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Introduction

This document is the official expert statement of the Bulgarian Joint Cancer Network
(BJCN). It contains the essential results and messages from the Annual Meeting of the
American Society of Clinical Oncology (ASCO®) 2026 and the licensed presentation of the
best of it in Bulgaria in July 2026. The aim of the statement is to translate the scientific research
and results presented into a set of statements and recommendations that will enhance the
clinical reasoning and practice of Bulgarian oncologists and hemato-oncologists, engaged in
the delivery of cancer care.

. Hematologic Neoplasms|

.1. Lymphomas

* In adult patients with newly diagnosed high-risk diffuse large B-cell lymphoma
(DLBCL), the addition of tafasitamab and lenalidomide to R-CHOP may be considered, given
the improvement in progression-free and event-free survival, reducing the risk of progression
or death (= 25%), despite the absence of overall survival (OS) data [Lenz G, et al. / frontMIND
trial].

* In patients from Mediterranean populations, testing for genetic variations in CD19 may
be considered as a potential biomarker for predicting the efficacy of CD19-directed CAR T-
cell therapy. Further functional and prospective clinical studies are required to confirm their
predictive value [Alsmadi O, et al. / CD19-directed CAR T therapy].

1.2. Multiple Myeloma

* In patients with high-risk smoldering multiple myeloma (HR-SMM), treatment with
elranatamab may be considered, given its significant anti-myeloma activity with a high
frequency and depth of response and acceptable tolerability. It cannot be routinely
recommended as an early intervention to prevent progression to active multiple myeloma,



owing to the lack of comparative data and proven benefit on progression/survival [Abonour R,
et al. / ERASMM ftrial].

* In patients with HR-SMM, treatment with daratumumab as an early therapeutic
intervention (versus active surveillance alone) may be considered, given the significant
prolongation of progression-free survival (PFS) and the reduction in the risk of progression to
symptomatic multiple myeloma, with an acceptable safety profile and immature OS data
[Dimopoulos MA, et al. / AQUILA trial].

* In patients with relapsed/refractory multiple myeloma (RRMM) after = 1 prior line of
therapy, including patients with prior exposure to an anti-CD38 antibody and lenalidomide, or
high-risk cases with triple-class exposure, the addition of mezigdomide to carfilzomib and
dexamethasone (versus carfilzomib/dexamethasone, Kd) may be considered, given the
significant improvement in PFS and the depth of response, with an acceptable but more
intensive toxicity profile [Richardson PG, et al. / SUCCESSOR-2 triall.

* In patients with RRMM after 1-3 prior lines of therapy, including lenalidomide- and anti-
CD38-exposure, monotherapy with teclistamab (versus standard PVd/Kd regimens) may be
considered, given the significant improvement in PFS and a trend toward improved OS, as
well as deep responses and an acceptable toxicity profile that nonetheless requires active
management [Mina R, et al. / MajesTEC-9 trial].

* In patients with newly diagnosed or relapsed/refractory blastic plasmacytoid dendritic
cell neoplasm (BPDCN), a treatment regimen of tagraxofusp, hyper-CVAD and venetoclax
may be considered, given its antitumor activity with high complete-remission rates and its
potential to serve as a bridge to allogeneic transplantation [Pemmaraju N, et al. / Abstract
6502].

1.3. Myelofibrosis

* In adult patients with primary or secondary myelofibrosis, without prior JAK-inhibitor
therapy and with a platelet count > 100 x 10°%L, first-line systemic treatment with selinexor +
ruxolitinib (versus ruxolitinib monotherapy) is recommended, given the significant increase
(doubling) in the rate of = 35% spleen volume reduction (SVR35) at week 24 and early data
on OS prolongation, despite the absence of benefit in the rate of symptomatic response
[Mascarenhas J, et al. / SENTRY triall.

* In adult patients with myelofibrosis and anemia, administration of the anti-hemojuvelin
antibody DISC-0974 may be considered, given the improvement in anemia and the reduction
in transfusion requirements, with acceptable tolerability [Gangat N, et al. / RalyMF trial].

.4. Amyloidosis

* In adult patients with newly diagnosed k-AL amyloidosis, the addition of anselamimab
to standard therapy may be considered, given the improvement in OS and the reduction in
cardiovascular complications [Wechalekar AD, et al. /| CARES trial].

Il. Malignant Melanoma and Merkel Cell Carcinoma

* In patients with advanced cutaneous malignant melanoma that has progressed after
anti-PD-1 inhibitors, subsequent virus-based oncolytic immunotherapy with vusolimogene
oderparepvec (RP1) + nivolumab may be considered, given the significant long-term clinical
benefit, with a median overall survival (OS) of 32.2 months, a 3-year OS of 45.5%, and durable
responses (3-year OS of 81.8% in patients with an objective response) [Wong M, et al. /
IGNYTE trial].



* In patients with metastatic HLA-A2-negative uveal melanoma, first-line systemic
treatment with darovasertib + crizotinib (versus investigator's choice of therapy) may be
preferred, given the significant improvement in progression-free survival (PFS) — 6.9 versus
3.1 months (HR 0.42, p < 0.0001), objective response rate (ORR) — 37.1% versus 5.8% (p <
0.0001), disease control rate (DCR) — 73.3% versus 31.1% (p < 0.0001) and a trend toward
improved OS [Orloff M, et al. / OptimUM-02 trial].

* In patients with radically resected Merkel cell carcinoma, adjuvant treatment with
pembrolizumab (versus observation) may be considered, given the significant improvement in
distant metastasis-free survival and the numerical (statistically non-significant) improvement
in recurrence-free survival [Mehnert J, et al. / EA6174 / STAMP trial].

lll. Brain (CNS) Metastases

* In patients with newly diagnosed brain metastases who have undergone surgical
resection, intraoperative brachytherapy with cesium-131 (Cs-131)—containing plaques may be
considered as an alternative to postoperative stereotactic radiosurgery, given the significant
improvement in local control, mean time to recurrence, resection-cavity recurrence-free
survival (rate of local recurrence in the operative bed) and overall survival, with similar rates
of radionecrosis, leptomeningeal metastases and quality of life [Weinberg JS, et al. / ROADS
trial].

IV. Head and Neck Tumors

IV.1. Tumors of the Oral Cavity, Nasopharynx, Oropharynx, Hypopharynx and
Larynx

* In patients with locoregionally advanced nasopharyngeal carcinoma, treated with
induction chemotherapy, followed by concurrent chemoradiotherapy, the use of carboplatin as
an alternative to a cisplatin-based regimen may be considered, given the similar event-free
survival (EFS) and overall survival (OS), with a more favorable tolerability profile and a lower
incidence of renal toxicity, nausea/vomiting and need for hydration [Wang Q, et al. / LA-NPC
trial].

* In patients with locoregionally advanced nasopharyngeal carcinoma, planned for
induction chemotherapy, the administration of two rather than three cycles before concurrent
chemoradiotherapy may be preferred, given comparable EFS, progression-free survival (PFS)
and OS, with a lower incidence of acute toxicity and better tolerability [Liang H, et al. /
NCT05860868 trial].

* In patients with high-risk locally advanced squamous cell carcinoma of the head and
neck after radical surgery, treated with adjuvant nivolumab in combination with concurrent
chemoradiotherapy, de-escalation of the extent of neck lymph node dissection (unilateral
versus bilateral, including the number of lymph nodes removed) is not recommended, despite
the absence of a significant effect on disease-free survival (DFS) [Lapierre A, et al. / NIVO
POSTORP trial].

* In patients with locally advanced squamous cell carcinoma of the oral cavity without
residual disease after radical surgery and standard adjuvant treatment (radiotherapy or
chemoradiotherapy), adjuvant metronomic chemotherapy (methotrexate + celecoxib) may be
considered, given the improvement in PFS, the rate of distant metastases and second primary
tumors, despite the absence of a significant improvement in OS. Benefit may be expected in
subgroups with extranodal extension and in stage IV [Menon N, et al. / MACE POSTORP trial].



* In patients with recurrent or metastatic squamous cell carcinoma of the head and neck
that has progressed after immunotherapy with PD-1/PD-L1 inhibitors and platinum-based
chemotherapy, amivantamab may be considered as a therapeutic option, given its clinically
meaningful antitumor activity, including objective response and disease control, with an
acceptable safety profile characteristic of EGFR/MET-targeted treatment [Burtness B, et al. /
OrigAMI-4 trial].

* In patients with recurrent or metastatic platinum-sensitive squamous cell carcinoma of
the head and neck, first-line ultra-low-dose immunotherapy in combination with triple oral
metronomic chemotherapy may be considered as an alternative to paclitaxellcarboplatin,
given the significant improvement in OS, PFS, objective response rate (ORR) and quality of
life, with a more favorable safety profile [Shah M, et al. / MYTHOS trial].

* In patients with recurrent or metastatic squamous cell carcinoma of the head and neck
planned for first-line treatment with pembrolizumab, the addition of ipatasertib may be
considered, given the significant increase in ORR (41% versus 17%) and an acceptable safety
profile, despite the absence of a significant improvement in PFS or OS [Thomas J, et al. /
Ipatasertib + pembrolizumab trial].

* In patients undergoing radical surgery for early squamous cell carcinoma of the oral
cavity, stage pT1-2 pNO (anterior two-thirds of the tongue, floor of the mouth and buccal
mucosa), with a depth of invasion of 5-10 mm, clear resection margins (=5 mm) and adequate
neck dissection of levels I-lll (= 16 lymph nodes removed), the addition of adjuvant
radiotherapy (versus observation) may be considered, given the significant prolongation of 3-
year locoregional recurrence-free survival and the reduction in the risk of locoregional
recurrence, despite the absence of improvement in DFS and OS. The greatest benefit is
observed in squamous cell carcinoma of the tongue and floor of the mouth, and in poorly
differentiated tumors [Nair S, et al. / AREST trial].

IV.2. Salivary Gland Carcinoma

* In patients with recurrent or metastatic salivary gland carcinoma, immunohistochemical
testing for the level of HER2 expression is recommended for consideration, given the
predictive value of low expression for treatment with trastuzumab deruxtecan. In patients with
recurrent or metastatic salivary gland carcinoma with low HER2 expression, administration of
trastuzumab deruxtecan may be considered, given the clinically meaningful disease control
rate (DCR) and durable tumor responses, with an acceptable safety profile [Kinoshita |, et al.
/ MYTHQOS trial].

* In patients with recurrent or metastatic salivary gland carcinoma, immunohistochemical
testing for the level of androgen receptor (AR) expression is recommended for consideration,
given its predictive value. In patients with recurrent or metastatic salivary gland carcinoma with
AR expression, combined androgen-blockade therapy with darolutamide and leuprolide
acetate may be considered, given its clinical activity and confirmation of AR as a therapeutic
target. Due to the single-arm design of the study, the results require confirmation in
randomized clinical trials [Alan L, et al. / ETCTN 10553 trial].

V. Lung Cance

V.1. Screening

* In individuals with a history of smoking, being considered for eligibility for lung cancer
screening with low-dose computed tomography (LD-CT), smoking duration (= 20 years) may
be considered a more informative risk indicator than the total number of pack-years, since a



longer temporal exposure correlates with higher risk [Benjamin LN, et al. / Lung cancer
screening criteria trial].

V.2. Non-Small Cell Lung Cancer

* In patients with radically treated non—small cell lung cancer (surgery or radiotherapy *
adjuvant systemic chemotherapy) at stage IB (= 4 cm) — IlIA and harboring a RET fusion, up
to 3-year adjuvant selpercatinib is recommended, given the statistically and clinically
significant improvement in event-free survival (EFS) [Goldman J, et al. / LIBRETTO-432 triall.

* In patients with potentially resectable or unresectable stage Ill hon—small cell lung
cancer, harboring an ALK fusion, 3-month neoadjuvant administration of lorlatinib before
surgery may be considered, given the high objective response rate (ORR) (83.7%), the high
rate of pathologic complete response (pCR) (46.9%) and major pathologic response (81.3%),
including a high rate of disease downstage (80%) with conversion to resectability in initially
unresectable disease (75%) [Zhang JE, et al. / LORIN ftrial].

* In patients with an RO resection of EGFR/ALK-negative non—small cell lung cancer at
stage IB (= 4 cm) — llIA, after standard adjuvant therapy (platinum-based chemotherapy *
postoperative radiotherapy), one year of adjuvant immunotherapy with nivolumab is not
recommended, given the absence of a significant improvement in disease-free survival (DFS)
and overall survival (OS), including in patients with PD-L1 expression = 50% [Chaft JE, et al.
/ ALCHEMIST trial].

* In patients with an RO resection of non—small cell lung cancer at stage IB (= 4 cm) —
[lIA, harboring a mutated EGFR (mEGFR), irrespective of mMEGFR subtype (exon 19 deletion
and L858R mutation), after standard postoperative treatment (adjuvant platinum-based
chemotherapy + other), 2-year adjuvant erlotinib is not recommended, owing to the absence
of a significant improvement in OS, despite a numerical and statistically non-significant
improvement in DFS [Govindan R, et al. / Alliance A081105 (ALCHEMIST-EGFR) trial].

* In patients with untreated locally advanced/metastatic non—small cell lung cancer
without targetable genomic alterations and with a PD-L1 TPS = 1%, the addition of
sacituzumab tirumotecan to pembrolizumab may be considered in the first line, given the
significant improvement in PFS (not reached versus 5.7 months), the higher ORR (70.2%
versus 42.0%) and a trend toward improved OS [Zhou C, et al. / OptiTROP-Lung05 trial].

* In patients with untreated advanced squamous non—-small cell lung cancer (stage Ill—-
IV), irrespective of PD-L1 expression, the addition of ivonescimab to platinum-based
chemotherapy (versus tislelizumab + chemotherapy) may be considered in the first line, given
the significant improvement in OS. The data support ivonescimab + chemotherapy as a
potential new first-line standard of choice in advanced squamous non—small cell lung cancer
[Zhiwei C, et al. / HARMON:I-6 trial].

* In previously untreated patients with advanced EGFR exon 20 insertion (exon20ins)-
positive non—small cell lung cancer, sunvozertinib (versus platinum-based chemotherapy)
may be considered in the first line, given the significant improvement in PFS, the higher ORR
and the longer duration of response, despite the absence of OS data [Heymach JV, et al. /
WU-KONG28 trial].

* In patients with advanced non-small cell lung cancer harboring atypical EGFR
mutations (G719X, L861Q, S768I, etc.), first-line amivantamab + lazertinib could be
considered, given the durable clinical activity with an ORR of 52%, a median PFS of 11.1
months and a median duration of response of 14.1 months [Tomasini P, et al. / CHRYSALIS-
2 triall.



* In patients with non—small cell lung cancer harboring an mMEGFR/ALK rearrangement
and intracranial progression of asymptomatic brain metastases who are candidates for
targeted therapy, early radiotherapy (whole-brain or radiosurgery) is not routinely
recommended (versus deferred), due to the absence of a significant improvement in PFS and
OS [Tan D, et al. / UPFRONT RT trial].

V.3. Small Cell Lung Cancer

* In patients with small cell lung cancer that has progressed after first-line platinum-
based chemotherapy and with stable, treated or asymptomatic untreated brain metastases,
second-line tarlatamab (versus standard chemotherapy with fopotecan, lurbinectedin or
amrubicin) should be preferred, given the significant improvement in intracranial response with
prolongation of intracranial progression-free survival (6.5 versus 4.2 months; HR 0.40), a
higher rate of complete intracranial response (15% versus 5%), a more durable intracranial
response, and improvement in OS (13.9 versus 6.8 months; HR 0.51) [Mountzios G, et al. /
DelLLphi-304 trial].

* In patients with small cell lung cancer that has progressed after first-line platinum-
based chemoimmunotherapy, the combination of ivonescimab and liposomal irinotecan may
be considered as a potential therapeutic option, given its significant antitumor activity with an
ORR of 61.7%, a disease control rate (DCR) of 91.7%, a median PFS of 9.8 months and a 6-
month PFS of 72%, with an acceptable safety profile [Fan Y, et al. / NCT06478043 trial].

* In patients with relapsed/refractory small cell lung cancer after prior lines of systemic
therapy, a subsequent line with ABBV-706, as monotherapy or in combination with
budigalimab, may be considered, given its significant antitumor activity with an ORR of 52%
as monotherapy (55% in combination with budigalimab) and a median OS of 11.3 months
[Byers LA, et al. / NCT05599984 triall.

* In patients with extensive-stage small cell lung cancer (ES-SCLC) without progression
after first-line platinum + etoposide in combination with durvalumab, the addition of concurrent
thoracic chemoradiotherapy is not recommended, owing to the absence of improvement in
PFS, intrathoracic control and OS [Grgnberg BH, et al. / TRIPLEX ftrial].

VI. Breast Cance

VI.1. Luminal HER2-Nonampilified (Early)

* In patients = 40 years of age with resected clinically high-risk ER+/HER2- early breast
cancer at stage cNO-2 (0-9 metastatic axillary lymph nodes) and without prior neoadjuvant
chemotherapy, Prosigna-guided selection of adjuvant treatment is recommended (versus
standard therapy irrespective of the risk-of-recurrence [ROR] score), given the ability to omit
adjuvant chemotherapy with comparable 5-year invasive disease-free survival (iDFS) [Stein
RC, et al. / OPTIMA trial].

* In patients with breast cancer at stage cT1-2 cNO and with 1-2 macrometastases in
sentinel lymph nodes after primary surgery, including after mastectomy, omission of axillary
lymph node dissection with the delivery of locoregional radiotherapy and standard systemic
therapy is recommended, given comparable 5-year overall survival (OS), locoregional control
and significantly better quality of life (QoL) [de Boniface J, et al. / SENOMAC ftrial].

VI1.2. Luminal HER2-Nonampilified (Advanced)

* In patients with ER+/HER2- unresectable or metastatic breast cancer without prior
systemic therapy for advanced disease, selection of giredestrant + palbociclib (+ ovarian



suppression) as first-line therapy (versus letrozole + palbociclib) is not recommended, due to
the absence of improvement in progression-free survival (PFS), OS and objective response
rate (ORR) [Turner NC, et al. / persevERA frial].

* In patients with luminal HER2- metastatic breast cancer receiving first-line systemic
treatment with an aromatase inhibitor (Al) + CDK4/6 inhibitor for 2 6 months, ctDNA testing
(every 2—3 months) could be considered to detect mutated ESR1 (mESR1) before radiological
progression, with consideration of switching from the Al to camizestrant, given the
prolongation of PFS, time to QoL deterioration and PFS2 [Bidard FC, et al. / SERENA-6 trial].

VI1.3. HER2-Positive Unresectable or Metastatic

* In patients with HER2+ unresectable or metastatic breast cancer without progression
after 4-8 cycles of first-line therapy with a THP regimen, including those with asymptomatic
brain metastases, the addition of tucatinib to dual anti-HER2 blockade with
trastuzumablpertuzumab (plus endocrine therapy in ER+ disease) (versus trastuzumab and
pertuzumab) could be considered, given the prolongation of PFS, albeit with increased toxicity
and unclear OS benefit [Hamilton E, et al. / HER2CLIMB-05 trial].

VIi.4. Triple-Negative Metastatic

* In patients with unresectable or metastatic triple-negative breast cancer with PD-L1
expression CPS = 10 and without prior systemic therapy for advanced disease, selection of
sacituzumab govitecan in combination with pembrolizumab (versus chemotherapy) is
recommended, given the significant improvement in PFS, ORR and PFS2 [Turner NC, et al. /
ASCENT-04 trial].

VI.5. Metastatic Bone Disease

* In patients with = 3 bone metastases from breast cancer or castration-resistant prostate
cancer, administration of denosumab 120 mg every 12 weeks after 4 initial applications every
4 weeks (versus denosumab 120 mg every 4 weeks) is recommended, given the comparable
time to first symptomatic skeletal-related event, but with a lower risk of hypocalcemia and
osteonecrosis of the jaw and lower costs [von Moos R, et al. / SAKK 96/12 REDUSE trial].

VIl. Gastrointestinal Cancers

VII.1. Colorectal Cancer

* In adult patients with radically resected colorectal cancer (stage I-1V), serial monitoring
of circulating tumor DNA (ctDNA) at weeks 4 and 12 may be considered to identify subgroups
with a differing likelihood of benefit from adjuvant chemotherapy (ACT). In persistent ctDNA-
negativity, omission of ACT is recommended, owing to the absence of prolongation of disease-
free survival (DFS); in conversion to ctDNA-positivity at week 12, administration of ACT is
recommended, given the high risk of recurrence and the significantly prolonged DFS [Yokota
M, et al. / GALAXY].

* In patients with metastatic BRAF V600E-mutated colorectal cancer, first-line systemic
treatment with encorafenib and cetuximab + FOLFIRI (versus FOLFIRI + bevacizumab) is
recommended, given the significant improvement in progression-free survival (PFS) (12.8
versus 7.1 months), overall survival (OS) (not reached versus 20.3 months; HR 0.56) and
objective response rate (ORR) (64.4% versus 39.2%). The data allow a personalized choice
of chemotherapy backbone (FOLFOX or FOLFIRI) [Kopetz S, et al. / BREAKWATER].

* In patients with metastatic HER2-positive, RAS/RAF wild-type colorectal cancer that
has progressed after standard therapy, a subsequent line with trastuzumab rezetecan (versus



TAS-102, regorafenib or fruquintinib) is recommended, given the significant improvement in
PFS (5.5 versus 2.8 months) and ORR (35.8% versus 4.1%; p < 0.0001), despite the absence
of OS data [Li J, et al. / Horizon CRC-01].

VIl.2. Pancreatic Ductal Adenocarcinoma

* In patients with previously treated metastatic pancreatic ductal adenocarcinoma, a
subsequent line with daraxonrasib (versus chemotherapy) is recommended, given the
statistically and clinically significant improvement in OS (13.2 versus 6.7 months), PFS (7.2
versus 3.6 months) and ORR, with a more favorable tolerability profile and a lower rate of
treatment discontinuation due to adverse events [Wolpin BM, et al. / RASolute 302].

VIL.3. Hepatocellular Carcinoma

* In patients with unresectable hepatocellular carcinoma suitable for transarterial
chemoembolization (TACE), the addition of the STRIDE regimen (fremelimumab +
durvalumab), with or without lenvatinib (versus TACE alone), may be considered, given the
significant improvement in PFS, despite the absence of OS data [Abou-Alfa GK, et al. /
EMERALD-3].

VIIl. Genitourinary and Renal Cell Cancers

VIIl.1. Prostate Cancer

* In patients with high-risk localized or locally advanced prostate cancer scheduled for
radical prostatectomy, one year of perioperative therapy with apalutamide + androgen-
deprivation therapy (ADT) is recommended, given the credible benefit in significant pathologic
response after surgery (ypTO or < ypT2) or minimal residual disease (tumor <5 mm), in event-
free survival (EFS), metastasis-free survival (MFS) and time to subsequent systemic therapy
[Taplin ME, et al. / PROTEUS trial].

* In patients with metastatic hormone-sensitive prostate cancer [sensitive to modulation
of the androgen pathway (mHSPC/APMS)], temporary discontinuation of first-line ADT +
androgen receptor pathway inhibitor (ARPI) may be considered as a therapeutic strategy in
strictly selected patients who have achieved a durable and deep biochemical response (PSA
< 0.2 ng/mL), with strict monitoring every 3 months, given the improvement in mental health
and erectile function [Marshall CH, et al. / A-DREAM ftrial].

* In patients with synchronous metastatic hormone-sensitive prostate cancer [sensitive
to modulation of the androgen pathway (mMHSPC/APMS)], the use of tissue transcriptomic
profiling (Decipher) as a prognostic/predictive marker to personalize systemic therapy (choice
between doublet or triplet) may be considered. With Decipher > 0.85, the addition of docetaxel
to ADT + enzalutamide is recommended, given the improvement in overall survival (OS); with
Decipher < 0.85, first-line therapy with a doublet of ADT + enzalutamide is recommended,
owing to the risk of toxicity and worsening of survival [Sweeney C, et al. / ENZAMET ftrial].

* In patients with advanced/metastatic prostate cancer with a baseline risk of cognitive
impairment (cognitive deficit, dementia, risk of falls) and a need for an ARPI, selection of
darolutamide (versus enzalutamide) is recommended, given the preservation of cognitive
function and quality of life [Morgans A, et al. / AFT-47 trial].

VIIl.2. Renal Cell Carcinoma

* In patients with a radically resected renal cell carcinoma at intermediate or high risk of
recurrence, routine monotherapy with durvalumab (versus active surveillance) is not
recommended, due to the absence of a significant improvement in disease-free survival



(DFS), despite a numerically higher 3-year DFS. Routine administration of adjuvant regimens
containing a CTLA-4 inhibitor outside of clinical trials is also not recommended [Larkin J, et al.
/ RAMPART trial].

VIIL.3. Urothelial Carcinoma

* In patients with muscle-invasive bladder cancer, suitable for organ-preserving
trimodality treatment, the addition of neoadjuvant, concurrent and adjuvant durvalumab to
chemoradiotherapy may be considered, given its good tolerability and data on clinical activity
with improvement in DFS, progression-free survival (PFS) and OS, including a trend toward a
reduced rate of cystectomy at month 12 [James N, et al. / RAD-IO frial].

* In patients with locally advanced inoperable/metastatic urothelial carcinoma, first-line
enfortumab vedotin + pembrolizumab (EV + P) (versus platinum + gemcitabine) is
recommended, given the improvement in objective response rate (ORR), the rate of complete
clinical response, DFS and OS [Powles T, et al. / EV-302 trial].

VIIl.4. Testicular Tumors

* In patients with germ cell tumors of the testis, testing for serum miR-371a-3p may be
considered as an adjunct to the standard tumor markers (AFP, hCG, LDH), given the
improvement in the detection rate of minimal residual disease and the early diagnosis of
recurrence [Nappi L, et al. / S1823 / GCC.1 trial].

IX. Ovarian Cance

* In patients with advanced epithelial ovarian cancer, treated with initial systemic
chemotherapy before debulking surgery, routine deferral of secondary cytoreduction until after
6 cycles of systemic chemotherapy with carboplatin/paclitaxel (versus after 3 cycles) is not
recommended, due to the absence of significant benefit in progression-free survival (PFS) and
overall survival (OS), despite a higher rate of complete cytoreduction with the later surgery
[Ferron G, et al. / CHRONO trial].

* In patients with platinum-resistant recurrence of epithelial ovarian cancer, the addition
of relacorilant to nab-paclitaxel may be considered, given the prolongation of OS, with a similar
tolerability profile (hematologic toxicity and peripheral neuropathy). In platinum-resistant
disease, defining the duration of the taxane-free interval is recommended, given its prognostic
and potential predictive significance [Fuh K, et al. / ROSELLA trial].

* In patients with platinum-sensitive recurrence of epithelial ovarian cancer with high
folate receptor—alpha (FRa) expression, the addition of mirvetuximab soravtansine to a
subsequent line with carboplatin (versus a standard platinum-based doublet) could be
considered, given the higher objective response rate (ORR) (66.2% versus 32.8%) and lower
hematologic toxicity, despite a similar PFS and specific toxicity [Harter P, et al. / MIROVA
(AGO 2.34 ovar) triall.

* In patients with epithelial ovarian cancer treated with systemic chemotherapy and
planned for interval cytoreduction, periodic short-term fasting is comparable to an unrestricted
diet, with similar PFS, rate of treatment-related adverse events, and quality of life [Marchetti
C, et al. / Short-Term Fasting trial].

X. Sarcomas

* In patients with advanced or metastatic dedifferentiated liposarcoma (DDLPS) with
disease progression, administration of abemaciclib as a first and subsequent line may be
considered, given the significant improvement in progression-free survival (PFS) (9.67 versus
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1.52 months), with a trend toward improved overall survival (OS) (HR 0.55, p = 0.077) and an
acceptable safety profile [Dickson MA, et al. / SARC-041].

* In patients with progressing desmoid tumors, a first and subsequent line with
varegacestat may be considered, given the significant improvement in progression-free
survival (not reached versus 24.9 months), the higher objective response rate (ORR) (55.7%
versus 9.1%), the significant reduction in tumor volume, and improved pain control [Gounder
M, et al. / RINGSIDE ftrial].

* In patients with advanced/metastatic gastrointestinal stromal tumor (GIST) after a first
line with imatinib, the addition of bezuclastinib to a second line with sunitinib may be
considered, given the significant improvement in PFS (16.5 versus 9.2 months), the higher
ORR (46% versus 26%) and a similar tolerability profile, despite the absence of OS data
[Wagner AJ, et al. / PEAK trial].

XI. Symptoms Control

* In patients, treated with chemotherapy of high emetogenic potential, reducing the dose
of dexamethasone (6 mg on day 1 only) or its complete omission from a
netupitant/palonosetron + olanzapine combination (versus the standard 4-day regimen) may
be considered, given similar levels of nausea and vomiting control and complete response
over 0—120 hours, with a potential reduction in steroid-related toxicity [Zhang J, et al. /
DESCEND trial].

* In patients with squamous cell carcinoma of the head and neck, treated with
chemoradiotherapy and with painful oral mucositis, the addition of gabapentin to standard
analgesic therapy with tramadol is recommended, given the reduced need for escalation to
opioid therapy, despite the absence of a significant improvement in overall pain control [Singh
AK, et al. / LBA12001 triall.

* In patients who have undergone surgery for oncologic disease, multicomponent non-
pharmacological interventions (early mobilization, sleep optimization, correction of sensory
impairments, cognitive stimulation, hydration) (versus standard postoperative care) are
recommended, given the reduction in the incidence of postoperative delirium [Shah MJ, et al.
/ LBA12001 trial].

* In women with moderate-to-severe cancer-related fatigue, bupropion (versus placebo)
is recommended, given the significant reduction in fatigue after 12 weeks. There is no
significant effect in men [Peppone L, et al. / Bupropion trial].

* In patients who have survived adjuvant treatment for non-metastatic oncologic disease
and with concomitant sleep disturbances, a 4-week program of structured yoga interventions
such as YOCAS yoga (versus standard care) is recommended, given the significant
improvement in overall mood disturbance, anxiety, fatigue and, in part, insomnia [Choi Y, et
al. / YOCAS trial].

* In women with early breast cancer (stage IlI-lll) and a body mass index (BMI) = 27
kg/m?, inclusion of a structured weight-loss intervention (versus health education alone) is
recommended, given the significant improvement in quality of life (QoL), physical function,
global physical and mental health, and social functioning, including a reduction in fatigue
[Ligibel JA, et al. / BWEL trial].

* In patients with advanced oncologic disease, receiving palliative care at home, digital
symptom monitoring with SUPPORT+ (versus standard care) is recommended, given the
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significant improvement in health-related QoL, preservation of functional status and reduction
in the frequency of hospitalizations [Chan WL, et al. / SUPPORT frial].

Xlll. Developmental Therapies

* In patients with rare solid tumors that have progressed after standard treatment,
combined immunotherapy with nivolumab + ipilimumab could be considered when there is
evidence of activity in the corresponding histologic type and when no better therapeutic
alternatives are available, with strict monitoring for immune-mediated toxicity. In patients with
rare solid tumors, enroliment in clinical trials could be considered, since their basket design
permits effective evaluation of new therapies even in exceptionally rare histologic types [Patel
S, etal. / SWOG S1609 (DART) trial].

* In patients with tumors, resistant to PD-1 inhibitors, including microsatellite-stable
(MSS) colorectal cancer without liver metastases, enrollment in clinical trials of new
immunotherapeutic combinations, such as an ERAP1 inhibitor + cemiplimab, could be
considered, given early clinical data on the potential to overcome resistance to PD-1 blockade
[Patel S, et al. / EMITT-1 triall.

* In patients with tumors that have progressed after treatment with PD-1/PD-L1
inhibitors, enrollment in clinical trials of LILRB1/2- and KIR3DL1-inhibitors in combination with
pembrolizumab could be considered, given early clinical data on the potential to restore the
antitumor immune response [Luen SJ, et al. / NCT05235308 (I0S-1002)].

* In patients with metastatic prostate cancer, harboring a pathogenic mBRCA2,
discussion within a molecular tumor board of the type and location of the specific pathogenic
variant could be considered as a potential prognostic factor, given the significant heterogeneity
in survival among the individual molecular subgroups [Incorvaia L, et al. / Abstract 10503].

* In individuals (particularly those of African ancestry) with prostate cancer or with a
family history of the disease, inclusion of the rs72725854 (A>T) variant in the overall genetic
risk assessment could be considered, given data on the prognostic value of the T allele, with
an approximately 3.4-fold increased risk of prostate cancer. In healthy individuals, genotype
clarification and identification of the rs72725854 (A>T) variant could have predictive
significance for individualizing risk assessment and screening strategy, together with other
clinical and genetic risk factors [Shevach JW, et al. / Abstract 10504].
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