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CONTEMPORARY APPROACHES TO HORMONAL THERAPY IN MALIGNANT PROSTATE
TUMORS
Yodgorov I.F.
Bukhara State Medical Institute named after Abu Ali ibn Sino, Bukhara, Uzbekistan

Resume. This article analyzes the outcomes of hormonal treatment in 116 patients diagnosed with ma-
lignant tumors of the prostate gland. Current androgen deprivation strategies, including surgical castration,
the use of luteinizing hormone-releasing hormone (LHRH) analogues and antagonists, as well as antiandro-
gen agents, are reviewed. Treatment efficacy was evaluated based on clinical and laboratory indicators,
along with overall and recurrence-free survival rates. The findings demonstrate the high therapeutic effec-
tiveness of combined hormonal therapy and highlight its potential for optimizing treatment strategies in pa-
tients with advanced prostate cancer.

Keywords: prostate cancer; hormonal therapy; androgen deprivation; LHRH analogues; antiandro-
gens.

IPOCTATA BE3U XAB®JIU YCMAJAPUHU 'OPMOHAJI JABOJIAIIIJIA 3AMOHABUM
EHIAIIYBJIAP
Earopos N.®.
A6y Amu 6 Curo HOMugaru Byxopo maBnar Tn66uéT nHctHTyTH, Byxopo ., ¥36ekucTon

Pe3ztome. Yuby maxonaoa npocmama bezu xaegau yemacu mawxucu xyuuiean 116 nagap dbemophnu
2OPMOHAN 0ABONAW HATMUMCALAPU MAXUT KUTUHeAH. AHOpO2en 0enpusamcusHune 3aMOHAGUL cmpamezus-
Jaapu, WLy HCYMAAOAH JHCAPPOXIUK KACMPAYUACU, JIOMEUHA084U 20pMmon-punusune-copmorn (LHRH) ana-
021apY  8a AHMALOHUCMAAPY, UWIYHUH2OEK, AHMUAHOpO2eH O00puU OCUMANapuoan @oudaranuut Kypud
yuxunean. Jlasoiraus camapadopauey KIuHuK 6a 1abopamop Kypcamxuiiap, WyHuH20ex, YMymMutl suoe4an-
JIUK 80 peyuouBCU3 AUOBHAHIUK KypcamKuyiapu acocuda baxonanou. OnunHean Maviymomiap KOMOUHayus-
JIGH2AH 20PMOHAN MEPANUSHUHE OKOPU MEePAnesmuK Camapadopiucuiy Kypcamaou 6d YHUHZ KeHe
MapKaiean npocmama capamonu OULaH 0Epuean bemopaapHu 0AgoOIAW CIMPAMESUSICUHU ONMUMALIAWMU-
PUUL UMKOHUSIMAAPUHU MABLKUOIATOU.

Kanum cysznap: npocmama Oe3u capamonu, 2opmouan mepanus; amopoeen oenpusamcus, LHRH
ananoenapu, aHMuaHopo2eHIap.

COBPEMEHHBIE ITOAXO0/Ibl K TOPMOHAJIBHOM TEPATIMU 3JIOKAYECTBEHHBIX
OIIYXOJIEH MPEJICTATEJIbHOM )KEJE3bI
Earopos N.®.
Byxapckuii rocyapcTBeHHBIN MEUIIMHCKI HHCTHTYT nMeHu AOy Anun u6H CuHo, T. byxapa, Y30ekucran

Pe3ziome. B dannoii cmamve ananusupyomcs pe3yibmanmvi 20pMOHANbHO20 Aeyenus 116 nayuenmos ¢
OUACHO30M 3I0KAYECTNBEHHbIE ONYXO0IU NpedcmamenvHol Jceresvl. Paccmompenvl cospementvle cmpame-
2Ull aHOPO2EHHOU 0enpusayull, SKIIOYAs XUPYPSUHECKYI0 KACMPayuio, UCNOIb3068AHUe AHAL0208 U AHMA20-
HUCmMos tomeunuzupyrowe2o copmona—purusune-copmona (LHRH), a makowce anmuanopoecennvix npenapa-
mos. DphexmusHocms neuwenus OYyeHU8aIACch Ha OCHOBAHUY KIUHUYECKUX U 1aO0pAMOPHLIX noKkasamenet, a
maxoice noxkasameneli obweil evixcusaemocmu u 6e3peyudusholl sviicusaemocmu. Ilonyuennvie oannvie de-
MOHCIPUPYIOM 8bICOKYVIO Mepanesmuyeckyio 2(h@Gexmugnocms KOMOUHUPOBAHHOU 20PMOHANLHOU Mepanuu
U NOOUEPKUBAIOM ee NOMEHYUAL 0TI ONMUMUAYUY CIPAme2Uull Jedenust NAYyueHmos ¢ pacnpocmpanesHblMm
PAKOM NPeOCmamenbHOl HCeaesbl.

Knrouesvie cnosa: pax npedcmamenvHoll jcenesvl, 20PMOHATbHAS MePanusl, aHOPO2eHHAs 0enpuea-
yus, ananoeu LHRH,; anmuanopoecenno.

Relevance. Prostate cancer (PCa) is one of the most common malignant diseases among elderly men.
According to recent epidemiological data, prostate cancer ranks second in incidence among oncological dis-
eases in men in most developed countries. One of the most effective approaches to the treatment of locally
advanced and metastatic prostate cancer remains hormonal therapy aimed at suppressing androgens that
stimulate tumor growth. Modern hormonal therapy for prostate cancer is focused on blocking or reducing the
levels of testosterone, a hormone that plays a key role in the development and progression of prostate cancer
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[2,6]. This therapy includes various strategies, such as pharmacological agents that reduce testosterone pro-
duction or block its action, as well as surgical castration (orchiectomy).

These therapeutic approaches play an important role in controlling tumor progression, reducing clini-
cal symptoms, and enhancing patients’ overall quality of life [3]. Androgen receptor antagonists are most
often prescribed in combination with androgen deprivation therapy, such as orchiectomy or treatment with
luteinizing hormone—releasing hormone (LHRH) agonists. This combined strategy leads to both a reduction
in circulating androgen levels and inhibition of residual androgen interaction with androgen receptors, and is
commonly described as combined, complete, or maximal androgen blockade [7]. In clinical practice, andro-
gen receptor blockers may also be administered during the initial weeks of androgen deprivation therapy to
prevent the transient increase in testosterone levels, known as testosterone flare, that can occur at the start of
treatment [1,3,5]. In the United States, approved androgen receptor inhibitors include first-generation
agents—flutamide, bicalutamide (Casodex), and nilutamide (Nilandron)—as well as second-generation drugs
such as enzalutamide (Xtandi), apalutamide (Erleada), and darolutamide (Nubega). Compared with first-
generation compounds, second-generation agents exhibit stronger and more selective binding to androgen
receptors, resulting in more effective receptor inhibition [4]. Notably, darolutamide does not cross the blood—
brain barrier, which may account for its lower incidence of central nervous system-related adverse effects.
All androgen receptor blockers are administered orally in tablet form and are intended to be swallowed intact
[2,6]. In the United States, androgen receptor blockers approved for the treatment of prostate cancer include
first-generation agents such as flutamide, bicalutamide (Casodex), and nilutamide (Nilandron), as well as
second-generation agents including enzalutamide (Xtandi), apalutamide (Erleada), and darolutamide (Nube-
ga). Second-generation agents bind to androgen receptors and inhibit their activity more potently and selec-
tively compared with first-generation drugs [4]. Darolutamide is the only androgen receptor blocker that does
not penetrate the blood-brain barrier, which may result in a lower incidence of central nervous system-—
related adverse effects. Androgen receptor blockers are administered orally in tablet form and must be swal-
lowed whole [2,6].

Aim of the Study. The aim of this study was to evaluate the effectiveness of various modern hormo-
nal treatment modalities in patients diagnosed with malignant prostate tumors.

Materials and Methods. The study included 116 men aged 57 to 84 years (mean age 71.4 £+ 6.2
years) who were treated at an oncology center between 2020 and 2024. All patients had a confirmed diagno-
sis of prostate cancer at stages T2-T4N0-1MO0-1, established based on histological examination of biopsy
specimens and MRI/CT imaging data.

Depending on the hormonal treatment modality used, patients were divided into the following groups:
- Group I (n = 32): surgical castration (orchiectomy); - Group Il (n = 38): therapy with LHRH analogues
(goserelin, leuprorelin); - Group 111 (n = 29): combined androgen blockade (LHRH analogue + antiandro-
gen); - Group IV (n = 17): treatment with LHRH antagonists (degarelix) in aggressive forms of prostate
cancer.

Treatment efficacy was assessed based on prostate-specific antigen (PSA) dynamics, overall survival,
progression-free survival, disease progression rate, and incidence of adverse events. Quality of life was sub-
jectively evaluated using the EORTC QLQ-C30 questionnaire and the prostate cancer—specific PR25 mod-
ule.

Results. Before treatment, the mean PSA level was 74.2 + 15.3 ng/mL. During hormonal therapy, a
greater than 50% reduction in PSA levels within the first three months of treatment was observed in 88% of
patients. The most pronounced decrease was noted in Group Il (combined androgen blockade). Adverse
events were reported in 34 patients (29.3%), primarily presenting as hot flashes, decreased libido, and fa-
tigue. Treatment regimens involving LHRH antagonists demonstrated the best tolerability profile.

Table 1.
Survival Rates of Patients with Prostate Cancer According to the Type of Hormonal Therapy
Treatment Group Overall 3-year Sur- 3-year Recurrence-
vival, % Free Survival, %

Group | — Orchiectomy 64,3% 48,1%
Group Il — LHRH analogues 71,1% 55,3%
Group 111 — Combined hormonal blockade 78,6% 66,7%
Group IV — LHRH antagonists 69,2% 58,8%

Thus, the best overall survival and recurrence-free survival outcomes were observed in patients who
received combined hormonal therapy. The study included 116 patients diagnosed with prostate cancer (PCa)
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who underwent hormonal therapy using different treatment modalities. The mean age of the patients was
71.4 £ 6.2 years. In the majority of patients (78.4%), the disease was diagnosed at clinical stages Il1-1V. The
mean PSA level before treatment was 74.2 + 15.3 ng/mL. During hormonal therapy, a significant reduction
in PSA levels was observed in most patients after 4 weeks of treatment. After 3 months of therapy, 88% of
patients demonstrated a greater than 50% decrease in PSA levels compared with baseline. The most pro-
nounced PSA reduction was recorded in Group Il (combined androgen blockade), where 93% of patients
achieved a >50% reduction, and 65% achieved a >90% reduction in PSA levels. In Group Il (LHRH ana-
logues), a comparable effect was observed in 87% of patients; in Group IV (LHRH antagonists), in 88%; and
in Group | (orchiectomy), in 81% of patients. Disease progression was most frequently observed in Group |
(9 cases) and Group Il (8 cases), followed by Group Il (5 cases) and Group 1V (2 cases). In patients with
disease progression, treatment with abiraterone or enzalutamide was initiated. Adverse events were reported
in 34 patients (29.3%). The most common adverse effects included hot flashes (22.4%), decreased libido and
sexual dysfunction (18.1%), fatigue and asthenia (15.5%), and gynecomastia (5.2%). The lowest incidence of
adverse events was observed in Group IV (LHRH antagonists), where adverse effects were reported in only
23.5% of patients. Therapy was most poorly tolerated in Group I, where psycho-emotional disturbances, os-
teoporosis, and pronounced asthenia were more frequently recorded. The highest preservation of social func-
tioning and overall health status was observed in patients receiving LHRH antagonists and combined thera-
py, whereas the worst emotional functioning scores were noted in the orchiectomy group.

Discussion. The results indicate that modern hormonal therapy approaches demonstrate high efficacy
in the treatment of advanced prostate cancer. Combined androgen blockade showed the most favorable out-
comes in terms of PSA reduction and survival, confirming the relevance of a multimodal therapeutic ap-
proach. The LHRH antagonist degarelix deserves special attention, as it provides rapid testosterone suppres-
sion without an initial testosterone surge. However, the development of castration-resistant prostate cancer
remains a significant clinical challenge, necessitating the development of strategies for sequential or com-
bined use of hormonal and targeted therapies.

Conclusion. Hormonal therapy remains a key component in the management of advanced prostate
cancer. Combined androgen blockade demonstrates the highest therapeutic efficacy and should be considered
a preferred approach in patients with contraindications to surgical intervention. Further studies aimed at ther-
apy individualization and overcoming hormonal resistance are required.

LHRH agonists remain the most widely used form of androgen deprivation therapy, offering pro-
longed suppression of testosterone activity following a single, well-tolerated injection lasting up to 6 months.
As monotherapy, certain agents achieve extremely low testosterone levels, including nadir values below 5
ng/dL. Newly developed treatments utilize enhanced mechanisms of action or improved drug delivery sys-
tems to further optimize existing therapeutic approaches. In addition, advances in genetic testing open new
opportunities for personalizing treatment strategies to optimize efficacy and safety.
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