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he purpose of bone augmenta-
I tion procedures is reconstruc-
tion of the resorbed edentulous
ridges to allow the placement of en-
dosseous dental implants. Sinus lifting
is the most common and the most doc-
umented application of this concept."”
However, even though the reliability
of this technique is widely estab-
lished,*> the procedure remains very
delicate.® In fact, secondary parame-
ters may occur and jeopardize the
treatment evolution. They are divided
into 3 categories: bacterial contamina-
tion, delayed healing, and mechanical
stress.

Infectious complications are dra-
matic events, but their frequency
remains unknown, due to a lack of
reference studies in the literature.’
They might occur as frequently as 2%
to 7%, often leading to the removal of
the grafted tissue, thus enhancing the
risk for necrotic and infectious sites to
develop. To prevent this risk, many
antibiotics have been tested, by sys-
temic?® or local®?* administration: pen-
icillins, tetracyclines, and macrolides.
However, it was always difficult to
emphasize the true effect of these an-
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Background and Objectives:
Analysis of tomodensitometric con-
trols following sinus grafts clearly
demonstrates a quite systematic lack
of homogeneity. Sinus contamination
by anaerobic bacteria seems almost
unavoidable during bone graft sur-
gery, and this problem may jeopardize
the healing process. The aim of this
study was to characterize in a system-
atic way the nonhomogeneities ob-
served at 1, 2, or 3 months postsurgery
within allogenous sinus grafts, and to
assess the possible influence of a 0.5%
sterile solution of metronidazole in-
corporated in the sinus bone graft.

Materials: This clinical study was
conducted on 72 patients treated with sin-
gle or bilateral sinus-lifts: 94 sinus eleva-
tions performed with freeze-dried bone
allograft (Pheenix, TBF, Mions, France),
with (test group) or without (control
group) metronidazole. In the test group,
each bone graft was hydrated with 2 mL
of a 0.5% metronidazole solution, i.e.,
only 10 mg of metronidazole. All the pa-
tients went through a first presurgical
computerized tomography (CT)-scan fol-
lowed by a second scan performed at 1, 2,
or 3 months postsurgery (which was used
as the preimplant reference scan). For 11
patients, 2 postsurgical CT-scans were
performed respectively at 10 days and 2
months. Using an arbitrary gray scale
(Arbitrary Densitometric Unit) which
Sfunctions according to the Hounsfield unit
principle, the degree of radiographic ho-
mogeneity of the grafts was established.
Density scattering provides some informa-
tion on the homogeneity or nonhomoge-
neity of the bone graft.

Results: The 12 grafts performed
without metronidazole show signifi-
cant nonhomogeneities at 1, 2, or 3
months. Moreover, when a CT-scan
is performed during the first postop-
erative days (at 10 days), the pres-
ence of air bubbles in the graft is
confirmed. The tomodensitometric
aspects of all grafts treated with
metronidazole in this series are ab-
solutely identical: they show a high
degree of homogeneity. Sixty-three
cases (76.8%) are homogeneous,
and 19 cases (23.2%) are signifi-
cantly homogeneous. The time at
which the control scan is performed
(10 days, 1, 2, or 3 months) does not
seem to influence significantly the
degree of homogeneity assessed. In
the control group, some inflamma-
tory events associated with facial oe-
dema were observed in 25% of the
cases. In the test group, no such
event was recorded for the 82 sinus-
lifts treated with metronidazole.

Conclusion: A possible correlation
may exist between the occurrence of non
homogeneities within the bone grafts
and the anaerobic bacterial contamina-
tion. The local use of a very small quan-
tity of metronidazole (equivalent to only
1720 of a common 200 mg oral tablet)
could provide more security when per-
Sforming sinus-lift procedures and an im-
proved quality of the graft. This protocol
should not be considered as an antibio-
therapy, but only as way to limit the
initial contamination of bone graft.
(Implant Dent 2008;17:257-270)

Key Words: anaerobic infection, antibi-
otics, bone graft, metronidazole, sinus-lift

tibiotics on bone graft healing. More-
over, the tested antibiotics offer quite
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a wide spectrum, whereas the possible
bone infections would more logically
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originate from anaerobic bacteria,
which are particularly sensitive to
metronidazole.?!?? To our knowl-
edge, among the international en-
glish literature, metronidazole has
yet never been experimented for this
procedure .3

Metronidazole is an antibiotic
which belongs to the nitro-5-
imidazole group. Administered orally
alone (Flagyl) or combined with mac-
rolides (such as spiramycin in Birod-
ogyl), it has been in use for a long
time® 28 to treat oral infections in gen-
eral® and periodontal infections more
specifically, using a systemic**—** or
topical application (with gels of vari-
ous concentrations).?>4 It is often
coupled with amoxicillin by systemic
administration.*'=* A small quantity
of metronidazole may also be used
locally in a pure form (injectable so-
Iution), mixed with the graft, at the
time of surgery, to limit systematic
perioperative contamination by anaer-
obic bacteria.

According to our experience, the
analysis of tomodensitometric con-
trols 3 months after sinus grafts (using
allogenous or xenogenous bone gran-
ules) demonstrates a quite systematic
image: the grafted bone still seems to
be non homogeneous (Fig. 1). This
irregular appearance does not contra-
indicate implant placement. In addi-
tion, the success rate of implants
placed in the subsinus area is very
similar to that of implants placed in
other regions."? The heterogeneity is
thus considered as “normal.” Hence,
we have anticipated that these lacks of
homogeneity could possibly be related
to bacterial contamination during the
surgical procedure.

The aim of this study was to char-
acterize statistically the nonhomoge-
neities observed at 1, 2, or 3 months
postsurgery within the allogenous si-
nus grafts and assess the possible ef-
fect of a 0.5% metronidazole sterile
solution incorporated in the sinus bone
graft.

MATERIALS AND METHODS
Patient Selection

This clinical study was con-
ducted on 72 patients treated with
either single or bilateral sinus-lifts: a
total of 94 sinus elevations were per-
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Fig. 1. Postsurgical sinus scans with bone non homogeneity.

Table 1. Distribution of the 83 Scans Performed on the 72 Patients Included in the

Study, Depending on the Type of Procedure (Uni or Bilateral), the Use of
Metronidazole and the Time of Postsurgical Scan

No. Postsurgical CT-Scans At

Treatment 10d 1 mo 2 Mo 3 mo
Unilateral sinus-lift with metronidazole 4 10 14 18
Bilateral sinus-lift with metronidazole 1 5 4 10
Unilateral sinus-lift without metronidazole 8 1 g 4
Bilateral sinus-lift without metronidazole 1 — 1 —
Bilateral sinus-lift 1 side with metronidazole, 2 — 2 —

1 side without metronidazole

Percentage of all scans 138.2 19.3 28.9 38.6

formed between January 2001 and
December 2003 using freeze-dried
bone allograft (FDBA, Pheenix, TBF,
Mions, France), with or without met-
ronidazole (Table 1). The study was
conducted according to the Helsinki
Declaration of 1983. The patients
were informed on the aim and design
of the study, and their written consent
was obtained.

Patients with immune disorders,
unstable diabetes mellitus, ongoing
chemo- or radiotherapy, or with a his-
tory of drug abuse were excluded. The
inclusion criteria were the following: a
thrombocyte blood concentration
within the normal range, and no his-
tory of maxillary sinus inflammation.
Clinical examination and preoperative
radiographs showed a severe atrophy
of the maxilla.

Surgical Procedure

Surgery was performed under lo-
cal anesthesia. Access to the lateral
maxillary wall was achieved using a
soft tissue crestal incision followed by
anterior and posterior releasing buccal
incisions. A bone window of approx-
imately 15 to 20 mm? was outlined
using a round bur under constant sa-
line irrigation. It was then moved me-
dial and left attached to the sinus
membrane. After careful elevation of
the Schneiderian membrane avoiding
any perforation, the sinus was filled
with a grafting biomaterial.

One to 2 g of Phoenix (TBF, Mi-
ons, France) containing FDBA gran-
ules (200-800 pwm diameter) were
instilled to augment the sinus floor in
94 cases. In 12 cases, the sinus was
filled with FDBA only (control
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Table 2. Analysis of Density Scattering (Calculated in ADU Within FDBA Sinus-Lift With or Without Metronidazole) at 10 days, 1,

2 or 3 months Postsurgery, and Classification of the Radiographic Aspect of the 94 Bone Grafts Included in this Study. Ranges
Are Given for Each Series of Sinus-Lift; However, Each Sinus-Lift Is Analyzed and Classified Separately

Surface % Average and Range

No. Cases—Postoperative

Time for Control CT-Scan 0-50 ADU

More Than 80
ADU

50-65 ADU 65-80 ADU

Radiographic Aspect: Classification of the
Grafts

FDBA with metronidazole
8 sinus—at 10 d 6% (4%—7%)

20 sinus—at 1 mo 5% (0%—-7%)

24 sinus—at 2 mo 5% (0%—7%)

38 sinus—at 3 mo 4% (0%-6%)
FDBA without metronidazole

7 sinus—at10d 41% (31%-46%)
1 sinus—at 1 mo
7 sinus—at 2 mo

26% (24%—-28%)
31% (24%-37%)

4 sinus—at 3 mo 23% (19%-32%)

18% (2%~75%) 64% (16%-81%)

4% (1%-7%) 58% (12%-91%)
9% (1%-21%) 55% (8%-92%)

5% (1%—7%) 61% (5%-95%)

30% (28%-37%) 28% (26%—-32%)

35% (31%-42%)
33% (26%-36%)

33% (28%-36%)
30% (23%-31%)

39% (32%—-45%) 30% (25%-35%)

12% (5%-22%)
33% (8%—75%)
31% (7%-83%)

30% (2%-93%)

1% (0%—2%)

6% (3%~7%)
6% (4%-10%)

8% (6%—12%)

7 homogeneous (87.5%)

1 unclassified (12.5%)

15 homogeneous (75%)

5 significantly homogeneous (25%)
19 homogeneous (79.2%)

5 significantly homogeneous (20.8%)
29 homogeneous (76.3%)

9 significantly homogeneous (23.7 %)

2 nonhomogeneous (28.6%)

5 significantly nonhomogeneous (71.4%)
1 nonhomogeneous (100%)

5 nonhomogeneous (71.4%)

2 significantly nonhomogeneous (28.6%)
3 nonhomogeneous (75%)

1 significantly nonhomogeneous (25%)

The scattering of the different densities is obviously wider without metronidazole than within the grafts treated with metronidazole. This scattering pattern may be considered as a lack of graft homogeneity.
On the scans performed at 10 days postsurgery, the high differences of homogeneity observed are due to the air bubbles, which have occurred within some areas of the graft.

group). In the 82 other cases, metro-
nidazole was added to the bone graft
particles (test group).

For 2 patients, bilateral sinus-
lifts were performed with unilateral
use of metronidazole. This specific
situation had not been planned at the
beginning of the study, but the vol-
ume of the grafting material pre-
pared with metronidazole was not
sufficient for the two sinuses. For
these 2 patients, 2 postoperative com-
puterized tomography-scans (CT
x-ray scanner) were performed respec-
tively at 10 days and 2 months.

Five milliliters of a 0.5% sterile
metronidazole solution (25 mg) was
used for each treated sinus-lift as
follows:

Three milliliters for sinus rinse after
membrane elevation;

Two milliliters to hydrate the allog-
enous bone (mixed with 10% of
harvested autogenous bone), i.e.,
only 10 mg of metronidazole
(equivalent to 1/20 of a common
200 mg oral tablet).

All the patients received 60 mg of
prednisolone just before surgery, and
2 g of amoxicillin per day (systemic
oral administration) during 6 days.
Paracetamol was also prescribed when
needed.

This study is multicentric: 3 dif-
ferent surgeons participated to this

protocol after evaluation of their sur-
gical technique. All applied the same
protocol, and were controlled and ad-
vised by the same anesthetist, to guar-
antee the homogeneity of results.
Finally, 50 patients out of 72 were
treated by the same surgeon.

Long-Term Postoperative Oedema

Often following sinus elevations,
1 or several inflammatory events as-
sociated with facial oedema may occur
spontaneously between the first and
the sixth month postsurgery. They are
more often isolated, but sometimes re-
petitive. They are generally stopped
with conventional anti-inflammatory
corticoids (such as prednisolone) and
antibiotics (such as amoxicillin).

In this study, we accounted the
number of treated patients having un-
dergone these late inflammatory
events, depending on the use of met-
ronidazole. Evaluation of facial oe-
dema is subjective. It combines an
obvious skin swelling (1-5 mm) com-
pared with the treated side, and some-
times pain. For the present evaluation,
we only considered the events which
were sufficiently severe to render the
patient anxious and visit his physician.

Analysis of the CT-Scan Images

This study analyses a total of 83
scans, originating from 72 patients.

IMPLANT DENTISTRY / VOLUME 17, NUMBER 3 2008

The surgeons performed 94 consecu-
tive sinus-lifts: 50 unilateral sinus-lifts
(42 with metronidazole, 8 without
metronidazole) and 22 bilateral sinus-
lifts (19 with metronidazole, 1 without
metronidazole, 2 with a unilateral use
of metronidazole). Patients were all
subjected to at least 1 preoperative
CT-scan, and 1 control scan at either
1, 2, or 3 months postsurgery (the con-
trol scan was also used as a prelimi-
nary scan before implant placement).
For 11 patients, 2 postsurgical CT-
scans were performed respectively at
10 days and 2 months. This protocol
was established according to patient
consent, and after they had been in-
formed of the possible stochastic risks
in relation to a repeated x-ray expo-
sure. Most of the scans were per-
formed at 2 or 3 months postsurgery
(Tables 1 and 2).

The Hounsfield units (HU) allow
to evaluate the radiographic density of
the different tissues on a CT-scan.*
They represent density values of a tis-
sue compared with that of air, water,
and dense bone, for which an arbitrary
scale is established, either respec-
tively, —1000 HU, 0 HU, and +1000
HU. The analysis of the sinus grafts
using this scale only allows to obtain
some information on their radiopacity.
With allogenous or xenogenous bone
grafts, mainly composed of a mineral-
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ized matrix, measurement of HU pro-
vides no information on the quality of
the bone graft maturation, and hence
offers no interest.

The aim of this study was to de-
termine, using an arbitrary gray scale
functioning according to the HU prin-
ciple, the degree of radiographic
homogeneity of the grafts. This com-
puter unit is called the Arbitrary
Densitometric Unit (ADU). All the
coronal reconstructed images of the
CT-scans performed at 10 days, 1
month, 2 months, or 3 months were
processed using the homemade soft-
ware (D-TEPv3.5). This software de-
termines a gray scale for each scan
according to the same principle as that
of the HU: 0 ADU for air, 50 ADU for
water, 100 ADU for dense bone. Then,
each reconstructed coronal image of
the graft is treated separately by per-
forming an analysis circle of 8§ mm
diameter in the center of the graft. For
each analyzed surface, the calculation
software for differential density pro-
vides the percentage obtained for each
of the following density groups: O to
50 ADU, 50 to 65 ADU, 65 to 80
ADU, more than 80 ADU. The results
expressed in percents are rounded up
to the closest (Table 2).

Density scattering gives some in-
formation on the homogeneity or non
homogeneity of the bone graft. A graft
will be arbitrarily considered as:

Nonhomogeneous when at least 60% of
its surface is represented equally in
3 different density groups (i.e., at least
20% per group).

Significantly nonhomogeneous when
at least 90% of its surface is rep-
resented equally in 3 different
density groups (i.e., at least 30%
per group).

Homogeneous when more than 60%
of its surface is represented in
only 1 specific group.

Significantly homogeneous when more
than 80% of its surface is represented
in only 1 specific group.

RESULTS

In this series of 94 patients, sinus-
lifts were performed by experienced
clinicians recruited according to a
strict checklist. No severe infectious
complications were observed, with or
without metronidazole.
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Fig. 2. Air lacunae within the graft at 10 days.
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Fig. 3. A and B, 10 days postsurgical x-ray scan of a bilateral sinus-lift. The graft appears
homogeneous with metronidazole (A) but nonhomogeneous without metronidazole (B). C,
After 2 months, the sinus treated with metronidazole appears homogeneous and dense,
whereas the graft without metronidazole shows the nonhomogeneous areas generally de-

scribed (practitioner 1).

The 12 grafts performed without
metronidazole show significant non-
homogeneous areas following 1, 2,
or 3 months. Moreover, when a CT-
scan is performed during the first
postoperative days (at 10 days), the

presence of bubble-like lacunae
within the graft is observed (Fig. 2).
The densitometric analysis using
ADU confirms a gap in the graft homo-
geneity. When a second control CT-scan
is performed at 2 months postsurgery,

CONTROLLING SYSTEMATIC PERIOPERATIVE ANAEROBIC CONTAMINATION
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Table 3. Analysis of Density Scattering (Calculated in ADU) at 10 Days and 2 Months Postoperative and Classification of the

Radiographic Aspect of Two Bilateral Sinus Grafts With Unilateral Use of Metronidazole
Surface % Average

Postsurgical Time 0-50 50-65 65-80 80-100 Radiographic Aspect
Patient and Grafting Material for Control Scan ADU (%) ADU (%) ADU (%) ADU (%) of the Grafts
Patient 1
Right sinus: FDBA At 10d 6 22 62 10 Homogeneous
with metronidazole At 2 mo 5 7 73 15 Homogeneous
Left sinus: FDBA At10d 38 31 30 1 Significantly
without metronidazole nonhomogeneous
At 2 mo 3 5] 27 5 Nonhomogeneous
Patient 2
Right sinus: FDBA At 10d 4 65 18 13 Homogeneous
with metronidazole At 2 mo 3 15 65 17 Homogeneous
Left sinus: FDBA At10d 44 29 27 0 Nonhomogeneous
without metronidazole At 2 mo 37 5 24 4 Nonhomogeneous

Fig. 4. Radiographic images of bilateral sinus elevation with metronidazole at the first (A), the

second (B), and the third (C) postoperative month (practitioner 2).

the air bubbles observed at 10 days seem
super-imposable with the areas showing
an obvious significant nonhomogeneity.

The tomodensitometric aspects of
all grafts treated with metronidazole in
this series are absolutely identical:
they show a high degree of homoge-
neity. Sixty-three cases (76,8%) are
homogeneous, and 19 cases (23,2%)
are significantly homogeneous. The
time at which the control scan is per-
formed (10 days, 1, 2, or 3 months)
does not seem to influence signifi-
cantly the degree of homogeneity
assessed.

These results are perfectly obvi-
ous in the case of double sinus-lifts
with unilateral use of metronidazole,
followed by postoperative CT-scans

performed at 10 days and 2 months
(Fig. 3 and Table 3).

Moreover, the compact and regu-
lar radiographic aspect of a graft with
metronidazole allows practitioners to
perform sinus implantation on the 90th
day (Figs. 4 and 5).

In the control group, inflamma-
tory events associated with facial oe-
dema were observed in 25% of the
cases, which corresponds to the aver-
age generally observed. In the test
group, no such event occurred for the
82 sinus-lifts treated with metronida-
zole (Table 4).

It is not possible to demonstrate
significant differences of homogeneity
between the 3 different clinicians in-
volved in this study.

IMPLANT DENTISTRY / VOLUME 17, NUMBER 3 2008

Fig. 5. Radiographic images of unilateral si-
nus elevations in the second postoperative
month with metronidazole (practitioner 3).

DiscussioN

The oral cavity contains a signif-
icant amount of anaerobic flora. The
role of bacteria in oral infectious pa-
thologies is already well established.
In a healthy gingiva, 18% to 44% of
anaerobic bacteria can be found
(Gram+ and Gram—). Such levels in-
crease considerably with the presence
of slight inflammation, and in acute or
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Table 4. Occurrence of 1 or Several Inflammatory Events Associated With Facial
Oedema (Generally Solved With Antibiotics and Corticoids) Between the First and

the Third Month Postsurgery, Depending on the Grafting Material Employed (With or
Without Metronidazole)

With Without
Metronidazole Metronidazole

Occurrence of 1 or several 0 3 (25%)

inflammatory events

between the first and

the third month

postsurgery
Total no. sinus-lifts 82 12

chronic infections as well.* Anaerobic
bacteria may also be systematically
found in periapical abscesses and as-
sociated sinusitis.* It was also dem-
onstrated that anaerobic bacteria play
a basic role in periodontitis and peri-
implantitis.*’ The risk of infection
associated with this flora is thus obvi-
ous. Nevertheless, even following a
strict periodontal treatment, it is yet
impossible to perform surgery on pa-
tients with a perfectly healthy mouth.
So, in spite of a strict surgical asepsis,
perioperative bacterial contamination
by anaerobic bacteria seems unavoid-
able. But how does this contamination
influence the healing of sinus grafts?

The fortuitous discovery of
bubble-like lacunae within the graft
allows to suggest a new realistic hy-
pothesis concerning infectious risk
during sinus grafting: the “septic the-
ory.” The presence of air bubbles
within the graft confirms anaerobic
bacterial activity. Indeed, such vacu-
oles cannot be due to a lack of con-
densation in the graft material: given
their size and shape, it must be the
result of air bubbles formation within
the graft, and only anaerobic bacte-
ria may be involved. This “septic
theory” suggests that the grafted
bone contamination by anaerobic
bacteria would be responsible for
healing problems, and therefore, any
protocol able to stop this silent in-
fection should result in a dramatic
improvement for graft quality.

To validate this approach, histo-
logical analyses are difficult to per-
form because these processes occur
during the very first weeks postsur-
gery. And, it seems impossible to har-
vest coherent bone fragments within
the grafts before 3 months, even with
highly performing materials such as
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FDBAs. The use of the ADU seems to
be a clever approach to demonstrate
these events within the grafts. The
ADU replaces favorably the HU, be-
cause this computerized unit allows us
to analyze, based on the same meth-
odology, coronal reconstructed images
originating from different types of
spiral CT-scans, and even cone beam
CT-scans. ADUs standardization is
performed separately for each studied
scan, to avoid any bias related to the
type of imagery device employed.
Moreover, in this study, we wanted to
analyze the relationships between the
different densities, rather than the
densities themselves: the calculation
interfaces of the HU developed for
radiologists are not adapted for this
use at all.

Moreover, the anaerobic contam-
ination process is probably systematic
for all types of bone grafts. Neverthe-
less, this can only be clearly demon-
strated on this specific type of sinus
graft, due to the large volume of these
grafts which are composed of bioma-
terials (offering a very high mineral
phase), very homogeneous, and there-
fore very radiopaque: any change in
their homogeneity is thus easily quan-
tifiable on the scan, which would not
be the case for an autogenous graft
(iliac, calvarial, chin .. .).

Finally, although it cannot replace
the efficiency of strict surgical asepsis
associated with antiseptic coverage,
the local use of a very small quantity
of metronidazole may improve the re-
modeling process of the graft by
avoiding initial infectious develop-
ment and associated inflammatory re-
actions. It may thus help to reduce the
risk of infected bone formation, and
possible necrosis.

CONCLUSION

This new approach to prevent
perioperative anaerobic contamination
appears simple and rational. To this
day, the antibiotic treatments pre-
scribed during sinus-lift procedures ei-
ther pre-or postsurgically, by local or
systemic administration, were mainly
aerobic antibacterial therapies. The lo-
cal use of a very small quantity of
metronidazole (equivalent to only
1/20 of a common 200 mg oral tablet),
to protect the graft material from this
anaerobic contamination, may lead to
a more secure approach when per-
forming sinus-lifts and an improved
graft quality. Moreover, the quantity
of metronidazole needed to obtain the
protective effect is so small, that this
protocol cannot be considered as an
antibiotherapy with its potential for as-
sociated bacterial resistance.
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Kontrollmoglichkeiten systematischer perioperativer anaer-
ober Verschmutzung im Verlauf von Sinusanhebungsbe-
handlungen durch Anwendung von Metronizadol: Ein
innovativer Ansatz

ZUSAMMENFASSUNG: Hintergrund und Zielsetzungen:
Eine Analyse von tomodensiometrischen Kontrollen nach
erfolgter Sinustransplantation weist klar einen recht sys-
tematischen Mangel an Homogenitit auf. Eine Verschmut-
zung des Sinus durch anaerobe Bakterien scheint im
Verlauf eines chirurgischen Eingriffs zur Knoch-
entransplantation beinahe unvermeidlich. Durch diese
Problematik kann der gesamte Heilungsprozess beeintri-
chtigt sein. Die vorliegende Studie zielte darauf ab, auf
systematische Art und Weise die Homogenitdtsmingel inner-
halb allogener Sinustransplantate nach 1, 2 bzw. 3 Monat-
en nach dem entsprechenden chirurgischen Eingriff
zu charakterisieren und den moglichen Einfluss einer
0,5-prozentigen sterilen Losung aus Metronizadol bei Ein-
bringung in des Sinusknochentransplantat zu bewerten.
Materialien und Methoden: Diese klinische Studie wurde an
72 Patienten durchgefiihrt, die sich einer einseitigen oder
beidseitigen Sinusanhebung unterzogen: insgesamt wurden
24 Behandlungen zur Sinusanhebung unter Verwendung von
gefriergetrocknetem  Knochenallotransplantat, Phcenix®,
TBFa, Mions, Frankreich, durchgefiihrt und dabei entweder
mit Einsatz von Metronizadol (Testgruppe) oder ohne
(Kontrollgruppe). In der Testgruppe wurde jedes Knoc-
hengewebstransplantat mit 2 ml einer 0,5-prozentigen Met-
ronizadollésung, d.h. nur 10 mg an Metronizadol, versetzt.
Alle Patienten unterzogen sich einem ersten, der eigentlichen
Operation vorgeschalteten CT-Scan, dem 1, 2 oder 3 Monate
nach dem Eingriff eine weitere Schichtbildaufnahme folgte,
die dann als Vorimplantat-Referenzbild genommen wurde.
Bei 11 der Patienten wurden postoperativ nach 10 Tagen
bzw. 2 Monaten 2 CT-Scans durchgefiihrt. Per willkiirlicher
Graustufenskalierung (Arbitrary Densitometric Unit (ADU) -
Gerdt zur Ermittlung willkiirlicher Densiometrie) nach
dem Hounsfield-Einheitsprinzip wurde der Grad der radiog-
raphischen Homogenitit ermittelt. Die Methodik der
Dichtestreuung bringt einige Klarheit in Bezug auf die Ho-
mogenitdt bzw. Inhomogenitit des Knochentransplantats.
Ergebnisse: Die 12 Transplantate, die nicht zusitzlich mit
Metronizadol behandelt wurden, wiesen bei einer Untersu-

chung nach 1, 2 bzw. 3 Monaten erhebliche Defizite be-
ziiglich der Homogenitit auf. AuBerdem wurde dort, wo
ein CT-Scan im Verlauf der ersten postoperativen Phase
(nach 10 Tagen) durchgefiihrt wurde, das Bestehen von
Luftblasen im Transplantat bestdtigt. Die tomodensiom-
etrischen Aspekte aller innerhalb dieser Serie mit Metroni-
zadol behandelten Transplantate sind absolut identisch: sie
weisen ein hohes Mall an Homogenitit auf. 63 Fille sind
(76, 8%) homogen und in 19 Fillen (23, 2%) ist diese
Homogenitidt sogar bedeutend. Dabei scheint der Zeit-
punkt, zu dem der Kontroll-Scan durchgefiihrt wird (nach
10 Tagen, 1, 2 oder 3 Monaten), den festgestellten Ho-
mogenitdtsgrad nicht maBgeblich zu beeinflussen. In der
Kontrollgruppe wurden in 25% der Fille einige, mit Ge-
sichtsodemen in Verbindung stehende Entziindung-
serkrankungen beobachtet. In der Versuchsgruppe dagegen
fehlten solche Tendenzen in allen der 82 zusétzlich mit
Metronizadol versetzten Sinusanhebungsbehandlungen.
Schlussfolgerung: Es konnte ein Verbindung zwischen
dem Auftreten von Inhomogenititen innerhalb des
Knochentransplantats und der anaeroben bakteriellen Ver-
schmutzung bestehen. Die lokale Anwendung einer sehr
geringen Menge an Metronizadol, die gerade mal einem
1/20 der oralen Einnahme einer normalen 200 mg-Tablette
entspricht, konnte bei der Durchfithrung von Eingriffen zur
Sinusanhebung mehr Sicherheit sowie eine verbesserte
Qualitdt des Transplantats bewirken. Dieses Protokoll
sollte nicht als Antibiotikatherapie angesehen werden,
sondern ausschlie8lich als Weg, die erste Verschmutzung
des Knochengewebstransplantats zu begrenzen.

SCHLUSSELWORTER: anaerobe Infektion; Antibiotika;
Knochengewebstransplantat; Metronizadol; Sinusanhebung
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Control de la contaminacion anaerobica sistemdtica perio-
perativa durante procedimientos de elevacion del seno us-
ando metronidazol: Un método innovador

ABSTRACTO: Antecedentes y Objetivos: El andlisis de los
controles tomodensitométricos luego de los injertos en el
seno demuestra una falta de homogeneidad bastante sis-
temdtica. La contaminacién del seno con bacteria anaerd-
bica parece inevitable durante la cirugia de injerto del
hueso y este problema podria comprometer el proceso de
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curacion. El objetivo de este estudio fue caracterizar de
manera sistemadtica la falta de homogeneidad observada a
los 1, 2 o 3 meses posteriores a la operacién dentro de
injertos del seno alégeno y evaluar la posible influencia de
una solucién estéril al 0,5% de metronidazol incorporada
en el injerto del hueso del seno. Materiales y Métodos:
Este estudio clinico fue realizado en 72 pacientes tratados
con elevacién del seno simple o bilateral: 94 elevaciones
del seno realizadas con FDBA (alégrafo de hueso
desecado-congelado, Pheenix®, TBF®, Mions, Francia),
con metronidazol (grupo de ensayo) o sin (grupo de con-
trol). En el grupo de ensayo, cada injerto de hueso fue
hidratado con 2 ml de una solucién de metronidazol al
0,5%, o sea, solamente 10 mg de metronidazol. Todos los
pacientes completaron una tomografia computada previa a
la operacién seguida por una segunda tomografia realizada
después de 1, 2 6 3 meses después de la operacidn (que se
usé como la tomografia de referencia previa al implante).
En el caso de 11 pacientes, se realizaron 2 tomografias
postquirdrgicas respectivamente a los 10 dias y 2 meses.
Con el uso de una escala gris arbitraria (Unidad Densito-
métrica Arbitraria, ADU por sus siglas en inglés) que
funciona de acuerdo al principio de la unidad Hounsfield,
se establecid el grado de homogeneidad radiografica de los
injertos. Los cambios en la densidad proporcionan cierta
informacién sobre la homogeneidad o no del injerto de
hueso. Resultados: Los 12 injertos realizados sin metron-
idazol demostraron una falta de homogeneidad significa-
tiva luego de 1, 2 6 3 meses. Sin embargo, cuando se
realizé una tomografia computada durante los primeros
dias postoperativos (a los 10 dias), se confirm¢ la pre-
sencia de burbujas de aire en el injerto. Los aspectos
tomodensitométricos de todos los injertos tratados con
metronidazol en esta serie son absolutamente idénticos:
muestran un alto grado de homogeneidad: 63 casos (un 76,
8%) son homogéneos, y 19 casos (23, 2%) son significa-
tivamente no homogéneos. El tiempo en el que se realizd
la tomografia de control (10 dias, 1, 2 o 3 meses) no parece
influenciar significativamente el grado de homogeneidad
evaluado. En el grupo de control, se observaron algunos
eventos inflamatorios asociados con una edema facial en
un 25% de los casos. En el grupo de ensayo, ningtin evento
tal ocurrié en las 82 elevaciones del seno tratados con
metronidazol. Conclusion: Podria existir una posible cor-
relacién entre la ocurrencia de las faltas de homogeneidad
dentro de los injertos de hueso y la contaminacién con
bacteria anaerébica. El uso local de una muy pequefa
cantidad de metronidazol (equivalente a solamente 1/20 de
una tableta oral comin de 200 mg) podria ofrecer mds
seguridad cuando se realizan procedimientos de elevacion
del seno y una calidad mejorada del injerto. Este protocolo
no debe considerarse como una terapia con antibiéticos,
sino solamente como una manera de limitar la contamina-
cién inicial del injerto de hueso.

PALABRAS CLAVES: infeccion anaerdbica; antibioticos;
injerto de hueso; metronidazol; elevacién del seno
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Controlando a contaminacdo anaerobica perioperatoria sis-
temdtica durante procedimentos de elevacdo da cavidade
usando metronizadol: Abordagem Innovadora

RESUMO: Antecedentes e Objetivos: A analise de controles
tomodensitométricos em seguida a enxertos da cavidade
demonstra claramente uma falta bastante sistematica de ho-
mogeneidade. A contaminacdo da cavidade por bactérias
anaerébicas parece quase inevitdvel durante a cirurgia de
enxerto 6sseo e esse problema pode colocar em risco o
processo de cura. O objetivo desse estudo era caracterizar de
modo sistemadtico as ndo-homogeneidades observadas em 1, 2
ou 3 meses ap6s a cirurgia dentro de enxertos da cavidade
alégena e avaliar a possivel influéncia de uma solugdo estéril
de metronizadol a 0,5% incorporada no enxerto 6sseo da
cavidade. Materiais e Métodos: Esse estudo clinico foi con-
duzido em 72 pacientes tratados com enxertos da cavidade
unicos ou bilaterais: 94 elevacdes da cavidade realizadas com
FDBA (Enxerto Alopléstico Osseo Seco por Congelamento,
Pheenix®, TBF®, Mions, France), com metronizadol (grupo
de teste) ou sem (grupo de controle). No grupo de teste, cada
enxerto 0sseo foi hidratado com 2ml de uma solucdo de
metronizadol a 0,5%, isto €, apenas 10mg de metronidazol.
Todos os pacientes passaram primeiro por uma tomografia
computadorizada pré-cirtirgica seguida de uma segunda to-
mografia realizada a 1, 2 ou 3 meses apds a cirurgia (que foi
usada com a tomografia de referéncia pré-implante). Para 11
pacientes, 2 tomografias computadorizadas pds-cirurgicas fo-
ram realizadas respectivamente a 10 dias e 2 meses. Usando
uma escala cinza arbitraria (Unidade Densitométrica Arbi-
traria (ADU)) que funciona de acordo com o principio da
unidade de Hounsfield, o grau de homogeneidade radiogra-
fica dos enxertos foi estabelecido. A dispersdao da densidade
fornece algumas informacdes sobre a homogeneidade ou
ndo-homogeneidade do enxerto dsseo. Resultados: Os 12
enxertos realizados sem metronizadol mostraram néo-
homogeneidades significativas a 1, 2 ou 3 meses. Além disso,
quando uma tomografia computadorizada é realizada durante
os primeiros dias pds-operatérios (a 10 dias), a presenca de
bolhas de ar no enxerto é confirmada. Os aspectos tomoden-
sitométricos de todos os enxertos tratados com metronizadol
nessa série sdo absolutamente idénticos: eles mostram um
alto grau de homogeneidade. 63 casos (76, 8%) sdo homo-
géneos e 19 casos (23, 2%) sdo significativamente homogé-
neos. O tempo no qual a tomografia de controle € realizada
(10 dias, 1, 2 ou 3 meses) ndo parece influenciar significati-
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vamente o grau de homogeneidade avaliado. No grupo de
controle, alguns eventos inflamatdrios associados a edema
facial foram observados em 25% dos casos. No grupo de
teste, nenhum desses eventos foi registrado para as 82 el-
evacdes da cavidade tratadas com metronidazol. Conclusao:
Uma possivel correlacdo pode existir entre a ocorréncia de
nao-homogeneidades dentro dos enxertos sseos e a contami-
nagdo bacteriana anaerdbica. O uso local de uma quantidade
muito pequena de metronizadol (equivalente a apenas 1/20 de
um tablete oral comum de 200mg) poderia proporcionar mais
seguranca quando se realizam procedimentos de elevacdo da
cavidade e uma qualidade melhorada do enxerto. Este proto-
colo ndo deveria ser considerado como antibioterapia, mas
apenas como um modo de limitar a contaminacio inicial do
enxerto 9sseo.

PALAVRAS-CHAVE: infec¢do anaerébica; antibidticos;
enxerto 6sseo; metronidazol; elevacdo da cavidade
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CHudceHue cucmemnoz0 nepuonepayuoHHoz0 anapoo-
HO20 UHpUYUpPOBAHUA 60 6pems Npoyeoyp CuHYcC-
AUPMUHA ¢ NOMOWYBIO MEMPOHUOA30NA: UHHOBAYUOH-
Hblll N100X00

PE3IOME. Tlpengnochbiku W uelu. AHamW3 JTaHHBIX
TOMOJIEHCUTOMETPHUIECKOTO KOHTPOJIS,
OCYIIIECTBIISIEMOTO  BCIIE] 3a TMOJCAKON CHHYCHOT'O
TpaHCIUIAHTATA, JTEMOHCTPUPYET JOCTaTOYHO
CHCTEeMaTHYEeCKOe OTCYTCTBUE rOMOTeHHOCTH. HpuIu-
pOBaHWE CHHYCAa aHAa3pOOHBIMHU OAKTEPHSIMH BO BpEMs
omepalMM MO TOJCaJike KOCTHOTO TpaHCIUIaHTaTa
KaxkeTcsl TPaKTUIECKN Hem30eXHbIM. JTa mpobdiiema
MOXKET 3aMeJTUTh Tpolecc 3akuBieHus. Lleas manHoro
WCCIIEIOBAHMST — CHCTEMHO OXapaKTepU30BaTh CIyJau
OTCYTCTBUSI TOMOTEHHOCTH, HabJroflaemMbpie crnycts 1, 2
WM 3 MecsiIa 1ocie olepalyy B alllIOTeHHBIX CHHYCHBIX
TpaHCIUTAHTATaX, W ONPEJICTIUTh BO3MOXKHOE BIIHSHHE
0,5-TIPOIEHTHOTO CTEePUIIBHOTO pacTBopa
METPOHHUJa30J1a, BBEJICHHOTO B CHHYCHBIH KOCTHBIM

TpaHCIJIaHTAT. MaTepnanu H  METOIbI. HaHHOC
KIITMHAYCCKOEC  HCCIENJOBAHUC NPOBOAWIOCH Ha 72
nangueHTax, KOTOpPBIC Ipoxoanin JICYCHUC C

NPUMEHEHUEM  TPOLENYP  OJHOCTOPOHHETO WU
[IBYCTOPOHHETO CUHYyC-TU(MPTHHTrA: 94 MOAHATHS CHHYCA,
BbINOJIHEHHbIE € IOMOLIBIO THO(MUIN3UPOBAHHOTO KOCT-
Horo annorpaHcmnanrtara (Freeze-Dried Bone Allograft
(FDBA), Pheenix®, TBFa, Mions, ®panuus), c
IpUMEeHEeHHeM (TecT-rpynma) uiu 0e3 NIpUMEHEHHs
(KOHTpOJIBHAS TPyYIIA) METPOHUAA307a. B TecT-rpynme
KaK/Iblil KOCTHBII TPAaHCIUIAHTAT ObLI TUpaTUpPOBaH 2
M1 0,5-IPOLIEHTHOTO pacTBOpa METPOHMAIA30II1a, TO €CTh
Bcero b 10 Mr MeTpoHHuaszosna. Bee manueHTs! npo-
I TIEPBYK JOONEPANMOHHYI0 KOMIBIOTEPHYIO TO-
Morpaduro, a BIOCIEACTBUM — BTOPYIO TOMOrpaguro
yepes 1, 2 unym 3 Mecdua nocne onepanuu (B KavyecTBe
KOHTPOJIBHOI TOMOrpacduu M CpaBHEHUsl ¢ TOU, KO-
TOopasi OblIa BBINOJHEHA IEpeJ] YCTAaHOBKOW WMMILIAH-
tata). [us 11 mnDagueHTOB 2 TOCIEONeparoOHHBIX
KOMIIBIOTEPHbIX ~ TOMOrpacduu  ObUIM  NPOBEMIECHBI
coOTBETCTBEHHO cnyctss 10 mHeit m 2 wmecsma. C
MTOMOIIBIO YCIIOBHOW CEPOIl MIKaIbI (AeHcuTOMETp (Arbi-
trary Densitometric Unit, ADU) koTopast HCIONb3yeT
OpUHUMO efuHul XayHchuiga, Oblla yCTaHOBIIEHA
CTENEHb PEHTreHOorpapuyeckoil rOMOT€HHOCTH TPaHC-
IJIaHTaToB. Pacnpenenenne MIOTHOCTH MPEROCTaBISET
HEKOTOPYIO MH(OPMALUIO O TOMOT€HHOCTH WU OTCYT-
CTBUM TOMOTE€HHOCTHM  KOCTHOTO  TpaHCIUIaHTaTa.
PesynbTarsl. ITopgcapka 12 TPaHCILIAHTATOB,
BBINIOJIHEHHAsI 0e3 HCIOJIb30BAaHMS METPOHMJA3011a
AEMOHCTPHUPYET HU3KYIO FOMOTEHHOCTB ciycT 1, 2 nin 3
Mecsina. bonee Toro, npu BBINIONIHEHUU KOMIBIOTEPHOM
ToMorpacduu cnyctss 10 gHeil mocne onepauuu ObLIO
MOATBEPXK/JAECHO HAaINYWe B TPAHCILUIAHTATE Iy3bIPHKOB
Bo3lyXxa. ToMOpmeHCHTOMETpUYECKHE JaHHBIE BCEX
TPaHCIUIAHTaTOB, OOpa0OTaHHBLIX METPOHUA30JIOM B
3TON cepun, a0bCOIOTHO ANECHTUYHBIL: OHH
JAEMOHCTPHUPYIOT BbICOKYIO CTE€IIEHb TOMOIr€HHOCTH. B 63
cnyvasx (76,8%) TpaHCIIIaHTaThl TOMOTEHHBI, a 19 ciy-
qasix (23,2%) roMOreHHOCTh TPAHCIUIAHTATOB Oblia BbI-
cokoi. Bpewms, uyepe3 KoOTOpoe  IpPOBOAWIACH
KOHTpOJIbHAs ToMorpadust (10 gueid, 1, 2 unu 3 Mecsua),
HE  OKa3blBAlO  CYIIECTBEHHOTO  BJUWSIHUA  Ha
OIIPEAEIISIEMYIO CTEIIEHb TOMOT€HHOCTU. B KOHTPOIBLHOM
rpynne B 25% ciay4yaeB HaOMIOJAIUCh BOCIATUTENbHbIE
ABJICHUS,  CONpPOBOXKJAeMble  OTEKOM  Jjumna. B
MpOBEPSIEeMON  TpyIIe TakKue $SBICHUS He ObUIH
3aperucTpUpOBaHbl  cpefiu 82 CHHYC-NTU(PTUHIOB C
NMpUMEHEHNEM METpOHHAa3ona. BeiBog. Bo3MoxHO,
CYLIECTBYET  B3aUMOCBA3b  MEXJY  OTCYTCTBHEM
TOMOT'€HHOCTH B KOCTHBIX TPaHCIUIaHTaTaxX M aHa’poO0-
HOM OakTepuaJlbHOM WH(UIMPOBAaHUEM. MecTHOe
WCIONB30BAaHNE  OYEHb  HEOOINBIIOrO  KOJWYECTBA
METPOHH/Ia30a (3KBUBAJIEHTHOTO BCETO JINIIH 1/20 00bI-
yHOH TabneTku 200 Mr [ OpaJbHOrO IIPUMEHEHUSs)
MOXeT 00ecrneunuTh 0osiee BBICOKYIO 0€30IacCHOCTh PH
BBINOJIHEHUY IIPOLENYp CUHYC-TU(TUHra U OOJiee BbI-
COKO€ Ka4yecTBO TpaHCIIaHTaTa. [JaHHBIA TPOTOKON HE
JOJIKEH pacCMaTpUBAaThCsl KaK aHTUOMOTUKOTEpaIus, a
Jullb  KaK ~ cooco0  CBeJleHusT K MUHUMYMY
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[I€pBOHAYAJIBHOTO WUH(MUIUPOBAHUS KOCTHOI'O TpaHC-
IJIaHTaTa.

KJ/IIOYEBBIE C/IOBA: anaspo0Hasi UH(EeKIus; aHTH-
OMOTHKM; KOCTHBINl TpPAHCIUIAHTAT; METPOHU/A30II;
CUHYC-TU(PTUHT

TURKISH / TURKCE

YAZARLAR: Joseph Choukroun, MD, Alain Simonpieri,
DDS, Marco Del Corso, DDS, Ziv Mazor, DMD, Gilberto
Sammartino, MD, PhD, David M. Dohan Ehrenfest, DDS,
MS, PhD. Yazisma: David M. Dohan Ehrenfest, Odontology
Service, AP-HP Albert Chenevier Hospital, 40, rue de Mesly,
94000 Créteil, Fransa. Telefon: 00 33 1 49 81 31 32, Faks:
00 33 149 81 31 46. e-posta: drdohand @ hotmail.com
Siniis kaldirma prosediirlerinde metronidazol kullanarak
sistematik perioperatif anaerobik kontaminasyonun kon-
trolii: Yenilik¢i bir Yaklasim

OZET: Giris ve Amag: Siniis greftleri sonrasinda tomoden-
sitometre kontrollerinin analizi, homojenlikte sistematik bir
yetersizligi acikca gostermektedir. Kemik greft cerrahisi sir-
asinda siniiste anaerobik bakteriyle kontaminasyon neredeyse
kacimilmaz bir olaydir ve bu problem iyilesme siirecini teh-
likeye diisirmektedir. Bu calismanin amaci, allojen siniis
greftlerinde cerrahiden 1, 2 veya 3 ay sonra gozlemlenen
homojensizlikleri sistematik bir sekilde tanimlamak ve siniis
kemik greftine eklenen %0,5 steril metronidazol soliisyonu-
nun olast etkisini degerlendirmekti. Gere¢ ve Yéntem: Bu
klinik calisma, tek veya bilateral siniis kaldirma prosediirii
yapilan 72 hastay1 icerdi. FDBA (Freeze-Dried Bone Allo-
graft, Phoenix®, TBF®, Mions, Fransa) kullanilarak 94 siniis
kaldirma prosediirii, test grubunda metronidazol ile ve kon-
trol grubunda ise metronidazol olmadan yapildi. Test
grubundaki her bir kemik greftinde, %0,5 metronidazol so-

liisyonundan 2 ml (yani, 10 mg metronidazol) ile hidrasyon
yapildi. Tiim hastalarda cerrahi 6ncesinde birinci BT uygu-
landiktan sonra, ikinci tomografi operasyondan 1, 2 ya da 3
ay sonra cekildi (bu tomografi, implant oncesi referans BT
olarak kullanildi). Olgularin 11 tanesinde 2 cerrahi sonrasi
BT, sirastyla 10 giin ve 2 ay sonra yapildi. Hounsfield birim
prensibine gore calisan gelisigiizel bir gri skala (Arbitrary
Densitometric Unit - ADU) kullanilarak greftlerin radyo-
grafik homojenlik derecesi saptandi. Yogunluk sagilimi,
kemik greftin homojenligi veya homojenlik yoklugu hak-
kinda bazi bilgiler sundu. Bulgular: Metronidazol kulla-
nilmadan yapilan 12 greft, 1, 2 veya 3 ay sonra dnemli dl¢iide
homojensizlik gosterdi. Ayrica, ilk birkag¢ postoperatif giinde
(10. giin) ¢ekilen BT, greftteki hava kabarciklarinin varligini
teyit etti. Bu seride metronidazol ile tedavi edilen tiim
greftlerin tomodensitometre o6zellikleri kesinlikle ayniydi:
bunlarin timii yliksek homojenlik gosterdi. 63 olgu (%76, 8)
homojendi ve 19 olgu (%23, 2) énemli derecede homojendi.
Kontrol tomografisinin yapilma zaman (10 giin, 1, 2, veya 3
ay), degerlendirilen homojenligin derecesini onemli Olciide
etkilemedi. Kontrol grubunda, hastanin yiiziinde 6dem ile
baglantili bazi enflamatuvar olaylar olgularin %25’inde
goriildii. Test grubunda metronidazol kullanilarak yapilan 82
siniis kaldirma prosediiriinde boyle herhangi bir olay goriil-
medi. Sonu¢c: Kemik greftlerinde homojensizlik olusumu
ile anaerobik bakteri kontaminasyonu arasinda olasi bir
korelasyon olabilir. Cok kii¢iik miktarda (sik kullanilan
200 mg’lik oral tabletin 1/20'ine esit) metronidazolun
lokal olarak kullanimi, siniis kaldirma prosediirlerinde
daha fazla giivenlik saglayip, greftin kalitesini arttirabilir.
Bu protokol, bir antibiyo-terapi olarak degil de, sadece
kemik greftinin ilk kontaminasyonunu sinirlamanin bir
yolu olarak kabul edilmelidir.

ANAHTAR KELIMELER: anaerobik enfeksiyon, antibiyo-
tikler, kemik grefti, metronidazol, siniis kaldirma
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