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In  our dermatology practice, we use increasingly 
cross-linked fillers in men, such as Z Fill deep2 for 
regenerative augmentation. On behalf of a 47 year old 
man, the approach and the pleasing results after three 
months are exemplified.  

A 47 year old man without preceeding diseases introdu-
ced himself in our practice for aesthetic treatment of his 
facial wrinkles. After a thorough anamnesis and questio-
ning to his personal attitude and desires, augmentation of 
the nasolabial folds was performed (Fig. 1). 
For such treatments, we use the Z Fill series of the company 
Zimmer MedizinSysteme GmbH (Neu-Ulm, Germany). 
Modern fillers, such as Z Fill contour2 and Z Fill deep2 
with their cross-linked HA for regenerative augmentation, 
are ideal materials with long durability. 

Hyaluronic acids initiate on the one hand biologic proces-
ses for tissue regeneration and on the other hand have a 
high moisture-binding capacity. This treatment enables a 
more fresh appearance, without being noticable and it is 
also well suited for male patients to treat deep and dis-
tinct folds. That is why we decided in this case to use the 
newly developed compound Z Fill deep2. The cross-linked 
monophasic HA shows very good filling and volumizing 
effects, as well as an excellent tissue integration. 
In addition, this HA is easily implanted and easy to mold. 

Z Fill deep2 was injected employing the Tower Technique 
according to Gerhard Sattler, into both nasolabial folds 
and subsequently molded. The volumina amounted to 
1 ml on each side. 
Although the lifting effect, directly after implantation of 
Z Fill deep2, was not so much pronounced, a very nice 
result with great volume effect was visible after the 3 
month control examination (Fig. 2). One can see nicely 
that, besides the tissue regeneration, a distinct moisture 
binding capacity contributed to the treatment results. 

In a further treatment, one could augment the cheek 
region with Z Fill deep2. This sequence one could have 
treated before augmentation of the nasolabial folds, 
but was not desired by the patient at that point. 
More and more male patients turn to aesthetic 
dermatology and the average age will decline. 

We also observe a trend to low-level invasive treatments. 
Here, the different HA products of the Z Fill series are an 
excellent instrument to fulfill patient demands in the field 
of wrinkle reduction. The Z Fill series of Zimmer Medizin-
Systeme GmbH offers for each treatment area the 
appropriate product with the respective properties. 

Z Fill is – considering our experience – an excellent filler 
for volume and lifting, with which lost volumina can be 
replaced by a remarkable lifting effect and receding con-
tours can be tightened, resulting in a fine aesthetic result. 

Fig. 1: 47 year old man before augmentation
of the nasolabial fold.

Fig. 2: 47 year old man after augmentation
of the nasolabial fold. 
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Fewer vascular complications with filler injections using blunt cannulae
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Fewer vascular complications with filler injections using blunt cannulae

Ästhetische Dermatologie

Whether worry or laugh lines - with age they become 

deeper and more frequent. In addition, adipose tissue 

diminishes and shifts due to the aging process, thus 

creating volume deficits. Where this is perceived as a 

flaw, injections with fillers promise a remedy. But 

injecting filling material with a sharp cannula may 

result, among other things, in vascular complications 

and hematomas, explains Dr. Gabriele Feller-Heppt, 

Skin and Laser Centre in Baden-Baden, in a lecture 

given at DGAUF as part of the 2014 DDL session in 

Bonn. Such extensive haematomas due to the injury of 

large-volume arteries or veins regress only slowly, so 

that even two weeks after the injection, a slight 

discoloration of the skin is still visible (see fig.

1a-b). The speaker, who was a senior physician at the 

University Hospital Mannheim for several years and, in 

addition to aesthetic dermatology and laser medicine, 

focused especially on managing complications 

associated with filler materials, pointed out that the use 

of blunt instead of sharp cannulae offered clear 

advantages: the risk of injuries to vessels and nerves was 

lower; swelling, bleeding and pain were less frequent.

Against gravity with fillers

Volume filling with hyaluronic acid fillers (e.g.

Z Fill deep² gel implants, Z Fill contour²) help to 

balance tissue and bone loss, to correct redistribution 

of body fat, and also to minimize the influence of 

gravity, according to Feller-Heppt. In the treatment, it 

is important to watch physiognomic and anatomical 

conditions and expectations of the patient, and 

always to strive for a natural result. Different injection 

depths, viscosities and shelf life of the products 

enable application concepts tailored for the patient.

Good correction capabilities through volume 

augmentation exist in the following areas: Cheek 

reconstruction, nasolabial folds, chin contour, 

temples, lips, hands.

Injections should possibly be carried out in several 

steps and layers, whereby anatomical knowledge is an 

absolute requirement.

A full-face treatment (soft-lifting) requires two to three 

sessions, because cheeks and the central face area, the 

periorbital region, earlobes, jaw line, chin,

18

Ä
ST

H
ET

IS
C

H
E

M
ED

IZ
IN

Ä
ST

H
ET

IS
C

H
E

D
ER

M
A

TO
LO

G
IE

4 
| 2

01
4

For centuries, the desire for eternal youth has been driving people to make their look as flawless as 

possible. Today, aesthetic medicine fulfils this desire with injection of fillers: They reduce wrinkles 

and balance age-related volume deficits. Blunt cannulae, as compared to sharp cannulae, seem to 

reduce the risk of injuries to blood vessels and nerves.

Fewer vascular complications
with filler injections using blunt cannulae 

mdm
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Fewer vascular complications with filler injections using blunt cannulae
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oral commissures, nasolabial folds, lips and perioral 

region are treated. In addition, botulinum toxin is 

used for wrinkles related to facial expressions. Further 

on, a complete facial or rejuvenation treatment is 

carried out 1-2 times a year. In treatment of individual 

regions, the speaker advised always to start with the 

upper half of the face.

For injection, there are two approaches: In forwarding 

technique (anterograde injection), the filler is injected 

when the needle advances, and helps to divide the 

tissue; at the same time, the area may be anesthetized 

with lidocaine. In contrast, in the retrograde injection 

technique, the product is injected only when the 

needle is retracting.

Larger and deep injection volumes  extending to the 

periosteum increase the risk of infections and biofilms, 

remarked Feller-Heppt. It is therefore recommended - 

in addition to a thorough skin disinfection before and 

after treatment - to wear sterile gloves, use a clean 

sterile cover, and not to deposit or touch the cannula 

in a non-sterile manner.

Provide information on side effects

Possible side effects of the injection of hyaluronic acid 

gel implants named by the speaker were haematomas, 

swelling, itching and redness at injection sites, feeling 

of pressure and increased risk of infection. Very rare 

allergic reactions (e.g. caused by lidocaine) may occur, 

and granulomas may form.
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Fig. 1a-b: 
Vascular complication after filler 

injection with sharp cannula-
day 1 (above) and day 13 (right).
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Feller-Heppt recommended starting with small 

injection volumes (2-4 ml per side). Patient education 

in oral and written form (history taking, patient 

information sheet) before treatment as well as post-

treatment recommendations for home are important.

Blunt needles glide better under the skin

Dr. Feller-Heppt uses flexible, disposable blunt needles 

with introducers of the same size of SoftFil. These 

FDA-approved micro-cannulae are available in eight 

sizes, each with a matching introducer, and are 

excellently matched with the next generation of 

Z Fill products. They are suitable for injection of 

hyaluronic acid and calcium hydroxyapatite. For 

example, it is recommended for the Z Fill products: 

Z Fill deep² (25G cannulae, 50 mm), Z Fill contour² 

(27G cannulae, 40 mm), and Z Fill refresh² (30G 

cannulae, 25 mm). A mark on the connector indicates 

the cannula opening; due to its graduation centimetre 

by centimetre, the penetration depth can be checked; 

the extra large inner diameter enables rapid injection 

without causing a strong pressure feeling.

The cannulae are characterized mainly by their treated 

surface, so that they glide smoothly under the skin,

Fig. 3: Blunt cannulae technique with 25 GG in depth, sub-dermal, with Z Fill deep².

Fig. 2a: Augmentation of marionette lines with Z Fill deep², 
SoftFil cannulae 23 GG.
Blue cannulae = introducers, grey cannulae = SoftFil cannulae

Fig. 2b: Exit end of the blunt cannula (marking).

�
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instead of cutting tissue fibres, says Feller-Heppt. Thus, 

she has seen little bruising and little swelling in 

patients treated with blunt cannulae, and their 

application is also well suited for pain-sensitive 

patients, explains the speaker describing her 

experiences. This enables a smooth re-treatment, and 

the patient has only a little or no downtime. Patients 

were very satisfied as a result,  and surgical procedures

such as face-lifts were not needed anymore. “In three-

dimensional face volumizing, the use of blunt cannulae 

is useful because the risk of complications decreases”, 

summed up Feller-Heppt. ■

[Source: Lecture by Dr. Gabriele Feller-Heppt, Skin and Laser 
Centre in Baden-Baden, at DGAUF/DDL conference (German 

Dermatological Laser Society) on 17 May 2014 in Bonn]
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Aesthetic Dermatology:
Dr Feller-Heppt, how long have you been working
with wrinkle injections?

Dr. Feller-Heppt: 
More than 15 years. I started working with wrinkle 

injections in 1998 when I was an assistant at the 

University of Mannheim. At the time I also had the 

opportunity of working as an intern with Dr. Wiest at her 

surgery in Munich. That was the start of treatments using 

with Botox and fillers in surgeries; this issue was still taboo 

in universities at the time.

Aesthetic Dermatology:
Have the basic issues for wrinkle injection 
changed since then?

Dr. Feller-Heppt: 
Of course. The substances are much safer and there are 

now numerous studies on efficacy, durability, and

side effects. Permanent fillers have almost completely 

disappeared from the market. The hyaluronic acids have 

been optimized for individual profiles and facial regions 

with different viscosities and linking, and the techniques 

were improved enormously with the introduction of blunt 

cannulae a few years ago.

Aesthetic Dermatology:
Can you briefly describe the wrinkle 
treatment procedure at your practice?

Dr. Feller-Heppt: 
The most important thing, in my view, is to register the 

individuality of each patient in advance, i.e. 

create a very specific analysis of the actual condition and

then together define treatment goals which correspond to 

the patient’s expectations, on the one hand, and that, on 

the other hand, are realistic and feasible from the doctor's 

perspective. Only then can we ask the question as to 

which specific technology should be used so as to best 

achieve these treatment objectives

Aesthetic Dermatology:
What types of wrinkles do you mostly inject?

Dr. Feller-Heppt:
Many patients initially come because of nasolabial folds. 

The most common, however, are volume fillings and 

injecting marionette lines.

Aesthetic Dermatology:
Do you use different hyaluronic acid fillers for different 
types of wrinkles?

The Vincenti medical centre is located in a listed building in the heart of Baden-Baden. It is a centre of excellence in 
which top class doctors’ surgeries use the most-up-to-date treatment methods. With the aim of preserving the skin’s 
health and natural beauty, Dr Gabriele Feller-Heppt uses holistic therapy concepts. In her medical practice she 
focuses on all areas of general dermatology and aesthetic dermatology, which also include minimally invasive 
procedures for face and body rejuvenation. We spoke to Dr Feller-Heppt about injections with fillers, one of the most 
common and effective methods of wrinkle treatment which allows individual wrinkles to be smoothed and even the 
three-dimensional reconstruction of entire areas of the face. 

Wrinkle treatment in practice
Interview with G. Feller-Heppt, Baden-Baden
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Wrinkle treatment in practice, Interview with G. Feller-Heppt

Aesthetic Dermatology

Dr. Feller-Heppt: 
For superficial wrinkles, I use non-cross-linked hyaluronic 

acids with good flow characteristics; to treat marionette 

lines, I use cross-linked fillers with a strong lifting 

capacity, and for volumizing, I use highly-linked fillers 

with longer durability.

Aesthetic Dermatology:
You often work with Z-Fill fillers - what
specific product characteristics distinguish this new
generation of hyaluronic acid fillers?

Dr. Feller Heppt: 
The Z-fill product line from Zimmer is monophasic

and does not cause a Tyndall effect. The optimum flow 

properties ensure good modelling with smooth transitions 

(sandwich technique). Another positive aspect is that the 

fillers do not contain lidocaine. This means there are no 

potential risks for patients who are allergic to lidocaine.

Aesthetic Dermatology:
How many patients do you inject per
month on average?

Dr. Feller-Heppt: 
Between 50-100 patients on average. So-called soft lifting, 

a treatment using different filling materials in 

combination with botulinum ensures an optimal 

rejuvenation effect. On average, 3-10 ml hyaluronic acid is 

needed as a voluminiser for wrinkle injections, lip 

augmentation and for treating superficial wrinkles.

Aesthetic Dermatology:
Which skin reactions occur most often?

Dr. Feller-Heppt: 
Actually, almost none at all. Redness actually occurs as a 

result of applying the lidocaine creams that are used 

prior to treatment. Any swelling can be best treated 

with cool packs.

äd_2014-01_final_08_Layout 1  20.02.14  09:10  Seite 7
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Aesthetic Dermatology:
For competent injecting, in addition to the
filler itself, the right equipment such as cannulae
is extremely important. You like working with blunt
cannulae. Can you tell us what advantages of a blunt
cannula are important to you during treatment?

Dr. Feller-Heppt: 
There is much less swelling and one is much better able to

place the material in deep facial regions.

The blunt cannulae also ensure low-risk working in 

regions with high vascular and nerve density.

Aesthetic Dermatology:
Are there any other advantages in using
cannulae rather than sharp needles?

Dr. Feller-Heppt: 
There are far fewer side effects. The patient looks better, 

less disfigured than when sharp needles are used. The 

treatment is gentle to tissue and there are almost never 

haematomas. The treatment is also less painful. It is more 

challenging for the doctor, as they need to have extensive 

anatomical knowledge in order to perform three-

dimensional volumizing.

Aesthetic Dermatology:
Are there certain areas where it is more advisable
to use cannula than in others?

Dr. Feller-Heppt: 
Yes, for deep three-dimensional volumizing. In this case, 

hyaluronic acid is deposited on the periosteum.

Aesthetic Dermatology:
Based on your experience of using different cannula, 
which cannula would you recommend and why?

Dr. Feller-Heppt: 
I recommend and work with blunt cannula from the 

"Softfill Precision Line" because the surface ensures they 

slide optimally under the skin. When using the XL 

internal calibre, there is a lower injection pressure and the 

injection materials are less stressed. The FDA approval is an 

additional safety criterion.

Aesthetic Dermatology:
What general issues should doctors consider when 
choosing a cannula brand?

Dr. Feller-Heppt: 
The outlet should be close to the cannula tip.

An introducer should be available in the set.

Although the steel of the cannula is rigid, it provides 

optimal flexibility.

Aesthetic Dermatology:
How do you see cannula developing in the
coming years?

Dr. Feller-Heppt: 
Cannula technology is already an integral part of

wrinkle treatments. It is conceivable that, in future, 

it will be possible to access other areas of the face using 

this treatment method.

Aesthetic Dermatology:
Dear Dr Feller-Heppt, thank you very much for talking 
to us! ■

Das Interview führte F. Höppner.
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Aesthetische Plastische Chirurgie

The three monophasic hyaluronic acid fillers were 

developed for a range of patient requirements and cover the 

entire spectrum of face rejuvenation and volume 

augmentation (see Tables 1 und 2). Hyaluronic acid has an 

enormous water storage capacity. When injected directly 

into the appropriate skin layer, hyaluronic acid stimulates 

collagen formation and ensures the increased moisture-

retaining capacity of the skin. The skin appears more elastic 

and fuller after injection. Because, in addition to the 

augmentation of individual folds, volume expansion can be 

achieved using the hyaluronic acid gel due to tightening of 

the subcutaneous fatty tissue resulting in  apparent facial 

rejuvenation. The effect that can be achieved depends on 

the filler property, injected volume and the implantation 

technique.

To improve the overall skin structure, non-cross-linked 

hyaluronic acid can be injected into the skin. High-

molecular hyaluronic acid should additionally be cross-

linked for wrinkle injections or volume expansion, as a 

higher strength is achieved by the grid configuration of the 

viscoelastic gel - lines will be perceived as shallower and 

much less perturbing.

Cross-linking the molecules will also delay the degradation 

caused by hyaluronidases and prolong the life of the 

hyaluronic acid in the skin. Nevertheless, the treatment 

effect when using degradable substances is naturally of a 

limited duration and usually lasts three to twelve months 

at the most - depending on the preparation used and the 

type of linking, localisation and lifestyle. Monophasic 

hyaluronic acid fillers from the new generation of the ZFill 

product line (Zimmer MedizinSysteme GmbH, Neu-Ulm) 

cover the entire spectrum of facial rejuvenation and 

volumizing. This means that each zone or fold in the face 

can be perfectly treated. The product properties of these 

preparations are optimally adapted to the respective 

application area (see Tables 1 and 2) and are extremely safe 

for both users and patients.

Study design

In a recent application study, we tested the volumizing and 

lifting effect of the new hyaluronic acid filler generation 

(Zimmer MedizinSysteme GmbH). The use and tolerability 

of the preparations was tested on 22 subjects.

The new generation of the ZFill product line from the manufacturer Zimmer MedizinSysteme GmbH is a modern 

generation of hyaluronic acid fillers with exceptional properties.

Face rejuvenation and
volume augmentation using
new generation hyaluronic acid fillers
An observational study

Zimmer MedizinSysteme GmbH, Neu-Ulm
ZFill New Generation
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88400 Biberach
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Table 1: Application areas of the ZFill product line.

ZFill refresh² ZFill contour² ZFill deep²

Application Mesotherapy for natural
regeneration, hydration and 
revitalization

superficial and deeper facial lines, 
youthful appearance, lip contour/
volume

medium and deep lines,
sunken skin sections,
facial contours and volumizing

Forehead wrinkles ✓ ✓

Glabellar lines ✓ ✓

Periorbital wrinkles ✓ ✓

Sunken cheek 
areas ✓

Nasolabial folds ✓ ✓ ✓

Perioral wrinkles ✓ ✓

Lips ✓

Marionette lines ✓ ✓ ✓

Mentolabial lines ✓ ✓ ✓

✓Neck, décolletage, back of 
hands, upper arms

Jaw-lines ✓

Table 2: Product properties of ZFill product line

Product properties of the ZFill product line

ZFill refresh²

Regeneration of the face, neck, 
décolletage, back of the hands and upper 
arms
This transparent preparation is not cross-
linked. The highly concentrated hyaluronic 
acid (18 mg/ ml) 
in ZFill refresh2 has been enriched with 
glycerine which hydrates the skin. Due to the
long-lasting increase in skin moisture, the gel 
is suitable for mesotherapy to promote the 
natural hydration and regeneration of the 
face, neck, décolletage, back of the hands and
upper arms.

ZFill contour²

youthful appearance and perfect lips

The cross-linked hyaluronic acid gel ZFill
contour2 with a hyaluron concentration of 
23 mg/ml (pH 7.2) is used for the augmentation
of superficial and medium lines and lip 
contouring. It fills moisture deposits and 
ensures a youthful appearance. Using, the gel 
implant makes it possible to correct  forehead 
wrinkles, glabellar lines, periorbital
wrinkles, nasolabial folds, perioral wrinkles, 
marionette lines, lip volume and contours.

ZFill deep²

Correction of deep lines and sunken areas 
of the skin

With a molecular weight of 3 million daltons, 

the dynamic viscosity of ZFill deep2 is twice as 

high as ZFill contour2. The highly cross-linked 

gel implant was developed specifically for the 

deep treatment and volumizing of medium and 

deep wrinkles (nasolabial wrinkles, marionette 

lines). ZFill deep2 is also suitable for 

optimising the facial contour (cheeks, chin, 

sunken areas of the face).
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A medical history review and a personal consultation about 

the treatment and the properties of the preparations were 

carried out prior to the treatment. Sunken cheeks were 

filled in 13 subjects and nasolabial folds were injected in 10 

subjects. The upper lip volume was increased in 6 subjects, 

and the lower lip volume was increased three times. Sunken 

lines on the forehead, at the corners of the mouth and 

philtrum were smoothed in two subjects; lachrymal sacs, 

eyebrows and chin were each treated once. The areas to be 

corrected were photographically documented immediately 

before and after the treatment, and 14 days after the 

injection. The necessary follow-up corrections were carried 

out afterwards (see Table 3).

Results: application and tolerability

Regardless of the injection technique and localisation, all 

three filler products were evenly injected and precisely 

dosed. The treatment results were mostly evaluated by the 

subjects as good. Using the ZFill hyaluronic acid 

preparations, natural-looking fold augmentations and 

gentle, smooth transitions in lip and face contouring can be 

achieved. Deep nasolabial folds were filled with ZFill deep2 

(see Figure 1). For the contouring of cheekbones, eyebrows 

and chin, one to two ZFill deep2 depots were implanted into 

deep skin sections. Superficial and medium nasolabial folds 

were smoothed using the gel implant ZFill contour2, which 

was also used for cheek augmentation and lip contouring 

(see Fig. 2-5). A good lifting effect with a good extrusion 

force was achieved with all the filler preparations in all the 

aforementioned areas of application. The volume loss was 

not very pronounced. The good tolerance is due to the fact 

that all the allergenic components of the monophasic ZFill 

preparations are intensively removed in a complex 

purification process.

Summary

ZFill hyaluronic acid fillers are available with differing 

consistency and viscosity for different wrinkle depths and skin 

thicknesses. Injections with hyaluronic acid produced good 

results in all tested application areas: lines are smoothed,  

Table 3: Total number of treatment areas and measures.

Total number of treatment areas and measures

Area Number of subjects Total number of 
measures

Cheeks 13 14

Nasolabial folds 10 11

Upper lip 6 9

Lower lip 3 4

Lines on forehead 2 2

Mouth corners 2 2

Philtrum 2 2

Chin 1 1

Eyebrow 1 1

Lacrimal sacs 1 2
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Figs. 3a-d: Corners of the mouth, ZFill refresh2, 1 ml and nasolabial, ZFill contour2, 1 ml

Figs. 2a-c: Upper lip, ZFill contour2, 2 ml.

Figs. 1a-d: Nasolabial, forehead, nasolabial sub-resurfacing, on both sides, ZFill deep2, 2 ml and philtrum, ZFill refresh2, 2ml

before                  after 14 days           before                        after 14 days

before                                    after 14 days                       after 42 days

before                  after 14 days           before                           after 14 days
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less visible and less perturbing. The flexible filler materials 

of the new generation of ZFill compensate for age-related 

hyaluronic acid deficiency and hydrate the skin effectively. 

The skin level of the lines is raised and levelled. The 

volume loss is minimized in comparison with lidocaine 

fillers because there is no lidocaine interaction. As a result, 

fewer follow-up corrections are necessary. Lost volume is 

visibly filled by tightening the subcutaneous fatty tissue - 

also in the eyebrow area.

The tolerability meets the expectations for a modern gel 

implant and was classified as good. Even after the first 

treatment, significantly improved cosmetic appearance was 

achieved in most cases, which meant fewer follow-up 

corrections were necessary. ■
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Fig. 5a-d: Cheeks, on both sides, ZFill Contour2, 3 ml

Figs. 4a-c: Upper lip/lower lip, ZFill Contour2, 2 ml

before                  after 14 days           before                           after 14 days

before                 after 14 days          after 42 days

24



p
ee

l o
ff

 c
el

lu
lit

e
w

it
h

 s
h

oc
kw

av
es

skincooling hyaluronic 
dermal fillers

Zimmer  MedizinSysteme GmbH
AesthticDivision
Junkersstraße 9
89231 Neu-Ulm, Germany
Tel. +49. 7 31. 97 61-0
Fax +49. 7 31. 97 61-118
info@zimmer.de 
www.zimmer-aesthetics.com

25





Application study of a new generation hyaluronic acid filler

Aesthetic Dermatology
Ä

ST
H

ET
IS

C
H

E
D

ER
M

A
TO

LO
G

IE
|

A
ES

TH
ET

IC
D

ER
M

A
TO

LO
G

Y
m

d
m

Ve
rla

g

4

ÄSTHETISCHE
DERMATOLOGIE

20134AESTHETIC DERMATOLOGY

dm Publishing for Medical Publications | PVST G 52765 DPAG | Issue 4 | 2013

Using sound waves to treat cellulite | Cryolipolysis: "FDA" and "T2T" as guidelines for quality and safety | Application study using a new generation 

hyaluronic acid filler | License for coagulation: using diode lasers for varicose veins and hyperhidrosis | Treatment options for sun-damaged skin 

using fractional lasers | Practical experiences with injectable poly-L-lactate (PLLA) | Observational studies of neurodermatitis | Actinic keratosis: new 

field therapy with active ingredient from spurge | New approach to treating psoriasis and psoriatic arthritis through inhibiting intracellular 

signalling pathways | Confocal laser scanning microscopy: non-invasive window into the skin provides insights at the cellular level | Closing the 

therapeutic gaps in rosacea | Rosacea: new treatment options for redness of the skin

äd_2013-04_final-4_Layout 1 22.08.13 09:38 Seite 1

27



Application study of a new generation hyaluronic acid filler

Aesthetic Dermatology

2010

Ä
ST

H
ET

IS
C

H
E

M
ED

IZ
IN

Ä
ST

H
ET

IS
C

H
E

D
ER

M
A

TO
LO

G
IE

4 
| 2

01
3

Martina Grams and 

Dr. med. Dipl.-Biochemiker Hans-Ulrich Jabs

Privatpraxis für Funktionelle Medizin – Ästhetische Medizin 

Dürenerstr. 199

50931 Köln

Hyaluronic acid is a very large molecule which cannot be 

introduced through the skin barrier into the deeper layers of 

the skin using conventional cosmetic devices such as 

ultrasound, radio frequency, electroporation, mesoporation, 

iontophoresis, laser or IPL in low concentrations. 

Hyaluronic acid has to be injected into the appropriate layer 

of the skin in order to achieve improvements in skin 

moisture, anti-wrinkle treatment or volumizing. For wrinkle 

treatment and volume filling, high-molecular hyaluronic 

acid must also be cross-linked in order to properly mould 

the visco-elastic gel, but also to delay the degradation 

caused by hyaluronidases. In an application study, we tested 

this new hyaluronic acid filler for lifting effect, tolerability, 

volumizing and durability.

The manufacturer of the ZFill product line (Zimmer 

MedizinSysteme GmbH, Neu-Ulm) has launched three 

next generation monophasic hyaluronic acid fillers on 

the aesthetic dermatology market. They are extremely 

safe for users and patients and offer a complete range 

of face rejuvenation and volume augmentation 

treatments. ZFill refresh2 has been developed for 

natural regenerating mesotherapy, ZFill contour2 for  

youthful looks and perfect lips, and ZFill deep2  for 

medium to deep lines.

Application study of a  
new generation 
hyaluronic acid filler

äd_2013-04_final-4_Layout 1 22.08.13 09:38 Seite 10
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Product Features

� ZFill refresh² consists of a hyaluronic acid and glycerine 

mixture with a hyaluronic concentration of 18 mg/ml 

and a molecular weight of 2.5 million daltons. The 

preparation is not cross-linked.

� ZFill contour² is a cross-linked hyaluronic acid gel with a 

hyaluronic concentration of 23 mg/ml in a buffer solution 

with a pH of 7.2.

� ZFill deep² , compared to ZFill contour2, has a molecular 

weight of 3 million daltons and twice the dynamic 

viscosity. The preparation is highly cross-linked.

Therapeutic indications

� ZFill refresh² has been developed for mesotherapy of the 

face, décolletage, back of the hands and upper arms. 

The highly concentrated hyaluronic acid was 

supplemented with glycerol to produce an intensive 

increase of skin moisture

� ZFill contour² is used for the augmentation of surface 

lines and lip contouring. 

� ZFill deep² is a gel implant for depth treatment and  

volume expansion. The preparation is suitable for 

treatment of deep lines and sunken areas of the skin and 

can be used to correct the facial contour.

Study design

28 subjects were included in the study. Lip lines and 

marionette lines were treated in 19 subjects, periorbital 

wrinkles (crow's feet) in 13, and “sleep creases" in nine 

with ZFill refresh2, using the linear or the micropapular 

injection technique. In 16 subjects, glabellar lines were 

smoothed, lip contours injected with ZFill contour2 and lip 

volume increased. 

Sunken cheeks and cheekbones were built up in six 

subjects using  ZFill deep2 and the sandwich technique. 

A review of medical history identified the subjects’ views 

and preferences and the first meeting focussed on those 

skin and facial changes related to features that they 

perceived as disturbing.

Results

All three filler preparations could be injected easily, 

smoothly and precisely, using linear and also micropapular 

and sandwich techniques. The ergonomically designed 

finger support on the syringes ensured precise guiding and 

an exact dosage. Despite using a 27G needle, the high-

viscosity ZFill contour2 and ZFill deep2 preparations could be 

implanted accurately. The implant strands during the linear 

injection technique were easy to feel and model in the skin. 

A good lifting effect was obtained.

Unlike hyaluronic fillers containing lidocaine, the volume 

loss after 4-5 days was not very pronounced. This meant 

that an exact filler dosage was possible and fewer 

subsequent corrections were necessary. In order to avoid 

over-correction, wrinkles and volume were filled over 

several sessions.

Natural-looking fold augmentations and soft, smooth 

transitions in lip and face contouring were obtained with 

the ZFill hyaluronic acid preparations. Lip lines on the 

upper lip were smoothed using both the micropapular and 

the linear technique with a 30G needle. Better and more 

even results were obtained with linear technology and 

manually massaging ZFill refresh2 into the tissue. For lip 

contours hardened by herpes infections and granulomatous 

changes in lip contours, ZFill contour2 was initially injected 

on the spot between the granulomas, and an even lip 

contour was then formed linearly.

äd_2013-04_final-4_Layout 1 22.08.13 09:38 Seite 11
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The treatment results were evaluated by 90% of the 

subjects as very good or good.

For contouring cheekbones, 2-3 ZFill deep2 depots were 

implanted into the deep, skin sections close to the bone. 

The cheek volume was filled with ZFill contour2 using the 

criss-cross technique. Deep nasolabial folds were filled with 

ZFill deep2 using linear technology. Following the filler 

implantation, all subjects were treated with a mixture of D-

panthenol and boswellia nanoparticles. Due to the cooling 

and decongestant effect, the subjects were able to resume 

their normal activities immediately after treatment.

As a subsequent treatment, a mixture of hyaluronic acid 

and boswellia nanoparticles was applied two times daily for 

two weeks to the injected skin areas. Boswellia 

nanoparticles contain pharmacologically active Acetyl-11-
keto-β-boswellic acids, which inhibit matrix 

metalloproteinases and hyaluronidases in the skin. 

Encapsulation into nanoparticles enables penetration of the 

boswellic acids into deep skin layers. This after-treatment 

ensures that the implanted fillers are absorbed very slowly.

Summary

The new monophasic ZFill hyaluronic acid fillers represent 

a new generation of the filler materials known thus far, and 

are characterized by good tolerability and very good 

modelling characteristics. In all of the aforementioned 

application areas, very good to good results and high levels 

of customer satisfaction were obtained.

In a follow-up period of 3 months, no granulomas were 

observed, suggesting good biological compatibility. The 

good tolerability of the preparations is due to the fact that 

they are monophasic, and the insoluble hyaluronic acid 

molecules are homogeneously dispersed in a buffer 

solution.

One should also highlight that it is good value for money. 

All ZFill preparations are supplied in a 1 ml injection 

volume. This is an important aspect when comparing 

prices.

In another study, the ZFill hyaluronic acid fillers - along 

with atraumatic needles - will be used for a full-face 

approach. ■
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Application study
of ZFill hyaluronic acid filler

Hyaluronic acid (new nomenclature: hyaluron) is the skin's own glycosaminoglycan

with a very high molecular mass. It cannot be introduced into deeper skin layers 

using conventional cosmetic devices such as ultrasound, radio frequency, 

electroporation, mesoporation, iontophoresis, IPL or laser in significant 

concentrations. To obtain improvements in skin moisture, hyaluronic acid has to be 

injected into the appropriate skin layer. For fold augmentation and volume 

expansion, high-molecular hyaluronic acid is also cross-linked in order to allow the 

viscoelastic gel to be moulded properly and also to reduce the degradation caused 

by hyaluronidases.
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Zimmer MedizinSysteme GmbH has launched three 
hyaluronic acid fillers on the aesthetic market with the ZFill 
product line. These are intended to cover the entire 
spectrum of face rejuvenation and volume augmentation. 
ZFill refresh2 has been developed for mesotherapy to pro-
duce natural regeneration, ZFill contour2 for youthful looks 
and perfect lips, and ZFill deep2 for medium and deep 
wrinkles. In an application study, we tested these new 
hyaluronic acid fillers andcompared them with the 
properties of established fillers.

Product Features

ZFill refresh2 consists of a hyaluronic acid-glycerol mixture 
with a hyaluron concentration of 18 mg/ml, a molecular mass 
of 2.5 million daltons and an approximate dynamic viscosity 
of 150,000 mPa x s. The preparation is not cross-linked.

ZFill contour2 is a cross-linked hyaluronic acid gel with a 
hyaluronic concentration of 23 mg/ml, a molecular mass 
of 2.5 million daltons and an approximate dynamic 
viscosity of 500,000 mPa x s.

ZFill deep2, in comparison to ZFill contour2, has a 
molecular mass of 3 million daltons and a dynamic 
viscosity that is twice as high. The preparation is highly 
cross-linked.

Therapeutic indications

ZFill refresh2 has been developed for mesotherapy of 
the face, neck, décolletage, back of the hands and 
upper arms. The highly concentrated hyaluronic acid 
was supplemented with glycerol to guarantee a long-
lasting increase in skin moisture

ZFill contour2 is used for the augmentation of 
superficial wrinkles and for lip contouring.

ZFill deep2 is a gel implant for depth treatment and 
volume expansion. The preparation is suitable for treating 
deep wrinkles and sunken areas of the skin and can 
be used to correct the facial contour.

Study design

Twelve subjects were included in the study. ZFill refresh2 
was used in lip lines in seven subjects and five times in 
marionette lines, twice in periorbital wrinkles (crow's feet) 
and seven times in sleep creases. Glabellar lines were 
treated with ZFill contour2 in five subjects. The lip contour 
was injected in all subjects and ZFill contour2 was used 
once for lip enhancement. In five subjects, the corners of the 
mouth were raised. In two subjects, sunken cheeks and 
cheekbones were contoured with ZFill deep2.

Results

All three filler preparations were easy to inject evenly and 
precisely. The ergonomically designed finger support on the 
syringes ensured precise guiding and exact dosage. 
Despite using a 27G needle, the high-viscosity ZFill contour2 
and ZFill deep2 preparations were implanted accurately. 

The implant strands were easy to feel and mould in the skin.
A good lifting effect was achieved. Unlike hyaluronic fillers 
containing lidocaine, the volume loss after 4-5 days was not 
very pronounced. This means that precise filler dosage was 
possible and fewer subsequent corrections were required. 
Natural-looking fold augmentations and lip and face 
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contouring were obtained using the ZFill hyaluronic acid 
preparations.

Thanks to pre-treatment with botulinum toxin A, deep 
glabellar lines or drooping corners of the mouth could be 
raised with very good results and low filler volumes. 
Following the filler implantation, all subjects were treated 
with a mixture of D-panthenol and boswellia nanoparticles. 
The cooling and decongestant effect meant that the 
subjects could resume their normal activities immediately 
after treatment.

For the follow-up treatment, a mixture of hyaluronic acid 
and boswellia nanoparticles was applied twice daily for 2 
weeks on the injected skin areas. Boswellia nanoparticles 
contain pharmacologically active Acetyl-11-keto-β-Boswellic 
acids which inhibit the matrix metalloproteinase and 
hyaluronidases in the skin. The encapsulation into 
nanoparticles enables the penetration of the boswellic acids 
into deep skin layers. This means that the implanted fillers 
are absorbed very slowly.

Summary

The new hyaluronic acid fillers ZFill refresh2, ZFill contour2 
and ZFill deep2 are characterized by very good modelling 
characteristics. In all the aforementioned application areas, 
very good results and high levels of customer satisfaction 
were achieved. Over a follow-up period of 3 months, no 
granulomas were observed, suggesting good biological 
compatibility. One should also highlight that it is good value 
for money. All ZFill preparations are supplied in a 1 ml 
injection volume. This is an important aspect when 
comparing prices. ■

CONTACT
Martina Grams and
Dr. med. Dipl.-Biochemiker Hans-Ulrich Jabs 

Purimed® – Aesthetic Medicine
Dürener Str. 199

50931 Cologne
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3D-MatrixLift® – 
Regenerating Connective 
Tissue, Treating Wrinkles and 
Improving Skin Elasticity 

Covering approximately 2 m2, the skin is the largest human organ. The outermost skin layer, 

the epidermis, is a dynamic system with continuous proliferation and differentiation. In addition 

to its many other functions (temperature regulation, sensory organ, protection against pollutants 

and mechanical influences), the main function of the skin is to act as a hydration barrier that 

prevents the skin and the organism from drying out, and maintains the osmotic balance of the 

body’s inner tissues. As the body ages, the skin’s natural regeneration process and the water-

binding capacity of the epidermis slowly decrease. The skin loses elasticity, becomes dry and 

cracked, and barrier damage and wrinkles begin to appear.

Martina Grams Hans-Ulrich Jabs
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Face ageing no longer needs to be accepted as part of "ageing 
gracefully": there are numerous injectable materials for the 
treatment of wrinkles. In addition to endogenous (and therefore 
safest) biological materials such as autologous fat, natural 
collagen and autologous mesenchymal stem cells and growth 
factors, wrinkles can also be corrected with injectable 
biological and synthetic products. There is, however, a risk of 
side effects such as inflammation, allergies, implant migration 
and even loss, as well as formation of granuloma.

Injectable synthetic materials currently in use include silicone, 
poly-lactic acid, dextran microspheres, hydroxyethyl 
methacrylate, calcium hydroxylapatite and polyacrylamide. 
Some of these materials are not biodegradable; they may, 
therefore, result in foreign body reactions and formation of 
granuloma after some time in certain patients. If the patient has 
been over-corrected, these materials cannot be removed, and 
inflammation, necroses and pigmentary changes may occur 
with superficial injections. A natural, biological, 
immunologically inactive and injectable material for wrinkle 
injections was sought that would help minimise these side 
effects, and various hyaluronic acid derivatives were 
developed. 

Hyaluronic acid (now also called hyaluronan) is a 
glycosaminoglycan, a major component of the extracellular 
matrix of connective tissue that plays a prominent role in the 
proliferation and regeneration of keratinocytes. Hyaluronan has 
a unique water-binding capacity: just one gram of dry 
hyaluronic acid can bind up to 6 litres of water. In aesthetic 
medicine, this property is exploited for use in wrinkle injections, 
in constructing facial structures, and skin rejuvenation. 
Hyaluronan envelops collagen fibres, prevents the skin from 
drying out, and supports skin viscoelasticity. 

Some hyaluronan preparations are mixed with additives, such 
as dextran beads, mannitol or phenyl sulfones. Although 
these substances increase the half-life of the preparation, 
they may lead to serious complications in tissue 
augmentation, such as granulomatous tissue reactions and 
allergies. The occurrence of these side effects is frequently 
due to inadequate injection techniques. Often local 
anaesthetic lidocaine is added to hyaluronan preparations in 
an attempt to reduce pain caused by the injection. This fails 
to take into account that lidocaine requires at least 1-3 
minutes prior to taking effect. Skin reactions have been 
described as a side effect in up to 7% of patients. The skin 
reactions to lidocaine include: itching, allergies, tissue 
swelling caused by fluid retention and circulatory reactions. 
Fluid retention in particular frequently leads to overcorrection 
or patient dissatisfaction with the outcome of the wrinkle 
treatment. Treatment instructions included in the package 
remind practitioners that particular caution must be exercised 
when using lidocaine on patients with kidney and liver 
diseases. 

Skin ageing is evidenced not just by increased formation of 
wrinkles and loss of elasticity, but also by a change in facial 
geometry. The adolescent V-shaped face eventually becomes 
the rounded U-shape over time. Hanging facial features 
follow the gravitational pull, leading to a sad and morose 
expression. Premature facial ageing is exacerbated by 
chronic diseases, such as diabetes mellitus, chronic renal 
insufficiency, liver disease, thyroid disease and hormonal 
disorders. These diseases damage connective tissue, 
resulting in a colloidal tissue matrix with fewer cross-linkages, 
into which fillers sink, leading to further dropping with gravity.
Patients then complain that filler implantations are effective 
only for a short time, and hold the  material being injected 
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responsible. 

The 3D MatrixLift® was developed for a full-face treatment. 
A special spray technology is used to deliver a three-
dimensional matrix with different cross-linked hyaluronan 
fillers, autologous stem cells and autologous growth factors. 
Fine lines are subsequently smoothed with botulinum toxin. 

3D-MatrixLift®

The damaged tissue undergoes three-dimensional 
reconstruction over the course of several sessions. The skin 
of the face is anaesthetized with a lidocaine/tetracaine 
cream. Then, a highly cross-linked hyaluronic acid (ZFill 
deep², Zimmer Aesthetic Division, Neu-Ulm) is implanted 
with atraumatic needles (27G) at an angle of about 45° into 
the deep layers of the skin. It is important to ensure that the 
needle does not move horizontally, so that the remaining 
fibrous septae are not damaged in the course of the 
injection. The needle is almost completely removed after 
each injection, and then reinserted in a fan-shaped pattern. 
After implantation, the filler is massaged into the tissue to 
ensure uniform distribution. This first layer of filler is then 
given a week to allow the tissues to stabilize. 

Autologous stem cells and growth factors are then injected 
into the mid-dermal layer. This is done by isolating 
mononuclear cells and adult stem cells from 8 ml venous 
blood using a special patented system for molecular biology 
(CPT™ Cell Preparation Tube). Centrifugation is used to 

create a FICOLL™ gradient, and to separate the red blood cells 
from the other cells. Growth factors, nutrients and epigenetic 
factors are concentrated in the plasma together with the stem 
cells. Subsequently, a transfer system is used to add trace 
elements such as copper, zinc, manganese and amino acids 
such as L-arginine to the cells ; the cell suspension is then 
irradiated with blue light to stimulate formation of nitrogen 
monoxide. The cell suspension is then mixed with the 
minimally cross-linked hyaluronic acid (Z-Fill contour², Zimmer 
Aesthetic Division, Neu-Ulm), transferred via a sterile transfer 
system into syringes, and used to build up the mid-dermal 
layer of connective tissues and for wrinkle augmentation. The 
treatment with stem cells and growth factors induces the 
biosynthesis of collagen and elastin to allow the colloidal 
tissues to become firmer. After another week, the outermost 
layer of the skin is moisturized with hyaluronic acid that is not 
cross-linked (Z-Fill refresh², Zimmer Aesthetic Division, Neu-
Ulm). This three-dimensional matrix-injection process 
combined with hyaluronan with levels of cross-linking makes 
connective tissues firmer, and stimulates endogenous 
synthesis of collagen and elastin. Deep nasolabial folds are 
smoothed during a full-face treatment by building up sunken 
cheeks. Small wrinkles caused by increased muscle activity of 
the facial muscles can be treated after another week with low 
doses of botulinum A toxin. 

After each injection, a face mask made of nano-cellulose 
soaked with D-panthenol and a nanoparticulate boswellia 
extract is applied for 20 minutes. This helps reduce skin 
swelling. Acids in the boswellia extract restrict the skin 
hyaluronidases and matrix metalloproteinases. This 
protects the filler material from premature degradation and 
stimulates skin regeneration. To support the ageing skin, 
boswellia nanoparticles are mixed in a membrane cream 
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and applied by the patient each morning and night. 

3D MatrixLift® has proven its effectiveness in treating deep 
wrinkles, and especially loosened connective tissues, where 
filler is especially prone to sinking and following gravity, 
accentuating sagging cheeks and deepening nasolabial folds. 
3D MatrixLift® rebuilds connective tissue with a three-
dimensional matrix and thus restores the face to its youthful 
shape, improves skin elasticity, promotes skin hydration, and 
smooths wrinkles and fine lines. These injections allow facial 
geometry disorders to be compensated. 

Skin ageing is a progressive process that cannot be stopped 
by injections. Individual care of ageing skin with membrane 
creams, liposome or nanoparticulate-encapsulated 
ingredients supports the treatment. Emulsifiers, 
preservatives, PEG, mineral oils and silicones should be 
avoided. 3D MatrixLift® is an individual treatment for ageing 
skin that naturally improves the facial contours, smooths 
wrinkles and stimulates skin metabolism. The theory and 
practice of 3D MatrixLift® technique is taught in workshops 
that lead to certifications in this treatment method. 

KONTAKT

50931 Cologne, Germany
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