Bicarbonate-CO,
Buffer in a Phase-Heterogenous System: Physiological and Pharmaceutical Significance. Molecular
Pharmaceutics 15 (2018) 5291-5301. https://doi.org/10.1021/acs.molpharmaceut.8b00783

Y. Tarumi, K. Sugano. Dissolution profiles of high-dose salt-form drugs in bicarbonate buffer and
phosphate buffer. Journal of Pharmaceutical Sciences 114 (2025) 477-485.
https://doi.org/10.1016/j.xphs.2024.10.025

A. Avdeef. Absorption and Drug Development: Solubility, Permeability, and Charge State, Second
Edition, John Wiley & Sons, Inc., 2012. ISBN: 978-1-118-28603-6

H. Sudaki, K. Fujimoto, K. Wada, K. Sugano. Phosphate buffer interferes dissolution of prazosin
hydrochloride in compendial dissolution testing. Drug Metabolism and Pharmacokinetics 51 (2023)
100519. https://doi.org/10.1016/j.dmpk.2023.100519

N. Okamoto, M. Higashino, H. Yamamoto, K. Sugano. Dissolution Profiles of Immediate Release
Products of Various Drugs in Biorelevant Bicarbonate Buffer: Comparison with Compendial
Phosphate Buffer. Pharmaceutical Research 41 (2024) 959-966. https://doi.org/10.1007/s11095-
024-03701-6

S. lkuta, H. Nakagawa, T. Kai, K. Sugano. Bicarbonate buffer dissolution test with gentle mechanistic
stress for bioequivalence prediction of enteric-coated pellet formulations. European Journal of
Pharmaceutical Sciences 192 (2024) 106622. https://doi.org/10.1016/].ejps.2023.106622

M. Higashino, K. Sugano. Dissolution Profiles of Oral Disintegrating Tablet with Taste Masking
Granule Polymer Coating in Biorelevant Bicarbonate Buffer. Chemical and Pharmaceutical Bulletin
72 (2024) 298-302. https://doi.org/10.1248/cpb.c23-00783

M. Higashino, K. Sugano. Comparison of Phosphate and Bicarbonate Buffer Solutions as Dissolution
Test Media for Predicting Bioequivalence of Febuxostat Formulation. Chemical and Pharmaceutical
Bulletin 72 (2024) 989-995. https://doi.org/10.1248/cpb.c24-00526

M. Kansy, F. Senner, K. Gubernator. Physicochemical high throughput screening: parallel artificial
membrane permeation assay in the description of passive absorption processes. Journal of
Medicinal Chemistry 41 (1998) 1007-1010. https://doi.org/10.1021/jm970530e

(oc) T


https://doi.org/10.1016/j.ejps.2022.106326
https://doi.org/10.1021/acs.molpharmaceut.9b00187
https://doi.org/10.1002/jps.24460
https://doi.org/10.1021/mp800148u
https://doi.org/10.1016/j.ejpb.2021.09.009
https://doi.org/10.1007/s11095-023-03508-x
https://doi.org/10.1021/acs.molpharmaceut.4c00028
https://doi.org/10.1021/acs.molpharmaceut.8b00783
https://doi.org/10.1016/j.xphs.2024.10.025
https://doi.org/10.1016/j.dmpk.2023.100519
https://doi.org/10.1007/s11095-024-03701-6
https://doi.org/10.1007/s11095-024-03701-6
https://doi.org/10.1016/j.ejps.2023.106622
https://doi.org/10.1248/cpb.c23-00783
https://doi.org/10.1248/cpb.c24-00526
https://doi.org/10.1021/jm970530e

ADMET & DMPK 13(1) (2025) 2603 Effect of bicarbonate buffer on artificial membrane permeation of drugs

[27]

[28]

[29]

[30]

[31]

[32]

[33]

[34]

[35]

[36]

[37]

K. Sugano, M. Kansy, P. Artursson, A. Avdeef, S. Bendels, L. Di, G.F. Ecker, B. Faller, H. Fischer, G.
Gerebtzoff, H. Lennernaes, F. Senner. Coexistence of passive and carrier-mediated processes in
drug transport. Nature Reviews Drug Discovery 9 (2010) 597-614. https://doi.org/10.1038/nrd3187

N. Sun, A. Avdeef. Biorelevant pK a (37°C) predicted from the 2D structure of the molecule and its
pK a at 25°C. Journal of Pharmaceutical and Biomedical Analysis 56 (2011) 173-182.
https://doi.org/10.1016/j.jpba.2011.05.007

A. Avdeef. Leakiness and size exclusion of paracellular channels in cultured epithelial cell
monolayers-interlaboratory comparison. Pharmaceutical Research 27 (2010) 480-489.
https://doi.org/10.1007/s11095-009-0036-7

S. Yamauchi, K. Sugano. Permeation characteristics of tetracyclines in parallel artificial membrane
permeation assay. ADMET and DMPK 7 (2019) 151-160. https://doi.org/10.5599/admet.657

E.T. Urbansky, M.R. Schock. Understanding, Deriving, and Computing Buffer Capacity. Journal of
Chemical Education 77 (2009) 1640. https://doi.org/10.1021/ed077p1640

K. Sugano, Y. Nabuchi, M. Machida, Y. Asoh. Permeation characteristics of a hydrophilic basic
compound across a bio-mimetic artificial membrane. International Journal of Pharmaceutics 275
(2004) 271-278. https://doi.org/10.1016/j.ijpharm.2004.02.010

Z.S. Teksin, K. Hom, A. Balakrishnan, J.E. Polli. lon pair-mediated transport of metoprolol across a
three lipid-component PAMPA system. Journal of Controlled Release 116 (2006) 50-57.
https://doi.org/10.1016/j.jconrel.2006.08.020

Y.F. Shiau, P. Fernandez, M.J. Jackson, S. McMonagle. Mechanisms maintaining a low-pH
microclimate in the intestine. American Journal of Physiology-Gastrointestinal and Liver Physiology
248 (1985) G608-G617. https://doi.org/10.1152/ajpgi.1985.248.6.G608

K.G. Mooney, M.A. Mintun, K.J. Himmelstein, V.J. Stella. Dissolution kinetics of carboxylic acids II:
Effect of buffers. Journal of Pharmaceutical Sciences 70 (1981) 22-32.
https://doi.org/10.1002/jps.2600700104

S.S. Ozturk, B.O. Palsson, J.B. Dressman. Dissolution of lonizable Drugs in Buffered and Unbuffered
Solutions. Pharmaceutical Research 5 (1988) 272-282. https://doi.org/10.1023/A:1015970502993

A. Avdeef, O. Tsinman. Miniaturized rotating disk intrinsic dissolution rate measurement: Effects of
buffer capacity in comparisons to traditional wood’s apparatus. Pharmaceutical Research 25 (2008)
2613-2627. https://doi.org/10.1007/s11095-008-9679-z.

©2025 by the authors; licensee IAPC, Zagreb, Croatia. This article is an open-access article distributed under the terms and
conditions of the Creative Commons Attribution license (http://creativecommons.org/licenses/by/3.0/) [{ec) EE R

doi: https://doi.org/10.5599/admet.2603



https://doi.org/10.5599/admet.2603
https://doi.org/10.1038/nrd3187
https://doi.org/10.1016/j.jpba.2011.05.007
https://doi.org/10.1007/s11095-009-0036-7
https://doi.org/10.5599/admet.657
https://doi.org/10.1021/ed077p1640
https://doi.org/10.1016/j.ijpharm.2004.02.010
https://doi.org/10.1016/j.jconrel.2006.08.020
https://doi.org/10.1152/ajpgi.1985.248.6.G608
https://doi.org/10.1002/jps.2600700104
https://doi.org/10.1023/A:1015970502993
https://doi.org/10.1007/s11095-008-9679-z
http://creativecommons.org/licenses/by/3.0/

