Hyaluronic Acid Filler

and Botulinum Toxin Type A
Delivered Simultaneously
in the Same Syringe and
Needle: A Novel Technique
for Combination Aesthetic
Rejuvenation Therapy.
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Hyaluronicacid (HA) fillers and botulinum toxin type A (BNT) are frequently used in the same anatomic
site to provide durable and natural looking outcomes by combining volumizing and contouring with
movement reduction. In the current pilot study, HA .and BNT from one manufacturer was'coadmin-
istered simultaneously in a single syringe and needle into the crow’s-feet region. Theserdata were
compared to findings published earlier using products derived from a different manufacturer. These
preliminary data confirm that regardless of the manufacturer, delivering combined HA and BNT simul-
taneously through a single syringe and needle to the crow’s-feet region of the face can result in highly
acceptable cosmesis with half the number of needlesticks and high patient satisfaction. This technique
may improve the patient experience by allowing the use of small-gauge needles and lessening the num-
ber of needlesticks incurred. Larger studies will better evaluate optimal techniques and safety/stability
implications for administering simultaneous combination HA and BNT.
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ith advances in our understand-
ing of the causes of facial aging and
patients’ demands for less invasive
procedures, facial rejuvenation tech-
niques have evolved to rely heavily
on the use of hyaluronic acid (HA) fillers and botulinum
toxin type A (BNT).!? Exponential increases in num-
bers of cosmetic procedures performed have occurred
over the last decade.” While this trend includes both
surgical and nonsurgical rejuvenation and enhancement
procedures, the number of minimally invasive treat-
ments far outweigh (=80%) surgical interventions. Inject-
able facial shaping agents top the list of nonsurgical
aesthetic treatments. These agents include BNT for
treating dynamic wrinkles and replacement fillers such
as HA for restoring volume, with both of these agents
being widely used by cosmetic surgeons of all disci-
plines.!*!" Because injectable rejuvenation procedures
can delay or enhance more invasive surgical proce-
dures with lessseost and dewntime for.the. patient, not
only is the fise of these agents growing but the ways in
which we jare using them are becoming more diverse
and sophisticated.'>22
Standard practice for the administration of HA and
BNT in the same facial region (ie, periorbital, glabella,
forehead, prejowl, chin) is to have product applied in sep-
arate syringes at separate delivery depths, with BNT being
delivered deeply to muscles for immobilization and HA
delivered superficially in the dermis to reduce wrinkles!?
Newer approaches to the administration of filler advocate
much deeper placement to better achieve volume restora-
tion.'>?? Filler and neurotoxin treatments are often per-
formed at separate appointments. In reality, many busy
patients cannot take off time for 2 separate visits, result-
ing in suboptimal treatment and lost revenue to practices
when patients do not follow-up as recommended. To
counter this, a growing trend among cosmetic surgeons
is to administer both HA and BNT at a single visit.!* Not
only has this practice allowed a more satisfying single
experience for patients by providing them with immedi-
ate filling effects while they wait for the neurotoxin effects
to take hold, but early data suggest that this technique of
combining HA and BNT in the same area may increase
the longevity of the aesthetic outcomes.!*!%*16 Although
the choice of which injectable to administer first, HA or
BNT, varies among physicians, products are routinely
administered in separate syringes.!? Less common since
the advent of prepackaged HA with lidocaine, some prac-
titioners still initially administer a pretreatment injection
of local anesthesia into the treatment site to reduce the
discomfort of the subsequently injected HA and BNT.?
Yet other physicians may add anesthesia to the HA in
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a single syringe and inject this combined product prior
to or after the administration of BNT.>® Clearly double,
or even triple, needlesticks to delicate areas such as the
periocular region, can be uncomfortable and often results
in bruising.

With this in mind, it was thought that by using a
technique of injecting HA plus lidocaine and BNT
simultaneously in the same needle, it might be pos-
sible to improve the aesthetic experience with half the
number of needlesticks, while still maintaining excel-
lent outcome.

Recently published findings using HA and BNT from
one popular manufacturer (Medicis Pharmaceutical
Corporation) provide encouraging data supporting the
use of simultaneous coadministration of both prod-
ucts.” In the current study, we followed the same
basic study design, administering simultaneously com-
bined HA and BNT to the crow’s-feet region, this time
using products from a different manufacturer (Allergan,
Inc) to seesifresults were similar to the previous study.

METHODS

Five female volunteers ranging in age from 49 to 58 years
were recruited. Baseline standardized digital photographs
were taken of each participant’s frontal face and oblique
left and right sides. Participants were photographed
prior to treatment; immediately after; and 1, 2, 4, 6, and
8 weeks posttreatment. The treated.areas were bilateral
crow’s-feet. One vial fof HA (Juyéderm Ultra, Allergan,
Inc) and 20, U of BNT (Botox Cosmetic, Allergan, Inc)
were used for each volunteer, split evenly between left
and right treatment sites. Neurotoxin was ‘made freshly
by using 1 cc of preservative containing normal saline
in one 100-U vial of BNT. The combined products were
prepared as follows. One 1-cc vial of HA filler was mixed
with 0.25 cc of 1% lidocaine with 1:100,000 epineph-
rine in a 3-cc syringe using a 2-way connector (Figures 1
and 2). At least 10 back-and-forth mixings were per-
formed to ensure even distribution of anesthesia
within the filler. The BNT was then added to a second
3-cc syringe and mixed with the HA-anesthesia
product (in the first 3-cc syringe) using the connector
(Figures 3-5). At least 10 back-and-forth mixings were
performed to ensure even distribution of all product
ingredients throughout the volume. The combined prod-
uct cocktail was administered to the crow’s-feet of the
participants (Figures 6-9). Three injection sites per
side were used (6 injections total), with volume split
evenly amongst each injection site. The combined prod-
uct was placed in the skin just below the dermis using
a 30-gauge '2-in needle and injected in small boluses
as per usual practice. For several minutes immediately
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HA AND BNT DELIVERED SIMULTANEOUSLY

Figure 1. Lidocaine with epinephrine in a 3-cc syringe. Figure 3. Botulinum toxin type A measured out in a tuberculin syringe.
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Figure 2. Hyaluronic acid being mixed with anesthesia. Figure 4. Botulinum toxin type A added to a 3-cc syringe.

after injection, gentle massage of the treated areas
was performed.

RESULTS

All participants tolerated the procedure well, without
bruising, asymmetry, ptosis, surface nodules, or other
complications. The combined product that was massaged
locally immediately after injection blended smoothly into
the treatment areas (Figures 6 and 8). Botulinum toxin,
when given in combination with filler in this small popu-
lation, appeared to take hold as rapidly (3-5 days) and
robustly as historical rates of product onset when given
alone, without evidence of “drift” into undesired areas
(Figures 7 and 9). Study participants were all pleased
with their results both immediately posttreatment and Figure 5: Bo.tulinum toxin type A being mixed into hyaluronic acid-
throughout the 2-month observation period. anesthesia via connector.
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HA aAND BNT DELIVERED SIMULTANEOUSLY

Figure 6. Pretreatment (A-C), immediately posttreatment (D-F), and 2 weeks posttreatment (G-I).
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Figure 7. Pretreatment (A-C), 1-month posttreatment (D-F), and 2-months posttreatment (G-I).
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HA AND BNT DELIVERED SIMULTANEOUSLY

Figure 8. Pretreatment (A-C), immediately posttreatment (D and E), and 2 weeks posttreatment (F-H).
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Figure 9. Pretreatment (A-C), 1-month posttreatment (D-F), and 2-months posttreatment (G-I).
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COMMENT
The application of safe and effective nonsurgical cos-
metic treatments, particularly with injectable shaping
agents such as HA and BNT, has increased substantially
over the last decade.'”!'%1*22 With more collective expe-
rience and as more is learned about the anatomy of the
aging face, more sophisticated and innovative methods
for delivering these products have developed, resulting
in less downtime and improved outcome.'>!9?? Hyal-
uronic acid and BNT are now routinely injected into
similar locations of the face to optimally address the
needs of the aging face.!*'>2* In addition to the comple-
mentary actions of these products, data are emerging
to suggest that the combination of HA and BNT may
actually result in synergism of effects, with both prod-
ucts lasting longer than when compared to individual
administration, an issue of considerable importance to
patients.!»121%22 Moreover, some practitioners suggest
that using both products in the same area may reduce
adverse events,with the BNT-induced musele relaxation
allowing filler to stay'in place better, and conversely the
mass effect of filler preventing BNT from drifting into
unwanted locations'fiear the eyes, lipsyglabella, or chin.?

When addressing the “wrinkles of“the" crow’s-feet
region, current practice today is to inject HA and BNT
in separate needles, either at a single visit or sequential
appointments. Both of these techniques nesult in 2 sets
of needlesticks in the.same location, effectively doubling
the pain and risk/for bruising for patients. By conven-
tion, these products are administered to different cutane-
ous depths, with HAbeing placed inthe dermis and BNT
in the muscles.!**12 In reality, certain regions of the aged
face, particularly the periocular area, have very little dis-
tance between the dermis, subcutis, and muscle regions,
and recent data suggest there is often spillover of product
into unintended (deeper) cutaneous regions in the clini-
cal injection setting regardless of intended placement.'®”

The deeper placement of filler in skin appears to be
gaining momentum as an improved volumizing tech-
nique.>?? Products are placed into the deeper aspects
of skin both to reduce the incidence of superficial
nodules and irregular contours and to fill hollows more
naturally.*'1#2? The advanced practitioner is now com-
monly using both replacement and biostimulatory fill-
ers at all layers of the face, including the subcutis and
periosteum, to more naturally contour and reshape the
aging face, thus postponing or avoiding the need for inva-
sive surgery.!>18:22

In a recent pilot study,?® it was demonstrated that HA
and BNT can be delivered simultaneously in the same
needle to the crow’s-feet and glabella regions of the face
with excellent results. Although larger-population studies
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will be needed to determine the long-term efficacy and
safety of this technique using the Medicis HA and BNT
products, the current study explored the question of
whether using a different company’s products would give
similar findings to this earlier study. This current pilot
study, using Allergan products, confirms the concept
that HA and BNT, irrespective of manufacturer source,
may be administered simultaneously in a safe and effica-
cious manner.

Combining HA and BNT treatment in a single needle
for simultaneous injection offers several advantages
over separate injections for both the patient and the
injector. Bruising and pain are inherently cut in half by
administering combined products into a single injection.
Patients receive an enhanced cosmetic experience by see-
ing the immediate effects of filler while waiting for the
neurotoxin to take hold over the next several days and
may benefit from longer efficacy of both products when
administered together. Using anesthesia in the mixture
of products,not only.reduces pain.and bruising at the
treatment sites but also keeps the treated areas immobile
for a few hours posttreatment, allowing the filler to be
massaged into the treated areas smoothly. Mixing the
viscous HA with the thinner consisteney neurotoxin and
anesthesia results in a less thick injection, enabling the
practitioner to use smaller-gauge needles for injecting,
which furthemreduces the pain and chance of bruising.
Finally, there is a theoretical possibility that mixing the
jellylike HA product with neurotoxin may: prevent dif-
fusion and allow more precise neurotoxin placement in
the muscles of interest.”

Clearly, there will always be the need for injectables
such as HA and BNT to be delivered to skin individu-
ally in different locations when managing the aging face.
Nevertheless, with the rise in use of both of these agents
administered to similar anatomic locations to capital-
ize on their complementary actions, it is an exciting
time to follow technical innovations regarding the use
of these products in combination. The current study
demonstrates a novel technique that may improve the
coadministration of HA and BNT in certain regions of
the face, such as the crow’s-feet, glabella, and depressor
anguli oris/chin areas (although these latter areas were
not explored in this small study). Larger randomized,
controlled studies using HA and BNT are needed to
obtain adequate safety data, determine optimal combi-
nation treatment techniques, and study the long-term
effects of combined products on patient outcome.
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