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The study objective is to perform retrospective analysis of the efficacy and safety of vandetanib for metastatic and non-resectable medullary
thyroid cancer in routine clinical practice.

Materials and methods. We analyzed treatment outcomes in 46 patients treated with vandetanib. We also evaluated progression-free sur-
vival, overall survival, time to progression, and frequency of adverse events.

Results. At a median follow-up time of 27.4 months (range: 2.5—106.5 months) and median duration of vandetanib therapy of 21 months,
disease progression was registered in 32.6 % of cases, whereas stable disease was observed in 28.3 % of cases and 8.7 % of study participants
demonstrated partial response. One patient had complete response to treatment. Almost one-third of patients (28.2 %) died, including 2 indi-
viduals whose death was not associated with cancer. The one-year and three-year progression-free survival rates were 67.3 % and 33.3 %, re-
spectively; the two-year and five-year overall survival rates were 82.4 % and 29.4 %, respectively. The efficacy of therapy was confirmed
by a 79.4 % decrease in the serum level of calcitonin after treatment initiation. Side effects were observed in 33.9 % of patients (primarily
skin and gastrointestinal toxic reactions) and were easily managed in most of the cases. Eight individuals (17.4 %) required cessation
of vandetanib due to adverse events.

Conclusion. Our findings suggest high efficacy and acceptable safety profile of vandetanib in the treatment of progressive locally advanced
non-resectable and disseminated medullary thyroid cancer
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Ileav uccaedosanus — pempocnekmughwiii aHatus gpgexmusHocmu u 6e30naAcHOCMU NPUMEHEeHUs 8AHOeMAHUOA 8 KAUHUYECKOi NPakK-
MUKe ¢ 4eablo AeHeHus Memacmamu4ecKux u HeonepabeavHsix Gopm MeoyaIapHO20 PaKa WUmosuoHol JHceae3bs.

Mamepuaavt u memooot. [Ipoanasusupoeans pe3yrvmamol AeueHus eaHoemanubom 46 nauuenmos. OUueHusalU 8blXICUBAEMOCHb Oe3 npo-
2peccupoBaHus, 00ULYIO BbINCUBAEMOCTb, CPOK 00 NPOSPECCUPOBAHUS U YACIOMY HeJCeAAMEeNbHbIX S6ACHU].

Pesyasmamot. Ilpu meduane daumenvnocmu Habawodenus 6 27,4 mec (Quanazon 2,5—106,5 mec) u meduare onrumenvHocmu npuema 6aH-
Odemanuoa 6 21 mec npoepeccuposanue 6bi10 3agurcuposaro 6 32,6 % cayuaes, cmaburuzayus — 6 28,3 %, wacmuunoiii omeem — 6 8,7 %.
Y 1 nauyuenma noayuen noansiii omeem na newenue. Cmepmenshniii ucxod npouzouwen ¢ 28,2 % cayuaes, 6 mom uucae 8 2 cay4asx
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OpurusanbHoe uccnepfoBaHue

N0 He CEA3AHHBIM C ONYX04bk0 npuuunam. OOHONeMHASA U MPeXAeMHSAS BbINCUBACMOCb Oe3 NPOSPECCUPOBAHUSL COCMABUAA COOMBEMCMEEH-
Ho 67,3 u 33,3 %, a deyxaemuss u namuiemuas oouas eviycueaemocmos — coomgeememeenno 82,4 u 29,4 %. dppexmuenocmo revenus
noomeepicoeHa CHudICeHUeM YPoSHs KANbUUMOHUHA 8 Kposu nocae Hauanra mepanuu Ha 79,4 %. Ilobounvie agppexmoi 3apecucmpuposarvl
v 33,9 % nauuenmos (vauie KodcHble U 2ACMPOUHMECMUHAAbHbIE MOKCUYeCKUe PeaKyu) u 6 60AbUUHCMEe CAy1aes 1e2ko nodoasanuch
Koppexuuu. B 8 (17,4 %) cayuasx é cea3u ¢ 603HUKHOBEHUEM HENCEAAMENbHBIX AGACHUL Mepanus 6aH0eManuboM Obina NPeKpauena.
Saxkarouenue. I[loayuennvie pe3yabmamot cUOEMeEAbCMBYIOM 0 8bICOKOI IPheKkmusHocmu U npuemaemoil 6e30nacHocmu 8anoemanuda
8 1eMeHUlU NPOZPeCCUPYIOU|e20 MeCmHo-pAcnpoCMpPaHeHH020 HeonepadeabHo20 U OUCCEMUHUPOBAHHO20 MEOYANAPHO0 PAKA WUMOBUOHOI
Jcenesl.

Karouesnte caosa: Meay/lﬂﬂprlL‘Z PAaxK mumoeudﬁoﬁ Jcenesol, 6aHGemaHu6, MH2M6Mm0pbl MUPO3UHKUHA3, BbIAUCUBAEMOCMb, Hexcenamenb-
Hble A6/1€HUA
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Background

Medullary thyroid cancer (MTC) is a rare malignant
tumor that originates from calcitonin producing parafolli-
cular C-cells. MTC accounts for 1.7% to 5% of all thyroid
cancers, while the incidence of all variants of thyroid carci-
noma in Russia is 6 cases per 100,000 [1-5].

Unlike well-differentiated cancers, MTC is characte-
rized by poor prognosis due to biological properties of the tu-
mor and inability to use hormone suppression therapy and
radioiodine therapy [6, 7]. Surgery remains by far the most
effective treatment for patients with MTC [3]. Radical sur-
gery performed in patients with stage [—I1I disease ensures
high five-year and ten-year survival rates (95% and 75%
respectively) [8, 9].

However, in approximately 25% of cases, operation is
impossible due to locoregional tumor spread or distant me-
tastases [8]. Treatment of disseminated and locally advanced
non-resectable MTC is believed to be one of the most chal-
lenging tasks in oncology, which had been a stumbling block
until recently. The results of ZETA randomized controlled
trial, published in 2012, have raised hopes to address this
challenge. Median progression-free survival (PFS) in pa-
tients receiving vandetanib was 30.5 months, whereas in the
placebo arm, median PFS was 19.3 months (p = 0.001).
Vandetanib prevented not only structural, but also biochem-
ical progression of MTC: patients in the vandetanib arm
demonstrated a 69% decrease in serum calcitonin level,
while the controls had only a 3% decrease (p = 0.001). Haz-
ard ratio for PFS was 0.46 (95% confidence interval (CI)
0.31-0.69; p < 0.001) [10]. Further studies have also de-
monstrated high efficacy of vandentanib in the treatment
of non-resectable locally advanced or metastatic MTC
[11—14]. Since 2013, vandetanib has been the only targeted
drug registered in the Russian Federation for the treatment
of MTC [15].

Nevertheless, due to the difficulties associated with pa-
tient recruitment in such studies (as MTC belongs to orphan
disease), the trials evaluating vandentanib efficacy are on-
going since there are still a number of important issues to be
analyzed. In particular, it is necessary to assess the impact

of vandetanib on the overall survival (OS) of patients. There
are very few publications that evaluated OS and their results
are controversial. One of retrospective studies performed by
Russian researchers in 2018 demonstrated that targeted ther-
apy with vandetanib alone or in combination with external
beam radiotherapy (EBRT) was more effective than EBRT
alone in patients with non-resectable progressive MTC.
Median survival was 48 and 50 months in patients receiving
combination therapy (n = 16) and vandetanib alone (n = 36)
respectively, whereas in the group of EBRT alone (n = 26),
the survival was only 14 months (p < 0.001) [16]. However,
in a systematic review published in February 2019, no sig-
nificant differences were found in the overall survival of pa-
tients receiving vandetanib and placebo (50% versus 52%;
hazard ratio 0.99, 95% CI 0.72—1.38; p = 0.975). Result
interpretation in this study was complicated because it was
a crossover trial and some patients in the placebo arm who
had disease progression were transferred to the vandetanib
arm [17]. We are still expecting the results of two trials:
NCT01945762 and NCT00410761.

The aim of this study was to perform retrospective anal-
ysis of the efficacy and safety of vandetanib for metastatic
and non-resectable MTC in routine clinical practice.

Materials and methods

In this study, we performed retrospective analysis of da-
ta for 64 patients (29 females (45.3%) and 35 males (54.7%))
with non-resectable locally advanced and/or metastatic
MTC who could benefit from vandetanib. Upon the initia-
tion of targeted therapy with vandetanib, patients’ age varied
between 17 and 83 years (median 55 years; mean 52.5 years).

In all cases, the diagnosis was confirmed by both patho-
logical examination and blood testing (high level of calci-
tonin, which varied between 71 and 33.884 pmol/L (mean
value 2258.4 pmol/L; median value 1068.6 pmol/l)).

Twenty-three out of 64 patients had sporadic MTC,
whereas in 3 patients, it was a manifestation of multiple
endocrine neoplasia (type 2B in 2 patients and type 2A in 1
patient). Thirty-eight patients were not tested for mutations
in the RET gene.
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Twelve individuals had primary inoperable MTC and
52 patients had undergone surgery for the primary tumor
before the initiation of targeted therapy, namely hemithy-
roidectomy with subsequent thyroidectomy (# = 4) or thy-
roidectomy alone (n = 48). Thirty-two patients have also
undergone surgery on regional lymph nodes: either unilat-
eral (n = 19) or bilateral (#» = 13) cervical lymphadenectomy.
Twelve patients also had postoperative radiotherapy. Seven
patients have undergone repeated surgery for cancer recur-
rence. Fifteen participants had disease progression and re-
ceived a course of interferon therapy (n = 14) or targeted
therapy with another multikinase inhibitor (n = 1) (Table 1).

Upon the initiation of vandentanib therapy, distant me-
tastases were found in 59 patients, including 36 individuals
with metastases in one anatomical area and 23 individuals
with at least two anatomical areas affected by metastasis
(Table 2).

Distant metastases were primarily located in the lungs
(20.3%) and liver (20.3%) and less frequently in the bones
and mediastinal lymph nodes. One patient had lesions in the
palatine tonsil.

We evaluated PFS, OS, time to disease progression, and
the incidence of adverse events (AEs) in patients receiving
vandentanib.

Tabmmua 1. Pacnpedenenue nayuenmog c MeoOyANIpHbIM PAKOM WUMO-
BUOHOIL Jicene3bl N0 8UAAM AeHeHUsl, NPOBeOeHHO20 00 HAYAAA MapemHOU
mepanuu 6aH0emanubom

Table 1. Distribution of patients with medullary thyroid cancer by the type
of treatment they received prior to targeted therapy with vandetanib

Yucno
Jleuenne MaIMEHTOB, a0C.
He npoBoaunock 11
None
XUpypruueckoe 29
Surgery
Xupyprus + JiydeBasi Tepamnus 9

Surgery + radiotherapy

Xupyprusi + Tepanusi ”HTephepoHaMKu 10
Surgery + interferon therapy

Xupyprus + JiydeBas Teparnus + Tepanusi
uHTephepoHaMu 3

Surgery + radiotherapy + interferon therapy

Tepanus uHtepdepoHamMu |
Interferon therapy

Xupyprusi + TapreTHas Tepanus 1
Surgery + targeted therapy

Bceeo
Total o4
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Taomua 2. Yacmoma aokanuzayuu omoaseHHbix Memacmasos y NayueH-
mMo6 ¢ MeOYANSPHBIM PAKOM WUMOBUOHOLL Jcenesbl 00 Ha4aAa mapeemuoll
mepanuu 6aHOemMarHubom

Table 2. Location of distant metastases in patients with medullary thyroid
cancer before the initiation of targeted therapy with vandetanib

Jlokamm3anus Yacrora, aoc. (%)
CpenocteHue
Mediastinum 6 (10,1)
[leuenn
Liver 12.(20,3)
Jlerkue
Lungs 12(20,3)
Koctn
Bones 58.5)
Hebnas MunmanuHa
Palatine tonsil 1(,7)
CpenocreHue + neyeHb
Mediastinum + liver 234
CpenocteHue + me4eHb + JIETKUe 3(5,1)
Mediastinum + liver + lungs ’
CpenocteHue + Jierkue
Mediastinum + lungs 234
CpenocteHue + KOCTH 3(5,1)
Mediastinum + bones ?
[leuens + nerkue
Liver + lungs 3G,
ITeyens + nerkue + KoCcTH 1(1,7)
Liver + lungs + bones ’
IleyeHs + KocTu
Liver + bones 53.5)
Jlerkue + kocTu
Lungs + bones 2(34)
CpenocreHue + Jierkue + KocTu 2(3.4)

Mediastinum + lungs + bones

Data analysis was performed using the Microsoft Excel
and Medcalc v15.8 software. OS and PFS were calculated
according to real duration of life of each patient by the mo-
ment of study completion using the Kaplan—Meier method.

Results

Eighteen patients were excluded from the final analysis:
6 of them continue to receive vandentanib, but their fol-
low-up time was <12 months; one patient discontinued
vandentanib after 4.5 months because the drug was not avail-
able; eleven patients were lost to follow-up after they had
been refereed to treatment to local clinics.

Thus, long-term treatment outcomes were assessed
in 46 patients with MTC (Table 3). The duration of fol-
low-up period varied from 2.5 to 106.5 months (median



Tabmuua 3. Hcxoobl seuenuss 6aH0emanubom nayueHmos ¢ HepeseKkma-
OenbHbIM MECMHO-PACNPOCIMPAHEHHbIM U/ UAU Memacmamu4eckKum meoyn-
JAPHBIM PAKOM WUMOGUOHOU Jcenesvl (n = 46)

Table 3. Treatment outcomes in patients with non-resectable locally
advanced and/or metastatic medullary thyroid cancer after therapy with
vandetanib (n = 46)

Hcxon Yuceno nanuenTos, adc. (%)
IIporpeccupoBaHue
Disease progression 15(32,6)
Crabwm3sanust
Stable disease 13(28,3)
YacTuyHblif OTBET 4(8.7)
Partial responce >
ITonHbli oTBET
Complete response 1(2,2)
CMepr OT IIpOrpeCcCUupoBaHUA 11 (23 9)
Death due to disease progression ’
CMepThb OT UHBIX IPUINH 2(4.3)

Death due to other reasons

27.4 months); the duration of vandentanib therapy was be-
tween 2.0 and 106.5 months (median 21.0 months).

The objective response rate (ORR) was 43.5% with 1 pa-
tient having complete response. Two patients with stable
disease died due to other reasons (pneumonia and acute
myocardial infarction). Progressive disease was observed
in 56.5% and led to death in 11 cases. The time to disease
progression varied between 2 and 47 months (median
10.75 months and mean 15.54 months) (Fig. 1).

In more than half of the cases (53.8%), disease progres-
sion was registered 6 to 21 months after treatment initiation.
By the moment of manuscript submission, the maximum
duration of the progression free interval was 106.5 months;
this patient continues to receive vandentanib with no dete-
rioration of symptoms. It is important to mention that one
patient had a 6-year interruption in vandentanib therapy due
to acute myocardial infarction. Nevertheless, repeated ad-
ministration of the drug after stabilization of the heart func-
tion gave a stable effect and ensured partial response.

The efficacy of vandetanib was also confirmed by a de-
crease in calcitonin levels. Upon treatment initiation, mean
serum level of calcitonin was 2262.5 pmol/L (range: 220—
22748 pmol/L); during therapy, it demonstrated a 79.4% de-
crease (mean level 488.9 pmol/L; range: 10.5—1855.8 pmol/L).

The one-year PFS rate was 67.3 = 6.9 % with median
PFS not reached (Fig. 2).

Due to the short follow-up period and the absence
of disease progression during it, 10 out of 46 patients were
excluded from the analysis of three-year PFS. The three-year
PFES rate was 33.3 & 7.8 % with a median PFS of 19.75 months
(95% CI 10.25—35.0 months) (Fig. 3).

A total of 30 patients were included into the analysis
of five-year survival. The five-year PFS rate was 13.3 £ 6.2%

OpurusanbHoe uccnepfoBaHue
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Puc. 1. Cpok om nauanra mepanuu éandemaru6om 00 npoepeccupo8anus
MeOYANAPHOSO PAKA WUMOBUOHOU Jcene3bl

Fig. 1. Time between the initiation of vandetanib therapy and progression of me-
dullary thyroid cancer
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Puc. 2. Kpusas Kanaana—Maiiepa, ompadicarowsas éviicueaemocms 6e3 npo-
epeccuposanus Ha oone mepanuu 6aHOEMaHUOOM 8 KO2Ophie NAUUEHMO8 ¢ He-
pe3eKmabenbHbiM MeCHHO-PACRPOCMPAHEHHbIM U/UAU Memacmamu4eckum
MeOYANAPHBIM PAKOM WUMOBUOHOU Jcene3bl (n = 46)

Fig. 2. Kaplan—Meier curve for progression-free survival in patients with non-
resectable locally advanced and/or metastatic medullary thyroid cancer
treated with vandetanib (n = 46)

with a median PFS of 12 months (95% CI 7.5-29.75
months, mean PFS 27.6 months) (Fig. 4).

We have also evaluated two-year OS in 34 out of 46 pa-
tients receiving targeted therapy with vandetanib. Twelve
patients were excluded from this analysis due to the short
follow-up period, including 4 patients who refused to be
treated and followed-up at N.N. Blokhin Russian Cancer
Research Center after disease progression. In 6 out
of 34 patients included in the analysis of OS, vandetanib
was replaced with another multikinase inhibitor after dis-
ease progression (in 5 patients within 2 years; in 1 patient
after 2 years).
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Puc. 3. Kpusas Kanasana—Maiiepa, ompaxcaroujas gviocueaemocms 6e3 npo-
epeccuposanus Ha GoHe mepanuu 8aHOeMaHUOOM 6 Koeopme NAUUEHMOB
¢ Hepe3eKmadenbHbIM MeCHHO-PACHPOCMPAHEHHbIM U/UNU MEMACMamu4ecKum
MeOYANSPHbIM PAKOM UWUMOBUOHOI Mcenesbl (ananu3s nocae uckaoverus 10 na-
YUeHmo8 ¢ omcymcemeuem npozpeccuposanus) (n = 36)

Fig. 3. Kaplan—Meier curve for progression-free survival in patients with
non-resectable locally advanced and/or metastatic medullary thyroid cancer
treated with vandetanib (after excluding 10 patients with no progression)
(n =36)
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Puc. 4. Kpusas Kanaana—Maiiepa, ompaxcarowas eviyicueaemocms Oe3
npoepeccuposanus Ha gone mepanuu 6aHOEMAHUOOM @ K020pme NayueHmos
¢ Hepe3eKmabdenbHbIM MeCMHO-pACNPOCMPAHERHbVIM U/ Uu Memacmamuye-
CKUM MeOYANAPHBIM PAKOM WUMOBUOHOUL Jicene3bl (AHAAU3 NOCAe UCKAIOHeHUs
16 nayuenmos) (n = 30)

Fig. 4. Kaplan— Meier curve for progression-free survival in patients with non-
resectable locally advanced and/or metastatic medullary thyroid cancer treated
with vandetanib (after excluding 16 patients) (n = 30)

The two-year OS rate was 82.4 + 6.5% with median OS
not reached (Fig. 5).

Seventeen patients who had sufficient follow-up period
were included into the analysis of five-year OS. The five-year
OS rate was 29.4 £11.1 % with median OS 34.2 months
(95% CI 18.0—74.75 months; mean 47.5 months) (Fig. 6).

Vandetanib-associated AEs were registered in 33.9%
of participants (Table 4). The most common AEs included
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Puc. 5. Kpusas Kanaana—Maiiepa, ompaxcarowas o0uwyio 8viicueaemocms
Ha ghoHe mepanuu 6aHOemanubOM 6 Ko2opme NALUEHMOE ¢ HepeseKmabenb-
HbIM MECHHO-PACRPOCMPAHEHHbIM U/ UAU MEMACMamu4eckum MeoyAasipHbiM
PAKOM WumoguoHoli yceneswl (n = 34)

Fig. 5. Kaplan—Meier curve for overall survival in patients with non-resectable
locally advanced and/or metastatic medullary thyroid cancer treated with
vandetanib (n = 34)
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Puc. 6. Kpusas Kanaana—Maiiepa, ompascarowas oo6uiyio viocueaemocms
Ha poHe mepanuu aHOeMaHUOOM 8 KO2opme NAYUEHMOE C Hepe3eKmabenb-
HbLM MECHHO-PACNPOCIPAHEHHBIM U/ UNU MEMACMAMUYecKum MeoyansipHbIM
PAKOM WUMOBUOHOIL Jicene3vl (ananu3 nocae uckaovenus 17 nayuenmos) (n = 17)

Fig. 6. Kaplan—Meier curve for overall survival in patients with non-resectable
locally advanced and/or metastatic medullary thyroid cancer treated with
vandetanib (after excluding 17 patients) (n = 17)

skin (36.9%), gastrointestinal (34.8%), and cardiovascular
(26.1%) reactions. Mild AEs were observed in 34 patients
(73.9%) and were easily managed. Grade II-I11 AEs were
registered in 8.7% of cases. Moreover, 8 patients (17.4%)
had to discontinue vandetanib therapy due to AEs.

Discussion

In this study, we performed retrospective analysis of the
efficacy and safety of vandetanib in routine clinical prac-
tice outside of clinical trials. Median follow-up time was



Tadmuua 4. Yacmoma HevucenamenvHvix s6AeHUll y RAUUEHIMO8 C HEPe3eKma-
OenbHbIM MECIHO-PACHPOCMPAHEHHbIM U/UAU MEMACMamu4eckum meoyn-
JNAPHBIM PAKOM WUMOBUOHOUL Jicene3bl Ha (hoHe npuema eandemanuba (n = 46)
Table 4. Frequency of adverse events in patients with non-resectable

locally advanced and/or metastatic medullary thyroid cancer treated with
vandetanib (n = 46)

Yuco cayyaes,
HexkenareibHoe sBjieHne aoc. (%)
KoxHbIe, B TOM yucie: 17 (36,9)
Skin, including:
CBITTb 13 (28,2)
rash
JIAJOHHO-TIONOIIBEHHBIIl CHHIPOM 4(8,7)
hand-foot syndrome
TacTponHTeCTMHAIBHEIE, B TOM YHCJIE: 16 (34,8)
Gastrointestinal, including:
auapest 14 (30,4)
diarrhea
TMOTEPSsI aleTuTa 1(2,2)
loss of appetite
TOLIHOTA 1(2,2)
nausea
CepnedyHo-COCyIUCThIE, B TOM YMCIIE: 12 (26,1)
Cardiovascular, including:
apTepUabHAs TUTIEPTEH3US 8(17,4)
arterial hypertension
OCTpbLit MHMAPKT MUOKApPIA 3(6,5)
acute myocardial infarction
yBenmaeHue nHrepBanza QT 1(2,2)
QT prolongation
Tumortupeos
Hypothyroidism 9 (19,6)
Cnaboctb
Fatigue 5(10,9)
MarouyHoe KpoBOTeUCHHE 12,2)
Uterine bleeding ’
Hemnpeccust
Depression 12,2
TomoBHast 60116
Headache 12,2
II:IHCBMOI-'II/IH 12,2)
neumonia
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27.4 months; almost one-third of patients (32.6%) had dis-
ease progression, which led to death in 23.9% of patients.
Our findings are consistent with the results of the phase I11
ZETA trial performed by Wells et al., in which at median
follow-up time of 24 months, disease progression was ob-
served in 37% of patients and 15% of patients died [10]. Our
results also agree with the results of a French retrospective
study evaluating vandetanib in clinical practice in terms
of complete response rate (2.2% vs 2.0%) and median PFS
at follow-up period <3 years (19.75 vs 16.1 months) [13].
Chougnet et al. reported higher ORR (77% vs 43.5%); how-
ever, their follow-up period was shorter than that in our study
(20 vs 27.4 months). We should also mention that patients
in our study had longer two-year OS (82.4% vs 60%), which
can probably be attributed to the fact that 5 individuals re-
ceived a second targeted drug.

In addition to that, unlike in other studies, we managed
to estimate the five-year OS (n = 17) and PFS (n = 30) rates,
which reached 29.4% and 13.3% respectively. However,
the results should be interpreted with caution due to the
small sample size.

The comparison of safety profile has shown that
the frequency of treatment cessation in our study was 17.4%
vs 12% in the ZETA trial [10] and 27% in the study by
Chougnet et al. [13]. Such difference with ZETA results
can be explained by strict selection of patients in the van-
detanib arm regulated by the study protocol. The toxicity
profile was similar to that reported in 2 previously published
studies: the most common AEs included dermatological
and gastrointestinal reactions. Nonetheless, in most of the
cases, AEs were easily managed. Median duration of van-
detanib therapy was 21 months, which is not contradicto-
ry to the literature and indicates the possibility of long-term
treatment.

Conclusion

The results of this retrospective study suggest high effi-
cacy and acceptable safety profile of vandetanib in routine
clinical practice outside of clinical trials. Moreover, AEs
registered in our study were similar to those reported by
other authors; therefore, these AEs were expected, which is
particularly important for practicing clinicians in their de-
cision on drug administration.
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