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INTRODUCTION

Adjuvant treatment with interferon-alpha (INF-a) of melanoma patients with
resected regional lymph node metastases prolongs the progression-free survival, whereas

evidence concerning the overall survival remains controversial (1).

Ten-year survival of patients with of cutaneous non-metastatic melanoma (stage I-1T)
is from 33% to 88%. Therefore, adjuvant treatment is necessary for these patients (2,3).
Initial results have shown that adjuvant immunotherapy may prolong progression-free and
overall survival of non-metastatic melanoma patients. However, these findings were not

confirmed by other authors (1, 4, 5, 6).

The survival of melanoma patients treated with INF-o. may depend on prognostic
factors, one of them being proliferative index Ki-67. Ki-67 is the protein found in cell
nucleus and detectable in all cell cycle phases except GO. Ki-67 shows the proliferative
activity and so-called growth fraction of a tumour (7). The tumour growth fraction
(proportion of actively proliferating cells in the whole cell population) has a prognostic
significance in many types of cancer. Some evidence suggests the prognostic importance
of Ki-67 index in melanoma (8,9). The association between Ki-67 index and disease

progression in patients with deep infiltration of primary melanoma has been reported (10)

Melanoma is regarded as a malignant tumour that depends on the immune system.
The risk of developing this form of cancer increases with suppressed immune system.
Immunotherapy (cytokines) is used for treatment of melanoma patients. However, despite
numerous immunologic studies have been performed with melanoma patients, no reliable
immunologic parameters predicting the course of the disease and the efficacy of

immunotherapy have yet been determined.
THE AIM OF THE STUDY

The aim of the study was to explore the prognostic and predictive significance of the
proliferative index Ki-67 and changes of T lymphocyte subsets in non-metastatic

melanoma patients.



OBJECTIVES

1. To explore the significance of proliferative index Ki-67 of the primary tumour for

patient survival and for the efficacy of treatment with INF-a.

2. To explore changes of peripheral blood T lymphocyte subsets characteristic for

patients with non-metastatic melanoma.

3. To examine the relationship between the growth fraction of primary melanoma

tumour (Ki-67 index) and the peripheral blood T lymphocyte subsets.
DEFENDED STATEMENTS

1. Proliferative index Ki-67 has no prognostic significance for survival of non-

metastatic melanoma patients with tumour thickness of >1.5 mm.

2. Treatment with IFN-o does not prolong survival of unselected non-metastatic

melanoma patients.

3. Survival of IFN-a treated non-metastatic melanoma patients depends on

proliferative index Ki-67 of the primary tumour.

4. In patients with non-metastatic melanoma, changes in levels of peripheral blood T

lymphocyte subsets can be determined.
SCIENTIFIC NOVELTY

For the first time, the relationship between proliferative potential of primary

melanoma tumors and survival of IFN-a treated patients has been studied. It was shown

that primary melanoma patients whose tumours had Ki-67 index < 16% survived

significantly longer after IFN-a treatment than patients whose tumours had Ki-67 index >

16%. For the first time, levels of peripheral blood T lymphocyte subsets in primary

melanoma patients were studied in more detail. In particular, statistically significant

differences in CD8highCD57- and CD8low lymphocytes between patients and control

subjects were determined. It was observed for the first time, that peripheral blood levels

of these lymphocyte subsets undergo unidirectional changes after removal of tumours
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with Ki-67 index > 16%.
MATERIALS AND METHODS

To investigate the significance of the proliferative index Ki-67, a retrospective
analysis was performed with 80 patients, in whom primary non-metastatic melanoma was
diagnosed at the Institute of Oncology, Vilnius University during 2000-2002. The patients
were examined according to guidelines, approved at the Institute of Oncology, Vilnius
University. The permission of Lithuanian Committee of Bioethics was obtained to
perform this study. The inclusion criteria were as follows: primary histologically
confirmed skin melanoma, tumour thickness of > 1,5 mm, no regional or distant
metastases, absence of any other tumour in other localisations. Adjuvant treatment with
IFN-o was administered to 33 of these patients. IFN-a was injected intra-muscularly from
3 MIU to 18 MIU three times per week, starting within two months after surgical
treatment. The duration of IFN-a treatment was from 23 to 1124 days, median 269 days.
The reasons for treatment discontinuation included disease progression, poor tolerance, or
patient’s refusal of such treatment. The survival data of the patients were obtained from
the Lithuanian Cancer Registry. The treated patients group (n=33) was compared to that
of the non-treated patients (n=47). The main characteristics of the patients are presented

in Table 1.
Table 1.

Characteristics of patients with non-metastatic melanoma, treated and not treated with

IFN-a

Characteristics Treated with IFN-a. | Not treated with IFN-a.
n=33) (n=47)

Age: median, range 60, 17-81 61, 34-89

Sex (males/females) 15/18 9/38

Localisation:

Head — neck 1 9

Waist 16 12




Extremities 16 26

Tumour thickness (Breslow )

1,5-4 mm 18 33

>4 mm 15 14

Tumour infiltration

(Clark)
I 9 21
v 22 20
\% 2 6

A prospective study was performed to explore the immunological parameters. The
immunological parameters were analysed in 27 patients who had been diagnosed with
non-metastatic melanoma at the Institute of Oncology, Vilnius University during the
period of 2006 — 2007. The permission of Lithuanian Bioethics Committee was obtained
to perform the study. The inclusion criteria were the following: primary histologically
confirmed skin melanoma (pTis- pT4NOMO) without any regional or distant metastases,
absence of other malignant tumour in other localisations. Main characteristics of these

patients are presented in Table 2.
Table 2.

Characteristics of the prospective patient group

Characteristics Number
Number of patients 27
Sex
Males 5
Females 22
Age (in years)
Median 52
Range 24-85




Tumour thickness (Breslow )
<1l mm 10
>1<2 mm 7
>2<4 mm 6
>4 mm 4

The immunologic parameter values of patients were compared with those of the
control group. The control group consisted of 39 subjects without any known oncological
or autoimmune diseases. Table 3 shows the main characteristics of subjects of the control

group.
Table 3.

Characteristics of subjects of the control group

Characteristics Number
Number 39
Sex
Males 19
Females 20
Age (in years)
Median 58,5
males 59,5
females 52
Range 37-84
males 41-84
females 37-82
Healthy blood donors 11
Suffering from inactive forms of 17
cardiovascular diseases
Suffering from calculosis 4




Patients with vertebral and joint 3

pathology*

Others** 5

* | patient with periarhtritis, 1 with arthrosis and 1 complaining of vertebral

pain;

** 2 female patients with benign ovarian cysts, 1 male patient with a benign

prostate adenoma and 1 female patient with anemia

Ki-67 protein expression was determined using immunohistochemical method. The
analysis of peripheral blood lymphocytes was performed using flow cytometry. Statistical

analysis of the data was performed using STATISTICA programme, version 7.

The survival of patients was calculated from the date of the diagnosis to the patient’s
death or the last date with the evidence available that the patient is alive. The follow-up of
patients was carried out with the help of Lithuanian Cancer Registry. The survival of the
groups was analysed using Kaplan-Meier method. The differences between the survival
curves were evaluated by Log-rank test. The impact of other factors on the survival
duration was assessed by means of Cox’s model. The immunologic parameters of patients
were compared with the corresponding parameters of the control group individuals. The

statistic significance was estimated by Student t-criterion.
RESULTS AND DISCUSSION

The survival was analysed in 80 patients with non-metastatic melanoma. No
significant difference was observed between the survival of patients treated with IFN-a
and non-treated with [FN-a (Figure 1). The median survival in both groups of patients

was not reached at the time of analysis.
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Figure 1. Kaplan-Meier survival curves of patients with non-metastatic melanoma

treated with IFN-a (n=33) and non-treated with IFN-o (n=47) (p=0.14).

Proliferative index Ki-67 in primary tumours had no significant prognostic value in

melanoma patients non-treated with IFN-a, tumour thickness > 1.5 mm (Figure. 2)
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Figure 2. Kaplan-Meier survival curves of non-metastatic melanoma patients non-
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treated with IFN-o. and with tumour proliferative marker Ki-67 expressed in < or >16%

tumour cells (p=0.89).

The survival of IFN-a non-treated non-metastatic melanoma patients with Ki-67
expressed in <16% tumour cells showed no significant difference from those patients with
the tumour proliferative index Ki-67 >16%. The survival median in both groups of
patients was not reached, whereas the median follow-up was 26.7 months for patients
whose Ki-67 was expressed in <16% cells and 20.2 months for those patients whose
proliferative marker Ki-67 was expressed in >16% malignant cells. However, survival of
IFN-a treated non-metastatic melanoma patients with Ki-67 expressed in <16% cells was

longer than that of patients with Ki-67 expressed in > 16% cells (Figure 3).
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Figure 3. Kaplan-Meier survival curves of IFN-a treated patients with non-

metasatic melanoma, with tumour proliferation index Ki-67 < or > 16% (p=0.016).

The survival median was not reached in IFN-a treated patients with non-metastatic
melanoma whose proliferation index Ki-67 in tumours was <16% (median follow-up —
41.2 months), whereas in patients, whose tumours showed proliferation index Ki-67

>16% the survival median was 48.2 months.

The patients’ follow-up time was too short to determine the survival differences
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between the IFN-o treated patients and those not treated with IFN-o with tumour
thickness < 4 mm. Nevertheless, IFN-a treated patients with tumour thickness > 4mm and
proliferative index Ki-67<16% showed a trend for prolonged survival, compared to non-
treated patients (data not shown in the summary, p=0.27). In contrast, IFN-a treated
patients with tumour thickness < 4mm and proliferative index Ki-67 > 16% survived a

shorter period than non-treated patients (Figure 4).
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Figure 4. Kaplan-Meier survival curves of IFN-a treated (n=7) and non-treated
with IFN-a (n=5) patients with melanoma whose tumour proliferative index Ki-67 was

>16% (p=0.08). Tumour thickness < 4 mm.

The investigation of immunological parameters showed that the peripheral blood of
melanoma patients contained a lower levels of monocytes (p=0.0002) as well as of
cytotoxic T lymphocytes CD8highCD57- compared to healthy controls (p=0.009).
Patients had significantly higher counts of CD4+ (p=0.02) and CDS8low (p=0.04)
lymphocytes compared to healthy controls (Figures 5-7).
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Figure 5. Counts of lymphocytes and monocytes in peripheral blood of melanoma

patients (dark columns) and control group (white columns)
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Figure 6. T lymphocyte counts in peripheral blood of melanoma patients (dark

columns) and control group (white columns)
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Figure 7. Subsets of CD8+ lymphocytes in peripheral blood of melanoma patients

(dark columns) and control group (white columns)

Taking into account that the malignant tumours of our investigated patients were
comparatively small, the identified alterations of the immune system are not likely to be
triggered by a malignant tumour process. On the contrary, we assume that these
alterations of the immune system conditioned the formation or the development of

malignant tumours.

The investigation of proliferative index Ki-67 revealed its predictive significance
for I[FN-a-treated patients with non-metastatic melanoma. Considering the influence of
IFN-a on the immune system as one of its major mechanisms of action, the relationship
between the proliferative index Ki-67 in the tumour and the immune system was
investigated. To this aim, the state of the immune system was investigated before and after
surgical removal of the tumour. The data obtained showed that with high expression of
Ki-67 in tumours (= 16%), immune system changes before and after surgery followed one
direction: percentage of CD8highCD57+ lymphocytes in CD8+ lymphocyte population
increased in all study patients (n=5), whereas counts of CD8low lymphocytes decreased

in all the patients (n=5).
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Figure 8. Changes in CD8highCD57+ and CD8low lymphocyte subsets in non-

metastatic melanoma patients after surgery of primary tumour with proliferative index Ki-

67 >=16%

In contrast, in case of Ki-67 expression in tumours <16% the observed immune
system response was not of one direction. Among lymphocyte subpopulations after the
removal of melanoma tumour, both increased and decreased expressions were observed.
This proves that the immune system undoubtedly responds to melanoma tumours of large

proliferation (Ki-67>16%). We assume that in case of a smaller tumour growth fraction
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metastatic melanoma patients after surgery of primary tumour with proliferative index Ki-

67<16%

The results of our study revealed statistically significantly shorter survival of patients
treated with IFN-a with Ki-67>16%. According to our findings, patients with Ki-67>16%
showed increasing levels of cytotoxic CD8highCD57+ lymphocytes and decreasing
levels of dysfunctional CD8low lymphocytes. We assume that after the tumour removal
the enhancement of the immune system takes place. We believe that in such patients the
administration of IFN-a disrupts the automatic regulation mechanisms of the immune

system and may have adverse impact on the efficacy of the treatment.

CONCLUSIONS

1. Ki-67 proliferative index has no prognostic significance in non-metastatic

melanoma patients with tumour thickness >1.5 mm.

2. Ki-67 proliferative index has a predictive significance in IFN-a-treated non-

metastatic melanoma patients.

3. In patients with non-metastatic melanoma a statistically significant decrease in
monocytes and CD8highCD57- lymphocytes and increase in CD4+ and CD8low

lymphocytes compared to healthy controls is observed.

4. In patients with non-metastatic melanoma the tumour growth fraction (determined
by Ki-67 expression) may influence changes in T lymphocyte subsets after surgical

treatment.

PRACTICAL RECOMMENDATIONS

Adjuvant treatment with IFN-a should not recommended for non-metastatic
melanoma patients with tumour thickness > 1,5 mm, and especially for patients with

highly proliferating tumours (Ki-67 proliferative index >16%).

PRESENTATIONS

“Predictive value of proliferative index Ki-67 in treatment of non-metastatic
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melanoma patients with interferon-alfa”, 18 April 2008. The National Conference of
Lithuanian Dermatovenerologists “Innovations in managing inflammatory and malignant

cutaneous diseases”, Vilnius.
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IVADAS

Sergantiems melanoma pacientams, kuriems buvo paSalintos metastazés sritiniuose
limfmazgiuose, adjuvantinis gydymas alfa interferonu (IFN-a) prailgina laikotarpi iki
ligos progresavimo pradzios, o duomenys apie bendrojo iSgyvenimo pailgéjima yra
priestaringi (1). 10 mety iSgyvena 33-88% neiSplitusia melanoma (I-II ligos stadija)
serganCiy pacienty, todél Siems pacientams aktualus adjuvantinio gydymo klausimas
(2,3). Pirmuyjy tyrimy rezultatai parod¢, kad adjuvantiné imunoterapija gali pailginti tokiy
pacienty laika iki ligos progresavimo pradzios ir iSgyvenimo trukme, bet kity autoriy

tyrimai $iy rezultaty nepatvirtino (1,4,5,6).

IFN-a gydomy pacienty iSgyvenimo trukmé gali priklausyti nuo prognoziniy
veiksniy. Vienas i$ galimy prognoziniy veiksniy yra naviko proliferacijos zymuo Ki-67.
Ki-67 — tai lastelés branduolio baltymas, aptinkamas visose lastelés ciklo fazése, iSskyrus
GO, ir rodantis naviko proliferacini aktyvuma bei naviko augimo frakcijos dydi (7).
Naviko augimo frakcijos (aktyviai proliferuojanc¢iy navikiniy lasteliy dalis visoje lasteliy
populiacijoje) dydis siejamas su daugelio lokalizacijy onkologinés ligos prognoze, todél
tikétina, kad $is rodiklis svarbus ir melanomos atveju (8,9). Yra nurodomas rysys tarp Ki-
67 rodiklio ir greitesnio ligos progresavimo esant didelei melanomos pirminio naviko

infiltracijai (10).

Melanoma yra laikoma nuo imuninés sistemos priklausomu piktybiniu naviku.
Rizika susirgti Siuo piktybiniu naviku padidéja, kai imuniné sistema yra susilpnéjusi, o
gydoma melanoma taikant imunoterapija (citokinus). Nors imunologiniy tyrimy
melanoma sergantiems pacientams atlikta daug, taciau néra nustatyta neabejotiny

imunologiniy faktoriy, nuo kuriy priklauso ligos eiga ir imunoterapijos efektyvumas.
DARBO TIKSLAS

Istirti naviko proliferacijos zymens Ki-67 prognozing ir prediktyving reikSme bei T

limfocity subpopuliacijy pokycius esant nei$plitusiai melanomai.
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DARBO UZDAVINIAI

1. Istirti melanomos pirminio naviko augimo frakcijos (Ki-67) reikSme ligoniy

iSgyvenimo trukmei ir gydymo IFN-a veiksmingumui, kai naviko storis > 1,5 mm.

2. Istirti periferinio kraujo T limfocity subpopuliacijy pokycius esant neiSplitusiai

melanomai.

3. Istirti melanomos pirminio naviko augimo frakcijos Ki-67 rysj su periferinio

kraujo T limfocity subpopuliacijomis.
GINAMIEJI TEIGINIAI

1. Ki-67 neturi prognozinés vertés iSgyvenimo trukmei pacienty, serganciy

neisplitusia melanoma, kai naviko storis yra didesnis negu 1,5 mm.

2. Neindividualizuotas neisplitusios melanomos gydymas IFN-o nepailgina pacienty

iSgyvenimo trukmes.

3. Gydyty IFN-o neiSplitusia melanoma serganciy pacienty iSgyvenimo trukmé

priklauso nuo Ki-67 reik§més.

4. Sergant neisplitusia melanoma, T limfocity subpopuliacijy kiekiai periferiniame

kraujuje yra pakitg.
MOKSLINIS NAUJUMAS

Sitame darbe pirma karta buvo tirtas ry§is tarp pirminio melanomos naviko
proliferacinio aktyvumo ir gydyty IFN-a pacienty iSgyvenimo. Buvo nustatyta kad gydyti
IFN-a pacientai, kuriems melanomos naviko Ki-67 indeksas <16% iSgyveno statistiskai
reikSmingai ilgiau, nei pacientai, kuriems naviko Ki-67 indeksas buvo >16%. Pirma karta
buvo detaliai iStita T limfocity subpopuliaciju pokyc€iai periferiniame kraujyje
neisplitusia melanoma sergantiems pacientams. Buvo nustatyti statistiSkai reikSmingi
skirtumai CD8highCD57- ir CD8low limfocity subpopuliacijy tarp melanoma serganciy
pacienty ir kontrolinés grupés. Pirma karta buvo nustatyta kad paSalinus pirmini

melanomos navika kai Ki-67 raiSka >16%, imuninés sistemos rodikliy pokyciai yra
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vienos krypties.
PACIENTAI IR METODAI

Tiriant proliferacijos zZymens Ki-67 reikSme, buvo atlikta 80 pacienty, kuriems
Vilniaus universiteto Onkologijos institute (VUOI) 2000-2002 metais buvo diagnozuota
neisplitusi melanoma (pacientai buvo tiriami pagal VUOI naudojamus tyrimo algoritmus),
retrospektyviné analizé. Tyrimui atlikti gautas Lietuvos bioetikos komiteto leidimas.
Itraukimo | tyrima kriterijai buvo: pirma karta nustatyta ir histologiskai patvirtinta odos
melanoma, naviko storis > 1,5 mm, néra sritiniy ir tolimyjy metastaziy, néra kitos
lokalizacijos piktybinio naviko. 33 Siy pacienty po operacinio gydymo pragjus dviem
ménesiams, buvo paskirtas adjuvantinis gydymas IFN-a nuo 3 mln. TV iki 18 min. TV 3
kartus per savaite | raumenis. Gydymo IFN-a trukmé — nuo 23 iki 1124 dieny, mediana —
269 dienos. Gydymo nutraukimo priezastys buvo ligos progresavimas, blogas vaisto

toleravimas, paciento atsisakymas taip gydytis. Duomenys apie iSgyvenimo trukmg gauti

i§ Vézio registro. Gydyti pacientai (n=33) buvo palyginti su negydytais pacientais (n=47).

Tiriant imunologinius rodiklius buvo atliktas prospektyvinis tyrimas. ISanalizuoti
imunologiniai duomenys 27 pacienty, kuriems 2006-2007 metais (VUOI) buvo nustatyta
neiSplitusi melanoma. Tyrimui atlikti gautas Lietuvos bioetikos komiteto leidimas.
Itraukimo kriterijai buvo: pirma karta nustatyta ir histologiskai patvirtinta odos melanoma
(pTis-pT4NOMO), sritiniy ir tolimyjy metastaziy nebuvimas, kitos lokalizacijos piktybinio
naviko nebuvimas. Imunologiniai pacienty rodikliai buvo palyginti su kontroline grupe.
Kontroling grupg sudaré 39 onkologinemis ir autoimuninemis ligomis nesergantys
asmenys, ju amziaus mediana buvo 55 metai (intervalas 24-84 metai). Melanoma
serganciy pacienty grupéje buvo 22 moterys ir 5 vyrai. Kontrolinés grupés duomenys

surinkti 2000 metais.

Ki-67 baltymo raiska buvo nustatyta imunohistocheminiu metodu. Limfocity analizé
buvo atlikta tékmés citometrijos metodu. Visi duomeny statistiniai skai¢iavimai atlikti,
naudojant kompiutering programa STATISTICA 7. Pacienty iSgyvenamumas buvo
skaiCiuotas nuo diagnozés nustatymo datos iki paciento mirties arba paskutinés datos,
kada buvo zinoma, kad pacientas yra gyvas. Stebéjimas buvo atlickamas padedant Vézio

registrui. Grupiy iSgyvenamumas buvo analizuojamas Kaplan- Meier’io metodu.
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Skirtumai tarp iSgyvenamumo kreiviy jvertinti naudojant Log rangy testa. Kity faktoriy
itaka iSgyvenimo trukmei buvo vertinta naudojant Cox’o modelj. Pacienty imunologiniai
rodikliai buvo palyginti su kontrolinés grupés individy atitinkamais rodikliais. Skirtumy

statistinis reikSmingumas buvo vertinamas pagal Student’o testa.
REZULTATAI IR REZULTATU APTARIMAS

Analizuota 80 neiSplitusia melanoma serganciy ligoniy i§gyvenimo trukmé. Visy
gydyty IFN-a pacienty iSgyvenimo trukmé nesiskyré nuo negydyty IFN-o pacienty
iSgyvenimo trukmés. Ki-67 Zymuo neturéjo prognozinés reik§meés negydytiems IFN-a
melanoma sergantiems pacientams, su naviko storiu > 1,5 mm. Tuo tarpu gydyty IFN-a
pacienty, kuriy naviky proliferacijos zymuo buvo Ki-67<16%, iSgyvenimas buvo
ilgesnis, negu pacienty, kuriy naviky proliferacijos zymuo buvo Ki-67 > 16%. Pacienty
stebéjimo laikas buvo per trumpas, kad bty galima nustatyti gydyty ir negydyty [FN-a
pacienty su < 4 mm storio navikais i§gyvenimo skirtumus. Gydytiems IFN-a pacientams
su > 4mm storio navikais ir Ki-67<16% nustatyta ilgesnio iSgyvenimo tendencija,
lyginant su negydytais (p=0,27), tuo tarpu gydyti IFN-o pacientai su < 4mm storio

navikais ir Ki-67> 16% iSgyveno trumpiau, negu negydyti.

Tiriant imunologinius parametrus buvo nustatyta, kad melanoma serganéiy
pacienty periferiniame kraujyje yra maziau monocity (p=0,0002) ir citotoksiniy T
limfocity CD8highCD57- (p=0,009). Serganiy neisplitusia melanoma pacienty
periferiniame kraujyje buvo reik§mingai daugiau CD4+ (p=0,02) ir CD8low (p=0,04)
limfocity.

Kadangi miisy tirty melanoma serganciy pacienty navikai buvo palyginti mazi,
mazai tikétina, kad nustatyti imuninés sistemos pokyciai yra sukelti navikinio proceso.
Galima i8kelti prielaida, kad Sie imuninés sistemos pokyciai sudaré salygas atsirasti ar

vystytis navikams.

Tiriant Ki-67 raiska navikuose buvo nustatyta, kad Sis Zymuo igyja prediktyving
reik§me neiSplitusia melanoma sergantiems pacientams, gydytiems IFN-o. Kadangi
vienas i§ pagrindiniy IFN-o veikimo mechanizmy yra poveikis imuninei sistemai, buvo

iStirtas Ki-67 raiskos navike rySys su imunine sistema. Tuo tikslu buvo tirta imuninés
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sistemos buklé pries ir po operacijos. Tyrimo rezultatai rodo, kad Ki-67 raiskai navike
esant >16%, imuninés sistemos rodikliy poky¢iai yra vienos krypties. Po operacijos
padidéjo visy tirty pacienty (n=5) CD8highCD57+ limfocity subpopuliacijos lasteliy
procentas CD8+ limfocity, populiacijoje, o CD8low limfocity subpopuliacijos lasteliy

kiekis visy pacienty sumazéjo.

Tuo tarpu esant Ki-67 raiskai navikuose <16%, imuninis sistemos atsakas jau nebuvo
vienos krypties. Pasalinus melanomos navika tarp limfocity subpopuliaciju buvo tiek
padidéjusiy, tiek ir sumazéjusiy reikSmiy. Tai rodo kad imuniné sistema neabejotinai
reaguoja | didelés proliferacijos (Ki-67>16%) melanomos navikus. Esant mazesnei naviko
augimo frakcijai (Ki-67<16%), matyt, imuninés sistemos rodikliams didesn¢ itaka gali

daryti kiti faktoriai.

Misy tyrimo rezultatai rodo, kad gydant IFN-a pacientus, kuriy naviky
proliferacijos Zymens Ki-67 raiska buvo >16%, statistikai reik§mingai sumazéjo ju
iSgyvenimo trukmé. Kaip matome i§ aprasSyty duomeny, pacientams, kuriy naviky
proliferacijos zymens Ki-67 raiska buvo >16%, po naviko paSalinimo padidéjo
citotoksiniy ir sumazéjo disfunkciniy limfocity. Taigi galima daryti prielaida, kad
paSalinus navika, tokiy pacienty imuniné sistema suaktyvéja. Tokiems pacientams
vartojant IFN-a, gali biiti sutrikdomi imuninés sistemos autoreguliaciniai mechanizmai, o

tai gali turéti neigiama poveikj gydymo efektyvumui.
ISVADOS

1. Ki-67 proliferacijos zZymuo neturi prognozinés reik§meés neiSplitusia melanoma

sergantiems pacientams, kai naviko storis >1,5 mm.

2. Ki-67 proliferacijos zymuo turi prediktyving reikSmg¢ gydytiems IFN-a

neiSplitusia melanoma sergantiems pacientams.

3. Nustatytas reikSmingas monocity, CD8highCD57- limfocity kiekio sumazéjimas ir
CD4+ ir CD8low limfocity kiekio padidéjimas neiSplitusia melanoma serganciy

pacienty periferiniame kraujyje.

4. Nei$plitusia melanoma serganciy pacienty naviko augimo frakcijos dydis (Ki-67
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raiSka) gali daryti itaka T limfocity subpopuliacijy pakitimams po operacinio
gydymo.

PRAKTINES REKOMENDACIJOS

Netikslinga skirti adjuvantini gydyma IFN-a nesilaikant atrankos kriterijy
(neindividualizuotai) pacientams, sergantiems neiSplitusia melanoma, kai naviko storis >

1,5 mm, ypac jei navike Ki-67 Zymens raiska yra >16%.
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