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SUMMARY

Introduction/Objective Diabetic macular oedema is the accumulation of fluid in the macular tissue
leading to its thickening. The aim of the study was to evaluate the efficacy of concentrated triamcino-
lone acetonide 10 mg /0.1 ml injection into the suprachoroidal space in patients with diabetic macular
oedema and decreased visual acuity.

Methods In 12 eyes with diabetic macular oedema, without any prior treatment, using a small-diameter
26G needle, an injection of 10 mg / 0.1 ml triamcinolone acetonide was applied into the suprachoroidal
space in the superotemporal quadrant of the eye 4 mm from the limbus. Prior to the injection, as well
as one, threg, six, nine, and 12 months after the injection, visual acuity and intraocular pressure were
measured, and central subfield thickness was recorded using optical coherence tomography.

Results After one, three, six, and nine post-injection months there was a statistically significant reduction
in central subfield thickness (315.92 um, 257.66 um, 281.08 um and 295.51 pum, respectively) compared
to the baseline of 447.67 um. At the end of the 12th month an increase in central subfield thickness was
observed again (392.16 pm). Visual acuity improved significantly from the baseline (0.32) during the first
three months (0.61) and remained stable until the end of the nineth month (0.51), but at the end of 12
months it decreased again (0.39). No significant intraocular pressure elevation and cataract development
were observed in either eye during the entire follow-up period.

Conclusion A single dose of 10 mg /0.1 ml triamcinolone acetonide injected in suprachoroidal space
can significantly stabilize diabetic macular oedema and maintain satisfactory visual acuity for up to

nine months.
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INTRODUCTION

In patients with diabetes mellitus, especially
in type 2, the visual loss is mainly caused by
the development of diabetic macular oedema
(DMO). Nowadays, anti-vascular endothelial
growth factor (anti-VEGF) agents, intravit-
really applied, are the most effective treatment
for DMO, especially for the eyes in which the
central part of the macula is affected by oedema
[1]. The time-limited effect of these drugs, the
need for frequent repeated intravitreal injec-
tions, as well as possible adverse events related
to the intravitreal application itself make it
difficult to maintain such treatment for a long
period of time.

Numerous inflammatory mediators have
been implemented in the development of
diabetic retinopathy, so it can be considered
a form of chronic inflammation [2]. For this
reason, corticosteroids are important drugs for
the treatment of DMO patients, but mostly as
a second-line option. Intravitreal injection of
triamcinolone acetonide (TA) has been shown
to be very effective in reducing DMO and im-
proving visual acuity (VA); however, its use

has also been associated with frequent adverse
ocular effects, such as the increased intraocular
pressure (IOP) and cataract progression [3, 4].

In order to achieve higher therapeutic doses
in the target layers of the eye, i.e., in the retina,
retinal pigment epithelium, and choriocapil-
laris, administration of drugs in the supracho-
roidal space (SCS) may represent a new path of
their application. The SCS is a virtual potential
space between the choroid and sclera that may
expand and become real in various pathological
conditions such as suprachoroidal hemorrhage,
choroidal detachment, and uveal effusion syn-
drome, but also by applying therapeutic fluids
or suspensions to it. The animal studies have
shown that SCS expansion is volume-depen-
dent; larger volumes lead to greater expansion
of this space. Also, these studies have shown
that this space can receive up to 1 ml of fluid,
which is a much larger volume than the volume
needed to achieve the therapeutic level of com-
mon drugs that are used for the treatment of
retinal diseases [5].

Suprachoroidal injection of TA represents
a relatively new approach for the treatment of
various retinal diseases. Numerous pre-clinical
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and clinical trials have confirmed the high efficacy of TA
used in this way in the treatment of DMO and macular
oedema in retinal vein occlusion and noninfectious uveitis
[6-9]. It has been noted that the concentration of TA in the
posterior eye tissues is 10 times higher than in the anterior
segment of the eye, so the occurrence of side effects such
as cataracts and IOP elevation is significantly lower [10].
Pharmacokinetic studies have confirmed a longer duration
of activity of TA applied in this way to macular oedema
and a longer stabilization of VA, which requires their less
frequent application.

The SCS injection can be performed by using the stan-
dard small-gauge needles (26G, 27G) or specially designed
micro needles (30G) and in both cases these needles pen-
etrate through the sclera only 1 mm in length reaching
the SCS [11]. In that way, the risk of injury to intraocular
structures, retinal tear, retinal detachment, vitreous hemor-
rhage, and endophthalmitis, is much lower compared to
intravitreal injections since the needle does not penetrate
through the retina and vitreous cavity.

So far, several studies have mainly examined the efficacy
and safety of suprachoroidal application of 4 mg / 0.1 ml
TA in the treatment of DMO [9]. Our study evaluated the
efficacy and length of therapeutic effect of concentrated
10 mg / 0.1 ml TA injected into the SCS on DMO, VA,
IOP, cataract development, as well as the safety profile of
this treatment.

METHODS

The study was conducted at the Clinic of Ophthalmology,
University Clinical Center of Kragujevac, Serbia, in a peri-
od from June 2020 to August 2021. This was a prospective,
observational, interventional, non-randomized follow-
up study of 12 diabetic patients with clinically significant
DMO and consequently decreased VA. This study was ap-
proved by the Medical Ethics Committee of the Kragujevac
University Clinical Center. The technique, purpose, pos-
sible complications of the procedure were explained to all
the patients included in the study, who were also informed
about the fact that it is an off-label use of TA. After that, at
the beginning of the investigation, the written informed
consent from all patients was obtained.

The main inclusion criterion was the presence of clini-
cally significant macular oedema (CSMO). It is defined
by one or more statements: retinal thickening in the area
within 500 pm from the center of the fovea; hard exudates
in the area within 500 um from the fovea combined with
adjacent retinal thickening; retinal thickening size of one
optic disc diameter (1500 um) which is at least in part
within the one disc diameter from the foveal center [12].
CSMO is confirmed by the biomicroscopic fundus exam-
ination, fluorescein angiography, and optical coherence
tomography (OCT) scan, with a concomitant decrease in
VA < 0.5 Snellen lines. The study included only eyes that
had not previously undergone any laser treatment or in-
travitreal application of anti-VEGF drugs. Only the eyes
with transparent ocular media were included in this study.
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Eyes with glaucoma, pre-existing other ocular diseases or
previous ocular surgery were excluded.

Full ophthalmologic examination, including VA mea-
surement, IOP measurement, biomicroscopy of ocular me-
dia, fundus biomicroscopy with Goldmann three-mirror
contact lens and Volk 78 lenses and spectral domain OCT
(SD-OCT) scanning was performed in all the patients be-
fore suprachoroidal injection of TA and at each follow-up
examination after one, six, nine, and 12 months. On the
first post-injection day, only a biomicroscopic examina-
tion of the anterior ocular segment and measurement of
IOP were performed, while during the subsequent control
examinations complete ophthalmological examinations
were performed as described above. It was decided that
anti-glaucoma drugs should be prescribed only in the case
of an IOP increase by more than 5 mmHg compared to
pre-injection values. A fixed combination of dorzolamide
hydrochloride-timolol maleate (Cosopt, MSD, Haarlem,
The Netherlands) was chosen as the initial antiglaucoma-
tous drug.

All the analyzed eyes had CSMO, confirmed and docu-
mented by fundus photography and fluorescein angiogra-
phy (Carl Zeiss, Meditec, Inc., Dublin, CA, USA). SD-OCT
examination was performed before the SCS TA injection
and then after one, six, nine, and 12 months using SD-OCT
(Optopol REVO NX 130 SD OCT, OPTOPOL Technology,
Zawiercie, Poland). The central subfield thickness (CST)
was measured and as its thickening > 305 pm for males
and > 290 um for females was considered pathological
according to the OCT 3 definition [13].

Suprachoroidal injection of TA was performed in the
operating room in sterile conditions, under local anes-
thesia. For TA injection, preservative-free 40 mg /1 ml
Kenalog was used (Kenalog, Bristol Myers Squibb, Athens,
Greece). Since 0.1 ml of the original Kenalog solution con-
tains 4 mg of triamcinolone, in order to achieve a higher
concentration of the drug, we applied the technique of
triple sedimentation, described by Jonas et al. [3]. The
entire volume of the 1 ml Kenalog bottle was aspirated
into a 1-ml tuberculin syringe. The syringe was vertically
positioned on the operating table for at least 15 minutes,
because of sedimentation. Then, upper 0.8 ml were elimi-
nated out of the syringe and only the 0.2 ml sedimentary
part of the crystal was left in the syringe. Ringer’s solution
was used to refill the 1 ml syringe, and then the syringe
was repositioned in the vertical position for 5 minutes
for additional sedimentation. This procedure of remov-
ing upper 0.8 ml of the suspension, refilling with Ringer’s
solution and re-sedimenting was repeated twice. In the
end, upper 0.9 ml was eliminated out of the syringe while
the remaining 0.1 ml, containing about 10 mg of TA, was
injected into the SCS.

For suprachoroidal TA injection we used a standard
1-ml tuberculin syringe with a 26G needle, 0.45 mm
in diameter and 12 mm in length (Chirana, Stara Tura,
Slovakia). In order to ensure adequate penetration into
the SPC, the preparation of this needle was performed as
follows. The needle was passed through the lumen of the
plastic sheath of the intravenous cannula 24G with an outer
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Figure 1. The preparation of small-gauge needles (26G) for supra-
choroidal injection

P— LR 3
Figure 2. The suprachoroidal space application of 10 mg /0.1 ml tri-

amcinolone acetonide in the superotemporal quadrant 4 mm from
the limbus

diameter of 0.7 mm (B Braun, Melsungen, Germany). This
plastic sheath of the branula was cut to an approximate
length of 11 mm so that only the tip of the needle up to
the bevelled edge was exposed, only 0.9-1 mm. Thus, only
the terminal tip of the needle was available for manipula-
tion, which was only long enough to penetrate through
the scleral thickness and reach the SPC. All these mea-
surements were performed using a sterile caliper. Figure

1 shows the preparation of a small-gauge needle (26G) for
suprachoroidal injection.

Before the intervention, the eye was cleaned with a solu-
tion of 5% povidone iodine. In the inferotemporal quad-
rant, 1% lidocaine was injected subconjunctivally. The
lid speculum was placed and patients were instructed to
look down and toward their nose. In the superotemporal
quadrant, a distance of 4 mm from the limbus was mea-
sured with a caliper and injection of TA was applied at
that point. The needle was inserted perpendicular to the
sclera wherein the bevel of the needle was pointed to the
opposite side of the limbus towards the posterior part of
the eyeball. In this way, the diffusion of the drug poste-
riorly to the macular area is ensured. The TA suspension
was injected slowly and during the entire time of admin-
istration, it was checked whether there was any backflow
from the injection site. If this was observed, additional
pressure was applied with the needle to create a small hole
in the sclera to ensure sufficient penetration through the
scleral thickness. After the injection is completed, the tip
of the needle is slowly pulled out of the injection site that is
gently pressed with a cotton swab to prevent spillage of the
suspension. Figure 2 shows the SCS application of 10 mg
/0.1 ml TA in the superotemporal quadrant 4 mm from
the limbus. Immediately after the intervention, the pres-
ence of cortisone crystals in the vitreal cavity was checked
with an indirect ophthalmoscope, which would indicate
an accidental unplanned intravitreal placement of TA. At
the end of the procedure, tobramycin 0.3%-dexamethasone
0.1% ointment was instilled. Ofloxacine 0.3% drops were
applied topically five times a day as the prophylactic treat-
ment for five days.

In analyzing statistical data, IBM SPSS Statistics,
Version 22.0 (IBM Corp., Armonk, NY, USA) was used.
The Kruskal-Wallis test was used for testing the changes
in macular thickness and VA during the follow-up period.
The value of p < 0.05 was considered to be statistically
significant.

RESULTS

The current study included 12 eyes of 12 diabetic patients.
Seven (58.3%) patients were female and five (41.7%) were

Table 1. The mean values of central subfield thickness, visual acuity, and intraocular pressure before suprachoroidal space injection of 10 mg/
0.1 ml triamcinolone acetonide and during the follow-up period after one, three, six, nine, and 12 post-injection months

Parameter Baseline > 1 month > 3 months > 6 months > 9 months > 12 months
CST um 447,67 +117.48 315.92 £45.49 257.66 £ 46.79 281.08 £43.11 295.51 £38.62 392.16 £57.27
H (315-802) (301-452) (241-403) (264-438) (265-452) (307-547)
P - 0.017* 0.000* 0.005* 0.012* 0.058
VA (Snellen) 0.32+0.15 0.49 +0.27 0.61+0.28 0.56 +0.25 0.51+0.2 0.37+0.19
(0.08-0.4) (0.2-0.7) (0.3-0.8) (0.3-0.7) (0.2-0.6) (0.1-0.5)
p - 0.017* 0.000* 0.011* 0.019* 0.055
|OP mmH 15.67 +2.25 19.42 +2.64 18.08 + 2.05 17.08 + 2.02 16.42 + 1.68 1592+ 1.97
9 (12-20) (15-22) (15-21) (14-21) (14-21) (14-20)
p - 0.048* 0.085 0.132 0.256 0.423

CST - central subfield thickness, VA - visual acuity, IOP - intraocular pressure;
p - values compared to baseline

*statistical significance
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compared to baseline (257.66 + 46.79 um,
p = 0.000), and remained stable at the end of
the sixth (281.08 + 43.11 um, p < 0.001) and
ninth month (295.51 + 38.62 pum, p = 0.012).
Figure 3a shows CSMO with very increased
CST (628 um) before the SCS injection, while
Figure 3b shows the significant resolution of
oedema in the central foveal zone (272 um)
even six months after the injection. At the end
of the 12th month, an increase in the CST was
observed (392.16 + 57.27 pm), and no longer
differed statistically from the initial thickness
(p = 0.058).

VA improved significantly at the end of
the first month in relation to the initial val-
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ues (0.49 + 0.27, p = 0.018), and at the end
of the third post-injection month this differ-
ence was the most pronounced (0.61 + 0.28,
p = 0.000). During the sixth and ninth month,
VA remained stable (0.56 + 0.25, p = 0.011;
0.51 £ 0.20, p = 0.019), but at the end of the
monitoring period, its decrease was noticed
and there was no longer a significant difference
from baseline (0.39 + 0.19, p = 0.055).

At the end of the first post-injection month,
a moderate statistically significant increase in
IOP in relation to the initial values was ob-
served (19.42 + 2.64 mmHg, p = 0.048), but
neither eye required the use of anti-glaucoma

Figure 3. a - Clinically significant macular oedema with very increased central subfield
thickness (628 pum) before suprachoroidal space injection; b - significant resolution of
oedema in the central foveal zone (272 pm) even six months after injection

male. The mean age of patients was 65.42 + 5.82 years
(53-73 years) and all had type 2 diabetes mellitus. The
average duration of diabetes mellitus in the examined pa-
tients was 17.42 + 2.87 years. CSMO which involves central
subfield of macula was confirmed in the right eye in seven
and in the left eye in five patients. All examined eyes were
phakic without or with very incipient cataract. In all the
eyes, the initial value of IOP was lower than 22 mmHg. No
laser treatment or intravitreal administration of anti-VEGF
agents were performed in any of the examined eyes until
the moment of SCS injection of TA.

Table 1 shows the mean values of CST, VA, and IOP
before SCS injection of 10 mg / 0.1 ml TA and during the
follow-up period after one, three, six, nine, and 12 post-
injection months.

The mean pre-injection value of CST was 447.67 + 117.48
pum (321-696 um), the average VA was 0.32 + 0.15 (0.08-
0.5), and the mean IOP was 15.67 + 2.35 mmHg (12-
20 mmHg).

OCT measurements at the end of the first post-injection
month showed a statistically significant reduction in CST
315.92 * 45.49 pum compared to pre-injection values of
447.67 £117.48 pm (p = 0.017). CST was especially statisti-
cally reduced at the end of the third post-injection month
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therapy. During the entire remaining follow-up
period there was no significant difference in the
level of IOP compared to baseline (after three
months 18.08 + 2.05 mmHg, p = 0.085; after six
months 17.08 + 2.02 mmHg, p = 0.132; after
nine months 16.42 + 1.68 mmHg, p = 0.256;
after 12 months 15. 92 + 1.97 mmHg, p = 0.423).

No significant cataract development occurred in either
eye during the follow-up period. The subconjunctival hem-
orrhage at the injection site is the only side effect during
this intervention and was observed in five eyes. Three
patients felt mild pain during the injection, most likely
due to expansion of the SCS. Immediately after the given
injection, by indirect ophthalmoscopy, we did not notice
in any of the eyes inadvertently intravitreal penetration of
TA and subretinal or choroidal hemorrhages, but in two
eyes dilation of vascular vessels at the injection site was
observed. In our study, during the follow-up period, no
eye had choroidal hemorrhage, retinal or choroidal detach-
ment or endophthalmitis.

DISCUSSION

Although intravitreal drug administration, especially of
anti-VEGF agents, is currently the major mode in the
treatment of retinal diseases, it has recently been shown
that drug administration to the SCS may represent a new
route for drug administration to the posterior ocular tis-
sue [5, 6]. Nowadays, the advanced OCT technology using
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the ultra-high-resolution OCT (UHR-OCT), that has far
deeper scanning penetration of the posterior eye segment,
the SCS can be identified as hyporeflective band between
the outer border of the choroid and the sclera [14].

Clinical trials have shown promising results in the ap-
plication of TA via this route in reducing macular oedema
in patients with various retinal diseases [7, 8, 9, 15, 16, 17].
Our results are in complete agreement with the findings
of other researchers that this type of treatment of DMO
is very effective. However, the design of these studies dif-
fered somewhat. Some of them used the SCS TA injection
as mono-therapy and some combined it with simultane-
ous SCS application of anti-VEGF drugs [9, 16, 17]. Some
studies have used the SCS TA injection in patients with no
previous therapeutic exposure (primary naive patients),
and others in patients with persistent retinal thickening
despite anti-VEGF therapy [9, 16]. As reported in previ-
ous studies, a single SCS injection of 4 mg/ 0.1 ml TA is
highly effective in reducing DMO for up to six months; at
six months after SCS TA injection, the mean CST in the
HULK trial was about 22%, while in the study by Yousef
et al. [17] it was 36.6% lower than the initial values [16].
In our work, at the end of the sixth post-injection month,
we noticed that CST was about 35% lower than the pre-
injection values. Similar to the reduction in CSFT, both of
these studies showed that there was a significant improve-
ment in VA after injection: after 6 months in the HULK
trial, the mean best-corrected visual acuity gain was +1.7
Snellen lines, while in the study by Yousef et al. [17], the
mean best-corrected visual acuity gain was +2.0 Snellen
lines [16]. In our study, this increase in VA after six months
was about +2.4 Snellen lines.

The length of therapeutic effect of the SCS injected with
4 mg/ 0.1 ml TA has not yet been determined. The conclu-
sions of different studies are very different from each other.
In the HULK trial, patients received the mean of 2.6 SCS
TA injections during the six months of follow-up, i.e., every
2.5 months [16]. The MAGNOLIA study reported that
approximately 50% of patients did not require additional
treatment until nine months after the last SCS TA injec-
tion [7]. The PEACHTREE study that followed patients for
16 weeks after the SCS TA injection found that after four
months, only 13.5% of them required repeated treatment
[15]. All the above studies used a dose of 4 mg / 0.1 ml TA.
The results of our study indicate that with a higher dose
(10 mg /0.1 ml TA), DMO can be successfully regulated
with a single injection even for up to nine months.

Fluid from SCS can be cleared via physiological path-
ways by passive diffusion through the scleral canals around
the vortex veins or through fenestrated choroidal capil-
laries. However, the particles of a suspension cannot be
cleared by diffusion before they degrade [18]. Since ex-
perimental works have shown that large molecules can be
retained in the SCS for a longer period of time due to slow
clearance, this leads to the conclusion that the liquids in
the form of a suspension are a better option for sustained
drug delivery than solutions. Since TA particles have an
average size of 11.8-18.8 um, and their aggregates can be
as large as 100-200 pm, the clearance rate of TA crystals
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is very slow [19]. Slow clearance of TA suspension can
sustain the release of the drug over a long period of time,
enabling high therapeutic concentrations within the retina,
retinal pigment epithelium, and choroid.

All the previous studies had in common that they all
used the same dose of 4 mg / 0.1 ml TA for the SCS injec-
tion and all showed that DMO could be successfully regu-
lated for up to six months. In our study we used a 2.5-times
higher concentration of TA (10 mg / 0.1 ml) and our results
indicate that DMO can be successfully controlled with this
dose for up to nine months. It was only after nine months
that we noticed the recurrence of oedema, followed by a
consecutive decrease in VA which would require a repeated
injection.

Two most common side effects of intravitreal injection
of TA are the increase of IOP and cataract development. In
the report by the Diabetic Retinopathy Clinical Research
(DRCR) network, the use of intravitreal triamcinolone
acetonide 4 mg was associated with 40-50% incidence
of IOP elevation, and 51-59% incidence of cataract [4].
As reported by previous studies, the SCS of TA injection
significantly less often leads to these complications. This
can be explained by the fact that the anterior propagation
of the TA is restricted by the scleral spur, so the structures
in the anterior part of the eye, especially the crystalline
lens and trabecular meshwork, are spared from high drug
exposure. In the PEACHTREE study, IOP elevation was
recorded in 11.5%, in the TANZANITE study in 8.7%,
and in the TYBEE study in only 8.3% of the eyes [8, 9,
15]. Also, the incidence of cataract is significantly lower
compared to intravitreal use of TA: in the PEACHTREE
study cataract development was recorded in 11.5%, while
in the TANZANITE study in only 4.4% of the eyes [8, 15].
Some studies did not show an IOP elevation and cataract
development at all during the follow-up period [17]. In our
study, a slight increase in IOP was observed at the end of
the first post-injection month, but the IOP values by the
end of the monitoring period did not differ statistically
from the initial values.

We did not observe significant side effects in any of the
analyzed eyes, either during the SCS TA injection or during
the entire follow-up period. Our results support the fact
that such a high concentration of TA is well tolerated and
safe for diabetics. Although our study had a small number
of eyes analyzed, due to the delicacy of the design and
examination procedures, its results led us to the conclu-
sion that only one concentrated (10 mg / 0.1 ml) TA SCS
injection can stabilize macular oedema very effectively for
nine months and maintain satisfactory VA. According to
the newest data, our results confirm that a high concentra-
tion of SCS-applied TA can stabilize DMO over a much
longer period compared to lower doses, without any ad-
ditional side effects [20]. The main limitation of our study
was the small number of eyes analyzed to draw a reliable
conclusion that a concentrated dose of 10 mg/ 0.1 ml TA is
effective over a long period of time in the majority of eyes
with clinically significant diabetic macular edema, and the
fact that we were not able to use the UHR-OCT instrument
for evaluation of the SCS after injection.
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CONCLUSION

Suprachoroidal injection of TA provides high therapeutic
drug concentrations in the target tissues i.e., the retina,
retinal pigment epithelium, and choriocapillaris. In the
treatment of DMO, the SCS application of TA leads to
significant reduction of oedema and significant improve-
ment of VA. Slow clearance of TA suspension can allow
the sustained release of the drug over a long period of
time. The single dose of 10 mg / 0.1 ml TA injected into
the SCS can significantly stabilize macular oedema and
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maintain satisfactory VA for up to nine months. Since
the propagation of TA applied in this way to the anterior
ocular structures is very limited compared to intravitreal
application of TA, the incidence of IOP elevation and the
cataract development is much lower. A greater number of
participants, a longer period of monitoring, and the use of
an UHR-OCT instrument to assess the SCS after injection
are necessary to conclude the benefit of the suprachoroi-
dal-applied high-dose TA in the treatment of DMO.
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Concentrated triamcinolone acetonide suprachoroidally administered for the treatment of diabetic macular oedema

CYﬂanOPOMAaﬂHO dN/IMKOBaH KOHUEHTPOBAHU TPUAMLUUHONIOH-aUETOHUA Y /1eveby

AnjabeTUuKor makynapHor egema

HeHap Metposuh'?, QywaH Togoposuh'? CyHumua Cpehkosuh'?, Muxanno JoBaHoBuh?, TaTjaHa LlapeHau-Bynosuh'2
'YHuBep3utet y KparyjesLy, OakynteT MeAULIMHCKNX HayKa, KaTeapa 3a opTanmonorujy, Kparyjesau, Cpbuja;

2KnuHuukn yeHTap Kparyjesal, KnuHuka 3a odptanmonorujy, Kparyjesau, Cp6uja;

*YHuBep3auTeT y KparyjesLy, GakynTeT MeanLMHCKNX Hayka, Kparyjesau, Cpbuja

CAMETAK

Yeoa/Uwnm [Injabetniukn makynapHu efem je abHopmanHo
HaKyn/bake TeYHOCTW Yy MaKynapHOM TK/BY Koje fOBOAM A0
HEeroBor 3afebrbatba.

Ll ctyamje je 6uo aa ce npoueHy edrkacHOCT UHjeKLinje KOH-
LIeHTPOBaHOr TPUaMLVHONOH-aueToHnaa og 10 mg/ 0,1 mly
CynpaxopouanHu NpocTop Kof 6onecHrKa ca Anjabetnykmum
MaKyNnapHUM eJeMOM 1 CHIIXKEHOM BUAHOM OLUTPUHOM.
Mertoge Kop 12 ouujy ca gujabetnuknm MakynapH/M efemMoM,
Koje 0 Tafia HUCY MMae HIIKaKaB NPETXOAHU TPeTMaH, ynoTpe-
60M vrne Manor npevyHuKa (26l) annrkoBaHa je nHjeKumja o
10 mg/ 0,1 m/ TpuamMUMHONOH-aLeToHMAA Y CynpaxoponganHu
MPOCTOp Y CynepoTeMnopanHOM KBagpaHTy oKa, 4 mm of M-
6yca. [pe nHjeKuwje, Kao 1 jeaaH MeceL, Tpw, LWEeCT, AeBET 1 12
MeceLn Nocsie VHjeKuuje, NpoBepaBaHm Cy BUAHA OLITPUHA 1
MHTPAOKY/apHW NPUTUCAK, @ LieHTpanHa GoBeanHa feb/buHa je
MepeHa NomMohy onTuYKe KoXepeHTHe Tomorpaduije.
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PesynrtaTtm JefaH mecel, Tpu, WECT 1 eBET MeCeLn NoC/e NH-
jeKupje DoLWo je A0 CTATUCTUYKM 3HAUajHOT CMarberba LieHTpast-
He doBeanHe aebsbuHe (315,92 um, 257,66 um, 281,08 um n
295,51 um pecneKT1BHO) y OAHOCY Ha HeHY NOYEeTHY BpegHOCT
op 447,67 um. Kpajem 12. meceLia NoHOBO je npumeheH nopact
LieHTpanHe poseanHe aebsbrHe Ao 392,16 um. BuaHa owTtpuHa
Ce 3HayajHo noborbluana y ofHOCY Ha noyeTHy BpeaHocT (0,32)
TOKOM npBa Tpu Mecewa (0,61) 1 ocTana je ctabunHa o Kpaja
fesetor meceua (0,51), anu ce Ha Kpajy 12. meceL,a NTOHOBO CMa-
rbuna (0,39). Tokom unTaBor nepuopa npahema HY Kog jegHor
oKa Hucy npumeheHun 3HayYajHO MOBULLIEHE NHTPAOKYAPHOT
NPUTUCKA 1 Pa3BOj KaTapakTe.

3akiyuak JegHa gosa og 10 mg/ 0,1 ml TpuamuymHonoH-aueTo-
Hua ybpur3raHa y cynpaxopovaanHy NpocTop MoXe 3HauajHO
CTabunr3oBaTy AnjabeTNyKN MaKynapHu efem 1 ofpaTu 3a-
[0BOJbaBajyhy BUAHY OLITPUHY A0 AEBET MECELIN.

KrbyuHe peumn: avjabetruky MakynapHu eaem; TpraMLUMHOIOH-
-aLeToHuns; cynpaxopouganHa nHjekuuja
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