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The use of lidocaine (0.3% w/w) for pain management in hyaluronic acid-based soft-tissue injectables has
been standard for two decades. Given lidocaine’s well-known vasodilatory activity it may contribute to
the incidence of post-treatment adverse events including bruising in patients. This study seeks to
compare these vasodilatory properties of lidocaine with that of another anaesthetic candidate, mepiva-
caine. Rat aortic rings and human skin resistance arteries (diameter between 200-400 pm) were
mounted on an isolated organ bath or myograph, respectively, and exposed to progressively increasing
concentrations of lidocaine or mepivacaine from a solution or released from a gel. The concentration-
dependent vascular response and kinetics were systematically compared in tissue originating from 3 bio-
logical donors. Additionally, tissue perfusion changes induced by 0.3% w/w anaesthetic solutions were
assessed using laser Doppler imaging in rabbit ears. Systematically, lidocaine exhibited a greater vasodila-
tory activity than mepivacaine in clinically relevant concentration ranges in both animal and human
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models. In contrast to lidocaine, mepivacaine did not have a significant impact on blood vessel vasodila-
tion. In clinical practice, formulation of hyaluronic acid (HA) injectables with mepivacaine may potentially
reduce the risk of common adverse events. This characteristic highlights its potential advantages in the
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Introduction

Injectable hydrogels have garnered significant attention in
medical practice due to their versatility and minimal invasive-
ness. Adopted in various applications including drug delivery,
tissue engineering, and wound healing," these hydrogels can
be injected directly into the desired site, providing a scaffold
for cell growth,>® a controlled release system for therapeutic
agents™ or a mechanical correction for the prevention of the
sign of skin aging.®” In the latest category, the use of hyaluro-
nic acid (HA)-based soft-tissue injectables, in particular, has
grown substantially over the past two decades due to their
efficiency, reversibility, and natural-looking outcomes.®
Although considered a relatively painless, minimally invasive
procedure, soft-tissue injectables commonly incorporate local

“Research and Development Department, Teoxane SA, Rue de Lyon 105, 1203
Geneva, Switzerland. E-mail: j. faivre@teoxane.com

bRevance Therapeutics, Inc., 1222 Demonbreun St, Nashville, TN, 94560, USA
PhysioStim, 10 rue Henri Regnault, 81100 Castres, France

;] City Clinic, 88 Rodney Street, Liverpool L1 9AR, UK.

tThese authors contributed equally to this work.

814 | RSC Pharm., 2025, 2, 814-823

anaesthetics to improve patient comfort.”'® Lidocaine, an
amino amide-type local anaesthetic, has been the standard
option in most soft-tissue injectables. Incorporated at 0.3%
w/w into the products, lidocaine was initially chosen for its
rapid onset of action, appropriate duration and effective pain
relief during and after the procedure. In medical practice,
however, lidocaine’s known vasodilatory properties require
that it generally be used in combination with epinephrine to
offset the vasodilatory effects.'>'* In the context of soft tissue
injectables, due to its vasodilatory effects, lidocaine can
increase blood flow in and around the injected site, potentially
inducing undesirable local side effects such as transient
inflammation, and bruising, although these effects are gener-
ally mild. Mepivacaine is another amino-amide local anaes-
thetic with a long history of use in non-aesthetic fields like
dentistry.”® In contrast to lidocaine, mepivacaine has been
reported to have lower vasodilatory properties'*** and in clini-
cal practice, mepivacaine does not generally require coadmi-
nistration with epinephrine. This suggests that mepivacaine
may appear as a potential valuable candidate for improvement
of classical lidocaine-containing HA-based soft tissue inject-
able formulations, for reduced post-procedural bruising. In a
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recent preclinical study, we demonstrated that the use of mepi-
vacaine at 0.3% w/w in HA-based soft tissue injectables did
not impair the hydrogel characteristics and properties in terms
of mechanical performance, preclinical safety and stability
when compared to the same products formulated with lido-
caine.'® Furthermore, in head to head studies in nasolabial
folds, HA gels formulated with mepivacaine were demon-
strated to have similar filling effectiveness as those formulated
with lidocaine, and mepivacaine was at least as effective at
reducing pain and equally safe as lidocaine."®

Thus, aiming to advance current scientific knowledge on
the positive outcomes of injectable formulations containing
anaesthetic agents, the present study seeks to provide a com-
prehensive evaluation of the comparative biological impacts of
mepivacaine and lidocaine, particularly focusing on their vaso-
dilatory properties, with different complex models. We first
analysed the vasodilatory effects of different anaesthetic con-
centrations on rat large vessel (aortas) ex vivo. We then trans-
lated our efforts to evaluate their vasodilatory effects on
human small vessels (subcutaneous resistance arteries)
ex vivo. On these arteries, we additionally investigated the vaso-
dilatory kinetics of anaesthetic concentrations released from a
commercial soft tissue injectable. Finally, we conducted an
in vivo experiment to assess the artery tissue perfusion after a
subcutaneous injection of 0.3% w/w anaesthetic solutions in
rabbits’ ears.

Through this study on the differential effects of lidocaine
and mepivacaine on local tissue responses, we aim at provid-
ing a better understanding of the less potent vasodilatory
activity of mepivacaine in hydrogel injectables and help clarify
its potential clinical benefits, particularly in terms of minimiz-
ing undesirable local effects, including bruising, and improv-
ing patient experience for a wide range of injection-based
treatments.

Materials and methods

In this study, three models were used to assess the compara-
tive vasodilatory activity of lidocaine and mepivacaine: an
ex vivo rat aortic ring model, an ex vivo human subcutaneous
resistance artery model (diameter between 200 and 400 pm),
and an in vivo rabbit ear model.

Rat aortic rings for ex vivo evaluation

Male rat’s aorta ring model was selected because of its rele-
vance for the evaluation of the possible vasodilatory effects. 8
weeks-old Male Wistar Han rats were supplied by Charles
River, UK (accreditation number for the housing and experi-
mental use of animals for scientific purposes: A 81 065 002).
After acclimation period, rats were heparinized (0.5 mL,
Heparine Choay® 25 000 U.L per 5 mL) and euthanized by an
intraperitoneal injection of sodium pentobarbital (0.9 to
1.4 mL kg™', dolethal, vétoquinol). The heart with the aorta
was rapidly excised, placed into fresh physiological solution
(containing [in mM]: 118 NaCl, 4.7 KCl, 1.2 MgSO,, 25
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NaHCOj3, 1.2 KH,POy, 2.5 CaCl, and 11.1 p-glucose) previously
equilibrated for 30 minutes with a 95% 0,-5% CO, gas
mixture. The rat thoracic aorta was quickly dissected, cleared
of connective tissue and cut into 2 to 4 cylindrical segments.
When necessary, the aortic ring was denuded by gently rolling
the aorta and rubbing the inner surface, in order to study the
involvement of endothelium in anaesthetics-induced vasore-
laxation. Endothelium denudation was previously validated
with the absence of relaxation induced by acetylcholine.

Human subcutaneous resistance arteries for ex vivo evaluation

Human subcutaneous resistance arteries were selected as this
translational model is relevant for the evaluation of functional
vascular effects. Resistance arteries are greatly involved in the
regulation of organ-specific perfusion, peripheral resistance
and blood pressure and represent an ideal vascular model for
evaluation of subcutaneously injected devices. Human sub-
cutaneous samples were obtained from abdominal or thigh
skin surgery, then stored at +2-8 °C in a preservative solution
until experimentation (authorization to retain human body
elements (CODECOH) DC-2023-5686). The day of the experi-
ment, resistance arteries from human subcutaneous sample
were carefully isolated and cleared of connective and adipose
tissues in fresh physiological solution (containing [in mM]:
118 NaCl, 4.7 KCI, 1.2 MgSO,, 25 NaHCO;, 1.2 KH,PO,, 2.5
CaCl, and 11.1 bp-glucose) previously equilibrated for
30 minutes with a 95% 0,-5% CO, gas mixture. The arteries
were cut into 2 mm length rings.

Rabbit for in vivo hemodynamics evaluation

6 to 8-week old female New Zealand White rabbits were used
in this study. All animal procedures were performed in accord-
ance with the Guidelines for Care and Use of Laboratory
Animals of the Biologic Resources Laboratory of the University
of Illinois-Chicago and approved by the Animal Care and Use
Committee of the University of Illinois-Chicago (Approval no.
22-013). Briefly, after the acclimation period, animals were
anaesthetized using ketamine/xylazine. Once consciousness
was lost the animals were intubated and ventilated, and anaes-
thesia was maintained via isoflurane during the whole experi-
ment. Rabbits were additionally maintained on a heating pad
and body temperature was monitored throughout the
experiment.

Test articles

Solutions of lidocaine and mepivacaine were freshly prepared
in distilled water before each assessment. For ex vivo rat aortic
rings and human subcutaneous resistance arteries concen-
tration-response evaluation, the concentrations (final cumulat-
ive in myograph bath) of both lidocaine and mepivacaine were
0.1, 0.5, 1, 2.5, 5, 7.5 and 10 mM. For the ond experimental
phase with human subcutaneous resistance arteries, the inves-
tigated concentrations were extracted from their release kine-
tics from Teosyal® RHA4 (Teoxane SA, Switzerland) as pre-
viously described.'® For in vivo rabbit hemodynamics evalu-
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ation, 0.3% w/w mepivacaine and 0.3% w/w lidocaine in saline
were used as test articles.

Ex vivo vascular tension measurement of rat aortic rings

To measure vascular tension after treatment with anaesthetics,
isometric tension of isolated rat aortic rings was recorded
through a force transducer connected in an isolated bath
organ (set-up used to study large vessels, EMKA Technologies,
Paris, France). The protocol used follows the ICH S7A. The
solution in the isolated organ baths was continuously oxyge-
nated with 95% 0,-5% CO, and maintained at 37.0 + 0.2 °C.
After isolation and mounting in organ baths, rat aortic rings
were stretched to an identical length before isometric tension
measurements.

Ex vivo vascular tension measurement of human resistance
arteries

Isometric tensions of human subcutaneous resistance arteries
were recorded using a force transducer connected to a wire
myograph (set-up used to study small vessels, EMKA
Technologies). Photographs of the wire myography system are
presented in Fig. 1. The solution contained in the myograph
organ baths was continuously gassed with 95% 0,-5% CO,
and warmed at +37.0 + 0.2 °C. For isometric tension measure-
ments, under microscope control, resistance artery rings iso-
lated from human skin samples obtained during abdomino-
plasty procedures were mounted on two 25 pm tungsten wires
in myograph bath (Fig. 1), with one wire attached to a force
transducer and the other to a displacement device. Each resis-
tance artery ring was progressively stretched (in 100 to 150 um
steps) to construct passive length-tension curves and determine
the tension equivalent to that required to produce 90% of their
internal circumference when exposed to a transmural pressure
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of 100 mmHg. This value was obtained for each vascular ring
and allow experimental standardization, vascular responses
optimization and reproduction of physiological conditions.'”

Ex vivo experimental procedure

After mounting (i.e. rat aorta or human resistance artery), the
saline solution was replaced every 15 minutes over a stabiliz-
ation period of at least 1 h before successive challenges with
KCl 60 mM to produce a reference contraction, separated by
two washes (see Fig. 2). The saline solution was then replaced
every 15 minutes between each step during a stabilization
period of at least 30 minutes. Endothelial function was tested
using acetylcholine (1 pM) to induce endothelial-dependent
relaxation following a precontraction with phenylephrine
(Sigma-Aldrich, Germany; see Fig. 2). The first and the second
experimental phases were carried out successively, separated
by a stabilization period of at least 30 minutes with a wash
every 10 minutes (Fig. 2). For the first experimental phase
(from 0.1 to 10 mM of lidocaine or mepivacaine) and the
second experimental phase (from 0.239 to 1.026 mM of lido-
caine or mepivacaine), vessels were precontracted with KClI
40 mM until a stable contraction was obtained (Fig. 2). High
concentrations of KCl precontraction increase vascular tone,
allowing the study of the vasorelaxant potential of anaesthetic
agents. In addition, both lidocaine and mepivacaine have been
shown not to influence the vascular basal tone."®'® Each con-
centration of lidocaine and mepivacaine solutions were added
for at least 5 minutes (until a stable effect was obtained) using
a cumulative concentration strategy (Fig. 2). Isometric tension
was continuously recorded (expressed in grams), at baseline
and after each concentration of test compounds, and analysed
by a computer. An interactive software program (IOX, version
2.9.5) provided acquisition of data and on-line measurement

B)

To force transducer

Blood vessel

Physiological
buffer 37°C

To vernier positioner

Fig. 1 Wire myography setup of the ex vivo vasodilatory testing using human vascular tissues. (A) Description of wire myography experimental set-
up. (B) Example of a vessel mounted in a wire myograph and associated schematic representation. Vascular tissue ring (red) was passed through by
two tungsten wires which were fixed on transducer jaw for tension measurement. The setup was immersed in physiological bath heated at 37 °C

and bubbled with 95% O,-5% CO, gas mixture.
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Fig. 2 Graphical representation of experimental procedures. KCL: potassium chloride; ACH: acetylcholine; PE: phenylephrine.

of analysed parameters. Each experiment (for lidocaine and
mepivacaine) was carried out on 5 rat aortic rings and 3 resis-
tance artery rings from 3 different human donors. Baseline
step was defined as the values obtained before the injection of
the first test article concentration in the bath (when KCI
40 mM precontraction is stable). Test article-induced vascular
relaxation was expressed in % of KCl 40 mM precontraction
(baseline). These values were measured on the maximal effect
observed. All results were expressed as mean + SEM (standard
error of the mean).

In vivo rabbit hemodynamic evaluation

Tissue perfusion was measured in 2 female New Zealand White
rabbit ears using a laser Doppler probe (ABLPHI, Transonic
Systems, Inc., Ithaca, NY). Following confirmation of anaesthe-
sia, and after a 15-minute baseline period, the ear was shaved,
and the probe was attached with adhesive tape lateral to the
central ear artery. Test articles (0.1 mL of 0.3% mepivacaine or
0.3% lidocaine in saline) were injected subcutaneously distal to
the probe (Fig. 6A). Data were collected for 45 minutes follow-
ing injection of the anaesthetic. Regional blood flow was
measured and reported as Tissue Perfusion Units (TPUs).
Changes in TPU values were calculated by averaging into
5-minute bins and normalizing data to baseline values.

Statistical analysis

Two-sample t-test was performed for statistical analysis in
OriginPro 2023 (OriginLab, USA). The differences were con-
sidered statistically significant at p < 0.05 (*), p < 0.01 (**), and
P <0.001 (***) in all studies. Values were expressed as mean +
SE.

Results

Ex vivo vasodilatory activity of mepivacaine and lidocaine in
contact of rat aorta

Fig. 3 shows the concentration-dependent vasorelaxant effect
of increasing concentrations of the anaesthetics on aortic
rings, for both the intact rings (Fig. 3A) and the rings in which
the endothelium had been denuded (Fig. 3B). Lidocaine was

© 2025 The Author(s). Published by the Royal Society of Chemistry

shown to exhibit a greater vasodilatory effect than mepivacaine
through all the tested concentrations, covering a large range of
concentration from 0.1 to 10 mM (with significantly different
results from 0.5 to 10 mM as compared to mepivacaine). In
addition, endothelium denudation appeared to have no influ-
ence on lidocaine or mepivacaine-induced relaxation (Fig. 3A
and B). Irrespective of the presence or absence of the endo-
thelium, the EC50 (half maximal effective concentration) for
maximal vascular relaxation was half that for the lidocaine
treated vessels (0.8 mM and 1.0 mM for intact and denuded
respectively) in comparison to the mepivacaine treated vessels
(1.9 mM and 2.3 mM for intact and denuded respectively).

Ex vivo vasodilatory activity of mepivacaine and lidocaine in
contact with human skin resistance arteries

A similar range of concentrations of mepivacaine and lido-
caine was applied to human skin resistance arteries. Fig. 4A-C
present vasodilatory data for each donor showcasing the inter-
individual variability. The superior vasodilatory activity of lido-
caine remained consistent among the three human donors
and presented a similar trend as in rat aorta experiments.
Pooling all the donors together, mepivacaine did not induce
vasodilation until the concentration of 5 mM (24.47% of relax-
ation) whereas lidocaine already exhibited vasodilation from
0.5 mM (14.55% of relaxation) as depicted in Fig. 4D.
Consistently with the prior experiment, the EC50 for maximal
vascular relaxation was halved with mepivacaine, being
2.5 mM and 5.4 mM for vessels treated by lidocaine and mepi-
vacaine respectively.

Beyond the concentration-response experiment, human re-
sistance arteries were assessed in the presence of increasing
amounts of anaesthetics released from RHA4.'®*° Lidocaine
and mepivacaine were released through a 12-14 kDa regener-
ated cellulose membrane as previously described'® and trans-
ferred in contact with human subcutaneous resistance arteries
of 3 different human donors (Fig. 5A). The complete release of
anaesthetics from RHA4 took about 6 hours.'® The kinetics of
vasodilation activity for both anaesthetics are presented in
Fig. 5B. Over the course of anaesthetics release and from the
earliest timepoints (a few minutes after release), lidocaine

RSC Pharm., 2025, 2, 814-823 | 817
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Fig. 3 Concentration-response of lidocaine and mepivacaine vasorelaxant influence on pre-contracted rat aorta rings. Pre-contraction was per-
formed with 40 mM of KCL. Anaesthetics solutions cumulatively concentrated (from 0.1 to 10 mM) were tested. Results were obtained on (A) intact
aortic ring and (B) denuded aortic rings. Results are expressed in % of KCl 40 mM pre-contraction amplitude after stabilization (baseline) for n = 5
vascular rings, as mean + SE (*p < 0.05, **p < 0.01, ***p < 0.001). EC50 for maximal vascular relaxation of both anaesthetics are also presented.

readily exhibited a vasodilatory activity whereas mepivacaine
did not show any impact on vessels behaviour. Notably, vessel
relaxation was significantly greater from the 3-hour time point
onward in the presence of lidocaine compared to mepivacaine.
After 6 hours of anaesthetic release from RHA4, at ~1 mM con-
centration for both anaesthetics, lidocaine caused a 31.18 +
7.74% vasodilation increase compared to mepivacaine which
remains at the baseline (—4.74 + 4.07%).

In vivo vasodilatory activity of mepivacaine versus lidocaine
injected in rabbit ears

In the in vivo rabbit ears model, after an initial slight transient
increase in tissue perfusion after administration of either
anaesthetic in solution, a clear separation occurred in tissue
perfusion after the 10-minute mark (Fig. 6B). In the mepiva-
caine-treated ear, perfusion returned to baseline levels at
20 minutes and continued to decline, stabilizing at a decrease
of —22 + 45% in tissue perfusion by 35 minutes. Conversely in
lidocaine treated ears, the tissue perfusion increased steadily
up to 117 + 6% of the baseline value at 30 minutes before pro-
gressively declining over the subsequent 15 minutes.

Discussion

Pain management associated with use of HA injectables is an
essential aspect of patient safety and comfort.>' The addition

818 | RSC Pharm., 2025, 2, 814-823

of lidocaine in soft-tissue injectables is now deemed essential
due to the significant pain relief they provide, thus improving
patient satisfaction. Lidocaine is widely regarded as the refer-
ence standard among commonly used local anaesthetics due
to its well-established efficacy, safety profile, and versatility
across various clinical applications.>” It serves as a benchmark
for comparing the pharmacologic properties of other anaes-
thetic agents. A recently published update on the use of lido-
caine in soft-tissue injectables demonstrated its statistically
significant role in pain reduction of the nasolabial folds, while
maintaining a similar effectiveness and safety profile as anaes-
thetic-free products.”®> Mepivacaine, another well-known
amide-type local anaesthetic, shares many similarities with
lidocaine but differs in key aspects.”***> Notably, mepiva-
caine exhibits lower vasodilatory activity than lidocaine, which
contributes to its longer duration of action without the need
for vasoconstrictors such as epinephrine. This property makes
mepivacaine particularly useful in situations where vasocon-
strictors are contraindicated or undesirable. The first hyaluro-
nic acid soft-tissue injectable to be formulated with mepiva-
caine was approved by the US FDA in 2023. This approval (for
the RHA collection, Teoxane SA, Geneva, Switzerland) was
based on 2 randomized, double-blinded, split-face clinical
trials involving both 30 patients.'® In one, the safety and effec-
tiveness of RHA Redensity with mepivacaine 0.3% was com-
pared to RHA Redensity with lidocaine 0.3% in perioral lines.
In the other RHA4 containing mepivacaine 0.3% was com-

© 2025 The Author(s). Published by the Royal Society of Chemistry
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cumulatively concentrated from 0.1 to 10 mM. (A—-C) Concentration-response for each individual donor (n = 3). (D) Merged data for 3 donors, with
calculated EC50 for maximal vascular relaxation. Changes are expressed in % from a precontraction obtained with a KCl solution at 40 mM after

stabilization. Results are expressed as mean + SE (*p < 0.05).

pared to RHA4 formulated with 0.3% lidocaine in nasolabial
folds. In each study, pain relief was the primary endpoint, and
in both cases, RHA-Mepivacaine (RHA-M) and RHA-Lidocaine
(RHA-L) were similarly effective in reducing procedural and
post-procedural pain. Furthermore, no statistically significant
differences were observed in their ability to successfully treat
facial wrinkles. A previous comparative preclinical study of
these hydrogel injectables incorporating lidocaine or mepiva-
caine showed that there was no significant difference in gels’
physicochemical properties, preclinical stability, and in vitro
degradation profile.'® The in vitro release profiles of the anaes-
thetic agents were similarly achieved within 6 hours, while the

© 2025 The Author(s). Published by the Royal Society of Chemistry

kinetics of vasodilation differed significantly within 3 hours
for both anaesthetics in the present study (Fig. 5B). Previously,
the efficacy of mepivacaine released has shown that it has a
short onset of anaesthesia with a slightly longer duration than
lidocaine (7% 1.9 vs. 1.4 hours) when administered subcu-
taneously at comparable concentrations (0.3% w/w).'® The
same trend has been observed in humans after intravenous
(IV) administration of mepivacaine versus lidocaine."* The
plasma concentrations were comparable after 5 minutes with
mepivacaine providing a higher degree of analgesia over the
60-minute study period requiring significantly less supplemen-
tary analgesia and presenting less adverse events than lido-
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Fig. 5 Interpretation of human resistance arteries vasodilation kinetics after anaesthetics release from gels. (A) Schematic representation of the
vasodilation kinetics experimental setup. The anaesthetisc release kinetics was carried out from RHA4 manufactured with either 0.3% w/w lidocaine
or mepivacaine through a dialysis membrane. The released concentrations of anaesthetics were transferred to the myograph bath mounted with a
human resistance artery. Vasodilatory activity of released anaesthetics was monitored by myography over time. (B) Vasodilatory kinetics of human
skin resistance arteries (n = 3 for 3 donors) in contact of released anaesthetics. Results are expressed in mean + SE (*p < 0.05).
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Fig. 6 Examination of subcutaneous administration of mepivacaine and lidocaine on tissue perfusion units in anaesthetized rabbits. (A) Picture of
the experimental setup highlighting the injection site (red dotted line) of subcutaneously injected anaesthetic solution (0.3% w/w, 0.1 mL) parallel to
the central ear artery on which the laser doppler probe was placed. (B) Kinetics of Tissue Perfusion Units (TPU) change over a 45-minute follow-up
(n = 2 rabbits per condition). Results are expressed in mean + SE (*p < 0.05).

caine. In the present study, we demonstrated that in all the from the site of gel placement. The contrast between anaes-
variety of tested models, ex vivo rat aorta, ex vivo human skin thetic agents was particularly marked in resistance arteries
resistance arteries and in vivo rabbit ears, mepivacaine had from human skin donors in their released concentration
less vasodilatory effects than lidocaine, showing a lower relax- ranges.'® Particularly, mepivacaine progressively released from
ation amplitude or lower tissue perfusion at each evaluated the hydrogel, did not induce any vasorelaxation as opposed to
anaesthetic concentration (from 0.1 to 10 mM) (Fig. 3 and 4). lidocaine (Fig. 5). Lidocaine also showed significantly greater
It is noteworthy that the maximal investigated concentration vasorelaxation than mepivacaine in vivo, 30 minutes after
(10 mM) corresponds to the final formulated concentration of injection of the anaesthetic solutions into rabbit arteries
the anaesthetics in HA injectables (0.3% w/w), and this would (Fig. 6). The delayed timeline relative to Fig. 5B with respect to
be the maximal concentration of anaesthetic that could be Fig. 6B reflects the release kinetics from the gel, which
expected in tissue, with a gradient of concentration extending required time for the anaesthetic to be released before impact-
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ing vessel relaxation. In practice, lidocaine’s greater vasodila-
tion capacity than mepivacaine is well-established'® and
underlies the frequent concomitant use of epinephrine'*?°
with lidocaine. Besides, although both anaesthetics have a
long history of use as local anaesthetics in many branches of
medicine and are regarded as highly effective and generally
safe - allergic reactions to these classes of anaesthetic have
been reported, albeit very rare®*” and cross-reactivity has been
shown®®?° - supporting the potential interest to have soft
tissue injectables with mepivacaine. The current understand-
ing of the mechanism underlying the vasodilatory activity of
lidocaine is that it is mediated via the vascular endothelium,
and through the production of vasorelaxation factors such as
nitric oxide, endothelium-derived hyperpolarizing factor and
prostacyclin.®® Thus, endothelium denudation was used to
investigate the potential involvement of this vascular layer in
anaesthetics-induced vasorelaxation in rat aorta (Fig. 3B).
Interestingly, neither the vasorelaxation induced by lidocaine
nor that induced by mepivacaine was significantly affected by
removal of the endothelium. These results suggest that the
endothelium is not responsible for this vasorelaxation process.
This aligns with previous work showing that the relaxation
induced by lidocaine and mepivacaine are not reduced by
endothelium removal or L-NAME and indomethacin
treatments.?’* Therefore, we can hypothesize that arterial
smooth muscle cells might be the target of the action mecha-
nism of both anaesthetic agents. Blockade of voltage-gated
L-type calcium channels on these cells has been proposed as a
possible vasorelaxation mechanism induced by lidocaine,**
suggesting that lidocaine could inhibit calcium entry in
smooth muscle cells to trigger relaxation. Although not yet
demonstrated in the context of mepivacaine-induced relax-
ation, blocking the entry of extracellular calcium into smooth
muscle cells could conceivably account for the vasorelaxation
seen after exposure to high concentrations of this anaes-
thetic.?® The diversity of results described in the literature on
vascular effects and mechanisms of action of lidocaine and
mepivacaine can be explained by the heterogeneity of vascular
models (animal or human based), vascular bed (aorta, coron-
ary arteries etc.), methods of pre-contraction (KCl, PE or
5-hydroxytryptamine) and concentrations tested.>® Nonetheless,
taken together, these results demonstrate that mepivacaine
induces less vasorelaxation than lidocaine (through an endo-
thelium-independent mechanism), hypothesizing that the use
of mepivacaine in clinical injection conditions could reduce
the extent of bleeding into tissues, thereby reduce the inci-
dence of bruising. Future head-to-head clinical investigations
are required with larger groups to confirm the observations
statistically. Despite this, the use of various biological donors
and models (animal, human, ex vivo/in vivo, large and small
arteries) consistently demonstrated greater vasodilatory activity
of lidocaine compared to mepivacaine starting at concen-
trations as low as a tenth of the initial anaesthetic content in
soft-tissue injectables. Rates of specific adverse events, includ-
ing bruising, are being analysed in practice to compare the
clinical effects of lidocaine and mepivacaine.

© 2025 The Author(s). Published by the Royal Society of Chemistry

View Article Online

Paper

Conclusions

This study explores the contrasting vasodilatory profiles of
lidocaine and mepivacaine, two structurally related local
anaesthetics, in the context of their application in hydrogel-
based injectables. Mepivacaine consistently induced a signifi-
cant lower vasodilation across ex vivo and in vivo models,
including animal and human tissues, and both small and
large vessels. This finding suggests a potential clinical benefit
of using mepivacaine in hydrogel injectables to reduce
common injection-related adverse events while enhancing
overall patient outcomes. Future research will focus on validat-
ing the reduced vasodilatory activity of mepivacaine through
in vivo human studies. Given that mepivacaine does not com-
promise the rheological properties of soft-tissue injectables,
its incorporation into the RHA® collection—HA injectables
already FDA-approved—presents a promising option for clini-
cal practice.
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