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Larynx cancer and laryngopharynx in the general structure of oncopathology
occupies the sixth place. Overall and disease-free survival of patients hospitalized for
diseases with I11-1V stage is 27 and 11 months [3, 6]. The increment of cancer of
larynx and laryngopharynx in counties of CIS over the past 10 years was in man in
30.7%, in women — 17,6% [4]. In Ukraine the incidence of cancer larynx and
laryngopharynx is 5.6 per 100 thousand population, where the man in 11,4 and 0,6
women per 100 thousand population; cancer mortality larynx and laryngopharynx is
3,2 per 100 thousand population, 6,7 man and 0,2 - women of 100 thousand
population. Cancer of this localization is from 1,3% of all malignant tumors of upper
respiratory and digestive paths [6]. In accordance literature data disease severity in
these patients is caused primarily because of prevalence of process: in stage I1-1V are

diagnosed in 70,0% of patients who were hospitalized [6, 7, 8]. This is clearly evident
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from the fact that among the first ill in Ukraine had stage 11l 47,7% and IV - 11,7%.
For stage Ill Poltava region 66,7% and IV - 6,0%. Till the 1 year from the time of
diagnosis, did not live in Ukraine 27,1% and Poltava region — 23,5%. The low
detection on prophylactic examinations that in Ukraine — 17,6% and 9,5% Poltava
region has negative impact on these figures [6]. In addition, the performance of
surgical intervention in the first stage does not allow to estimate radiosensitivity of
tumors, evaluate the possibility of patient to be cured by conservative method and
don’t make the operation [5]. But till this time does not exist one reasonable methods
of diagnosis and treatment of patients with cancer larynx and laryngopharynx [5, 6].
So the purpose of the study to develop new and improve importance of methods of
therapy for patients with local advanced cancer of laryngopharynx, especially in case
of refuse of patients from operations, as well as of patients hospitalized with
contraindications to surgery. The aime of this investigation. To raise efficiency of
treatment of patients with locally advanced squamous cell carcinoma of the larynx
and laryngopharynx by optimization of chemoradiation treatment, based on the level
of expression of immunohistochemical markers as a factor that reflects ongoing
efficiency chemoradiation therapy and motivates further course disease.
The materials and methods. All Patients, who participated in the study of (n = 108)
had almost identical outgoing data. Thus, at the time of expiration of inspection of
each patient was known: age, gender, distribution process for TNM and stage of
disease, verification of tumor differentiation degree of tumor and histological
characteristics, localization of tumor, tumor growth form, the term started treatment.
Patients were divided by blind method into two groups, depending upon the
type of treatment offered each group includes two subgroups. Patients in group |
conducted following treatment. In | group 1 subgroup patients received RCT by the
classical method in static mode on tumor and regional nodes by classical fields in 2
stages of the three-week break between the phases SD2,6Hr to TAD 65 - 70Hr. In |
group 2 subgroup patients received RCT in static mode on tumor and regional nodes
classical fields in 2 stages of the three-week break between the stages of multi
fractionation daily dose SD 2,6Hr (1,3Hr+1,3Hr) to the TAD 65 - 70Hr. Patients of



group Il were divided into 1 and 2 subgroup and received the following treatment. In
1 subgroup patients received poly chemotherapy (PCT) in 2 stages of metronome
mode: cisplatin, 5-FU with a three-week break. After three weeks of break started
irradiating the classic fractionation in static mode in two stages with a break of 3
weeks of SD 2,6Hr (1,3Hr+1,3Hr) to TAD 65 - 70Hr. Patients of 2 subgroup group 11
received poly chemotherapy (PCT) in metronome mode: cisplatin, 5-FU (two
repeated courses with intervals of 3 weeks of (like in first subgroup). After three
weeks of break began irradiation in two stages in static mode with multi fractionation
daily doses. at the first stage of radiation therapy along with irradiation was
performed third course PCT. Withstanding the interval of 3 weeks of radiation
abatement for the reaction were given in the second phase of DHT mode multi
fractionation daily doses SD 2,6Hr (1,3Hr 1,3Hr +) to the TAD 65 - 70Hr (106 -
115.5 ed. TDF respectively). The methods of treatment were differed from Group |
that group patients Il receiving CRT, previously, the study added evaluation of the
level of expression of tumor markers Ki-67, Bcl-2 and mp53.

Results. Analyzing the results obtained from the treatment in the | group , take into
account the frequency of full and partial regression. They were not the same in both
subgroup in I group. Complete regression was subgroup 6 (19,35%) to 3 (12,0%) and
differ from one another in 1.6 times (p <0,05), whereby 1 subgroup indicators slightly
higher than 2subgroup. Partial regression also showed the best result in 1subgroup,
but it was no difference: 8 (25,82%) to 6 (24,0%) 1 and 2, respectively subgroup. As
for the stabilization process, the picture is changed 2 showed subgroup best result in
1,86 times - 9 (36,0%) to 6 (19,35%) 2 subgroup and 1 respectively. Progression
index also showed better results 11 (35.48%) to 7 (28,0%) subgroup 1 and 2,
respectively.

During this investigation it was rate effect from treatment depending on the
distribution of process (T). In carrying out DGT as self method for stage T2 effect
from the treatment was higher than at T3. Thus, a complete regression at T2 is 4
(16,67%), while T3 5 (15,63%); partial regression at T2 is 9 (37,50%), while T3 5

(15,63%). However, regarding the stabilization process, at T2, this figure better was



10 (41,67%) to T3 in 5 (15,63%). Results of progression generally differ and T2 is at
1 (4,16%) and T3 at 17 (53,12%). This fact confirmed the significance of stage for
the expected outcome from treatment and that the result does not depend on method
of dose selection, in this case self DGT rate insufficient to overcome the oncological
processes. The observed survival in both experiments subgroups also was different
for 1 year was 17 (54,84%) 1 subgroup against 18 (72,0%) 2 subgroup. Disease-free
process during 1 year was 11 (35,48%) patients vs. 8 (32,0%) patients subgroup 1 and
2, respectively. Three-year overall survival failing it was no difference: 5 (16,13%) 1
subgroup versus 6 (24,0%) 2 subgroup but without relapse patients with difference: 1
(3,23%) to 5 (20,0%) 1 and 2, respectively subgroup that in 6,1 times speaks in favor
of the proposed treatment 2 subgroup.

As a result of irradiation of both subgroup | definitely fit the radiation reaction.
It may be noted that the use of DGT in the multi fractionation mode daily dose (p =
0,05) reduces radiation reaction on skin stage in 4 times in comparison with classical
DGT fractionation mode: 16,0% vs. 64,51% 2 group and group 1, respectively. With
regard to the mucous membrane of larynx and hypopharynx, this figure is even
better: 2 10,34% against 55,56% of group 1, respectively, in 5 times radiation
reaction 3 stage in 2 subgroup lower than 1 group. In conclusion of this investigation
it possible to say that multi fractionation dose help to decreases the radiation
reactions that much weight, but does not affect to increase the overcoming of
oncological process. Overall, the results obtained, we can say that a separate
exchange of DGT, regardless of the method choosing dose concerning tumor
responses to treatment has no difference. These results again demonstrate the
necessity of finding new methods to overcome oncological process.

Analyzing the results ,concerning tumor reaction from treatment in Il group
that complete regression were different and inl subgroup were 6 (22,22%) compared
to 12 patients (48,0%) in 2 subgroup that 2,16 2 times better subgroup. Partial
regression have no difference. Stabilization process in subgroup 1 to 2 partial was 8
(29,63%) to 4 (16,0%), in 1.85 times better in the proposed treatment in 2 partial. The

same situation concerning progression, which in 2.46 times profitable to indicate a



method of therapy in subgroup 2: 8 (29,63%) to 3 (12,0%) subgroup 1 and 2,
respectively.

The total results of survival showed that after 1 year of treatment which all
patients received in both groups were alive. However, in 1 subgroup without relapse
left 17 (62,96%) patients versus 22 (88,0%) patients subgroup 2, respectively,
indicating that in 1,39 times for 2 subgroup treatment method. At the 2 year of
observation of survival in 1 subgroup total was 17 (62,96%) compared with 23
(92,0%) patients 2 subgroup was in 1,46 times better than 1subgroup. And patients
without recurrence was in 2 times more than in 2 subgroup and in 1 subgroup 13
(52,0%) to 7 (25,93%), respectively. In year 3 observations 2 subgroup still alive 20
(80,0%) patients versus 5 (18,52%) patients in subgroup 1 it says in 4.31 times for
treatment carried out in 2 subgroup.

Disease-free period for 3 year has a different and also became 9 (36,0%) to 4
(14,81%) in 2 and 1 subgroup that better in 2.43 in subgroup. Summarizing the
foregoing, it can be argued that the most effect, structuring data brings the treatment
method which were proposed to patients of 2 subgroup.

Also, confirm that fact and results of immunohistochemistry research. Making
the summary of dependence of oncological process from expression Ki-67, Bcl-2 and

mp53 performance can be traced middle of tumor markers in subgroups in Fig. 1.
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Figure 1. Indicators of expression of oncological markers in subgroups.



Figure 1 shows that the difference in results of expression in both subgroup not
observed. But based on the comparison of passing the oncological process in
subgroup as suggested by response to treatment methods, give priority to treatment
by scheme which were proposed in 2 subgroup. Thus, we can conclude that
oncological marker Bcl-2 is one of the mechanisms of low tumor sensitivity to chemo
radiation impact, but on the other side is an important predictive marker for possible
sensitivity to SCCL and SCCLPH. In our case, this threshold is 20,0% and is
common to totally selection where the best response to treatment of oncological
process that allows rely on the figure during the choosing of tactics of treatment.
Probably, when tumor markers expression mp53 an average of 60,0% had recurrence
garden 1 year surveillance and disease progression. With regard to the positive
manifestations of oncological process treatment: surveillance 2 year end and at the
time of observation, complete and partial responses, stabilization, it expression of
tumor markers mp53 averaged 57,0%. Thus, taking expression mp53 tumor markers
in 60,0%, as last high threshold, we can offer CRT, which offered 2 subgroup. As for
the level of expression Ki-67, when the average of expression 54 — 55,0% in both
groups of treatment effect from in 2 subgroup is probably high. Thus, it may be noted
that the higher the level of Ki-67 expression those earlier relapse occurs. However,
the higher expression Ki-67, the better the response of tumor to CRT surveillance at
our investigation also confirmed the direct dependence on expression Ki-67, higher
expression Ki-67, the better surveillance, dependence on these can be based on
choosing method of treatment, the known expression of oncological markers.

Thus, we can offer to enter into the necessary diagnostic examination of
patients with SCCL and SCCLPH assessment expression of oncological markers

mp53, Ki-67, Vcl-2 for the selection of tactics and method of therapy.
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Kaw4oBi caoBa: excnpecis nyxaumHHoro Mapkepy Ki-67, Bcl-2, mp53;
TUIOCKOKJIITUHHUM pak TOPTaHi Ta TOPTaHOTIOTKH, XIMIOIPOMEHEBA Teparist
KiroueBble cjioBa: sKkcmpeccus omyxojeBoro Mapkepa Ki-67, Bcl-2 u mp53;
TJIOCKOKJICTOYHBINA PaKk TOPTAHU M TOPTAHOTIIOTKH, XMMHOIy4YeBasi Tepamnusi.
Keywords: expression of tumor markers Ki-67, Bcl-2 and mp53, squamous larynx

cancer larynx and laryngopharynx, chemoradiotherapy.

JlikyBaabHuii egpekt y xpopux Ha micueponomupenuii IIPI" ta ITPI'T npu
onTuMizanii XiMioNpOMeHeBOro JiKyBaAHHS
Kyxosa T.0O., Bacsko JI.M., Hectrynsa K.1.

B Vkpaini 3axBoproBaHICTh Ha pak TOPTaHl Ta TOPTAHOTJIOTKU CTAaHOBUTH 5,6 Ha

100 Tuc. HaceneHss, ae 4oaoBikiB 11,4, a ;xinok 0,6 Ha 100 THC. HaceaeHHI. MeToro
poOutu ctasio OakaHHS MIABUIIMTH €(QEKTUBHICTh JIIKyBaHHS XBOPUX Ha
MICIIEBOTIOIITUPEHHUH TIIOCKOKTITHHHUHN pak ropTaHi (ITPT) Ta nmmocKoKIITUHHUN pak
ropraHornotku (ITIPI'T) mnwssxom ontuMizamii  XIMIOIPOMEHEBOIO  JIIKYBaHHS,
CIIUPAIOYKMCh Ha PIBEHBb €KCIpecii IMyHOTICTOXIMIYHUX MapKepiB, K (PakTopy, SKHii
B1I0Opakae e(EeKTUBHICTh MPOBEACHOI XIMIONPOMEHEBOI Tepamii Ta MOTHBYE
noAalbIINi epedir 3aXBOpIoBaHHsA. AHali3  3/1ACHIOBAaBCS BHUBYEHHSM  PIBHIO
eKcrpecii IMyHOTICTOXIMIYHUX MapkepiB mpodidepariii Ta anonrosy (mp53, Bcl-2,
Ki-67) y mamientiB, xBopux Ha [IPI" Ta [IPI'T; Bu3HaueHHsIM Oe3mocepeaHix
pe3ynbTaTiB TpaauiiitHoi auctanmiitHoi ramma-Teparii (JII'T) mpu ITPT" ta TIPI'T B
3aJIe)KHOCTI  BiJl IMYHOTICTOXIMIYHMX  OCOOJIMBOCTEH MyXJIMHU; BHUBYEHHSIM
0e3nocepeIHIX pe3yJIbTaTiB 3alpONOHOBAHOI XIMIOMPOMEHEBOI Tepamii B peXKuUMi
MyJIbTU(PAKLIIOBAaHHS J03U B 3aJIE)KHOCTI B1JI IMYHOTICTOXIMIYHUX OCOOJUBOCTEN

MyXJWHU; BHUBYEHHSM BIAJAJIEHUX pe3yJbTaTiB MPOBEAEHOI MPOMEHEBOI Ta



ximionpomeneBoi Tepamii npu wmicreBonommpenux [IPT" ta TIPTT. B pesynbrari
MPOBECHOTO JOCTIXKEHHS, MOXHO MPOMOHYBAaTH BBECTH B HEOOXITHI 1arHOCTUYHI
obcrexxennst xopux Ha [IPI" ta IIPI'T ominky ekcrpecii onkomapkepie mpS3, Ki-67,

Bcl-2 nst MmoximBoro BUOOpy TaKTUKH Ta METOY TEpatii.

JleueOnblii 3¢ ekt y 6001bHbIX MecTHO-pacnpocTpaneHHbIiM [TPI" u ITPT'T npu
ONTUMM3AIUN XUMHOJIYYEBOI0 JieUeHUsI
Kyxosa T.A., Baceko JI.H., Hectynsa E.W.

B Vkpaune 3a0051eBaeMOCTh PaKOM TOpTaHU U TOPTAHOTJIOTKH COCTaBIISAET 5,0
Ha 100 teIC. Hacenenus, rae myxuuH 11,4, a xxenmun 0,6 Ha 100 THIC. HaceneHus.
[lenpro paboThl CTaNO >KeJaHUE TNOBBICUTH APHEKTHUBHOCTH JIEYEHUSI OOJIbHBIX
MECTHO-PaClpOCTPAaHEHHBIM  TUIOCKOKJIETOYHBIM  pakom roptanu (IIP[)) wu
IJIOCKOKJIETOYHBIM ~ pakoM  ropraHoriotku  ([IPTT) myrem  onTumuzanuu
XUMHUOIYYEBOTO JICYEHUS, Onupasich Ha YPOBEHb AKCIIPECCUU
MMMYHOTUCTOXUMHUYECKUX MapKepoB, Kak (akTopa, KOTOPBIM oTOOpaxaer
3¢ (PEeKTUBHOCTH MPOBEACHHOM XUMHOJIYYEBON TE€pariud U MOTHUBHUPYET JaybHeiIee
TeyeHue 3a0oseBaHus. AHAIW3 OCYLIECTBISUICS W3YYEHHUEM YPOBHSA JKCIPECCUU
UMMYHOTUCTOXUMHUYECKUX MapKepoB mponudepanuu u amnonro3a (mp53, Bel-2, Ki-
67) y mamuentoB, 6onbHBIX [IPT u [TPT'T; ompenencHreM KOHKPETHBIX Pe3yJbTaTOB
TPaAUIIMOHHOM JucTaHlMOHHOM ramma-tepanuu (AI'T) mpu ITIPI" m IIPIT B
3aBUCUMOCTH OT HMMMYHOTHCTOXHMHYECKUX OCOOEHHOCTEH OIyXOJu; H3y4YeHUEM
HEMOCPEACTBEHHBIX PE3YJIbTATOB MPEIIOKEHHON XUMHUOIYUYEBOM TEPANNU B PEKUME
MyJIbTU(DPAKIIMOHUPOBAHUS JO3bI B 3aBUCUMOCTH OT HMMMYHOTUCTOXHMHUYECKUX
OCOOEHHOCTEH OIMyXOJIM; H3YyYCHHEM OTIAJCHHBIX pe3yJIbTaTOB IMPOBEIACHHOU
Jy4eBOM U XUMHUOJIYYEBOM Tepanuu pu MectHopacnpoctpaneHHsix [IPI u TIPIT. B
pe3yJbTare IMPOBEJCHHOIO HCCIEIOBaHUS, MOXHO IIpe[yiaratb BBECTU B
HeoOxoaumble auarHoctudeckue ooOciemoBanusi OonbHbIX [IPTT m TIPIT onenky
sKCcIIpeccu oHKoMapkepoB mpS3, Ki-67, Bel-2 aiis Bo3MOKHOT0 BEIOOpA TAaKTUKU M

MCTOAA TCPAIINH.
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Larynx cancer and laryngopharynx in the general structure of oncopathology
occupies the sixth place. Overall and disease-free survival of patients hospitalized for
diseases with I11-1V stage is 27 and 11 months [H. Hauswald et al., 2011]. Thus, we
can conclude that oncological marker Bcl-2 is one of the mechanisms of low tumor
sensitivity to chemo radiation impact, but on the other side is an important predictive
marker for possible sensitivity to SCCL and SCCLPH. In our case, this threshold is
20,0% and is common to totally selection where the best response to treatment of
oncological process that allows rely on the figure during the choosing of tactics of
treatment. Probably, when tumor markers expression mp53 an average of 60,0% had
recurrence garden 1 YEAR surveillance and disease progression. With regard to the
positive manifestations of oncological process treatment: surveillance 2 YEAR end
and at the time of observation, complete and partial responses, stabilization, it
expression of tumor markers mp53 averaged 57,0%. Thus, taking expression mp53
tumor markers in 60,0%, as last high threshold, we can offer CRT, which offered 2
subgroup. Thus, it may be noted that the higher the level of Ki-67 expression those
earlier relapse occurs. However, the higher expression Ki-67, the better the response
of tumor to CRT surveillance at our investigation also confirmed the direct
dependence on expression Ki-67, higher expression Ki-67, the better surveillance,
dependence on these can be based on choosing method of treatment, the known
expression of oncological markers. Thus, we can offer to enter into the necessary
diagnostic examination of patients with SCCL and SCCLPH assessment expression
of oncological markers mp53, Ki-67, Vcl-2 for the selection of tactics and method of

therapy.



