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My6nukaumm B 4y>KAN CNMcaHus

1. Adjuvant Trastuzumab in HER2-positive Breast Cancer.

Slamon D, Eiermann W, Robert N, Pienkowski T, Martin M, Press M, Mackey
J,Glaspy J, Chan A, Pawlicki M, Pinter T, Valero V, Liu MC, Sauter G, von
Minckwitz G, Visco F, Bee V, Buyse M, Bendahmane B, Tabah-Fisch I,
Lindsay MA, Riva A, Crown J;

Breast Cancer International Research Group.

N Engl J Med. 2011 Oct 6; 365(14): 1273-83.
Abstract:

BACKGROUND: Trastuzumab improves survival in the adjuvant treatment of
HER-positive breast cancer, although combined therapy with anthracycline-
based regimens has been associated with cardiac toxicity. We wanted to
evaluate the efficacy and safety of a new nonanthracycline regimen with
trastuzumab.

METHODS: We randomly assigned 3222 women with HER2-positive early-
stage breast cancer to receive doxorubicin and cyclophosphamide followed
by docetaxel every 3 weeks (AC-T), the same regimen plus 52 weeks of
trastuzumab (AC-T plus trastuzumab), or docetaxel and carboplatin plus 52
weeks of trastuzumab (TCH). The primary study end point was disease-free
survival. Secondary end points were overall survival and safety.

RESULTS: At a median follow-up of 65 months, 656 events triggered this
protocol-specified analysis. The estimated disease-free survival rates at 5
years were 75% among patients receiving AC-T, 84% among those receiving
AC-T plus trastuzumab, and 81% among those receiving TCH. Estimated
rates of overall survival were 87%, 92%, and 91%, respectively. No
significant differences in efficacy (disease-free or overall survival) were
found between the two trastuzumab regimens, whereas both were superior
to AC-T. The rates of congestive heart failure and cardiac dysfunction were
significantly higher in the group receiving AC-T plus trastuzumab than in the
TCH group (P<0.001). Eight cases of acute leukemia were reported: seven
in the groups receiving the anthracycline-based regimens and one in the
TCH group subsequent to receiving an anthracycline outside the study.

CONCLUSIONS: The addition of 1 year of adjuvant trastuzumab significantly
improved disease-free and overall survival among women with HER2-
positive breast cancer. The risk-benefit ratio favored the nonanthracycline
TCH regimen over AC-T plus trastuzumab, given its similar efficacy, fewer
acute toxic effects, and lower risks of cardiotoxicity and leukemia. (Funded
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by Sanofi-Aventis and Genentech; BCIRG-006 ClinicalTrials.gov number,
NCT00021255.).

2. A randomized phase III trial of Glufosfamide compared with best
supportive care in metastatic pancreatic adenocarcinoma previously
treated with gemcitabine.

Ciuleanu TE, AV Pavlovsky, G Bodoky, et al.

European J of Cancer, 2009;45(9): 1589-1596.
Abstract:

PURPOSE: There are currently no approved therapies for patients with
metastatic pancreatic adenocarcinoma previously treated with gemcitabine.
This Phase III trial evaluated the efficacy and safety of glufosfamide as
compared with best supportive care (BSC) in this patient population.

METHODS: Patients were randomised to glufosfamide plus BSC or to BSC
alone with baseline performance status as a stratification factor. The primary
end-point was overall survival.

RESULTS: Three hundred and three patients were randomised: 148 to
glufosfamide plus BSC and 155 to BSC alone. There was an 18% increase in
overall survival for glufosfamide that was not statistically significant: hazard
ratio (HR) 0.85 (95% confidence interval (CI) 0.66-1.08, p=0.19). Median
survival was 105 (range 5-875) days for glufosfamide and 84 (range 2+ to
761) days for BSC. Grade 3/4 creatinine increase occurred in 6 patients on
glufosfamide, including 4 with dosing errors.

CONCLUSION: These results suggest low activity of glufosfamide in this very
refractory patient population.

3. Concomitant Docetaxel plus Gemcitabine (DG) vs Sequential
Docetaxel followed by Gemcitabine in Anthracycline-Pretreated
Metastatic or Locally Recurrent Breast Cancer Patients: A
multicenter Phase III Trial of the Central European
CooperativeOncology Group (CECOG).

A. Tomova, R. Bartsch, T. Brodowicz, V. Tzekova, C. Timcheva, Chr.
Zielinski.

Breast Cancer Res Treat, 2010; 119:169-176.
Abstract:

Docetaxel (D) plus gemcitabine (G) is an active combination in anthracycline
pre-treated breast cancer. Impact of sequential administration of these
drugs is unclear. This trial aimed to compare concomitant DG with sequential
D --> G. Patients were randomised to eight cycles of gemcitabine 1,000

2



mg/m2 on days 1 + 8 plus docetaxel 75 mg/m2 on day 8, or 4 cycles of
docetaxel 100 mg/m2 on day 1, followed by four cycles of gemcitabine
1,250 mg/m2 on days 1 + 8, in a 21-day schedule. Time to progression
(TTP) was defined as primary endpoint; secondary endpoints were overall
response rate (ORR), response duration (RD), overall survival (OS) and
toxicity. Due to poor recruitment, the trial was terminated after 100 of a
pre-planned 430 patients. Patient characteristics were well balanced. No
significant difference was observed in terms of TTP, ORR, RD and OS. Grade
3/4 adverse events encompassed leucopoenia (29 vs.68%, P < 0.001),
neutropoenia (49 vs. 83%, P < 0.001) and febrile neutropoenia (4 vs. 9%,
n.s.), all favouring D --> G. No difference in efficacy was observed between
concomitant and sequential treatment. D --> G produced significantly more
episodes of haematological toxicity due to the administration of docetaxel at
100 mg/m2 without GCSF support.

4. Therapy of small cell lung cancer with emphasis on oral
topotecan.
Robert Pirker, P. Berzinec, St. Brincat, C. Timcheva et al.

Lung cancer 2010; 70, 7-13.
Abstract:

Systemic chemotherapy plays the major role in the management of patients
with small cell lung cancer. Cisplatin plus etoposide is the most widely used
regimen and is considered as standard in patients with limited disease.
Cisplatin plus irinotecan improved survival compared to cisplatin plus
etoposide in a Japanese trial but failed to do so in two trials in Caucasians.
Cisplatin plus topotecan had similar efficacy compared to cisplatin plus
etoposide in patients with extensive disease. In the second-line setting,
topotecan showed similar efficacy but better tolerability compared to
cyclophosphamide, doxorubin plus vincristine. Oral topotecan was as
efficacious as its intravenous formulation and was shown to improve survival
compared to best supportive care alone in patients previously treated with
chemotherapy. Thus topotecan is considered as the standard second-line
chemotherapy in patients with small cell lung cancer.

5. Second-line targeted therapy of gastrointestinal stromal tumors.
C.Timcheva.

Memo magazine of medical oncology, 2010; 3, 2:61-64.
Abstract:
The treatment of patients with unresectable or metastatic imatinib-resistant

gastrointestinal stromal tumours is a big challenge. Primary resistance and
secondary resistance are under investigation. Secondary resistance can
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develop through various mechanisms, the most common being secondary
KIT mutations in clonally expanded cancer cells. Effective standard
treatment after failure of imatinib therapy is a small molecule tyrosine
kinase inhibitor sunitinib. Its efficacy is associated with the blockade of
receptor tyrosine kinase signalling by KIT, PDGFRs, the three forms of the
vascular endothelial growth factor receptors (VEGFR-1, VEGFR-2 and
VEGFR-3), Fms-like tyrosine kinase-3 receptor (FLT3) and the receptor
encoded by the ret proto-oncogene (RET). Sunitinib induced promising
activity in a phase III study with imatinib-resistant patients: time to tumour
progression 27.3 weeks for the sunitinib arm vs. 6.4 weeks for the placebo
arm, median progression-free survival 24.1 vs. 6.0 weeks, objective
response rate — 6.8 vs. 0 weeks. Salvage treatments for progressive disease
following the therapy with sunitinib show clinical benefit in a minority of
patients. ESMO recommends to include these patients in a clinical trial with
new targeted compounds and new drug combinations

Keywords:Gastrointestinal stromal tumours (GISTs), Imatinib, Sunitinib,
Resistance

6. Current standards in the treatment of metastatic breast cancer
with focus on Lapatinib: a review by a Central European Consensus
Panel.

Steger GG, Abrahamova J, Bacanu F, Brincat S, Brize A, Cesas A, Cufer T,
Dank M, Duchnowska R, Eniu A, Jassem J, Kahan Z, Matos E, Padrik P, Plate
S, Pokker H, Purkalne G, Timcheva C, Tzekova V, Vyzula R, Zielinski CC.

Wien Klin Wochenschr. 2010 Jun;122(11-12):368-79.
Abstract:

In breast cancer, early detection as well as new developments in therapeutic
options has resulted in less patients presenting with metastatic disease.
However, about one-third of women with early stage breast cancer will
eventually develop metastatic disease. Furthermore, approximately 20-30%
of patients with breast cancer have tumors that overexpress human
epidermal growth factor receptor (HER-2), which is associated with an
aggressive tumor phenotype and poor prognosis. The identification of the
HER-2 protein led to the development of highly effective therapeutics
directed at this receptor. Trastuzumab, a recombinant, humanized,
monoclonal antibody that binds to the extracellular domain of the HER-2
protein, has shown significant clinical benefit in metastatic and early-stage
HER-2-positive breast cancer. Since the cancer recurs after adjuvant therapy
in some women, and metastatic breast cancer eventually develops
resistance to trastuzumab, there is a need for alternative treatment
modalities to block HER-2 signaling. One of these treatment options is
lapatinib, an orally active small molecule that inhibits the tyrosine kinases of
HER-2 and the epidermal growth factor receptor type 1 (EGFR). In this
consensus statement current treatment options in metastatic and locally
advanced disease are discussed with a special focus on lapatinib.



7. Formulary availability and regulatory barriers to accessibility of
opioids for cancer pain in Europe: a report from ESMO/EAPC Opioid
Policy Initiative.

Cherny NI, J Baselga, F de Conno, L Radbruch., et al.

Annals of Oncology, 2010; 21 (3):615-626.
Abstract:

BACKGROUND: Many patients in Europe do not receive adequate relief of
pain because of excessive regulatory restrictions on the availability and
accessibility of opioids. This is a major public health problem. The aim of the
study is to evaluate and report on opioid availability and the legal and
regulatory barriers to accessibility across the countries of Europe.

METHODS: European Society for Medical Oncology and European Association
for Palliative Care national representatives reported data regarding survey of
opioid availability and accessibility. Formulary adequacy is evaluated relative
to the World Health Organization (WHO) essential drugs list and the
International Association for Hospice and Palliative Care list of essential
medicines for palliative care. Overregulation is evaluated according to the
guidelines for assessment of national opioid regulations of the WHO.

RESULTS: Data were reported on the availability and accessibility of opioids
for the management of cancer pain in 21 Eastern European countries and 20
Western European countries. Results are presented describing the
availability and cost of opioids for cancer pain in each surveyed country and
nine forms of regulatory restrictions.

Conclusions: Using standards derived from the WHO and International
Narcotics Control Board, this survey has exposed formulary deficiencies and
excessive regulatory barriers that interfere with appropriate patient care in
many European countries. There is an ethical and public health imperative to
address these issues.

Key words : cancer pain, Europe, laws and regulations, opioids
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8. Pegylated liposomal doxorubicin plus docetaxel significantly
improves time to progression without additive cardiotoxicity
compared with docetaxel monotherapy in patients with advanced
breast cancer previously treated with neoadjuvant-adjuvant
anthracycline therapy: results from a randomized phase III study.

Sparano JA, Makhson AN, Semiglazov VF et al.
J Clin Oncol. 2009 Sep 20; 27(27):4522-9.
Abstract:

PURPOSE: To determine whether the combination of pegylated liposomal
doxorubicin (PLD) and docetaxel significantly prolongs time to disease
progression compared with docetaxel alone without an increase in cardiac
toxicity in women with advanced breast cancer who had experienced relapse
at least 1 year after prior adjuvant or neoadjuvant anthracycline therapy.

PATIENTS AND METHODS: This international, phase III study randomly
assigned 751 patients to receive either docetaxel 75 mg/m(2) (n = 373) or
PLD 30 mg/m(2) followed by docetaxel 60 mg/m(2) every 21 days (n =
378) and continued until disease progression or prohibitive toxicity. The
primary end point was time to progression (TTP). Secondary end points were
overall survival (OS), objective response rate (ORR), cardiac toxicity, and
safety.

RESULTS: Treatment with PLD-docetaxel significantly improved median TTP
from 7.0 to 9.8 months (hazard ratio [HR] = 0.65; 95% CI, 0.55 to 0.77; P
= .000001) and the ORR from 26% to 35% (P = .0085). OS was similar
between the two groups (HR = 1.02; 95% CI, 0.86 to 1.22). The incidence
of grade 3 or 4 adverse events were similar (78% v 72%), although a higher
incidence of hand-foot syndrome (24% v 0%) and mucositis/stomatitis
(12% v 1%) were observed in the PLD-docetaxel combination. Protocol-
defined left ventricular ejection fraction decreases and congestive heart
failure were reported in 5% and 1% in both treatment arms, respectively.

CONCLUSION: The PLD-docetaxel combination was more effective than
docetaxel alone in women with metastatic breast cancer who had
experienced relapse at least 1 year after prior adjuvant anthracycline
therapy without an increase in cardiac toxicity, although mucocutaneous
toxicity was more common.



9. A phase II open-label randomized study to assess the efficacy and
safety of selumetinib (AZD6244 [ARRY-142886]) versus
capecitabine in patients with advanced or metastatic pancreatic
cancer who have failed first-line gemcitabine therapy.

Bodoky G, Timcheva C, Spigel DR, La Stella PJ, Ciuleanu TE, Pover G,
Tebbutt NC.

Invest New Drugs. 2012 Jun; 30(3):1272-3.
Abstract:

Selumetinib is a potent, selective MEK inhibitor with efficacy in several tumor
models. This study compared selumetinib with capecitabine in patients with
advanced or metastatic pancreatic cancer who had been pretreated with a
gemcitabine-based regimen. In this randomized, multicenter phase II study
(NCT00372944), patients received either 100 mg oral selumetinib twice daily
or 1,250 mg/m(2) oral capecitabine twice daily for 2 weeks followed by a 1-
week break, given in 3-weekly cycles. The primary endpoint was overall
survival. In all 70 patients were randomized. The median survival was
5.4 months in the selumetinib group and 5.0 months in the capecitabine
group (hazard ratio 1.03; two-sided 80% confidence interval(1=10.68,1.57;
P=00.92). Disease progression events occurred in 84% and 88% of
patients in the selumetinib and capecitabine treatment groups, respectively.
Gastrointestinal adverse events (nausea, vomiting and diarrhea) were
commonly observed in both treatment groups. Other frequently reported
adverse events were acneiform dermatitis and peripheral edema with
selumetinib, and palmar-plantar erythrodysaesthesia with capecitabine.
There was no statistically significant difference in overall survival between
selumetinib and capecitabine as second-line treatment in patients with
advanced pancreatic cancer. Selumetinib was well tolerated with a
manageable safety profile.

10. The Role of Radionuclide Bone Scanning in the Management of
Asymptomatic Patients with Early Breast Cancer (Stage Tla-c) and
Bone Marrow Micro-metastases.

Sergieva, S1, Alexandrova, E.2, V.Nikolova3, K.Timcheva 4, S.Danon5
1,2,4,5 - Departments of Nuclear Medicinel, Thoracic Surgery2,
Chemotherapy4, Cancer Control and National Cancer Registry5, National
Cancer Centre. Sofia, Bulgaria.

3,Laboratory of Cytopathology and Histopathology, National Centre for
Haematology and Transfusiology, Sofia. Bulgaria

World J Nucl Med 2003; 2:116-121.
Abstract:

The presence of bone marrow micro-metastases (BM-MM) in women with
early breast cancer is a significant biological factor for prognosis and
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survival. This study was designed to investigate the role of radionuclide bone
scanning as a diagnostic procedure for detection of bone metastases in
patients ofTl stage breast cancer with BM-MM. Serial whole body bone
scintigraphy was carried out in 100 patients (age range= 26-76 years; mean
= 56 years) with Tla-c stage breast cancer for a period of 6-years following
surgery. Occult tumour cells in bone marrow aspirates were detected by
cytological and cytochem-ical analysis in 28 patients. Tumour size (Tla-c),
axillaiy lymph node status, histological type, tumour grade and ER/PR
receptor status were recorded in all patients. Chi-Square Analysis was used
to evaluate statistical significance of these factors in the development of
bone metastases. During the course of follow-up multiple bone metastases
were detected on bone scans in 13 out of 28 patients (46,4%) with BM-MM
and in 3 out of 72 patients (4.1%) without BM-MM. Analyses of results
revealed that tumour size, clinical N-stage, histological type, tumour grade
and ER/PR receptor status were not significant (p>0.05), while presence of
BM-MM was found to be highly significant (p< 0.001) for the development of
osseous metastases in early breast cancer. Based on the results of the study
it was concluded that early identification of BM-MM and bone scan when
performed regularly may have an important role in the intensive follow-up
and preventive therapy (with bisphosphonates) in T1 stage breast cancer.
Recent studies have also supported their potential clinical application to
stratify patients for adjuvant therapy.

Key words : Early breast cancer: Bone Marrow Micro-metastases, Bone
scanning. Bone metastases.

11. Epoetin Theta in Anaemic Cancer Patients Receiving Platinum-
Based Chemotherapy: A Randomised Controlled Trial.

Tjulandin SA, Bias P, Elsasser R, Gertz B, Kohler E, Buchner A.et al.
Arch Drug Inf. 2010 Sep; 3(3):45-53.
Abstract:

INTRODUCTION: Recombinant human erythropoietin (r-HUEPQO) is used to
treat symptomatic anaemia due to chemotherapy. A new r-HUEPO, Epoetin
theta (Eporatio®), was investigated and compared to placebo and Epoetin
beta in a randomised, double-blind clinical trial in adult cancer patients
receiving platinum-based chemotherapy, using a fixed weekly starting dose
of 20,000 IU Epoetin theta. The primary efficacy endpoint was the responder
rate (complete Hb response, Hb increase = 2 g/dL).

RESEARCH DESIGN AND METHODS: 223 patients were randomised to s.c.
treatment for 12 weeks with either Epoetin theta (n = 76) once per week,
Epoetin beta (n = 73) three times per week or placebo (n = 74). The
starting dose was 20,000 IU once weekly Epoetin theta or 450 IU/kg(BW)
per week Epoetin beta administered in 3 equal weekly doses.

RESULTS: In the Epoetin theta group were significantly more responders
than in the placebo group (65.8 vs. 20.3%, P < 0.0001). Epoetin beta was
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also more effective than placebo (71.2 vs. 20.3%, P < 0.0001). The mean
weekly dose at the time of complete Hb response was lower in the Epoetin
theta group (30,000 IU) than in the Epoetin beta group (42,230 IU). Epoetin
theta was clearly more effective than placebo.

CONCLUSION: This small study showed, that Epoetin theta is a safe and
effective treatment of symptomatic anaemia due to platinum-based
chemotherapy in cancer patients.

12. Maintaining normal hemoglobin levels with epoetin alfa in mainly
nonanemic patients with metastatic breast cancer receiving first-line
chemotherapy: a survival study.

Leyland-Jones B, Semiglazov V, Pawlicki M, Pienkowski T, Tjulandin S,
Manikhas G, Makhson A, Roth A, Dodwell D, Baselga ], Biakhov M, Valuckas
K, Voznyi E, Liu X, Vercammen E. et al.

J Clin Oncol. 2005 Sep 1; 23(25):5960-72.
Abstract:

PURPOSE: To evaluate the effect on survival and quality of life of
maintaining hemoglobin (Hb) in the range of 12 to 14 g/dL with epoetin alfa
versus placebo in women with metastatic breast cancer (MBC) receiving
first-line chemotherapy.

PATIENTS AND METHODS: Eligible patients were randomly assigned to
receive epoetin alfa 40,000 U once weekly or placebo for 12 months. Study
drug was initiated if baseline Hb was < or = 13 g/dL or when Hb decreased
to < or = 13g/dL during the study. The primary end point was 12-month
overall survival (0S).

RESULTS: The study drug administration was stopped early in accordance
with a recommendation from the Independent Data Monitoring Committee
because of higher mortality in the group treated with epoetin alfa.
Enrollment had been completed, with 939 patients enrolled (epoetin alfa, n
= 469; placebo, n = 470). Most patients had Hb more than 12 g/dL at
baseline (median Hb, 12.8 g/dL) or during the study. From the final analysis,
12-month OS was 70% for epoetin alfa recipients and 76% for placebo
recipients (P = .01). Optimal tumor response and time to disease
progression were similar between groups. The reason for the difference in
mortality between groups could not be determined from additional
subsequent analyses involving both study data and chart review.

CONCLUSION: In this trial, the use of epoetin alfa to maintain high Hb
targets in women with MBC, most of whom did not have anemia at the start
of treatment, was associated with decreased survival. Additional research is
required to clarify the potential impact of erythropoietic agents on survival
when the Hb target range is 10 to 12 g/dL.



13. Phase III randomized trial of sunitinib versus capecitabine in
patients with previously treated HER2-negative advanced breast cancer.

Barrios CH, Liu MC, Lee SC, Vanlemmens L, Ferrero JM, Tabei T, Pivot X,
Iwata H, Aogi K, Lugo-Quintana R, Harbeck N, Brickman MJ], Zhang K, Kern
KA, Martin M. et al.

Breast Cancer Res Treat. 2010 May;121(1):121-31.
Abstract :

This multicenter, randomized, open-label phase III trial (planned enrollment:
700 patients) was conducted to test the hypothesis that single-agent
sunitinib improves progression-free survival (PFS) compared with
capecitabine as treatment for advanced breast cancer (ABC). Patients with
HER2-negative ABC that recurred after anthracycline and taxane therapy
were randomized (1:1) to sunitinib 37.5 mg/day or capecitabine 1,250
mg/m(2) (1,000 mg/m(2) in patients >65 years) BID on days 1-14 q3w.
The independent data-monitoring committee (DMC) determined during the
first interim analysis (238 patients randomized to sunitinib, 244 to
capecitabine) that the trial be terminated due to futility in reaching the
primary endpoint. No statistical evidence supported the hypothesis that
sunitinib improved PFS compared with capecitabine (one-sided P = 0.999).
The data indicated that PFS was shorter with sunitinib than capecitabine
(median 2.8 vs. 4.2 months, respectively; HR, 1.47; 95% CI, 1.16-1.87;
two-sided P = 0.002). Median overall survival (15.3 vs. 24.6 months; HR,
1.17; two-sided P = 0.350) and objective response rates (11 vs. 16%; odds
ratio, 0.65; P = 0.109) were numerically inferior with sunitinib versus
capecitabine. While no new or unexpected safety findings were reported,
sunitinib treatment was associated with higher frequencies and greater
severities of many common adverse events (AEs) compared with
capecitabine, resulting in more temporary discontinuations due to AEs with
sunitinib (66 vs. 51%). The relative dose intensity was lower with sunitinib
than capecitabine (73 vs. 95%). Based on these efficacy and safety results,
sunitinib should not be used as monotherapy for patients with ABC.

14. Lapatinib combined with letrozole versus letrozole and placebo
as first-line therapy for postmenopausal hormone receptor-positive
metastatic breast cancer.

Johnston S, Pippen J Jr, Pivot X, Lichinitser M, Sadeghi S, Dieras V, Gomez
HL, Romieu G, Manikhas A, Kennedy MJ, Press MF, Maltzman J, Florance A,
O'Rourke L, Oliva C, Stein S, Pegram M. et al.
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J Clin Oncol. 2009 Nov 20; 27(33):5538-5546.
Abstract:

PURPOSE: Cross-talk between human epidermal growth factor receptors and
hormone receptor pathways may cause endocrine resistance in breast
cancer. This trial evaluated the effect of adding lapatinib, a dual tyrosine
kinase inhibitor blocking epidermal growth factor receptor and human
epidermal growth factor receptor 2 (HER2), to the aromatase inhibitor
letrozole as first-line treatment of hormone receptor (HR) -positive
metastatic breast cancer (MBC).

PATIENTS AND METHODS: Postmenopausal women with HR-positive MBC
were randomly assigned to daily letrozole (2.5 mg orally) plus lapatinib
(1,500 mg orally) or letrozole and placebo. The primary end point was
progression-free survival (PFS) in the HER2-positive population. Results In
HR-positive, HER2-positive patients (n = 219), addition of lapatinib to
letrozole significantly reduced the risk of disease progression versus
letrozole-placebo (hazard ratio [HR] = 0.71; 95% CI, 0.53 to 0.96; P =
.019); median PFS was 8.2 v 3.0 months, respectively. Clinical benefit
(responsive or stable disease >or= 6 months) was significantly greater for
lapatinib-letrozole versus letrozole-placebo (48% v 29%, respectively; odds
ratio [OR] = 0.4; 95% CI, 0.2 to 0.8; P = .003). Patients with centrally
confirmed HR-positive, HER2-negative tumors (n = 952) had no
improvement in PFS. A preplanned Cox regression analysis identified prior
antiestrogen therapy as a significant factor in the HER2-negative population;
a nonsignificant trend toward prolonged PFS for lapatinib-letrozole was seen
in patients who experienced relapse less than 6 months since prior
tamoxifen discontinuation (HR = 0.78; 95% CI, 0.57 to 1.07; P = .117).
Grade 3 or 4 adverse events were more common in the lapatinib-letrozole
arm versus letrozole-placebo arm (diarrhea, 10% v 1%; rash, 1% v 0%,
respectively), but they were manageable.

CONCLUSION: This trial demonstrated that a combined targeted strategy
with letrozole and lapatinib significantly enhances PFS and clinical benefit
rates in patients with MBC that coexpresses HR and HER2.

15. Bone scintigraphy in the monitoring of treatment effect of
bisphosphonates in bone metastatic breast cancer.

Chavdarova L, Piperkova E, Tsonevska A, Timcheva K, Dimitrova M.

Clinic of Nuclear Medicine, National Hospital of Oncology, Sofia, Bulgaria.

J BUON. 2006 Oct-Dec;11(4):499-504.
Abstract:

PURPOSE: The aim of this retrospective study was to assess the possibilities
of whole-body bone scintigraphy (WB BSc) in the monitoring of the effect of
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biphosphonate treatment in patients with breast cancer and bone
metastases.

PATIENTS AND METHODS: 51 breast cancer patients with bone metastases,
aged from 33 to 73 years, were included.WB BSc was performed on a
Siemens DIACAM gamma camera, 2-4 h after i.v. injection of 740 MBq
99mTc-MDP, before the start of the biphosphonate treatment (baseline
scintigraphy) with zoledronic acid(Zometa) and at least 6 months thereafter
(control scintigraphy) in order to avoid the "flare" effect.

RESULTS: At the baseline WB BSc 41 (80.4%) patients presented with
multiple (over 3) bone metastatic lesions, 9 (17.6%) patients with single (up
to 3) lesions and 1 (1.96%) patient with a solitary bone metastasis. All bone
metastases had osteoblastic appearance. At the control scintigraphy 4 (8%)
patients showed complete therapeutic response (CR; no bone lesions were
visualized); 21 (41%) patients partial response (PR; decrease in the number
and the intensity of the lesions); 16 (31%) patients stable bone lesions (SD;
no change in the number or the intensity of the bone metastases); and
10(20%) patients showed disease progression (PD).

CONCLUSION: WB BSc is a reliable functional imaging modality for
assessment of the biphosphonate therapeutic effect and an important
method in the multimodal treatment planning of breast cancer patients.

Key words: biphosphonates, bone metastases, bone scintigraphy, breast
cancer, zoledronic acid.

MNy6nukaumm B 6bNrapckm cnmcaHms

16.PonsATta Ha HyKJIeapHO-MeAULMHCKUTE MeToaAM 3a YCTaHOBSIBaHe Ha
MHO>XEeCTBeHa JiIeKapCTBEHAa PEe3UCTEHTHOCT npu 60JIHM C KapuuHOM
Ha MJIe4yHaTa XJie3a.

C. Cepruena, K. TumueBa, . TpudoHosa, E. Xapanambunesa
Studia Oncologica, 2000, 2, 81-90.
Pe3iome:

HeycnexbT nNpun ne4yeHMETo Ha TyMopHUTE obpa3yBaHMUsA YeCcTo e pe3ynTtaT Ha
CblLlecTByBalWata MbpBUYHA MM Ha NpuaobuTa pPe3UCTEHTHOCT, KOSATO ce
pasBuMBa MO BpPeMEe Ha TepanuaTa C UUMTOCTAaTUYHWM cpeacTtBa. EaHa ot
HenHuTe dOopMM € T.Hap. MHOXEeCTBEeHa JleKapCTBeHa pPe3UCTEHTHOCT
(MultiDrug Resistance - MDR). Ta3n ¢opmMa Ha fieKkapCcTBeHA PE3NCTEHTHOCT
e obycnoBeHa OT MHOXecCTBO pakTopu kaTto ekcnpecusaTa Ha P-rnmkonpoTteunH
(Pap) v Ha Multigrug Resistance - associated Protein (MRP), HanuumeTo Ha
"efflux"- nomMna, noHuWXaBaHe Ha uUenynapHata Tonou3omepasa I,
noBMLUABaHE Ha BbTPEK/IETbYHUSA FYTaTUOH.

Llen Ha HacTOSAWETO MnpoyyBaHe e YyCTaHoBsABaHe ponata Ha 99mTc-MIBI
CUMHTUrpadmnaTa KaTo eanH pyHKLUMOHANEH MeTo  3a onpeaensiHe HaJIMUYMNETO
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Ha MDR npu HeoaalwBaHTHa xmMmmoTepanus (XT) Ha NauUMEHTKM C KapumHOM
Ha Mse4dyHaTa Xnesa.

N3cneaBaHn ca 10 xeHu C ToBa 3abonsgBaHe, Ha Bb3pacTt oT 38 pgo 65r.,
cp.54,3 r. OTr 1ax 3 6gaxa B II, 3 - B III, 4 - B III KAMHMUYEH CTaaun cnopen
TNM knacudukaumaTa. TymopoTponHaTa cumHturpadumsa bewe ocbliecTBEHA
npeav un cnep npoeexaaHe Ha II kypca HeoagtoBaHTHa XT. bewe nanonsysaH
99MTc-MIBI ¢ pagnoakTneBHOCT oT 740 oo 925 MBQ, nHxekTunpaH i.v. 601ycHo
B MNPOTMBOMOJIKHUSA MO OTHOWEHME Ha NbPBUYHUSA TYMOpP rOpEeH KpanHUK.
Bewe npoBegeHa asydasHa AMHAMUYHA CUMHTUrpadusa B Npoab/ikeHne Ha 42
MUH. n SPECT-uscneasaHe 60 MUHYTM cnep arsinmkaumata Ha PO Ha
poTauMOHHA ramMa kKamepa. bewe onpegeneH vHAeEKC Ha HaTpynBaHe Ha PO
KaTO CbOTHOWEeHue 6pon umnyncu/nukcen B 30HUTe Ha MHTepec (ROI) B
obnacrtra Ha NbPBUYHUSA TYMOP U CUMETPUYHA 3a4paBa 30Ha (T/D).

Bsxa Bu3yanusmpaHu BCUYUYKM NBPBUYHU TYMOPWU, KaTo MHAEKCbT T/® npeau
XT 6ewe 137- 206%, cp. 175%, a cnea XT: 126%-180%, cp.160%.
PernoHanHu n. Bb3nm 6sxa mnzobpaseHn npu 6 601HU, CynpakiaBUKynapHU-
npu 2, KOCTHM MeTactasn - npu 2, 6enoapobHun m yepHoapobHu - npu 2
cny4yas. KAMHUYHM M cumHTUrpadCckmM AaHHM 3a Hanuume Ha BpoaeHa MDR
6sgxa yctaHoBeHU Npu 3 cnydas, npu 1 - yacTUYHO nosnusieaHe ot XT, npu 6
6onHN bewe oTyeTeH MHOro Ao6bp TepaneBTUYeH edekT. B 3akntoyeHue
99mTc-MIBI cumHTUrpacdpudaTa e noneseH PyHKUMOHANEH METOA 3a YCTaHO-
BsiBaHe Ha MDR, nporHo3mpaHe u npocneasiBaHe edekta OT MpUIoXKeHaTa
XT.

17. PAOVNOHYKNMOAEH METOA4 3A OLEHKA HA PAHHMTE
KAPOUOTOKCUYHN E®EKTU MPU JIEYEHUE C AHTPAAMKIIVHU -
HAYAJTHU PE3YJITATHU

A. UoHescka, C. Cepruesa, K. TuMmueBa, E. lNunepkosa
HCBAJ10 - Codus

Ounkonoroc, 2001, 3-4, 55-58.
Pe3iomMme:

AHTPAUUK/IMHOBUTE XMMUOTEpPAnNeBTULN UIPasaT BaXKHa pond B TepanusaTa Ha
TyMOpuTe nopaau CBOsSiTa BUCOKA e(dEeKTMBHOCT, KaTO B CbLOTO BpeMe
NMPUUYMHABAT YBpEeXAaHUs Ha 34paBuUTe TbKaHWM WU OpraHu, Ham-3HA4YMMO OT
KOUTO € TAXHaTa KapAMOTOKCUYHOCT. Llen Ha npoy4yBaHeTO e yCTaHOBsiIBaHe
ponsaTta Ha MuWoKapaHaTa cuuHturpadpms ¢ 99mTc-M1B1 3a awarHo3a Ha
PaHHUTE TOKCUYHU edheKTN Npu NevyeHne C aHTPaLUMKIINHM.

MaTepuan n metoa: MacneasaHu ca 28 naumMeHTKU C aBaHCMpas KapuuHOM Ha
rppaata npeanm wn cneg 2 Kypca xuotepanusa: CMF/n8/ wu FEC/n20/.
Mpunoxenn ca EKI, ExoKlIN n MmokapgHa cuuHturpadpumsa ¢ 99mTc-MIBI 3a
OLEeHKa Ha MUOKapAHUS BUTANUTET.

PesyntaTtun: lNauymeHTkute, nekyBaHn ¢ CMF nokasaxa HOpManHW pe3ysiTaTu
OT BCUYKW wu3cCnenBaHus npeanm u cneng Tepanuata, ¢ FEC Tepanuma 12
MnauuveHTKU wuMaxa HOpMasHu pe3ynTaTtm npeam u cnep nedeHuveTto, 2
naumeHTkn mmaxa abHopMHa ... HaManeH BUTaNUTET cnen nedyeHumeTo, 5

13



nauMeHTKM NokKasaxa caMo HamaneH ButanuteT 6e3 NpoMsHa Npu ocTaHanuTte
nokasaHusa u 1 naumeHTka nMawe abHopMHa ExoKr npu 3anaseH BUTanuTeT.
3aknyeHne: HavanHuTe pe3ynTtatM  OT [Mpoy4YBaHETO roKasaxa, ue
NMPUNOXeHNsa MeToh € BWUCOKO YYBCTBUTENIEH W JNIeCHO npunoxum. [pu
nauymeHTUTe, KOWUTO Ce JieKyBaT C aHTpPauMKIWUHW [uarHosaTta Ha paHHuUTe
KapAMOTOKCUYHM edeKTM LWwe Cce HamaauM OT pa3BuTMe Ha KbCHa
KapAMOTOKCMYHOCT 4Ype3 KopeKkumd B Tepanudara U nNpwuiaraHe Ha
KapAnonpoTeKTOpMU.

Knwo4yosu ayMu: aHTpaUUKANHU, KapANOTOKCMYHOCT, 99MTc-M1B1.

18. Bb3MOXXHOCTMN 3A AUATHOCTULUMNPAHE HA MHOXXECTBEHA
JIEKAPCTBEHA PE3UCTEHTHOCT NPU BOJIHW C KAPUMHOM HA
MJTIEMHATA XJ1E3A

K. TumueBa, C.Cepruesa, W.TpudoHoBa, W.Maspunos, E.lMunepkosa,
C.MonoBcka*

HaunoHanHa cneunanmsmpaHa 60nHMLA 3@ aKTUBHO Sle4eHMe Mo OHKOI0rmns —
Codusa, *MBAIJT - rp. MNneseH

CbBpeMeHHa MeamumHa, 2003, 2, 3-5.
Pe3romMe:

EaHa oOT npuumMHUTE 3a Heycrnexa Ha UUMTOCTAaTUYHOTO JieyeHue e
MHOXeCTBEeHaTa JlekapcTBeHa pe3uncteHTHocT (multidrug resistance - MDR) -
nbpBMYHaA wan npuaobuta BCAeACTBME Ha MpoBedeHa XuMuoTepanus.
®akTbT, 4e 99mTc-methoxyisobutylisonitril (99mTc-MIBI) e cy6cTtpaTt Ha
Pgp, onpeaens Bb3MOXHOCTTa Aa ce oueHn MDR upe3 cumHTUrpadmsa c To3u
pagnodapmaleBTUYEH npenapar. JOonMbNHNTENHO e npoBeaeHo
MMYHOXNCTOXMMUYHO onpeesisHe Ha ekcrnpecusTa Ha Pgp. B npoyuyBaHeTo ca
BK/IIOYEHU 24 XEeHM C KapuMHOM Ha MNe4dyHaTta xnesa. 99mTc-MIBI
cuMHTUrpaduaTa e npoBexaaHa npeav U cnej KypcoBeTe XuMMmumoTepanus
(HeoaalBaHTHA WAM ManMaTUBHA). YCTaHOBEHa e MHoro Aobpa kopenauus
Mexay obeKTUBHMA OTroBOp cnej XuMuotepanusa u pesyntatmrte oT 99mTc-
MIBI - T/B vHAaekcbT e peayumpaH ¢ nosede oT 0,20 BbB BCUYKM Cny4daun C
K/IMHWYEH OTroBop. Te3u JaHHM MOTBbpXAaBaT Bb3MOXHOCTTa Aa ce
ns3nonsea 99mTc-MIBI cuuHTUrpadusaTa KaTo HagexaeH MeToh 3a
onpegenaHe Ha MDR in vivo. MIMYHOXUCTOXMMUYHOTO onpegensHe Ha Pgp
MOXe Ja ce wu3non3esa 3a AuarHoctmka Ha MDR B gonbnHEeHME KbM
CUMHTUrpaduaTa.

Mo BCSAKaA BEpOATHOCT nMpoOBeXAaHeTo Ha 2-3 Kypca aHTpauuKIIWH-
CbAbpXKawa xmMuotTepanusa He 6u Morno aa nHayumpa MDR.

KnioyoBn AyMuW: KapuMHOM Ha MJleYyHaTa Xiesa, XuMmumoTtepanus,
cumHTurpacdpusa c 99mTc-MIBI.

19.JlekapcTBeHa pPpe3UCTEHTHOCT MNpu 3JI0KaYeCTBeHU TyMOopu -
cdbyHAaAMEHTa/IHN U KJIMHUYHUN aCneKTun
K.Tumuesa, . lNbxesa, . Togopos
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Studia Oncologica, 2000, 1, 10-29.

Pe3romMe:

PasrnegaHn ca OCHOBHUTE OpPMM HaA NeKapcTBeEHa pPe3UCTEHTHOCT npwu
3nokavyectBeHn Tymopu. OcobeHO BHMMaHME € OTAENeHO Ha Han-
pasnpocTpaHeHaTa u aobpe npoy4yeHa popMa - MHOXeCTBEHaTa JieKapCTBEHA
pe3ncrteHtHoct (MDR). [dageHn ca CbBpeMEHHMUTE npeacTtaBu  3a
MEXaHU3MUTE Ha HEMHOTO Bb3HWUKBAHE W MpeofoNisiBaHE Ha MONEKYHO
paBHuwe. T[lpeactaBeHa e knacndukaumsa Ha U3ydeHUTe [0 MOMEHTa
MoauduKaTOpM Ha  MHOXeCTBEHaTa JleKapCTBEHA  PE3UCTEHTHOCT B
CbOTBETCTBME C XMMMYecKaTa MM MNPUHAANEXHOCT U OCHOBHO OGMOAOrMYHO
aencrteme. OnucaHm ca n HaKom popMmn Ha atunudHa MDR, KaTo NpoMeHu B
eKcrnpecusita WM HuMBaATa Ha aAKTUMBHOCT Ha eH3mMMa Tonou3oMmepasa II u
€H3MMUTe, ydyacTBallM B ryTaTUOHOBMS  MeTabonu3sbM, KaKTo U
Bb3MOXHOCTUTE 3a MoAynMpaHeTO UM. BbB Bpb3Ka C PE3UCTEHTHOCTTA €
pasrnefaHo W sBNEHMETO KonaTepasiHa 4yBCTBUTENHOCT. OuepTaHu ca u
HAKOM OT MO-HOBMTE MOAXOAM 3a npeoaosissBaHe Ha JeKapcTBeHaTa
pe3nCTeHTHOCT npu Tymopu. 0606weHn ca [JaHHUTE 3@ KJAMHUYHOTO
NMpUNOXeHMe Ha Han-nepcnekTMBHUTE Moaynatopu. lNpeacTtaBeHn ca U3BecT-
HWUTe gocera gaHHM Mo npobnemMa MHOXeCTBeHa NleKapCTBEHa Pe3NCTEHTHOCT
3a pas/IM4yHN BNAOBE 3/10KAYECTBEHU TYMOPU.

20. ESMO KNIMHMYHM NpPEnoOpPbKM.
MuneHkoBa, LiB., K. TuMuyeBa

Studia Oncologica, 2002,4:74-104.
Pe3omMme:

OnpepneneHue

OCTpoO rafieHe 1 NnoBpblUaHE - B MbpBUTE 24 4. c/leg XMMmnoTepanusTa

KbCHO rageHe v noBpbllaHe - NoBeYye oT 24 4. cfiel XxuMmmotepanumsaTa
MpeawecTBallo rageHe W MoBpbllaHe - AHWM  WAXM  4YacoBe npeau
XMMMoTepanuaTa

N3kniouBaHe Ha APYrv NPpUYMHMU 3a rafileHe 1 NoBpbllaHe
PaaunoTtepanus, paauoceHcnbunusatopu,MHPeKkunsa, MeTabonnTHu
pa3CTpONCTBa, eneKTpoNmnTEH avncbanaHc, KOHCTUNaums, racTpo-
MHTECTUHaNHa o06CTpyKuus, Kaxekcusi, MeTacta3m (MO3bK, 4depeH Apob,
KOCTM), napaHeoniacTUyeH CUHAPOM, APYrM €EMEeTOreHHM MeAWKAMEHTU
(onnounaun, aHTMBMOTULUM, NPOTUBOrBEOUYHN cpeacTBa, aMUEOCTUH).

OTHOCHUTEeNeH eMeTOreHeH NoTeHUuMan Ha XuMmoTepanusaTa
Bucok ; CpeaeH A0 BUCOK ; HUCBHK 40 cpeaeH.



21. PEBYJZITATU OT KOMIJIEKCHOTO JIEMEHUE HA BOJIHMN C PAK HA
MJIEYHATA XJ1E3A

N. Faspunos, K. TumueBa, A. HYakbposa, WN. TpudoHoBa, M. ATaHacoBa

CneunanusmpaHa 6onHuuUa 3a aKTUBHO sne4yeHume no oHkonorus -  EAO,
Codus

CbBpeMeHHa MeamumHa, 2002, 1, 3-7.
Pe3iome:

MpocneneH e edpekTa OT KOMMJIEKCHOTO neYvyeHne npu 143 601HK, onepupaHmn
3a pakK Ha MNe4yHaTa XJfe3a npes nepuoga M. Mmam 1994 — M. okTomBpu 1996
roga. PasnpegeneHneTo Ha 60sHMTE NO CTaguM, Bb3PACTOBM FPynn, KaKTO U
Mo XOpMOHasIHAa YyBCTBUTENHOCT Ca TUMNMYHM 3@ Ta3um sokKanmsauumsa. Tpu
OCHOBHM LUWUTOCTAaTUYHM KOMOMHAUMKM Ca npwuiaraHn Kato npea- v cnego-
nepatuBHa XxuMmoTepanusa. Pesyntatute OT HeoajlBaHTHaTa (MbpBUYHA)
XMMMoTEpanuUsa ca He yaOBMEeTBOPUTENHM Nopaau Mankums 6pon nposeneHu
KypcoBe Ha nedyeHue (2-3). BpemeTo 3a HabnwaeHne na 6onHute e 5 roga.
CpenHaTta 5-roavwHa npexwusseMocT e 79,7%. 3a Manka rpyna oT Te3u
6onHn (33) ca wm3BEeCTHUM NPOAL/IKUTENHOCTTA Ha CBETAMA nNepuoa WU
NpexmBaeMocTTa B 3aBMCMMOCT OT HayMHa Ha MeTacTtasupaHe. C Han-gobpa
MporHo3a e pa3npocTpaHeHneTo Ha 3abonsBaHEeTO B MEKUTE TbKaHMU.

Knwo4yoBM AyMM: paK Ha MAe4yHaTa XNnes3a, afloBaHTHAa XUMMOTeEpanwus,
HeoaAloBaHTHa XMMMOTEPANUs, MeTacTasu.

22.CBOBOJEH OT 3AGOJIABAHE MHTEPBAN NPU TPOMHO
HErATUBEHNA KAPLUMHOM HA MJIEMHATA XJ1E3A

M. TaywaHoBa, H. MwuteBa, C. Bvnes, En. KpbcteBa, We. MNaspunos, K.
TuMyeBa

KnuHnka no xummnotepanusa, CBANO - EAL, Codus
Onkonorusa, 2007, 2, 29-31.
Pe3iome:

KapuMHOMBT Ha M/Je4YyHaTa X/je3a € XeTeporeHHo 3abonsiBaHe. M360pbT Ha
ne4yebeH noaxoa 3aBUCUM OT MNPEeAUKTUBHM W MPOrHOCTUYHU paKTopu, OT
pa3npocTpaHeHMeTo Ha 6onectra, KAMHMYHATA CUMMOTOMATMKa, 06wWoTo
CbCTOSIHME Ha NauMeHTa, NMPEeXuBSeMOCTTa, BpeMeTo A0 O4YakKBaH OTroBOp OT
ne4yeHmneTo, cbobpassiBaHe C Ka4yeCTBOTO Ha XMBOT M HE Ha NOC/efHO MSCTO
- OT B3aMMOOTHOWEHMATA Nekap - naumeHT. CbrnacHo npenopbkute Ha St.
Gallen 3a neyeHne Ha paHeH KapuMHOM Ha MJeYyHaTa Xefnesa KaTo eauH OT
Hal-BaXXHUTE MNPOrHOCTUYHK/ NPEeaAnKTUBHU MapKepu ce onpegens craTyca
Ha ER, PR n HER2. JleueHneto Ha 6onHute c oTpuuatenHm ER, PR, HER2
(TPOMHO HeraTMBEH KapuMHOM) MNOCTaBsa rossiMO Npeau3BUMKATENICTBO nNpea
OHKOJIOra MU B YAaCTHOCT XMMMoTepanesTa.

Jlnncata Ha OTroBOp KbM €HAOKPMHHA Tepanusa Hanara obocobsiBaHETO Ha
TPOMHO HeraTUBHUS KapuWMHOM B CaMoOCTosiITeNHa rpyna, obxealwialia oKoao
15% oT 60nHUTE C KapuuMHOM Ha rbpaaTta. HabnwoaeHusaTa codaT, 4ye npu
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Te3n 60/HN PUCKBT OT peunamnB 1 npodecms Ha 3abonssBaHETO € No-roasiM B
cpaBHeHue ¢ 601HNTe, NOKa3BalLM XOPMOHaNIHa YyBCTBUTENHOCT.

KnwoyoBn AyMU: TPOMHO HeEraTMBEH KapuUMHOM Ha MJlIeyHa Xnesa,
TYMOPHOCYNPECOPHM FreHn, MonekynspeH npodun, ceoboaeH ot 3abongasaHe
nHtepsan (C3U1), xumnoTtepanus.

23. TEPANEBTUYEH E®EKT OT KOMBMHALMATA BUHOPEJIBUH + 5-
@Y NP bOJIHU C METACTA3UPAJ1 KAPUMHOM HA MJIEYHATA
XXNE3A, NMPOIrPECUPANN CNEA NEYEHUE C AHTPALUUKITUHU N

TAKCAHMU

TumueBa, K., C. Bvnes, H. MuteBa, En. KpbcteBa, M. TaywaHoBa, W.
TpudoHoBa, B. MapuHoBa, I'. KypTeBa, M. ATaHacoBa

CneumnanusupaHa 6onHMLUA 3a aKTUBHO NledeHue no oHkonormsa, KnnHuka no
XUMmnoTepanums

OHkonorus, 2008, 36, 3, 30-33.

Pe3romMe:

JleyeHneTo C aHTpaUMKAMHN N TaKCaHW € LUMPOKO 3aCTbMNEHO B NMPenopbKuTe
Ha eBpOMeNCKN N aMepuKaHCKN OpraHusaumm nNo KAMHUYHA OHKOSIOrMs 3a
aflOBAHTHO JleyeHMe Ha KapuuMHoMa Ha MieyHata xnies3a. Cbhwute
LMTOCTaTMLUM Ce nmpunaraT U KaTo NbpBa U BTOPa JIMHUSA XUMMOTepanus npwu
MeTacTtasupano 3abonsasaHe B 3aBMCMMOCT OT MNpoBejeHaTa npeawecrsalla
Tepanusa. HepeweH npobneM octasat 6onHUTE, Nporpecmpann cnepj neyeHmne
C aQHTPAUMKIMHK W TakCaHu. JINNcBaT SCHM MpaBufia 3a TAXHOTO JsieyeHue
cnen nporpecusi. EAHa OT BBb3MOXHOCTUTE € TMPUIOXEHME Ha BMHKA
ankanouga BUMHOpenobuH.

LlenTa Ha ToBa peTpOCMNEeKTUBHO M3CNeaBaHe € Aa ce oueHun edekTa oT
ne4yeHMeTo C KoMbuHaumsaTa BuMHopenbuH +5-0Y+/- kanumes donunHat (1-8
AeH) Ha ©60nHM C MeTacTasumpan KapuuMHOM Ha Me4dHaTa Xknesa,
nporpecupanu cneg feyeHmne ¢ aHTPaUMKINHN U TaKCaHW.

B KnuHnka no xummnotepanua npu CBAJIO - EAl 3a ABeroauvweH nepuosa ca
npocneaeHn 57 6onHM C MeTacTasumpan KapuuMHOM Ha MJieyHaTa Xesa,
NeKyBaHu C nocovyeHaTa kKomMbuHauus. Cnen npoeexaaHe Ha cpefHo 5 Kypca
nedenme (3-12) ca NOCTUrHATU KAUHUYHK pemucumn npu 37% oT 6onHuTe,
OTYETEHOTO BpeMe A0 nporpecus Ha 3abonsgsaHeto e 10.2 Mmeceua,(2.2 -
18)/. Han-uecto cpewaHaTa HexenaHa JieKkapCTBEHa peakumss e
XeMaTosIorMyHa TOKCUMYHOCT, 3acdarawa npeammHo 6ennsa KpbvBeH pea. HUTo
eAHa 60/Ha He e npekbCHana fe4vyeHne rnopagn HexenaHu JieKapCcTBeHU
peakuuu.

N3Boa: KombuHauuata BuHOpenbumH+5-OY e poctbnHa, Aobpe NOHOCUMa,
nogxogswa 3a nposexaaHe B aMbynaTopHuM YCIOBUS UM CpaBHMMaA Mo
edeKTUBHOCT C noaobHM UuUMTOCTaTUYHM KOMbBMHaUMK, npunaraHn cneg
nporpecus npu 601HN, PE3NCTEHTHN HA aHTPAUMUKIMHN U TaKCaHMU.

Kno4yoBu agymMu: KapumMHOM Ha Me4yHaTa Xe3a, BUHopenbuH. MeTacTtaTnyHa
6onecrt, aHTpauMKIMHK, TAKCaHMW.



24. NPOCNEAABAHE HA KPEATUHMUMHOBUA KJIMPBHC NPU BOJIHU C
KOCTHA METACTATUYHA BOJIECT, JIEKYBAHU CbC 3OMETA

K.TumueBa, C. Bbnes, B.MapuHoBa, M. TaywaHoBa, [.KypteBa, M.
ATtaHacosa, H.MuTteBa, N. TpudoHoBa

CneumanusupaHa 6onHMLUA 3@ aKTUBHO NledeHue no oHkonorms, KnnHuka no
XnuMuoTepanms

Ounkonorusa, 2008, 36, 3, 13-16.
Pe3iomMme:

NleyeHneTo ¢ 6udocdhoHaTn € OCHOBEH TepaneBTUYEH MOAXOA MPpU NosiBa Ha
KOCTHM MeTacTa3u OT pasfIMyHuM ConnaHu Tymopu. KocCcTHaTa MeTacTaTuuyHa
6onect 3acdara 3HaumTeneH npoueHT (okono 70%) oT 60sHMTE C KapuWMHOM
Ha Mae4dyHaTa Xnesa. Llenta Ha nedeHmeto c budocdhoHaTn e ga Hamanu
yectoTaTa Ha CKefleTHO CBbp3aHUTE YCOXHEHMS U Aa OTCpOoYM TAXHaTa
nosiea. JleyeHMeTo ce MNpoBeXAa exXeMeceyHo, WHTpaBeHO3HO, 6e3
npekbcBaHe. ETo 3aw0 6e30nacHOCTTa € OCHOBHO M3MCKBaHe 3a npoBexiaHe
Ha TOBa NPOABL/IKUTENHO Sle4YeHue.

B KnuHmka no xumumotepanums Ha CBAJIO ca npocnegeHn 50 6onHM C
KapuMHOM Ha MJieyHaTa XJie3a M MeTacTasmpaHe B KOCTUTe, JieKyBaHU CbC
3oMeTa 4 Mr W.B. exemeceyHo. B 88% oT cnyyauTte e NOCTUrHaToO
ctabunusmpaHe Ha 3abonseBaHeTo. He ca yCTaHOBEHM OTK/IOHEHUA B
nokasaTenuTte, Xapaktepuaunpawm 6vbpedHaTa pyHKUMS. He ce e HanoXxuno
NpeKbCBaHe Ha JIeYEHMETO Nopaamn HeXefaHW fleKapCTBEHU peakLuuu.

N3Boa: JleueHneTo cbC 30MeTa Npu 60MHM C KapuMHOM Ha Mfe4yHaTa Xnesa C
KOCTHW MeTacTa3u e 6e3onacHoO n Boan A0 cTabunusmpaHe Ha 3abonsiBaHeTo
npu NoO-ronsiMaTa 4acT OT sieKyBaHuTe 60/HN.

KntouwoBn aymmn: budochoHaTn, KOCTHM MeTacTasm, 30MeTa, KapuuMHOM Ha
MieyHaTa XxJsesa.

25. OCOGEHOCTMU B JIEYMEHUE HA TPOMHO HEFATUBHUA KAPLUMHOM
HA MNTIEYHATA XEJIE3A

M. TaywaHoBa, K. TumueBa, C. Bbnes
KnuHunka no xummnotepanua , CBAJ10 - EAL, Codusa

Ounkonorusa, 2010, 2, 53-58.
Pe3iomMme:

KapunMHoMbT Ha MieyHaTa Xefnesa e 3abongBaHe C  pa3HopoAHa
MONIEeKYNISIpHaA N KJEeTbYHA XapaKTepUCTMKa, KOeTO ro pasfens Ha HSKOJKO
noatuna: basal like, TNBC - TpoMHO HeratMBeH KapuWMHOM Ha MJe4dHaTa
»xnesa, HER2 -no3utueeH, luminal A n B. Te ce oTAMyaBaT KakKTo MO HadMHa
CUM Ha KJIMHUYHO NpoTUYaHe, Taka W Mo YyBCTBUTESIHOCTTA KbM JieyeHue.
Yectotata Ha TNBC e Mexay 10% wu 15%. OT XMUCTOMOrMYHUTE BUAOBE
npeobnagaBa MHBA3UBHUAT AyKTaneH KapuumHoM. B 90% oT Tymopute mMma
Hannume Ha BRCA1 myTtauusa. TNBC ce xapaktepusnpa C paHHU peumavseun B
nbpBuTe 3 rOAMHWM OT AMArHosaTa , No- BMCOKA 4YeCcToTa Ha BUCUepasiHUTe
MeTacTta3n. OCHOBHUTE MeAMKAMEHTU 3a JIeYEHUETO MY Ca aHTPaUUKIIMHUTE,
TakcaHuTe, ukcabenwnoH, naatmHa U 6uonornyHmTe areHTn. o MOMeHTa
HAMa yTBbpAeHa CTaHAapTHA HeoaABaHTHA M ajlBaHTHa Tepanus. ToBa ce
OTHacs WM 3a Jle4YeHMeTo Ha MeTacTaTuyHoTo 3abonsBaHe. HoeB eTan e
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NMPUIOXKEHMETO Ha TapreTHn MeankameHTw. MNMpeasuna ekcripecusaTta Ha EGFR,
p53, umMTOoKEpaTUH U Ap., n3nonssaHeto Ha EGFR-6n0Kepu, aHrMOreHHu wu
PARP-nHxnbutopn e CcTbnka Hanpen B nedeHmeto. Hanocneabk ronsm e
MHTEPEeCbT KbM MU3CNeABaHETO Ha aHApPOreHHUTe peuenTopu B eCcTporeH
HeraTMBHUTe XeHun. OTroBOpbT OTHOCHO edeKTa OT MNPUIOXKEHNETO Ha
aHApOreHHaTa Tepanuda we ce Mosayydnm OT pe3ysiTaTuTe OT HacToawuTe U
6baewm KINHUYHU N3NNTBAHKUS.

Knwo4yoBn AyMW: TPOWMHO HeraTMBEH KapumHOM Ha MNe4dyHaTa Xnesa,
MHBa3uBEH AyKTaneH kapumHoMm, BRCAl-myTauumn.

26. TEPANEBTUYHN BB3MOXHOCTU NPU HER2 TNO3UTUBEH
KAPLUMHOM HA MJIEYHATA XJ1E3A

K. TuMmyeea, M. TaywaHoea, C. Bbnes
KnuHnka no xummnotepanus, CBANO - EAL, Codus

Onkonorusa, 2010, 2: 47-52.

Pe3romMe:

Okono 20% oT 60nHMTE C KapuMHOM Ha MNeyHaTa XJe3a ca CbC
cBpbxekcnpecusa Ha HER2 (ErbB2) - TpaHcmMeMbpaHeH TUPO3MH- KWHA3eH
peuenTtop. AKTUBMpPAHETO MYy BOAM A0 CUIHaNIHA TPaAHCAYKUMSA U aKTUBUPAHE
Ha KNneTb4yHaTa nponudepauns, npouecbT Ha Me- TacTa3upaHe,
aHrmnoreHesa. lpe3 1990 r. 6ewe OTKPUTO XYMAHU3NPAHOTO MOHOKJ/IOHAHO
aHTUTANO TpacTty3dymab, uWHXMOMpaWoO WM3BbHKNETbYHUSA Y4yacTbK Ha
peuenTtopa. MHOro KAMHWYHM NpoyYBaHUS NoKa3BaT A06pus TepaneBTUYeH
edeKkT Ha KOMbMHauusaTa TpacTty3symab + XxmMmoTepanusa npm MeTacrtasupan
KapuMHOM Ha Me4yHaTa Xnesa. YeTmpu ronemMm agloBaHT- HU KIAMHUYHU
npoyyBaHMsa cCpaBHsIBaT edeKkTa Ha TpacTy3symab + xuMmmotepanus CbC
CaMOCTOSITENIHO TMPUIOXEHME Ha XuMuotTepanusa. Bcuukm Te nokassaTt
nogobpsieaHe Ha cBobogHaTa OT 3abonsaBaHe M obwaTa NpexXunBaeMoCT B
KOMbMHUpaHUTe pameHa.llpeacTtaBeHM ca WM pe3yntatuTe OT  KJMHWUYHU
npoyyBaHmMs - nMbpBa W BTOpa JIMHUS Je4YeHue npu MeTactasmpano
3abongBaHe. O6cCbxpaT ce cneaBawmTe Bb3MOXHOCTM 3@ TepaneBTUYHMU
Bb3AENCTBMA NpU MpoOrpecus Ha nedyeHume C Tpacty3dymab: nana- TMHMG +
TpacTty3ymab, nanatnHmb + KaneuuTta- 6uH, HepaTUHMO, neyeHne cTDM1.
Kno4yoBn AyMn: KapumHOM Ha MJiedyHaTa XJje3a, peuenTtop 3a enuaepMasneH
pacTtexeH daKTop, TUPO3NUHKMHA3EH NHXNOUTOP.

27. IPOrHOCTUYHMN N NPEAUKTUBHUN MAPKEPU NPUN BOJIHU C PAK
HA MJIEYHATA XJ1E3A

C. Bbnes, M. TaywaHoBa, K. TuMmueBa
KnuHuka no xummnotepanus, CBAJ1IO - EA]

Onkonorusa 2010, 2:34-46.
Pe3romMe:

PakbT Ha Mie4yHaTa >/je3a € TBbpAe XeTeporeHHo 3abonsiBaHe C rosemu
pasMuna B KJIWMHWYHUSA XO4 M OTroBopa CrpsAMO MPUIAraHOTO CUCTEMHO
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nedyernme. ToBa e dakT, KOMUTO onpeaens Hyxaata OT OTKPpMBaAHE Ha
KOHKpPEeTHM 6uomapkepu, Kouto 6uxa noMOrHanm B oOnpeaensiHeTo Ha
NnporHo3aTta U YyBCTBUTENTHOCTTA Ha BCEKM KOHKPETEH Ciyyal KbM AafeH BUA
nedyeHme. 3Ha4YEHUETO HaA TE3M MapKepu HapacTBa 3HAYUTENHO U B KOHTEKCTa
Ha d¢dakTa, 4e B MOMeHTa HabniogaBame HABMM3AHETO Ha peavua HOBU
areHTu B CUCTEMHOTO nedeHne Ha PMX. Te3un oT TaX, KOUTO AOKa3BaT CTOM-
HOCTTa CM NpM JleYeHUEeTO Ha MeTacTasumpano 3abonsiBaHe HEMMOBEPHO
HaBNM3aT KaTo TepaneBTUYHA anTepHaTMBa W B aAlOBaHTEH acnekT.
NaeHTudUunpaHeTo Ha NpPeauKTUBHU MapkKepu 3a edekTa OT npunaraHeTo
M 6u goBeno Ao ouwe No-ApacTUMYHO HaMansiBaHe Ha CMBbPTHOCTTA OT paka
Ha rbpAaTta, KOMTO € MbpBa No pen NpUYMHA 3a CMBPTHOCT OT 3/10Ka4YeCTBEHU
3ab60n5BaHNS MPU XEHUTE.

KnioyoBn AyMu: pakK Ha MeyHata Xesa, nNpeankTUMBHU  MapKepw,
MPOrHOCTUYHN MapKepMu.

28. BHAYNMOCT HA PEAKWUTE XUCTOJIOF'NYHUN BUAOBE.
3JTIOKAYECTBEHM 3ABOJIABAHNA HA MJIEYHATA XXJ1E3A INPUA
XXEHUTE B BBbJITrAPUA, 2005-2009 .

N. Maspunos, H. Aumntpoea, K. TumueBa, b. Xpuctos, W, Naspunnosa -
CBANO-EAL, rp. Codus

Onkonorusa , 2013, 1, 20-24.
Pe3romMe:

Peakn TyMOpuM Ha pakK Ha MJeyHaTa XJ/je3a ca XUCTOSIOrMYHUTE TUMNoBe:
bonect Ha MengxeTt, cneunanHm GOpMM Ha adeHOKAPLUMHOM, MeTanaacTUYeH
KapuMHOM, KapuuMHOM Tun ,CAOHYEHa Xne3a" WM CapkoMKU, KOWUTO uMaT
3abonsemoct noa 6/100 000. MNMopaam HMUCKaTa MM 4YecToTa Aocera Te He ca
CUCTEMATUYHO pasrnexaaHn OTAEeSIHO OTHOCHO AWMAarHOCTUKA, NedyeHue WU
Npe>XxmBsieMocT.

LlenTa e ga ce onuwaT peakuTe TyMOpM MpU pakKa Ha MAedyHaTa Xfiesa no
Bb3pacT, CTaaun, rpena, XopMoHanHu m HER2 peuenTtopu, KakTo U na ce
aHanusmpa npexmneBaeMocTTa.

MaTepuan n metogn: ManonsesaHu ca gaHHuTe oT HPP 3a nepmnoga 2005-2009
r. Bcuukun cnyyam ca pasgeneHn Ha peaku M 4yectn MopdosiorMyHn BUAOBE U
rpynute ca cCpaBHEHW MO OTAENHUTE MM XapaKTEPUCTUKWU. AHANU3bT Ha
npeXXnBseMocTTa € No MeToa Ha Jland Tenbuin.

PesynTtaTtn: AHanusmpaHu ca 17042 cnyyam Ha pak Ha robpaarta npu XeHuTe,
anarHoctmumpanu npe3 2005-2009 r., ot kouto 922 (5.4%) ca peakw.
YCTaHOBU ce, 4Ye peakuTe TyMopu mMmat no-gobpa 5-roagvilHa npexuBsaeMocT,
Mno-4ecTu ca BbB Bb3—pacTtoBuTe rpynun 15-29 n Hag 60 r., oTkpuBaT ce no-
YecTo B No-paHeH ctaann (NbpeBu ctagun - 32,9% cnpsamo 26,3% 3a yectuTe
MopdonornyHn Bmgose, p < 0,0001) m ca nokanusuMpaHu NpeauMHO B
LeHTpanHU U MegmnanHu KBaapaHTu. Pegknte TyMoOpu ca rno-4ecTo eCTPOreH um
NMporecTepoH MOJSIOXUTENHU, OTKOSIKOTO OTpuuaTesiHM, C No-HUCHK rpena (G1
n G2) n no-psako HER2 nonoxutenHun B CpaBHeHWe C ApyraTta rpyna. ToBa,
OT CBOS CTpaHa, kKopenupa ¢ no-gobpata nporHo3a m NpexXnBaeMocT Npu TSX.
N3Boamn: Mpu gmarHoCcTmumpaHe n nevyeHne KAMHUUMCTBT U naTonoreT TpsibBa
Aa UMaT MHAMBMAYANEH NMOAXOA KbM BCEKWU OTAESIeH CNy4dan C peakum Tymopu
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Ha MJie4yHaTa XJ1€3a, KOUTO UMaT I'IO-MaHMCbeCTHa KJIMHNYHa N34Ba, I'IO-,CI,O6'bp
OTroBop Ha KOMMJIEKCHOTO J1e4YEHNE, a OTTAM U rlo-,u,o6pa MpPOrHo3a.

Knw4yoBy AyMU: paK Ha MJledyHaTa XJesa, peakum XUCTONOrMyHn BUAOBE,
npeXxnBaemMoCT.

29. UUPKYJIUPALLMN TYMOPHWU KNNETKM NPU PAK HA MJIEYHHATA

XNE3A. HAPACTBALLO 3HAYEHMUE 3A KJIMHNYHATA NMPAKTUKA

C. Bvnes, K.TumueBa

KnuHnka no xumuotepanus, CneumanusampaHa 60nHMLUA 3@ aKTUBHO
nedexHme no oHkonorus, Copus

Onkonorusa, 2008, 36, 4, 13-23.

Pe3romMe:

PakbT Ha Me4YHaTa XJ/je3a € Han-4ecTo AMArHOCTULUMPAHUAT 3/10KayeCcTBEH
Tymop npu XeHu. Cnea kKapumHoma Ha 6enua apob pakbT Ha MieyHaTa
»KNe3a e BTopaTta Mo 4YecTtoTa NpuyMHa 3a CMbPT NpU XXEeHUTe BCNeACTBME Ha
OHKOMOrmM4yHo 3abonsaBaHe. 3aboneBaeMocTTa NokKa3Ba CTabunHa TeHAEeHUUS
KbM HapacTBaHe, ocobeHo B EBponenckute abpxaBun n CeBepHa AMepukKa.
YBennyeHata 3aboneBaeMoOCT onpeaenss W Hyxaata OT noaobpsiBaHe Ha
noaxoamTte 3a AMarHocTuuympaHe, nedyeHuMe 3a npocneasiBaHe  Ha
3abonsaBaHeTo. He3aBMCMMO OT PpaHHOTO OTKpMBaAHE W paAUKaNHOTO
XUPYPrnyHO nedyeHme 6nm3o egHa TpeTta OT 60ONHUTE, AMArHOCTULMPAHK B
ctagun I-III, pa3BuBaT MeTacTtaTuyeH npouec. lNo3HaHuaTa 3a buonorusTa
Ha pakKa Ha MNeyHaTa XJie3a M HerosaTa KJAMHWUYHA eBoNtouns ce 3aabnboun
3HAUUTENHO B MOCMAeAHOTO aecetunetme. PakTbT, 4Ye AOPU B HaW-pPaAHHUTE
ctagmm 6Mm MOrno Aa ce AOKaXe Hanmuyme Ha TYMOPHMU KETKUM B KOCTHUS
MO3bK U nepudepHaTa uMpKynauums, XBbpas CbBCEM pa3/iMyHa CBET/INHA
BbpXY pa3bupaHeTo HM 3a eBoNOUMATa Ha 3abonsaBaHETO.

Bbnpekn, ye MHEHMETO Ha HSAKOW OT BOAeWMUTe macnegosatenu B obnactra
€, Ye HMBaTa Ha UMPKYIMpalmnTe TYMOPHU KNEeTKn TpsibBa Aa ce non3BaT 3a
cTpaTndunumpaHe Ha NaumMeHKnuTe C MeTacTtasupan pak Ha MJieyHaTa X/je3a B
pa3/sIMYHN PUCKOBM KATEropmm, HAMa MNOYTM HUKAKBU AAHHM 3@ non3aTta oT
onpeaenssHeTo UM NpU paHEH paK Ha MneyHaTa Xne3a. Heobxoanmmu ca
AOMBbAHUTENHM NMPOYyYaBHMUSA B Ta3n HACOKa.

Kno4yoBn AyMU: UMPKYyAupawm TYMOPHM KNETKM, pakK Ha MJieyHaTa Xfes3a,
MaMoOro6uH.

30. Lmpkynumpawm TYMOPHM KJIeTKM NMPM paK Ha MJieyHaTa XkJjes3a.
Mpuno)xeHne Ha MOJIEKYNIAPHUTE MEeTOAM B KJIMHMYHATA NpaKTUKa

Cnaptak Bwvbnes, [aHuena [dadyeBa, ATaHacka MWTKOBaQ, MaprapuT
TaywaHoBa, BaHbo MuteB, Pagka KrHeBa , KoHcTaHTa TuMuyeBa.

Studia Oncologica, 2013, 5, 1, 40-60.
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Pe3romMe:

PakbT Ha Mne4dyHata xnes3a (PMX) e Han-4ecto AnarHOCTUUMPAHUAT
3/10Ka4yeCTBEeH TyMOpP MNpu XEeHW, OCBEH TOBa € NbpBa NO YecToTa NpuymnHa 3a
CMBPT MpU  XEHWUTe BCeacTeme Ha OHKOJIOrM4YHO 3abonsBaHe.
3aboneBaemMoCcTTa Nokasea cTabunHa TeHaeHuMs KbM HapacTBaHe o0cobeHo
B EBponenckute abpxasnm n CeBepHa AMepuka. B MoMeHTa e npueTa
LWMPOKO XmnoTesaTa, Ye MeTacTasupano 3abonsBaHe ce pa3BuBa Ha 6aszaTa
Ha AWCEMMHAUMS HA TYMOPHW KJIETKM Owe B pPaHHUTE CcTaguu.
Unpkynupawmte TymopHu knetkn (LUTK) ca kneTtkum, KOUMTO NpUCHLCTBAT B
nepudgepHata KpbB W NpuTexaBaT aHTUFEHHUTE WU TEHETUYHMU
XapaKTepuUCTUKN Ha cneumdunyeH Tun Tymop. B3emaHeTo Ha MaTepuan 3a
n3cneaBaHe Ha HumBaTa Ha UTK e 6bp3a u cpaBHuTenHo 6e3b6onesHeHa
npoueaypa, HapedeHa oue ,TeyHa 6buoncmua". Ta Moxe J[Aa ce M3BbpLUBa
MHOIMOKpPaTHO B Pas/iM4HM OTMpPaBHW MOMEHTM OT JIeYeHUEeTo WuIu
npocnensiBaHeTo Ha 3abonsBaHeTo. Bce ouwe HsAMa KAMHWYHKM Npoy4YBaHUS,
KOUTO HeABYCMUCNEHO Aa MNOoKa3BaT, Ye aKTUBHOTO M3MOJsiI3BaHe Ha TeCToBe
3a UTK B npakTukata BOAM 40 YyBe/AM4yaBaHe Ha MNpPexuBAeMOoCT WU
noaobpeHo KayecTBO Ha XUWBOT Npu nauneHTkn ¢ MPMX. MNbpBTO Npoy4yBaHe
3a pondta Ha UTK kaTto nporHoctnyeH mapkep npu naumeHTkn ¢ MPMX B
Bbvnrapusa 6e 3anoyHaTto npe3 2010 r. OoT HaWMa eKnn B paMKUTE Ha TeKylLy
Hay4yHou3CnenoBaT esicku npoekT ,llpocneasaBaHe HMBATa Ha UMPKynpalum
TyMmopHu knetkn (UTK) npu 60onHM ¢ MeTacTasmpan KapuMHOM Ha rbpaaTta -
MPOrHOCTUYHO U NPEANKTUBHO 3HayeHne”

To3n 0630p pasrnexpa HaauMyHata A0 MOMEHTa JiuTepaTtypa OTHOCHO
CbLWHOCTTA, MeToAMKaTa 3a AOKa3BaHe U KJIMHUYHOTO 3HadyeHune Ha UTK npu
MeTacTa3supan pak Ha MaeyHaTa XJ/je3a W NpeacTaBs AM3alHa Ha HaweTo
KJIMHWUYHO Mpoy4yBaHe.

KnouyoBu ayMm: umpKynupalwim TymopHu knetkmn (LUTK), meTactasupan pak
Ha MJeYyHa XJe3a, MPOrHOCTUYHU haKTopK, NOIMMEpPA3Ha BEPUXHA peaKums
cnep obpaTtHa TpaHckpunuusa (MBPOT).

31. BuonorMyHa M MOJIeKyJiIipHa XapaKTepuCTUKa, AMArHOCTUKa M
JieyeHne Ha TPOMHO HEeraTMBHUSA KapuUMHOM Ha MJiedHaTa XeJsie3a

Mapraputa TaywaHoBa, KoHcTtaHTa TuMueBa, CnapTtak Bbnes
KnuHnka no megnuymHcka oHkonoruna - CbAJ10, Codus
Studia Oncologica, 2013, v.5, 1, 61-92.

Pe3romMe:

KapunmHoOMbT Ha MieyHaTa xe3a e npobnem CbC coumanHa 3HAYMMOCT.
YectoTaTa My HenpekbCHATO HapacTBa, KOETO Hasara HerosoTo
3agbnboyeHo wu3cnegBaHe. C npunaraHeTo Ha WMMYHOXUCTOXUMUYHU U
reHeTUYHM nU3cnenBaHns ce NOCTUrHa onpeaesisHe Ha HAKOIKO MOSIEKYISAPHU
cybTuna KapuMHOM Ha MieYyHaTa Xne3a. EAMH OT TAX € TPOMHOHEraTUBHUAT
(THKMX) c¢ ER, PR n HER2 HeratmeBeH cTtaTyc. ToMm ce oTnAMyaBa C
WU3KIKUYUTENHO FOfIiIMa XETEePOreHHOCT MO OTHOWEHMEe Ha MoJsieKynsipHaTa u
reHeTM4yHata cu xapaktepuctumka. THKMX mma no-arpecMBHO nNpoTuyaHe B
CpaBHeHWe C ApyruTe NoATMMOBE paK Ha MfeyHaTa xnesa. [lposBsiBa ce C
paHHM  peumameBu, 4YeCcTU  BUCLEepanHW  MeTacTasu, Kpatka obuwa
npexnBseMocT. Te3m ocobeHOCTM HanaraT No-AeTau/IHOTO MYy u3cneBaHe.
THKMX ce pasgensas Ha HAKonko cybtmna cbCc  cneumduryHa
MMYHOXUCTOXMMWUYHA U FeHeTUYHa XapakTepuctuka. OTKpMBaHETO Ha HOBW
MONEKYNSpHM MapKepu nognomara 3aabfiboyeHOTO My uM3ydaBaHe, YTO-
YHABaHe MporHo3aTta Ha 3abonsBaHETO, HauMHa M BMAA Ha NpoBexaaHaTa
Tepanusa. BHUKBaAHETO B FEHETUYHUTE N MOJNEKYNSIPHU XapaKTEPUCTMKMU Ha
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THKM>X e cBbp3aHO C BbBeXjaHe Ha HOBW BMAOBE TapreTtHu Tepanuu,
WHOMBMAYyanu3MpaHe Ha JleyYeHMeTo, KOeTo LWe Joseae [0 no-aobpu
TepaneBTUYHU pe3ynaTaTh Npu TO3M arpecmMBeH TUMN paK Ha MNleyHaTa XJnesa.

KnioyoBn AaymMu: TpOMHO HEraTMBEH KapuUMHOM Ha MJledyHaTa XJe3a,
MONEKYNSAPHU Ccyb6TMNOBE, MONEKY/IAPHU MapKepu, FreHeTUYHU U3CNeaBaHus,
UMYHOXUCTOXUMWUYHU U3CNeaBaHUs, TapreTHa Tepanus.

32. CUMHTUMAMOIPAOUATA B AUWATHOCTUYHUA AJITOPUTBM HA
MPEAOMEPATUBHOTO CTAANPAHE IMNMPU PAKA HA MJTEYHATA XJ1E3A
E.MunepkoBa, 3. NapaHnHa K.TumueBa, J1.loueBa, B. 3natkos, A. Munes,
A.Munxosa

TpaHcnopTHa MeanumnHa XXVI/2004/39

Pe3ome:

CoumanHaTta 3HA4YMMOCT HWM HENpeKbCHATOTO NoAMAaAsiBaHEe Ha paka Ha
MJIeyHaTa XJse3a OT eAHa CTpaHa M OrpaHuUYeHnTe napaMeTpu Ha KIAMHUYHOTO
n3cneaBaHe, CKPUHUHIOBMTE MporpaMu ¢ Mamorpadus mn/mnum exorpadwus...c
TbHKOUINEHa acnupauuoHHa 6uoncusa OoT Apyra, Hanarat HyK/aeapHo-
MeAULUMHCKUTE  u3cneaBaHuss C  TexXHus MoseKynsapHo-meTtabonuTeH
MexXaHu3bM Ha u3o06pa3siBaHe KaTO BaXeH AMAarHOCTUYEeH M MNPOrHOCTUYEH
Kputepuin. ETO 3awWo uUen Ha HacTosWeTo CcbobuwieHue e onpeaensiHe Ha
KIMHNKO-ANArHOCTMYHaATa TOYHOCT U MSACTO Ha cumHTuMamorpaduata (CMIN)
c 99mTc-MIBI wan  99m-Tc-Tf B AMArHOCTUYHUA  aNropuTbM  Ha
npeaonepaTMBHOTO CTagmpaHe npu 601HU C pak Ha MiieYyHaTa XxJe3a.
CumHTUMaMorpadpusa C TyMOpOTpOnHM pagumodapmauestTmum /POI/ e
nposegeHa npu 70 XeHUM C HeyCTaHOBEHW OT KJIAMHWUYHOTO Wu3CneaBaHe,
MamorpadusaTa, exorpadusta M TbHKOUrMeHaTa acnupaumoHHa 6uoncus
KaTeropuyHm AaHHWM 3a pakK Ha MneyHarta xnesa /PMX/, kato npum 11 oT
6onHuTe CMI e npoBefeHa 3a YTOUYHsSABAHE Ha CTaaus Ha 3abonsiBaHeTo npu
KIMHUYHW AAaHHW 3a IOKASIHO aBaHCMpas 3/10KavyecTBeH npouec.

33. BRIEFLY ABOUT BRAIN TUMORS, BLOOD BRAIN BARRIER,
ADVANCED MATERIALS AND NEW STRATEGIES

Radostina Alexandrova'*, Lora Dyakova?, Tania Jivkova!, Margarita
Simeonova?, Oriin Alexandrov*, Konstanta Timcheva®, Reni Kalfin?

1 Institute of Experimental Morphology, Pathology and Anthropology with
Museum, Bulgarian Academy of Science, Acad. Georgi Bonchev Str., Block
25, Sofia, Bulgaria; 2 Institute ofNeurobilogy, Bulgarian Academy of Science,
Sofia, Bulgaria; > University of Chemical Technology and Metallurgy, Polymer
Engineering Department, 8 Kliment Ohridski Blvd., 1756 Sofia, Bulgaria,
“Health Service, Gorna Malina, Bulgaria; °National Specialized Hospital for
Active treatment in Oncology, Sofia, Bulgaria
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Proc. of the Fourth Edition of the Symposium "New trends and
strategies in the chemistry of advanced materials", 4-5 Nov 2010,
Timisoara, Romania

Abstract:

Brain cancer treatment is still one of the highest challenges in oncology. For
example, survival of patients affected by glioblastoma multiforme, the most
aggressive form (grade 4) of gliomas, has remained virtually unchanged
during the last decades (i.e. 6-12 months post- diagnosis) despite advances
in surgery, radiation and chemotherapy. The main problem in drug delivery
to the brain is the presence of blood brain barrier (BBB), which limits drug
penetration aiming to protect brain against toxic substances that circulate in
the bloodstream. An important and long term goal of the pharmaceutical
industry is to develop therapeutic agents that can be selectively delivered to
specific areas in the body to maximize the therapeutic index. Different
strategies have been developed for this purpose. One of the most promising
among them is to attach drugs to nanoparticles ant thus transport them
across BBB.
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