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ABSTRACT

Lung cancer is among the most common malignant diseases in Russia. In 80—-90%, its morphological type is non-
small cell lung cancer. Stage IV primary advanced lung cancer is diagnosed in 41% of patients. Median overall survival
in stage IV patients receiving chemotherapy is 7-12 months. Treatment for stage IV lung adenocarcinoma is based
on predictive and prognostic factors. Chemotherapy, chemoimmunotherapy or immunotherapy is recommended
in the absence of driver mutations in the EGFR (exons 19 and 21) and BRAF genes, ALK and ROS1 translocations.
Platinum-based regimens are preferred as the first-line chemotherapy. Stabilization, partial or complete response
after 4-6 chemotherapy cycles allow for maintenance therapy with pemetrexed to increase progression-free survival
and overall survival.

Purpose of the study. Using a real clinical case, to confirm the efficacy of pemetrexed in the treatment for stage IV lung
adenocarcinoma in the second-line therapy in combination with platinum-based agents and in a maintenance therapy.
A clinical case of a patient with central cancer of the lower lobe of the right lung St IV (cT3N2M1) is presented; the
first treatment stage involved 3 cycles of the first-line polychemotherapy (paclitaxel 175 mg/m? intravenously on day
1, carboplatin AUC 5 intravenously on day 1, every 3 weeks), and 6 cycles of the second-line polychemotherapy (peme-
trexed 500 mg/m? intravenously on day 1, cisplatin 75 mg/m? intravenously on day 1 of the 21-day cycle). Stabilization
of the disease was achieves, and 20 cycles of maintenance therapy with pemetrexed followed; the achieved effect
persisted and was confirmed by spiral X-ray computed tomography every 3 months. The objective effect of anticancer
therapy was assessed according to the RECIST 1.1 criteria. It took 20 months from the beginning of the second-line
anticancer medical therapy to progression, and 16 months from the start of maintenance pemetrexed to progression.
The safety profile was satisfactory, and the ECOG performance status 0 maintained. Only one adverse effect, degree
| general weakness, was noted, which did not have a negative impact on the patient's quality of life.
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KTMHWYECKOE HABJTIOAEHUE

OMbIT MCMONb30BAHWUA NEMETPEKGE/IA B MOAAEPXMBAIOULEN TEPANUK
METACTATUYECKOW ALEHOKAPLIUHOMbI JIETKOTO

J1.10.BnagumupoBa, A.3.Ctopoxakoea, E.A.Kana6aHosa*, 1.H.Mew,epsikoe, C.B.OcbkuH, C.H.Kabanos, H.l0.CamaHeBa,
fl.B.CBeTuykKas, A.B.TuwumHa

OrbY «<HMWULL onkonorum» Munsgpasa Poccuu, 344037, Poccuiickas ®epepauus, r. PoctoB-Ha-[loHy, yn. 14-a nuHus, 4. 63

PE3IOME

Jingmpytowme nosuumum B CTPYKTYpe OHKONOrMYeCKOo 3a60o1eBaeMOCTH HaceneHns Poccum 3aHMaeT pak JIerkoro.
B 80—-90% cnyyaeB BCTpeyaeTcsi HEMENKOKIETOYHbI MOPGhOIOrnyeckunii BapuaHT. lNepBUYHO reHepanv3oBaHHbI pak
nerkoro IV ctagum BbisiBnsietcs y 41% 60nbHbIX. MeanaHa o6LLel BbDKMBAEMOCTM MNPy NPOBEAEHUN XUMUOTEpanum
naumeHTtaMm c IV ctaguen coctaBnsieT 7—12 mecsiueB. JleueHne ageHoKapLUMHOMbI ierkoro |V ctagum HasHavatoT C yye-
TOM NPeANKTUBHBIX Y MPOrHOCTUYECKMX GakTopoB. Mpu oTCYyTCTBUM ApaiiBepHbix MyTauuii B reHax EGFR (pevuenTtop
anuaepMasbHoro daktopa pocta) (19 1 21 ak30HblI), BRAF, TpaHcnokaumii ALK (KuHasa aHaniacTuyeckomn TMMboMbl),
ROS1 pekomeHayeTCa HagHaYeHne XMmMmnoTepanuu, XMMMOMMMYHOTEepannm U UMMyHoTepanuu. B kayectee Xummno-
Tepanuu nepBoin NIMHUK NPeANoYTUTENIbHEE UCMOMNb30BaTb KOMOGMHALMM Ha OCHOBE NNaTuHbI. MNpu cTabunusauum,
YaCTMYHOM WMJIM MOMHOM OTBeTe nocnie 4—6 KypcoB XMMUOTEPanu BO3MOXHO NPoBeAeHNe NOoALAEPXXMUBatoLLeN
Tepanuu neMeTpeKCeAoM C Liesibio YBENUYEHNSA BbIXXMBAEMOCTM 63 NPOrpeccupoBaHus, obLLeit BbIXXMBAaeMOCTH.
Lienb nccnepoBanus. Ha cnyyae 3 peanbHOW KIIMHUYECKOW MPAKTUKW NOATBEPAUTL 3D (HEKTUBHOCTL MPUMEHEHNS
nemeTpeKkceia B Ie4eHUn aieHoKapLMHOMbI fierkoro St IV Bo BTOpoW NnHMKM Tepanuy B KOMGMHaLMK € npenapatamMu
NAaTuHbI B NOALEPXKMBAIOLLEM PEXUME.

MpencTaBneHo KIMHUYECKOe HabtoAeHNe NaLUEHTKM C LLeHTPanbHbIM PAKOM HUXXHEW JoNn npaBoro nerkoro St IV
(cT3N2M1), Ha NepBOM aTare fieYeHnss KOTopoit 6b1710 NPoBEAEHO 3 Kypca NosmMxumuoTepanuu 1 inHum (NaknuTakcen
175 Mr/M? BHYTPMBEHHO KanesnbHO B 1-i feHb, kap6onnatui AUC (nnowaab nog GpapMakoKMHETUYECKOW KPUBOIA)
5 BHYTPUBEHHO KanesnbHo B 1-i AeHb, Kaxxable 3 Hepenu), 6 KypcoB NoMXMMMoTepanuu 2 nuHun (nemeTpekces,
500 Mr/M2 BHYTPMBEHHO KarnesibHO B 1-1 AeHb, LucnnaTuH 75 Mr/mM2 BHYTPUBEHHO KanesibHO B 1-1 AeHb 21 AHeBHOro
uMKna). B cBA3W ¢ JocTUrHyTOM cTabunusauueit 3a6oneBaHuns aanee nposefeHo 20 LUKIIOB NOALEPXKMBAIOLLEN
Tepanuu nemMeTpeKkceoM, Ha MPOTSHXKEHUN KOTOPbIX AOCTUTHYTbIN 3P deKT COXpaHANCA N NOATBEPXKAASICA PEHT-
reHOSIOMMYECKN NPU BbINOMHEHWUN CMPaibHON PEHTIEHOBCKON KOMMbIOTEPHON TOMOrpadun Kaxable 3 mecsua.
OueHKa 06beKTUBHOIO addeKTa MPOTUBOOMYXONEBOW JIEKAPCTBEHHOI Tepanuy NPOBOAMIIACh COrMacHO KpUTEpUSM
Response evaluation criteria in solid tumours (RECIST) 1.1. OT Hayana 2 MMHWUKU NPOTUBOOMYXO/IEBOI IEKAPCTBEHHOM
Tepanuu Ao nporpeccupoBaHmns npoLuno 20 MecsLeB, a OT Havyana BBefleHUsi neMeTpekcea B MOALEPXKMBaOLWEM
pexxume Ao nporpeccupoBaHus — 16 MecsuleB. MNpodunb 6e30MacHOCTU Gbl1 YAOBIETBOPUTESIbHBIM, COXPaHANCS
ctatyc ECOG 0. OTMeYeHO TONbKO OAHO HeXenaTesbHoe siBNeHne — obLuasi cnabocTb | cTerneHu, YTo He OKasblBasno
oTpULaTeNIbHOIO BIMSTHUA Ha Ka4eCTBO XXMU3HW NaLMeHTKM.

KntouyeBble crnoBa:
HEeMeJIKOKJ/IETOYHbI paK JIErKoro, afleHoKapLuMHOMa, NeMeTpeKces, NMoAAEPXKMBatoLLan Tepanus,
He)xenaTesibHble ABNEHNS, CTabunnsaums 3aboneBaHus.
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Lung cancer occupies a leading position in the
structure of cancer incidence in the Russian popula-
tion. In 2018, malignant diseases of the lung, trachea
and bronchi were first diagnosed in 51,573 people.
At the same time, the proportion of patients with
stage IV from the number of patients with a first-
time diagnosis of a malignant neoplasm was 41% [1].
Non-small cell morphological variant of lung cancer
occurs in 80-90% of all cases [2]. According to the
clinical recommendations of the Ministry of Health
of the Russian Federation for stage IV lung adeno-
carcinoma, treatment is prescribed taking into ac-
count predictive and prognostic factors. Thus, when
activating mutations of the EGFR gene (exons 19
and 21) or translocations of ALK, ROS1, and BRAF
mutations are detected, targeted therapy is rec-
ommended. In the absence of driver mutations in
these genes, chemotherapy, chemoimmunotherapy
or immunotherapy is recommended, the purpose of
which depends on a number of clinical and labora-
tory parameters, in some cases taking into account
the level of PD-L1 expression by tumor cells [3, 4].
As a first-line chemotherapy, it is preferable to use
platinum-based combinations [5, 6]. The median
overall survival during chemotherapy in patients with
locally advanced (Ill b) and metastatic (1V) stages is
7-12 months [6—8]. One of the chemotherapeutic
options is to use a combination of pemetrexed 500
mg/m? intravenously drip on day 1 with cisplatin 75
mg/m? or carboplatin AUC 5 intravenously drip on
day 1 every 3 weeks. With stabilization, partial or
complete response after 4-6 courses of treatment,
maintenance therapy with pemetrexed is recommend-
ed. Maintenance therapy is prescribed to increase
progression-free survival, overall survival, while the
number of side effects should be minimal and not
have a significant negative impact on the quality of
life of patients. Maintenance therapy is performed
until progression or unacceptable toxicity. Conducting
maintenance therapy immediately after line 1 therapy
may lead to an increase in the number of patients
who may benefit clinically from additional lines of
therapy [9]. It is important that pemetrexed therapy
has a low incidence of side effects and controlled
toxicity [10].

The efficiency of maintenance therapy with peme-
trexed in patients with late-stage non-small cell lung

cancer (NSCLC) was confirmed in a double-blind ran-
domized controlled trial of phase Il PARAMOUNT.
This study involved patients with late-stage non-squa-
mous cell NSCLC aged 18 years and older, with at
least one measurable tumor site, and with an Eastern
Cooperative Oncology Group (ECOG) score of 0-1,
who had not previously received systemic chemother-
apy for lung cancer. The study included two phases:
the induction phase without randomization and the
maintenance phase with randomization. Before ran-
domization, patients (939 people) underwent 4 cycles
of therapy with pemetrexed (500 mg/m?) and cispla-
tin (75 mg/m?), which were administered intravenous-
ly by drip on the 1st day of the 21-day cycle. Further,
patients without signs of disease progression (539
people) were randomized into two groups (in a ratio
of 2:1). In group 1, consisting of 359 people, patients
received maintenance therapy with pemetrexed (500
mg/m? on day 1 of each 21-day cycle) and optimal
symptomatic therapy (OST), in group 2 (180 peo-
ple)-placebo (on day 1 of each 21-day cycle) and
OST. Maintenance therapy was carried out until the
disease progressed or unacceptable toxicity, and it
was discontinued at the decision of the patient or
doctor. From 1 to 19 cycles of maintenance therapy
with pemetrexed were performed (an average of 4.9).
More than 6 cycles of pemetrexed were received by
23% of patients (84 people out of 359 patients in the
pemetrexed group). The main criterion for effective-
ness in this study was progression-free survival. The
objective effect frequency, quality of life, use of medi-
cal resources, adverse events, and overall survival (S)
were additionally studied. Median progression-free
survival, calculated from the date of randomization,
was 4.1 months (95% Cl 3.2-4.6) in the pemetrexed
group and 2.8 months (95% Cl 2.6-3.1) in the placebo
group. Grade IllI-1V hematological adverse events,
possibly related to treatment, were more common in
the pemetrexed group (33 [9%] of 359 patients) com-
pared to the placebo group (1 [< 1%] of 180 patients;
p<0.0001), the same trend was observed for non-he-
matological adverse events of grade IlI-V (32 [9%]
of 359 patients in the pemetrexed group; 8 [4%)] of
180 patients in the placebo group; p=0.080). In each
group, one fatal outcome was recorded, possibly
related to treatment. The most common grade llI-IV
adverse events in the pemetrexed group were anemia
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(16 [4%] of 359 patients), neutropenia (13 [4%]), and
fatigue (15 [4%)). In the placebo group, the above ad-
verse events were less common: anemia (1 [< 1%] of
180 patients), neutropenia (0), and fatigue (1 [< 1%)).
The most common serious adverse events were ane-
mia (8 [2%] of 359 patients in the pemetrexed group
vs 0 in the placebo group) and febrile neutropenia
(5[1%] vs 0). At the same time, 19 (5%) patients from
the pemetrexed group and 6 (3%) patients from the
placebo group aborted participation in the study due
to adverse events associated with treatment [11].

The efficiency of pemetrexed in maintenance
therapy in late-stage NSCLC after induction chemo-
therapy with pemetrexed-free duplets was evaluated
in a multicenter, randomized, double-blind phase IlI
trial [12]. This study included patients with squamous
and non-squamous cell histological tumor types, who
were randomized in a 2:1 ratio after completing 4
cycles of induction chemotherapy with duplets based
on platinum derivatives and not containing peme-
trexed in the absence of progression. A total of 663
patients were randomized, 441 of them received
maintenance therapy with pemetrexed (500 mg/m?)
in combination with optimal symptomatic therapy,
and 222 patients received placebo in combination
with optimal symptomatic therapy on day 1 of the
21-day cycle. The main criterion for effectiveness
was progression-free survival (PFS), which was de-
termined from the date of randomization. Secondary
end points were overall survival (0S), the frequency
of the objective effect, safety. The use of pemetrexed
as maintenance therapy resulted in a statistically
significant increase in the median progression-free
survival (4.3 months; 95% Cl 4.1-4.7) compared to
placebo (2.6 months; 95% CI 1.7-2.8). A more signif-
icant advantage in IBD was demonstrated in patients
with the non-squamous cell histological subtype-IBD:
HR 0.47; 95% CI 0.37-0.6; p<0.001; 4.4 months for
the pemetrexed group and 1.8 months for the pla-
cebo group. In the pemetrexed group, the incidence
of treatment - related adverse events of grade IlI-
IV was significantly higher (16%; n=70) than in the
placebo group (4%; n=9, p<0.0001). No deaths from
treatment-related toxicity were observed in any of
the groups.

In the publications we found, maintenance therapy
with pemetrexed was carried out from 1 to 19 cycles
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(an average of 4.9), after which treatment was discon-
tinued due to progression or unacceptable toxicity.
We found it interesting to publish a clinical case in
which a patient with stage IV NSCLC underwent 20
cycles of antitumor drug therapy with pemetrexed
after platinum and pemetrexed chemotherapy in
a supportive mode.

In patient S., born in 1955, during a routine ex-
amination on a chest X-ray, pathological changes
were found in the right lung. In this regard, in April
2018, she turned to the clinical and diagnostic de-
partment of the Federal State Budgetary Institution
of the National Research Center of Oncology of the
Ministry of Health of Russia. According to the spi-
ral X-ray computed tomography of the chest organs
(05.04.2018), metastatic foci were found in the lung
tissue on both sides, larger on the right from 0.5 cm
to 1 cm. Pulmonary fibrosis. Peripheral tumor of the
lower lobe of the right lung 4.2 x 4.6 cm (target focus)
with centralization and damage to the segmental
bronchus, sprouting into the pleura paravertebral at
the level of the 9th thoracic vertebra. In the upper
mediastinum, lymph nodes up to 1.7 cm, retrocaval
up to 1.7 cm, bifurcation up to 2.3 cm, aortic window
up to 2.3 cm, bronchopulmonary on the right up to
2.3 cm, on the left up to 1.1 cm. (fig. 1).

On 10.04.2018, a fibrobronchoscopy was per-
formed, which revealed a peribronchial, mainly sub-
mucosal tumor of the right lung with the involve-
ment of the lower lobe, intermediate, and upper lobe
bronchi. A biopsy was performed and a histological
conclusion was obtained: "a fragment of the bron-
chial mucosa with diffuse infiltration from large cells
suspected of tumor cells, an immunohistochemical
study (IHC) is necessary to clarify the diagnosis."
According to the IHC data, the morphological picture
and immunophenotype most closely correspond to
low-grade lung adenocarcinoma, a solid variant with
invasion of the bronchial wall. A molecular genetic
analysis was performed. When studying the obtained
sample of deoxyribonucleic acid (DNA), no mutations
were found in the EGFR gene, and no rearrangement
was detected in the ALK and ROS-1 genes.

According to spiral X-ray computed tomography of
the brain, abdominal cavity and pelvis (11.04.2018),
no foci of pathological density in the brain substance
were detected, in the lower parts of the lungs on the



l0xHo-Poccuitckuii oHkonornyeckuii xypran 2021, 1.2, N°1, c. 35-42

J1.10.BnagummpoBa, A.9.CTopoxakoBa, E.A.Kana6aHoa*, [1.H.Mewepskos, C.B.OcbkuH, C.H.KabaHos, H.l0.CamaHeBa, fl.B.CBeTuLKas,
A.B.Tuwnna / OnbIT ncnonb3oBaHns neMeTpeKcesa B NOALEPXKUBAOLLE Tepanuy MeTacTaTMYecKoii aieHoKapLMHOMBbI Ierkoro

right, multiple metastatic foci up to 1 cm, the density
of the liver parenchyma is uniform.

The patient complained of discomfort in the chest
on the right (in the lower parts), bad habits and occu-
pational hazards did not have. A clinical diagnosis was
made: central cancer of the lower lobe of the right lung,
metastases to the lymph nodes of the root and medias-
tinum, metastases to the lungs on both sides of St IV
(cT3N2M1), clinical group 2. Concomitant diseases
(111) hypertension stage 2, risk 2, NC 0, (I 83.9) vari-
cose veins of the lower extremities. Since May 2018, 3
courses of 1-line polychemotherapy have been carried
out according to the scheme: paclitaxel 175 mg/m?
intravenously drip on day 1, carboplatin AUC 5 intrave-
nously drip on day 1, every 3 weeks. When performing
a control spiral X-ray computed tomography (SRCT) of
the chest, abdominal cavity and pelvis (27.07.2018)
in the lung tissue on the right, a centralized peripheral
tumor of the lower lobe of 5.6 x 4.9 cm on both sides,
multiple metastatic foci up to 1.2 cm, hypoventilation,
pulmonitis of the lower lobe on the right. The lumen
of the lower lobe bronchus on the right is narrowed.
Retrocaval lymph nodes 2 cm, aortic window 1.5 cm,
right root up to 2.2 cm, upper mediastinum on the right
1.4 cm. The density of the liver parenchyma is uniform.
Uterus 5 x 4.5 cm, appendages on the left with a liquid
structure 4 x 2.4 cm. (fig. 2).

i)
500mA 100kV
4/11/2018 10:53:20 AM|

According to the RECIST criteria marked by the
growth of targeted lesion in 21%, in this connection,
the decision of the medical Council of National Med-
ical Research Centre for Oncology of the Ministry
of Health of Russia recommended a change of line
chemotherapy and conduct of chemotherapy line 2
on the scheme, pemetrexed 500 mg/m? intravenously
1 day, cisplatin 75 mg/m? intravenously 1 day 21-day
cycle. The above scheme of antitumor drug therapy
was started in August 2018. After 3 cycles of polyche-
motherapy, SRCT of the brain, neck, chest, abdominal
cavity and pelvis was performed (10.10.2018) in the
lungs, multiple metastatic foci on both sides up to
0.4 cm. The central tumor of the right lung is 6.6 x 4.5
cm with a lesion of the lower lobe, middle lobe and
intermediate bronchi. Retrocaval lymph nodes 1.5 cm,
aortic window 1.8 cm, bifurcation 2.1 cm, right root
up to 1.4 cm. The density of the liver parenchyma is
uniform. The concretion of the gallbladder is 1.6 cm,
the wall is not thickened. The retroperitoneal lymph
nodes are not enlarged. There are no foci of abnormal
density in the substance of the brain (fig. 3).

The growth of the target focus was revealed by
17%, according to the RECIST criteria, the tumor pro-
cess was stabilized, antitumor drug therapy was con-
tinued according to the previous scheme (pemetrexed
500 mg/m? intravenously drip on day 1, cisplatin

Fig. 1. SRCT of the chest organs before the start of antitumor drug
therapy.

Fig. 2. SRCT of the chest organs before starting line 2
chemotherapy with pemetrexed and cisplatin.
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75 mg/m? intravenously drip on day 1 of the 21-day
cycle) up to 6 courses. Further, SRCT of the brain
and chest organs was performed (17.12.2018) - no
foci of abnormal density in the brain substance were
detected. In the lung tissue on both sides, there are
multiple metastatic foci up to 1 cm. Hypoventilation
of the lower lobe on the right. On the right, a central
tumor with a lesion of the lower lobe bronchus of 4.5
X 4.4 cm with a non-uniform structure. The lymph
nodes of the aortic window are 1.3 cm. The tumor
process remains stable according to the RECIST cri-
teria. In connection with the above, according to the
clinical recommendations of the Association of On-
cologists of Russia, the Ministry of Health of Russia
has continued to administer pemetrexed 500 mg/m?
intravenously on the 1st day of the 21-day cycle as
a maintenance therapy since December 2018. Every
3 months, SRCT of the brain, chest, abdominal and
pelvic organs was monitored, which still maintained
the stabilization of the tumor process. 20 cycles of
maintenance therapy were performed. During the
entire period of antitumor drug therapy, only general
weakness of the first degree was observed among
the adverse events, which did not affect the quality
of life, social activity and the conduct of antitumor
drug therapy.

At the next control examination of the SRCT of
the brain, neck, chest, abdominal cavity and pelvis

(28.04.2020), no foci of pathological density in the
brain substance were detected. The right eyeball is
enlarged in relation to the left to 2.9 x 2.7 cm, the left
eyeball 2.3 x 2.3 cm. In the lung tissue on both sides,
there are multiple metastatic foci up to 1.5 cm, an
increase compared to the previous study in December
2019. On the right, a centralized peripheral tumor of
the lower lobe is 4.7 x 3.3 cm, an increase compared
to the previous study in December 2019. On both
sides of the pleura there are multiple metastatic foci
up to 0.5 cm. The density of the liver parenchyma is
uniform, local areas of decrease or increase in den-
sity are not observed. In the bones of the skeleton
without focal changes. The uterus is 5 x 4 cm, the
appendages on the left with a liquid structure up to
3.2 x 3 cm, on the right are not visualized (fig. 4).

Taking into account the appearance of previously
undetected metastatic foci in the pleura, the progres-
sion of the disease was revealed. Atezolizumab 1200
mg intravenously once every 21 days was chosen as
the next line of antitumor drug therapy. Since May
2020, immunotherapy has been started (continues
to the present). From the beginning of the third line
of antitumor drug therapy to the submission of the
article to the journal, 6 months have passed (the ef-
fect of stabilization remains).

This clinical observation is interesting for the long
period of maintenance therapy with pemetrexed,

Fig. 3. SRCT of the chest organs after 3 courses of 2-line
chemotherapy (pemetrexed, cisplatin).
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Fig. 4. SRCT of the chest organs (tumor progression after 20
cycles of maintenance therapy with pemetrexed).
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the continued long-term stabilization of the disease
against this background, and the absence of toxicity.

As mentioned earlier, in the double-blind random-
ized controlled trial of phase Il PARAMOUNT, only
23% of patients received more than 6 cycles of peme-
trexed in the maintenance mode, while the maximum
number of cycles was 19. Our patient underwent 20
cycles of pemetrexed maintenance therapy, which
exceeds the number of cycles described in the lit-
erature. According to our clinical observation, 20
months passed from the beginning of the 2 - line
antitumor drug therapy to the progression, and 16
months passed from the beginning of the adminis-
tration of pemetrexed in the maintenance mode to
the progression. In the PARAMOUNT phase Il study,
the median IBD from the date of randomization was
4.1 months, and from the start of induction therapy
was 6.9 months.

The long-term preservation of the stabilization
effect, despite the primary metastatic tumor process,
the ECOG 0 status, allowed the use of the immuno-
therapy option during the progression. At the time of
our patient's diagnosis (April 2018), immunotherapy
drugs in the treatment of NSCLC were not yet wide-
ly used. So, atezolizumab was registered in Russia

only on 18.01.2018 (and in the clinical and statistical
group (CSG) appeared only in 2019). At the time of
the beginning of treatment of our patient, the only
registered immuno-oncological drug for the treatment
of metastatic NSCLC in Russia was pembrolizumab
(registration date 18.11.2016). Today, indications
for the use of immunotherapy in monotherapy and
in combination with chemotherapy are expanding.
A regimen of antitumor drug therapy with pembroli-
zumab in combination with pemetrexed and cisplatin/
carboplatin was introduced, followed by the transition
to the maintenance regimen of pemetrexed+pem-
brolizumab, which opens up new prospects for the
treatment of patients with non-small cell non-small
cell lung cancer without activating mutations.

CONCLUSIONS

The presented clinical case demonstrates the pos-
sibility of long-term disease control in a patient with
metastatic lung adenocarcinoma without activating
mutations in the EGFR, BRAF, ALK, ROS1 genes when
using a combination of platinum and pemetrexed
drugs with further maintenance therapy with peme-
trexed.
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