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Abstract

Lung cancer is the most common neoplasia and the most common cause of cancer mortality. The condition is usually diagnosed at a
locally advanced or metastatic stage, which is a bad prognostic factor. Around 40% of all oncology patients with brain metastases have
lung cancer.

Modern linear accelerators allow clinicians to perform radiosurgery and deliver a high radiation dose to low volume with a high dose
gradient. Herein we present a 55-year-old male patient who received radiosurgery four times over three years — two times with Gamma
Knife and two times with CyberKnife. Re-irradiation gives the opportunity to treat a local progression of a metastasis, which already has
been irradiated. A series of control brain magnetic resonance imaging confirmed a good local control of treated lesions with no necrosis
in surrounding healthy tissue or significant oedema. The neurological symptoms were completely controlled and the quality of life of
the patient improved considerably. Radiosurgery is a prevalent, non-invasive, painless method of treatment with proven clinical results.
It may be reused as long as it has clinical benefits to the patient.
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INTRODUCTION

Radiation oncology occupies a leading position in the tre-
atment of cancer-diagnosed patients. Around 60% of them
will need a palliative or definitive radiotherapy (RT) in
their course of healing. National Cancer Institute reported
that newly diagnosed patients with brain and other neuro-
logical tumors for the year 2014 are about 23380 - 15% of
them are glioblastomas."” Brain metastases are 4-5 times
more common than primary intracranial tumours and can
be found in 20%-40% of cancer diagnosed patients.® Forty
percent of them are diagnosed with primary lung carcino-
ma, and between 20%-25% with breast carcinoma. Patients

with brain lesions have a generally poor outcome with me-
dian survival after diagnosis of approximately 4 months.
Management of the metastatic disease includes symptoma-
tic treatment and definitive therapy, with the goal of sta-
bilizing and improving neurologic function and survival.
Depending on the number of lesions, their location and
size, histology, and ECOG performance status, there are
different treatment options for management of brain meta-
stases — surgery, whole-brain RT, and radiosurgery.*

After 2D RT and 3D conformal RT, the next stage in the
development of radiation oncology is stereotactic radiosur-
gery (SRS). Some of the most common machines that are
used only for SRS are Gamma Knife and CyberKnife. The
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principle difference between them is that Gamma Kanife re-
quires a large metal frame to be mounted onto the patient’s
head with screws before and during treatment. That is why
it can be used only for brain formations, and the patient
requires general or local anesthesia. The machine is using
201 cobalt-60 sources directed to one point.

On the other hand, CyberKnife is a small linear accele-
rator located on a robotic arm that can irradiate formations
in the whole body from hundreds of different angles. It is
a non-invasive and painless treatment that allows patients
to lie comfortably on a treatment couch while the system
moves quickly around them. Each patient with head and
neck formation has an individual thermoplastic mask
that fixes the head during CT and allows them to take the
same position during treatment. The purpose is to restrict
the movements and rotation of the head. The CyberKnife
system has proven to achieve all the goals of radiosurgery
by delivering high, ablative radiation dose with maximal
dose fall-off outside the treatment volume with a frameless
sub-millimeter accuracy.’

CASE REPORT

A 55-year-old male patient was histologically diagnosed with
non-small-cell lung cancer in February 2016. He was opera-
ted with the following adjuvant chemotherapy - 16 courses of
pemetrexed, ECOG performance status 1.

In July 2017, during a control magnetic resonance imaging
(MRI), one brain metastasis 14/9 mm was detected in the
right frontal lobe. The patient was treated with Gamma Knife
radiosurgery (RS) in Istanbul, Turkey - 1 fraction 18 Gray
(Gy). There were no complains except for temporary hair loss
in some areas. The primary and metastatic disease was under
control with no new metastases until 2019.

In January 2019, the patient had another MRI exam due
to the complaints of a headache - the treated metastasis in
the right frontal lobe reduced to 11x8 mm, but there was a
new 17x12-mm one in the left temporal lobe. The patient
continued the treatment in the same clinic with Gamma Kni-
fe RS, again, one fraction 18 Gy.

In April 2019, the patient came for a consultation in the
Clinic of Radiotherapy at St George University Hospital in
Plovdiv because of persistent headache. The MRI scan sho-
wed that the treated metastasis in the right frontal lobe had
shrunk to 11x8 mm, and the other one in the left temporal
lobe had shrunk to 10x10 mm, but there was a new one
in the left temporal lobe under the treated one measuring
5.5%4.5 mm. Thorax, abdomen, and pelvis computed tomo-
graphy (CT) scan with contrast showed no other metastases
or positive lymph nodes. After discussion, the patient decided
to continue his treatment in our clinic.

The new lesion was treated with robotic stereotactic ra-
diosurgery (SRS)using CyberKnife. One fraction 21 Gy, bio-
logical effective dose (BED) ~65 Gy, equivalent total dose in
2-Gy fractions (EQD2) ~54 Gy. Gross tumor volume (GTV)
to planning target volume (PTV) margin was 2 mm, and the

coverage was respectively 100% and 98.77% (Fig. 1). The
estimated treatment time was 36 min, and the fraction was
with 50 nodes and 122 beams. Doses in all organs at risk
(OAR) - optic chiasm, eyes, optic nerves, brain stem, cere-
bellum, pituitary gland, etc. were in tolerance according to
ICRU report 91 (Fig. 2).

Figure 1. CyberKnife treated metastasis in left temporal lobe -
PTV and OAR.

In May 2019, the control MRI showed all treated metasta-
ses to be the same size, without any new lesions. The patient
had no more headaches or any other side effects, ECOG pet-
formance status 0-1.

In July 2019 the patient had a control MRI - the Cyber-
Knife treated metastasis in the left temporal lobe was not vi-
sible anymore; the other two lesions were of the same size.
PET/CT was performed at that time with the conclusion of
stable disease.

In October 2019, a control MRI showed that the Gam-
ma Knife treated metastasis in the right frontal lobe had the
same size as before, but the other one in the left temporal
lobe had increased to 17x13 mm with edema (Fig. 3). The
patient complained of a headache. He did not accept our ad-
vice to continue treatment of this metastasis in the clinic in
Istanbul (where he started originally), so we connected with
our colleagues there, and after discussion decided to per-
form SRS with CyberKnife - 5 fractions, 5 Gy per fraction,
BED ~38 Gy, EQD2 ~32 Gy, remaining dose in the metasta-
sis was around ~32 Gy. PTV coverage was 96.8%. The esti-
mated treatment time per fraction was 22 min, with 44 nodes
and 85 beams. Doses in the OAR were in tolerance. During
the treatment, the patient received 4 mg of dexamethasone,
2x1 amp and mannitol 10%.
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Figure 2. Dose-volume histogram (DVH) for GTV, PTV and OAR.

Figure 3. GTV and PTV for metastasis in the left temporal lobe.
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In February 2020 at a control MRI, the Gamma Knife tre-
ated metastasis in the right frontal lobe had the same size,
Gamma Knife and CyberKnife treated lesion in left temporal
lobe was reduced to 12x11 mm. The patient had no com-
plains or any side effects, ECOG performance status 0-1.
PET/CT confirmation for stable primary disease.

DISCUSSION

Although brain metastases are the most common brain
tumors, neurologically asymptomatic patients with cancer
do not routinely have brain CT or MRI, hence we get an
incomplete cancer database. On the other hand, cancer pa-
tients live longer due to earlier detection and better therapy,
which means that the frequency of brain lesions may in-
crease.® Brain metastases are suitable for SRS because they
are well enhanced on magnetic resonance images and show
clear margins setting them off from the surrounding healt-
hy tissue.

Chemotherapy does not achieve the desired effect in pa-
tients with brain metastases, despite the great successes in
systemic treatment. For decades, whole-brain radiotherapy
has been conducted as the only option for RT, but it provi-
des limited local control with side effects. Modern linear
accelerators like CyberKnife, Gamma Knife, or Linac are
improving the treatment of these patients.” Despite the use
of the same gamma rays, there is a lot of difference between
conventional external beam linear accelerators and specia-
lized SRS machines. In an SRS procedure, highly concen-
trated radiation is given to a predefined target so that every
cell inside it is affected.® Even if a patient has more than
four lesions, SRS provides survival benefits because total
treatment volume is the most significant predictor of sur-
vival. The total volume of brain metastases, rather than the
number of metastases should be considered in identifying
appropriate radiosurgery candidates.” A 79% local control
rate in the first year is achieved with SRS treatment to resec-
tion the cavity of brain lesions. The recommended margin

is 2 mm around the resection cavity, which will guarantee a
better local control.!?

In the last years, a lot of new drugs and modern linear
accelerators have allowed us to extend the life expectancy
of cancer-diagnosed patients. That is why it is so important
to have the opportunity for re-irradiation if it is necessary.
SRS achieves excellent overall survival and local control
rates with low toxicity in patients with brain metastases.
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Pe3tome

Paxk nérkoro — Hanbosee yacToe HOBOO6paSOBaHI/Ie 1 caMas 4acTasd IIpUIMHa CMEPTU OT paKa. CocrosgHue 06bI9YHO ANarHOCTUPYETCA
B (1)836 MECTHOT'O pPaCIpOCTPaHEHNA ¥ METACTA30B, YTO ABIAETCA IIJIOXVIM IIPOTHOCTNYIECKUM (baKTOpOM. Oxkomno 40% BcexX OHKOIOTU -
YeCKUX 6ONbHBIX C METaCTa3aMy B MO3T CTpalaloT paKOM JIETKUX.

CoBpeMeHHbBIe TMHEMHbIe YCKOPUTENM TMO3BO/AT KIMHUIMCTAM BBITIOMHATD PaUOXIPYprudecKie oepaluy 1 MofaBaTh BEICOKUE
[O3bl pafMalNy B YIACTKM HeOOMBIINX Pa3MepPOB C TPafMeHTOM BBICOKMX [03. Peub MAET 0 55-7IeTHEM MY>KUMHE, KOTOPBII 3a TpU
rofia 4eThIpe pasa MOfBEPrasics PafUOXUPYPINH — FBAXK/bI C IOMOIIBIO FaMMa-HOXa I JBAX/bI € IIOMOLIbI0 Knubep-Hoxa. [loBTopHOE
06mydeH1e TO3BOIAET JIEINTD IOKATIbHOE PasBUTHE yKe 06/IydeHHOro MeTacTasa. Cepusi KOHTponbHbIX MPT mopTBepayia xopomummii
MECTHBIII KOHTPO/Ib 06pabOTaHHBIX IIOPAXKEHNIT I OTCYTCTBIE HEKPO3a B COCENHUX 3[OPOBBIX TKAHAX MM 3HAUNTEIBHOIO OTEKa.
Hesponoruyecknue cuMITOMbI IOTHOCTbIO KOHTPOIMPOBA/IMCD, ¥ Ka4€CTBO >XM3HM IALMEHTa 3HAYUTEIbHO YAy4dIImIoch. Paguoxn-
PYypIus — 9TO OCHOBHOI! HEMHBA3VBHbII 6e360/1e3HEHHBIIT METOR, IeYeHIS C JOKa3aHHBIMI K/IMHIYECKIMI pe3ynbraTamu. Ero MOXHO
MCIIO/Ib30BaTh IOBTOPHO, €C/IM OH MIMEET K/IMHIYECKIE IIPEUMYILeCTBa [ MallieHTa.

KnwoueBble cnoBa

MeTacTa3bl B TOJIOBHOW MO3T, KI/I6ep-HO)K, TaMMa-HOX, palOXPYyPpIiis, IOBTOPHOE OﬁHy‘IeHI/Ie
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