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ABSTRACT

AIM: Secondary radiation-related side effects like secondary glaucoma (SG) of different modalities of
treatment in uveal melanoma patients can appear in certain interval after therapy. This study describes the
incidence of SG in patients after stereotactic radiosurgery (SRS).

METHOD: The data of 230 patients treated by SRS were reviewed for SG. Group of 83 patients who were
observed 5 years after treatment in one center with follow-up regularly at least 4 times per year were
analyzed.

RESULTS: In group of 83 patients with the median age 59 years, the median tumor volume at baseline was
0.41 cmd. The survival without SG after single dose SRS was 94 % in 1.5 year, 77 % in 2 years, 57 % in 3
years, 43 % in 3.5 years, and 18 % in 4.5 year after irradiation. In 6 patients (7.2 %) secondary enucleation
was necessary due to SG. Both predictors (tumor volume and age of patient) at the time of SRS were not
statistically significant by Cox proportional-hazards regression.

CONCLUSIONS: Complications like SG in 5 year interval after irradiation can lead to secondary enucleation

of the eye globe (Fig. 3, Ref. 44). Text in PDF www.elis.sk.
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Introduction

The most common and most aggressive primary intraocular
tumor in adults is uveal melanoma. The incidence of uveal mela-
noma varies from 0.2 to 1.0 / 100 000 inhabitants and the predi-
lection site of uveal melanoma is the choroid (90 %). On a smaller
scale, they are found in the iris (4 %) or the ciliary body (6 %) (1,
2). We know two basic components of the metastatic process so
called Zimmermann effect, that can lead to metastasis, these are
properties of the primary uveal melanoma and host mechanisms
involved with controlling pre-existent metastatic diseas (3). In
last century enucleation was the standard treatment method for
posterior uveal melanoma wit aim to prevent metastatic process.
A suitable and increasingly preferred alternative has been to use
conservative methods (4). Currently, first-line treatment for this
malignancy is currently resection, radiation therapy, and enucle-
ation. Radiotherapy can be performed as plaque brachytherapy
and teletherapy, in which a proton beam, helium ion, or SRS can
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be used using a cyber knife, a gamma knife, or a linear accelera-
tor (LINAC) (2). Despite any attempt to minimize adverse effects,
there is a development of therapeutic complications.

Large choroidal melanoma or iridociliary melanoma can rarely
present primary with the features of nevascuilar glaucoma (5).
Secondary glaucomas are a heterogeneous of conditions in which
elevated intraocular pressure is the leading pathological factor
causing glaucomatous optic neuropathy (6). There are many causes
of SG. It may also arise as a result of treatment that appears to be
effective (6). SG may occur despite effective treatment of uveal
melanoma (7). It has been described as the second most common
complication of radiation therapy, leading to the need for enucle-
ation. Furdova et al have analyzed the association between sec-
ondary enucleation and the presence of SG or haemophthalmus
and radiation-induced optical neuropathy after SRS. Enucleation
as a result of SG was found in 16.7 % of patients while optical
neuropathy was significantly associated with a higher dose in SRS.
Overall survival of patients undergoing secondary enucleation did
not differ from patient survival without enucleation (8).

Secondary post-irradiation glaucoma may be treated with any
group of antiglaucomatic drugs, taking into account the specific
drug or its active agent conitraindications (9). Depending on the
intraocular pressure value, we treat it as a first-choice method for
monotherapy or combination therapy. Most publications recom-
mend treatment with 3 receptor blockers, a-2 receptor agonists,
and carbonic anhydrase inhibitors (10). Prostaglandin-like drugs
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increase the activity of matrix metalloproteinases and reduce the
resistance of aqueous fluid discharge through the uveal scleral
pathway, thus potentially increasing the risk of tumor dissemina-
tion. When drugs are ineffective and do not reach the target IOP,
glaucoma surgery is an option. Conventional glaucoma operations,
including filtration operations such as basal iridectomy trabeculec-
tomy, drainage implants, and the like, may be used (11,12). Lee et
al however, it states that surgery alone can speed up tumor spread
(12). Piirtola et al in their work, the use of transcleral photoco-
agulation therapy as a possibility to reduce IOP in patients with
SG has been reported because ciliary body photocoagulation or
cryotherapy can cause regional death of tumor cells and thereby
alleviate high intraocular pressure (13).

Cyclocryopexia can be used to treat or ameliorate SG. The ac-
tion of cryosondy at the site of the ciliary body causes destruction
of its cells and consequent reduction of aquous humor production
as well as regional cell death, thus relieving high eye pressure.
Finger in his work also mentions another possibility of using
cryosons in the treatment of melanoma, for eye traction during
enucleation. Cryoprobe was used to induce proptosis during optic
nerve transsection. The surface of the probe creates corneal ad-
hesion and lifts the eye. This simplifies access to the optic nerve.
The aim of our work is to describe the incidence and prevalence
of SG as a complication of SRS on LINAC depending on indi-
vidual types of uveal melanoma. In this study we assess the treat-
ment of posterior uveal melanoma by one-day session LINAC
based SRS and risk for SG.

Methods

The data of all 230 patients treated by LINAC based therapy
for uveal melanoma (ciliary body and choroid) were reviewed.
Patients with follow-up less than 36 months were excluded. Data
of 83 patients who were observed 5 years after treatment with
follow-up regularly at least 4 times per year were analyzed.

Medical records were screened for neovascularization of the
iris, increased intraocular pressure (IOP) > 23 mmHg and anti-
glaucomatous therapy of IOP lowering medication was analyzed
in the interval after irradiation on LINAC. Ophthalmological ex-
aminations were scheduled after 3, 6, 12, 18, and annually after
treatment. Follow-up care by an oncologist included ultrasound of
liver, CT or 18FDG PET/CT in some patients, if needed.

Ultrasound and magnetic resonance findings were basic to in-
dicate patient for LINAC therapy. After stereotactic frame fixed
to the head and the sutures from extraocular direct muscles were
tied to the stereotactic Leibinger frame patient underwent CT and
MRI examination. The individual plan for SRS was optimized ac-
cording to the critical structures - lenses, optic discs, optic nerves
and chiasm. The planned therapeutic dose into the tumor mass was
35.0 Gy. The doses to the critical structures for the optic nerve and
the optic disc were 8.0 Gy and 10.0 Gy to the anterior segment
of the eye and lens.

The regular follow-up examination included slit lamp examina-
tion, ophthalmoscopy, intraocular pressure measuring, ultrasound,
optical coherence tomography and photodocumentation.
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Results

The group of 83 patients after applied exclusion criteria was
identified from 230 patients treated on LINAC. The therapeutic
dose for irradiation was 35.0 Gy (Fig. 1).

Age of patients ranged from 24 to 82 years with the median
59 years. The number of male was 36 (43.4 %) and number of
female 47 (56.6 %). The median tumor volume at baseline was
0.41 cm? (with range from 0.11 to 0.95 cm?). The survival without
SG after single dose SRS was 94 % in one and half year, 77 % in
two years, 57 % in three years, 43 % in three and half years, and
18 % in four and half year after irradiation. In 6 patients (7.2 %)
secondary enucleation was necessary due to complications — SG
(Fig. 2). Enucleation free interval ranged from one and half year
to three years.

We calculated one Cox proportional-hazards regression (Fig.
3). Two predictors were taken into account: tumor volume and age
of patient at the time of SRS. The calculation results confirmed that
no one predictor, age of patient (p = 0.51 with Risk Ratio 1.0159)
or tumor volume (p = 0.24 with Risk Ratio 9.5257), was significant
prognostic factors in this Cox proportional-hazards regression for
survival without SG analysis. The results of this analysis indicate
that both predictors are not statistically significant.

L il _ e
Fig. 1. Stereotactic planning scheme for patient with large uveal mela-
noma (tumor volume 1.0 cm?).

Fig. 2. Macrophotograph of the same patient’s anterior segment 1.5
years after SRS with developed secondary neovascular glaucoma and
complicated cataract.
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Fig. 3. The survival without SG after single dose of SRS.

Discussion

Photon beam irradiation has been under clinical investigation
for the treatment of uveal melanoma over 20 years. The therapeu-
tic single dose has been reduced to as low as 35.0 Gy over the
past few years (14, 15). This dose is used in our study. Doses of
40.0 Gy delivered at the 50 % isodose result in good local tumor
control and acceptable toxicity. Linear accelerators have the ad-
vantage of a feasible fractionation. A hypofractionated scheme of
4-5 fractions in different studies for uveal melanoma has been
reported over 90 %, 5 and 10 years after treatment good local tu-
mor control rates (16, 17).

High rates of local control can be achieved with 5-year control
rates exceeding 95 % in patients treated with charged particles,
while visual acuity is depending on tumor stage — tumor size and
location (1, 18).

Recent studies have suggested that gamma knife radiosur-
gery and SRS may be an appropriate alternative for treating uveal
melanoma in those patients, in whom lesions are ineligible for
conventional brachytherapy. The findings in the series suggest a
role of SRS in the treatment of selected cases of uveal melanoma
(15,19).

Radiogenic side effects after stereotactic radiotherapy are cata-
ract, radiation retinopathy development, opticopathy and neovas-
cular glaucoma. They result to secondary visual acuity losses and
in some cases it is necessary to perform secondary enucleation. An
important cause of visual morbidity can be secondary glaucoma.
To prevent irreversible visual acuity reduction is necessary to start
treatment as soon as possible (20). Overall, stereotactic photon
beam radiotherapies are considered effective treatment modali-
ties for uveal melanoma, with promising late tumor control and
toxicity rates. Stereotactic irradiation of uveal melanoma is safe
and precise treatment option. Local control was found to be ex-
cellent. LINAC based stereotactic irradiation for uveal melanoma
is feasible and well tolerated and can be offered to patients with
medium sized and unfavorably located uveal melanoma who are
searching for an eye-preserving treatment (21).

Aretrospective study of Meyer et al pointed out that irradiation
0f 30.0 Gy of more than 2 mm of the optic nerve head initiated an
optic neuropathy (22).

Recent studies have suggested that gamma knife radiosur-
gery and SRS may be an appropriate alternative for treating
uveal melanoma in those patients in whom lesions are ineligible
for conventional brachytherapy (23). The findings in the series
suggest a role of SRS in the treatment of selected cases of uveal
melanoma.

The eye retention is one of the main goals of the conserva-
tive treatment but in some cases enucleation can be indicated due
to complications after therapy, e.g. secondary neovascular glau-
coma (24, 25).

Fractionated stereotactic radiotherapy and one day session
SRS have emerged as promising, non-invasive treatments for
uveal melanoma (26). According to our results a single one-day
sessions SRS with 35.0 Gy is sufficient to treat small and middle
stage melanoma (27).

Secondary complications after brachytherapy is most fre-
quently SG (28-30) but only few studies concerning CyberKnife
irradiation are available (31, 32). These studies use different cri-
teria of SG (in some of them increase intraocular pressure over
23 mmHg, in others over 25 mmHg). In our study elevated IOP
was measured by non-contact tonometry and patients with pri-
mary open angle glaucoma before stereotactic irradiation were
excluded from our study.

Siedlecki et al diagnosed 96 % of patients with SG they had
therapy by eye drops, and some of them needed secondary enucle-
ation due to blind amaurotic eye (7). In this study they compared
SG in group of patients treated with brachytherapy and patients
with robotic CyberKnife radiosurgery and SG was significantly
more frequent after robotic radiosurgery than brachytherapy with
Ru-106 plaques. In that study the incidence of SG at 5 years inter-
val was 46.7 %. Comparable results, 33 %, can be found in study
of Klingenstein et al (33).

Shields et al assumed that higher tumor thickness may be as-
sociated with increased incidence of SG (34). Tumor thickness is
a very important risk factor for SG (35-37).

In brachytherapy the elevation of the tumor in maximum is
mostly 6 mm, by external radiotherapy we can irradiate tumor
above 6 mm and also in close proximity to the macula or optic
nerve head. But patients with a tumor thickness less than 6 mm
are eligible for both BT and external radiotherapy. CyberKnife/
RRS irradiation represents one of the most advanced forms of ra-
diosurgery nowadays (38). No difference in severity of SG was
found between RRS and BT (7). This is important, because about
50 % of patients with SG in that study needed IOP/lowering medi-
cation and need of surgery and especially of enucleation, which
was necessary in every fourth patient with SG.

The most important radiation/related risk factors for SG are
localization of the tumor in the ciliary body and near the posterior
pole (36, 39, 40).

In our study first signs of SG were observed after a median of
24 months, in studies of Mueller et al and Muacevic et al it was
10-21 months (23, 31).
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In other studies they compared RRS to BT. They realized a
comparable safety profile in terms of incidence of SG to both ra-
diation modalities. Irradiation techniques have a great importance
for eye retention, but SG with tumor recurrence make up §2-90
% of reasons for secondary enucleation (37, 41, 42).

Long term follow-up screening for late complications after
stereotactic irradiation like SG is necessary. In patients after ir-
radiation techniques in treatment of secondary glaucoma medi-
cal therapy, transscleral cyclophtotocagulation, laser iridotomy
or minimally invasive glaucoma surgery can be applied for eyes
with regressed posterior segment melanoma in patients with no
iridociliary involvement, but in some conditions also enucleation
is necessary (43). In study of Fatehi (44) they reported patients
safety and IOP control after placement of a glaucoma drainage
device in eyes treated for uveal melanoma. Due to their results
they suggest that glaucoma filtration surgery can be effective in
patients with uveal melanoma with secondary glaucoma develop-
ment , but local tumor control is basic to decide in that treatment
modality. In our study we did not apply filtration surgery in pa-
tienst with secondary glaucoma.

Conclusions

Secondary complications after stereotactic one day session
LINAC based radiosurgery with a single dose 35.0 Gy is one of
treatment options in uveal melanoma. According to our results
one-day session SRS with 35.0 Gy is sufficient to treat small and
middle stage choroidal melanoma. SG in 5 year interval after ir-
radiation can lead to secondary enucleation of the eye globe.

References

1. Damato B, Kacperek A, Chopra M, Campbell IR, Errington RD.
Proton beam radiotherapy of choroidal melanoma: the Liverpool-Clatter-
bridge experience. Int J Radiat Oncol Biol Phys 2005; 62 (5): 1405-1411.

2. Kaliki S, Shields CL. Uveal melanoma: relatively rare but deadly can-
cer. Eye (Lond) 2017; 31 (2): 241-257.

3. Grossniklaus HE. Understanding Uveal Melanoma Metastasis to the
Liver: The Zimmerman Effect and the Zimmerman Hypothesis. Ophthal-
mology 2019; 126 (4): 483-487.

4. Furdova A, Strmen P, Sramka M. Complications in patients with uveal
melanoma after stereotactic radiosurgery and brachytherapy. Bratisl Lek
Listy 2005; 106 (12): 401-406. PMID: 16642665.

5. Sahu S, Bhutia TW, Shrestha V, Singh SK, Puri LR. Large choroidal
melanoma presenting as neovascular glaucoma. GMS Ophthalmol Cases
[Internet] 2019 May 31 [cited 2019 Aug 5]; 9. Available from: https://
www.ncbi.nlm.nih.gov/pmc/articles/PMC6607447/

6. European Glaucoma Society Terminology and Guidelines for Glau-
coma, 4th Edition — Chapter 2: Classification and terminologySupported by
the EGS Foundation: Part 1: Foreword; Introduction; Glossary; Chapter
2 Classification and Terminology. Br J Ophthalmol 2017; 101 (5): 73—127.

7. Siedlecki J, Reiterer V, Leicht S, Foerster P, Kortiim K, Schaller
U et al. Incidence of secondary glaucoma after treatment of uveal mela-
noma with robotic radiosurgery versus brachytherapy. Acta Ophthalmol
2017; 95 (8): €734-739.

948

8. Furdova A, Waczulikova I, Sramka M, Kralik G, Zahorjanova P,
Kapitanova K. Relative survival rates and presence of complications in
uveal melanoma patients after stereotactic radiosurgery. Adv Ophthalmol
Vis Syst 2018; 8 (6): 283-289.

9. Wanner JB, Pasquale LR. Glaucomas secondary to intraocular mela-
nomas. Semin Ophthalmol 2006; 21 (3): 181-189.

10. Othman IS, Assem M, Zaki IMA. Secondary glaucoma as initial man-
ifestation of uveal melanoma. Saudi J Ophthalmol 2013; 27 (3): 203-208.

11. Skalicky SE, Giblin M, Conway RM. Diffuse iris melanoma: Re-
port of a case with review of the literature. Clin Ophthalmol 2007; 1 (3):
339-342.

12. Lee V, Cree IA, Hungerford JL. Ring melanoma — a rare cause of
refractory glaucoma. Br J Ophthalmol 1999; 83 (2): 194-198.

13. Piirtola A, Puska P, Kivela T. Red laser cyclophotocoagulation in the
treatment of secondary glaucoma in eyes with uveal melanoma. J Glau-
coma 2014; 23 (1): 50-55.

14. Furdova A, RiZicka J, Sramka M, Kralik G, Chorvath M, Kusenda
P. [Choroidal melanoma stage T1 - comparison of the planning protocol for
stereotactic radiosurgery and proton beam irradiation]. Cesk Slov Oftalmol
2012; 68 (4): 156-161.

15. Furdova A, Sramka M, Chorvath M, Kralik G, Krasnik V, Krcova
I et al. Stereotactic radiosurgery in intraocular malignant melanoma — ret-
rospective study. Neuro Endocrinol Lett 2014; 35 (1): 28-36.

16. Dieckmann K, Georg D, Zehetmayer M, Bogner J, Georgopou-
los M, Potter R. LINAC based stereotactic radiotherapy of uveal mela-
noma: 4 years clinical experience. Radiotherapy and Oncology 2003; 67
(2): 199-206.

17. Furdova A, Slezak P, Chorvath M, Waczulikova I, Sramka M,
Kralik G. No differences in outcome between radical surgical treatment
(enucleation) and stereotactic radiosurgery in patients with posterior uveal
melanoma. Neoplasma 2010; 57 (4): 377-381.

18. Gragoudas ES, Lane AM, Munzenrider J, Egan KM, Li W. Long-
term risk of local failure after proton therapy for choroidal/ciliary body
melanoma. Trans Am Ophthalmol Soc 2002; 100: 43—-48.

19. Furdova A, Horkovicova K, Justusova P, Sramka M. Is it sufficient
to repeat LINEAR accelerator stereotactic radiosurgery in choroidal mela-
noma? Bratisl Lek Listy 2016; 117 (8): 456-462.

20. Dubey S, Jain K, Mukherjee S, Sharma N, Pegu J, Gandhi M et
al. Current profile of secondary glaucoma in a Northern India tertiary eye
care hospital. Ophthalmic Epidemiol 2019; 26 (3): 200-207.

21. Dieckmann K, Bogner J, Georg D, Zehetmayer M, Kren G, Pot-
ter R. A linac-based stereotactic irradiation technique of uveal melanoma.
Radiother Oncol 2001; 61 (1): 49-56.

22. Meyer A, Lévy C, Blondel J, D’hermies F, Frau E, Schlienger P et
al. [Optic neuropathy after proton-beam therapy for malignant choroidal
melanoma]. J Fr Ophtalmol 2000; 23 (6): 543-553.

23. Mueller AJ, Talies S, Schaller UC, Horstmann G, Wowra B,
Kampik A. Stereotactic radiosurgery of large uveal melanomas with the
gamma-knife. Ophthalmology 2000; 107 (7): 1381-1387.

24. Ghazi NG, Ketcherside CS, Sheehan J, Conway BP. Gamma knife ra-
diosurgery for uveal melanoma ineligible for brachytherapy by the Collab-
orative Ocular Melanoma Study criteria. Open Access Surg 2008; 1: 21-24.

25. Krema H, Somani S, Sahgal A, Xu W, Heydarian M, Payne D
et al. Stereotactic radiotherapy for treatment of juxtapapillary choroidal
melanoma: 3-year follow-up. Br J Ophthalmol 2009; 93 (9): 1172-1176.



Sekac J et al. Secondary glaucoma in small versus large uveal melanoma patients...

26. Henderson MA, Shirazi H, Lo SS, Mendonca MS, Fakiris AJ,
Witt TC et al. Stereotactic radiosurgery and fractionated stereotactic ra-
diotherapy in the treatment of uveal melanoma. Technol Cancer Res Treat
2006; 5 (4): 411-419.

27. Furdova A, Strmen P, Waczulikova I, Chorvath M, Sramka M,
Slezak P. One-day session LINAC-based stereotactic radiosurgery of
posterior uveal melanoma. European Journal of Ophthalmology 2012;
22 (2): 226-235.

28. Summanen P, Immonen I, Kiveld T, Tommila P, Heikkonen J,
Tarkkanen A. Radiation related complications after ruthenium plaque
radiotherapy of uveal melanoma. Br J Ophthalmol 1996; 80 (8): 732—739.

29. Shields CL, Mashayekhi A, Shields JA. By Sleight of Hand, Progno-
sis Determined-Even for Small Choroidal Melanoma. JAMA Ophthalmol
2018; 136 (5): 488-489.

30. Sagoo MS, Shields CL, Emrich J, Mashayekhi A, Komarnicky L,
Shields JA. Plaque radiotherapy for juxtapapillary choroidal melanoma:
treatment complications and visual outcomes in 650 consecutive cases.
JAMA Ophthalmol 2014; 132 (6): 697-702.

31. Muacevic A, Nentwich M, Wowra B, Staerk S, Kampik A, Schaller
U. Development of a streamlined, non-invasive robotic radiosurgery meth-
od for treatment of uveal melanoma. Technol Cancer Res Treat 2008; 7
(5): 369-374.

32. Zorlu F, Selek U, Kiratli H. Initial results of fractionated CyberKnife
radiosurgery for uveal melanoma. J Neurooncol 2009; 94 (1): 111-117.

33. Klingenstein A, Fiirweger C, Nentwich MM, Schaller UC, Foerster
PI, Wowra B et al. Quality of life in the follow-up of uveal melanoma pa-
tients after CyberKnife treatment. Melanoma Res 2013; 23 (6): 481-488.

34. Shields CL, Naseripour M, Cater J, Shields JA, Demirci H, Youseff A
et al. Plaque radiotherapy for large posterior uveal melanomas (> 8-mm thick)
in 354 consecutive patients. Ophthalmology 2002; 109 (10): 1838—1849.

35. Zehetmayer M. Stereotactic photon beam irradiation of uveal mela-
noma. Dev Ophthalmol 2012; 49: 58—-65.

36. Mishra KK, Daftari IK, Weinberg V, Cole T, Quivey JM, Castro
JR et al. Risk factors for neovascular glaucoma after proton beam therapy
of uveal melanoma: a detailed analysis of tumor and dose-volume param-
eters. Int J Radiat Oncol Biol Phys 2013; 87 (2): 330-336.

37. van den Bosch T, Vaarwater J, Verdijk R, Muller K, Kili¢ E, Pari-
daens D et al. Risk factors associated with secondary enucleation after
fractionated stereotactic radiotherapy in uveal melanoma. Acta Ophthal-
mol 2015; 93 (6): 555-560.

38. Kaul D, Badakhshi H, Gevaert T, Pasemann D, Budach V, Tuleas-
ca C et al. Dosimetric comparison of different treatment modalities for
stereotactic radiosurgery of meningioma. Acta Neurochir (Wien) 2015;
157 (4): 559-563.

39. Hirasawa N, Tsuji H, Ishikawa H, Koyama Ito H, Kamada T, Mizoe
JE et al. Risk factors for neovascular glaucoma after carbon ion radio-
therapy of choroidal melanoma using dose-volume histogram analysis. Int
J Radiat Oncol Biol Phys 2007; 67 (2): 538-543.

40. Langmann G, Pendl G, Klaus-Miillner null, Papaefthymiou G,
Guss H. Gamma knife radiosurgery for uveal melanomas: an 8-year ex-
perience. J Neurosurg 2000; 93 Suppl 3: 184-188.

41. Eibl-Lindner K, Fiirweger C, Nentwich M, Foerster P, Wowra B,
Schaller U et al. Robotic radiosurgery for the treatment of medium and

large uveal melanoma. Melanoma Res 2016; 26 (1): 51-57.

42. Macdonald ECA, Cauchi P, Kemp EG. Proton beam therapy for
the treatment of uveal melanoma in Scotland. Br J Ophthalmol 2011; 95
(12): 1691-1695.

43. Camp DA, Yadav P, Dalvin LA, Shields CL. Glaucoma secondary
to intraocular tumors: mechanisms and management. Curr Opin Ophthal-
mol 2019; 30 (2): 71-81.

44. Fatehi N, McCannel TA, Giaconi J, Caprioli J, Law SK, Nouri-
Mahdavi K. Outcomes of Glaucoma Drainage Device Surgery in Eyes
with Treated Uveal Melanoma. Ocul Oncol Pathol 2019; 5 (1): 20-27.

Received June 19, 2019.
Accepted September 5, 2019.

949



