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A Woman with a Long History of Smoking
and a Debilitating Dry Cough
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Aim: to present a clinical case of colorectal cancer in a woman with a long history of smoking and a leading complaint
of dry cough.

Key points. A 56-year-old patient with a long history of smoking was hospitalized in the pulmonology department
of the clinic with a leading complaint of a constant debilitating dry cough during the day, not amenable to the action
of drugs, as well as general weakness, sweating and weight loss by 2 kg in 3 months. The examination revealed
a moderately differentiated adenocarcinoma of the hepatic bend of the colon with generalized lymphadenopathy
and metastatic lung damage, iron deficiency anemia. Surgical treatment was performed at the Sechenov University
surgical hospital: right-sided hemicolectomy with D2 lymph dissection (removal of epicolic, paracolic, mesocolic
lymph nodes); adjuvant chemotherapy was prescribed. The patient is under the supervision of an oncologist and
a coloproctologist.

Conclusion. A clinical case of colorectal cancer in a woman with a long history of tobacco smoking and extra-intesti-
nal symptoms is presented, demonstrating the need for cancer caution in relation to patients older than 50 years with
iron deficiency anemia and lymphadenopathy. The timeliness of the diagnosis of a malignant neoplasm by primary
care physicians is determined by the careful identification of cancer risk factors of this localization and the targeted
search for “symptoms of anxiety”, upon detection of which endoscopic, radiation and morphological examination
is necessary.
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XeHwuHa ¢ gnnTesnibHbiM aHaMHe30M TabaKkoKypeHus
M UBHYPSAIOLUM CYXUM KalluJiemM

H.A. Mouxeepawsunn', H.W. KoknHa?, E.J1. Byeseposa?*, O.10. 3onbHukosa?, A.C. YepeHpa?, B.A. Mopo3oBa?,
M.B. ®enbawepos?, A.lN. KuptoxuH?, IN.B. MNaenos?
" MMuHeo MeauvumHckas akocuctema, Touncu, [py3us

2PrA0y BO «[llepBbii MOCKOBCKMIA roCcynapCTBEHHbIV MeaNLMHCKUIA yHuBepcuteT um. .M. CeyeHoBa»
MuHucTepcTBa 3apaBooxpaHeHus Poccurickori ®enepaummn (CedeHoBckuii YHuBepcuteT), MockBa, Poccuiickas Penepadisi

Llenb: npencTaBuTb KNIMHUYECKOE HABMIOAEHME KOJIOPEKTANIbHOIO Paka Y XEHLUMHbI C AJINTENbHLIM aHAMHE30M Ta-
OaKkoKypeHu s 1 BeayLuel xanoboi Ha Cyxoi Kallesb.

OcHOBHbIEe NoJIoXXeHus. [NaumeHTka B Bo3pacTe 56 NeT ¢ AnvrenbHbIM aHaMHE30M TabakoKypeHUs rocnmTanman-
poBaHa B NMy/bMOHOJIONMYECKOE OTAENEHNE KITIMHVKM C BEAYLLEN Xanobo Ha NOCTOAHHbIA N3HYPSAIOLLMIA CYXON Ka-
Lenb B TEYEHME CYTOK, HE MOAAA0LLMIACA [ENCTBUIO IEKAPCTB, a TakxKe 00LLYyI0 cnabocTb, MOTANBOCTL M MOXYAaHNE
Ha 2 kr 3a 3 mecsua. B pesynbrate o6cnenoBaHvs BbiiBNEHA YMEPEHHO AnddEPEHLMPOBAHHAA afeHoKapLUHOMa
NnevyeHOYHOro n3rnda 060404HOM KULLKM C FreHEPaNVU30BaHHOM NnM@aaeHonaTern n MeTactaTMyecknm nopaxeHu-
€M Nerkunx, xenesogedpviumtHaa aHeMus. B xupypruyeckom ctaumoHape Ce4eHOBCKOro YHMBEpPCUTETA NPOBEAEHO
ornepaTtvBHOE JIe4YEHME: NPaBOCTOPOHHAS remukonaktomus ¢ D2 numdoamnccekumen (yoaneHme annkonamyeckmx,
napakoINYeCcKnx, Me3oKoIMYECKMX NMMGMOY30B); HA3HAYeHa aobloBaHTHAA XumMmnotepanus. MNMauneHTka HaxoamT-
cs noA, HabIoAEHMEM OHKOJIOra 1 KOJIONMPOKTOosora.

3akntoueHue. NpencraBneH KINHNUYECKUIA CllydYald KOJIOPEKTANIbHOrO paka Y XEHLUMHbl C ANUTENbHbIM aHaMHe-
30M TabakKOKypeHUSI N BHEKMLLEYHBIMW CUMMTOMaMu, OEMOHCTPUPYIOLLMIA HEOOXOAMMOCTb OHKOHACTOPOXEHHO-
CTW MO OTHOLUEHMIO K MaLmeHTam cTtapiue 50 NeT ¢ HannM4ymem Xene3ofed@uUMTHON aHeMUN 1 NM@aaeHoNaTum.
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CBOEBPEMEHHOCTb ANArHOCTUKM 3/10Ka4eCTBEHHONO HOBOOOPa3oBaHNSA BpadyamMu NepBUYHOIrO 3BEHA 34PaBOOXPA-
HEHNS ONpPeaenseTcs TwaTefbHbIM BbiIBIEHNEM HaKTOPOB pPUCKa paka AaHHOM N0oKanm3aunm u NpuuenbHbIM No-
NCKOM «CUMNTOMOB TPEBOIrn>», Npu O6Hapy)KeHl/Il/l KOTOPbIX HEOOXOANMMO NPOBEOEHNE SHOO0CKOMMYECKOrO, ny4eBoro

1 MOPPOIOrMY4EeCKOro NCCNea0BaHNS.

KnioueBble crioBa: Cyxoi Kallesib, TabakokypeHue, numdaaeHonatus, xenesoaeduumTHag aHemus, Koopek-
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Colorectal cancer (CRC) holds one of the leading
positions in the structure of cancer incidence and
mortality from malignant neoplasms worldwide. In
2020, the Global Cancer Observatory (GLOBOCAN)
database recorded over 1.9 million new cases of CRC
and 935,173 deaths from it [1]. On the one hand,
due to the implementation of screening programs in
some Western countries, there has been a tendency
of a decreasing the incidence in people over 50 years
old, on the other hand, there has been an increase in
the incidence of this type of cancer among younger
populations [2, 3]. In Russia in 2020, 62,854 peo-
ple were diagnosed with CRC, with about one-fifth
(22 %) of whom died, which was primarily due to
the late verification of the diagnosis [4]. The issue of
timely diagnosis of malignant neoplasm in patients
with risk factors and “alarm symptoms”, especially
in the absence of intestinal manifestations, does not
lose its relevance. We present a clinical observation
of a 56-year-old female patient with CRC, having a
40-year history of smoking and a primary complaint
of a debilitating dry cough.

Patient M., 56 years old, was admitted to the
clinic with a main complaint of a persistent debili-
tating dry cough throughout the day and night, not
dependent on changes in body position; taking medi-
cations (acetylcysteine, salbutamol, beclomethasone)
did not bring relief. She was also troubled by gen-
eral weakness, sweating and a weight loss of 2 kg
over 3 months, which the patient associated with
an increase in her physical activity in the summer.
From the medical history, it is known that in June
2021, the patient first felt weakness and decreased
work capacity. She consulted a clinic at her place
of residence, where hypochromic microcytic anemia
was detected. The genesis of the anemia was not de-
termined, and iron therapy was recommended, which
had a positive effect. In July 2022, the patient no-
ticed an increase in weakness, as well as the appear-
ance of a persistent dry cough. She self-administered
mucolytics without effect. Since early August 2022,
the cough has become unbearable, general weakness
has increased, sweating has appeared, and she also
noted a weight loss of 2 kg over the summer months.
In this connection, she again sought medical help at
her place of residence. On August 3, 2022, a chest
X-ray was performed, which revealed bronchial wall

thickening. According to spirometry data: forced
expiratory volume in 1 second was 92 %, with a
slight decrease in flow rate at the mid-distal level.
The diagnosis of bronchial asthma was established,
and low-dose beclomethasone therapy was ineffec-
tive. The patient came to the clinic for examination
and therapy selection. From the life history, it is
known that the patient has a 40-year smoking history
(smoking index — 240, pack-years index — 40, cor-
responding to a high risk of developing lung cancer
and chronic obstructive pulmonary disease (COPD)).
The family history is burdened with respiratory and
oncological diseases: the 80-year-old mother and
25-year-old son suffer from bronchial asthma, the
81-year-old father suffers from COPD (long smoking
history); the maternal grandmother died at 80 years
old from stomach cancer.

During the physical examination: the condition
is moderately severe, consciousness is clear. The
body mass index is 19.6 kg/m?. Body temperature
is 36.6 °C. The skin is of physiological color, clean,
and of normal moist. No edema. Peripheral lymph-
adenopathy was revealed: enlarged painless posterior
cervical lymph nodes on the left side, soft in con-
sistency, about 1.5 cm in size, as well as a pain-
less conglomerate of lymph nodes in the left axillary
region, soft in consistency, mobile, about 3 c¢m in
size. The shape of the chest: conical, symmetrical;
the accessory respiratory muscles are not involved in
the act of breathing. Respiratory rate is 18 per min-
ute. Oxygen saturation is 97 % while breathing air.
Vocal fremitus is equal on symmetrical parts of the
chest. On comparative percussion of the lungs over
symmetrical areas, a clear pulmonary sound is heard.
Auscultatively, the breathing is harsh, scattered dry
wheezes over the entire surface of the lungs. Heart
tones are clear, rhythmic, heart rate is 85 per minute,
blood pressure is 120/70 mmHg. The abdomen is
soft, painless. The liver and spleen are not enlarged.
Stool is formed, without impurities. The “percussion”
symptom on the lumbar region is negative on both
sides. Diuresis is unremarkable. Based on complaints,
medical history and objective examination, a prelim-
inary diagnosis was formulated: Chronic obstructive
bronchitis. Mild hypochromic microcytic anemia.
Peripheral unilateral lymphadenopathy (posterior
cervical and axillary lymph nodes on the left).
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Figure 1. MSCT of the chest organs of Patient M.,
56 years old: multiple lesions of both lungs (mts);
diffusely in both lungs, multiple small foci are detected
polysegmentally, some of which tend to merge

Pucynox 1. MCKT opraHoB TpyAHOIl KJIETKH MallleHT-
ku M., 56 jer: MHOKeCTBEHHbIe o4yarn OOOUX JIETKUX
(mts); auddysno B 060X JMErKHX IOJUCETMEHTAPHO
OTIPE/IEISIIOTCS MHOKECTBEHHbIE MEJIKIE OYard, HEKOTO-
pble M3 KOTOPBIX C TEH/EHIINEHl K CAUSHIIO

In the complete blood count, mild hypochro-
mic microcytic anemia was noted (erythrocytes —
3.0 x 102/L, hemoglobin — 106 g/L, mean
erythrocyte volume — 75 fl, color index — 0.78,
hematocrit — 35 %, mean corpuscular hemoglo-
bin — 27.3 pg, mean corpuscular hemoglobin con-
centration — 294 g/L); normal ESR of 13 mm/h;
in the biochemical blood test, a decrease in iron lev-
els to 6.8 umol /L and ferritin — to 2 ng/mL, and
a slight increase of C-reactive protein to 5.4 mg/L
were found. To exclude an occult gastrointestinal
bleeding, a stool test for latent blood was performed
— gastrointestinal hemoglobin: the result was posi-
tive. When assessing pulmonary function, all indica-
tors of lung ventilation function were within normal
limits. According to the data of multisliced com-
puted tomography (MSCT) of the chest, multiple
metastatic foci in both lungs (Fig. 1), intrathorac-
ic lymphadenopathy (Fig. 2) and enlarged axillary
lymph nodes (Fig. 3) were determined.

Considering the anemia, the positive fecal occult
blood test, and the metastatic lung lesions, the pa-
tient underwent a CT scan of the abdominal organs.
A mass in the hepatic flexure of the colon with sig-
nificant enlargement of the mesenteric and retroperi-
toneal lymph nodes was detected (Fig. 4).

For objective confirmation of the presence of the
tumor, assessment of its patency, and obtaining ma-
terial for morphological verification of the process, a
video colonoscopy was performed. During the pro-
cedure, a neoplasm of the hepatic flexure of the co-
lon with significant lumen narrowing was detected,
which prevented the colonoscope from passing into

Figure 2. MSCT of the chest organs of Patient M.,
56 years old: intrathoracic lymphadenopathy; at the
scanning level (indicated by the arrow), enlarged pa-
ra-aortic lymph nodes are detected, up to 14 mm in size;
the study also revealed multiple paratracheal, bifurca-
tion, bronchopulmonary nodes, up to 16 mm in size

Pucynox 2. MCKT opraHoB Tpy[HOIl KJIETKH TIaly-
entkn M., 56 jer: BHyTpuUrpyaHas JuMQajaeHONaTHs;
Ha yposHe cKanmpoBanns (yKasaHo CTpeJKOH) ompese-
JITIOTCST YBEJMYEHHDbIE TapaaopTaibHbie JuMQaTHyecKie
y3JIbI pa3MepoM 0 14 MM; TakKe NMpHU UCCIeOBAHIK 00-
HapY>KeHbl MHOXECTBEHHbIE Taparpaxeasbhbie, 6udyp-
KaIMoOHHbIe, GPOHXOIYJbMOHAIbHbIE Y3Jbl Pa3MepoM
10 16 MM

Figure 3. MSCT of the chest organs of Patient M.,
56 years old: axillary lymphadenopathy; the arrow
indicates multiple enlarged left axillary lymph nodes
with a tendency to merge to form conglomerates, up to
44 x 20 mm in size

Pucynox 3. MCKT opraHoB rpy[HOIl KJIETKH TIaly-
eHTkn M., 56 ujer: akcuianspHas JauMQaeHOaTHS;
CTPEJIKOIl yKa3aHbl MHOKECTBEHHDIE YBEJIMYEHHbIE Jie-
Bble aKCUJISIpHBbIe JuMdaTuieckue y3Jibl ¢ TeHeHInel
K cJausiHuio ¢ GOpPMUPOBAHHEM KOHIJIOMEPATOB, pa3Me-
poM 110 44 x 20 MM
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Figure 4. CT scan of the abdominal cavity of Patient M., 56 years old: formation of the hepatic curvature of the
colon (A), lymphadenopathy (B). A — in the area of the hepatic curvature of the colon (at the bend, indicated
by the arrow), a muff-like thickening of the walls up to 12 mm with a total length of about 90 mm is noted,;
the intestinal lumen is moderately narrowed; the surrounding tissue is infiltrated, compacted, paracolic lymph
nodes up to 9 mm in size along the short axis; medial from the formation along the mesentery, a node measuring
24 x 28 mm with pronounced contrast was noted. B — enlargement of the retroperitoneal lymph nodes: para-aortic
lymph nodes on the left (indicated by the arrow) measuring 15 x 22 mm (infrarenal), 12 x 10 mm (suprarenal),
interaortocaval up to 16 x 20 mm, retrocaval — conglomerates measuring up to 32 x 22 mm with moderate com-
pression of the inferior vena cava

Pucynox 4. IIKT opranos 6piommnoil nmonoctu naiuentkun M., 56 jer: o6pasoBanue Me4yeHOUHONU KPUBU3HBI 000-
pounoii kumku (A), mumpanenonatua (B). A — B of1actu medeHO4HO#T KpUBH3HBI 000404HON Kumku (B MecTe
n3ru6a, yKasaHo CTPEIKON) oTMeueHo MyhTooGpasHoe yToIIeHHe CTEHOK A0 12 MM 06IIell IPOTSKEHHOCTBIO OKOJIO
90 MM; TIPOCBET KUIIKK YMEPEHHO CY’KEH; OKPY’KAIOIIas KIeTyaTKa nHMOUIbTPUPOBAHA, YIJIOTHEHA, TAPAKOIIMYECKIe
JauM@Oy3Ibl pa3MepoM 0 9 MM 110 KOPOTKOU OcHu; MejuajibHee 0T 00Pa3oBaHUs 110 XOAy OPbIKENHKH OTMEYeH y3eJl
pasMepoM 24 x 28 MM ¢ BBIpaKEHHBIM KOHTpacTupoBanueM. B — yBesnuvenne 3a6pionimHHbIX JuMbOy3I0B: Hapaa-
oprajbHbIX cjeBa (ykazaHo cTpeskoii) pasmepamun 15 x 22 MM (uHdpapenanbibie), 12 x 10 mm (cynpapeHanbHbIe),
MeskaopToKaBasibuble 10 16 x 20 MM, peTpoKaBajbHble — KOHIJIOMEPATbl pasMepoM A0 32 X 22 MM ¢ YMepeHHOI
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the proximal parts of the colon and endoscopically
assessing the extent of the neoplasm (Fig. 5). A bi-
opsy was taken from the distal edge of the tumor
infiltration.

According to histological examination, the malig-
nant nature of the neoplasm was confirmed: mod-
erately differentiated adenocarcinoma. To determine
the origin of the lymphadenopathy and to exclude
or confirm metastatic involvement of the axillary
lymph nodes, a fine-needle aspiration biopsy of the
conglomerate of the left axillary lymph nodes was
performed under ultrasound guidance: their second-
ary malignant transformation was confirmed, mor-
phologically similar to the already verified cancer of
the hepatic flexure of the colon.

Based on the data from the patient’s history,
objective examination, laboratory and instrumen-
tal methods of investigation, and morphological
verification, the clinical diagnosis was established.
Primary disease: cancer of the hepatic flexure of the
colon (histologically — moderately differentiated

adenocarcinoma), ¢T3N2aM1a (generalized lymph-
adenopathy — posterior cervical, axillary, intratho-
racic, mesenteric, retroperitoneal lymph nodes; met-
astatic involvement of both lungs). Complications:
iron-deficiency anemia of mild severity. After being
discharged from the pulmonology department, the
patient was hospitalized in the surgical department
of Sechenov University, where surgical treatment
was performed: right hemicolectomy with D2 lymph
node dissection (removal of epicolic, paracolic, me-
socolic lymph nodes); adjuvant chemotherapy was
prescribed.

Discussion

The patient’s long history of smoking (passive
smoking since childhood, with the father as the
source, and active smoking for 40 years) is an inde-
pendent risk factor for the development of COPD
and malignant neoplasms, among which breast
cancer, lung cancer, and CRC are predominant in
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Figure 5. Video colonoscopy protocol for Patient M., 56 years old: the colonoscope is passed to the hepatic
flexure; in the projection of the distal part of the transverse colon, the lumen is deformed, narrowed by a tu-
berous exophytic formation of cartilaginous density, red, with a coating of fibrin (A); the lumen for the device
is impassable (less than 10 mm), narrowed in the form of a gap, the proximal edge of the tumor is not defined;
biopsy shows moderate bleeding (B); in other parts of the intestine, the mucous membrane is pale, the folds are
straightened with air, the vascular pattern of the submucosal layer is pronounced, peristalsis can be traced, it is
active; biopsy taken

Pucynox 5. 1IpoToKoJ BUICOKOJIOHOCKOINY TariueHTK M., 56 JieT: KOJOHOCKOII TIPOBE/IEH /[0 MeYeHOYHOTO U3rnba;
B IPOEKIUH [UCTATHHOI YaCTH MONEPEYHO-0000UHON KHUIITKU TIPOCBET 1ehOPMUPOBAH, CYXKeH OYIPUCTBIM IK30(DUT-
HBIM 06Pa3oBaHUEM XPSIIEBUAHON MIOTHOCTH, KPAacHOro IBera, ¢ HajeroMm ¢uGpuna (A); mpocser st anmapara
nenpoxoanM (Menpue 10 MM), cyskeH B Bue LIEIH, ITPOKCUMAJbHBII Kpail OIlyXOo/M He OmpeaeeH; Ipu GHONCHE
yMepeHHast KpoBotounBoctb (B); B APYrUX oTAeSaX KUIIKH CAU3ncTass 060s0uKa GjeHass, CKAAJKN BO3AYXOM pac-
[PABJISIIOTCST, COCY/IUCTDIN PUCYHOK MOJCIU3MCTOrO CJIOSI BBIPAXKEH, HEPUCTAIDTHKA [TPOCTIEKUBAECTCS, AKTUBHAST; B3s-

Ta 6uoncus

women [5, 6]. According to a meta-analysis by M. Sollie
et al., which included twelve cohort studies (400,944
women were diagnosed with primary invasive breast
cancer), the risk of cancer death among smokers was
1.52 times higher compared to those who had never
smoked [7]. According to the results of a meta-anal-
ysis by B. Pesch et al., the relative risk (RR) of
lung cancer has a dose-dependent effect and is 7.8
(95 % confidence interval (CI): 6.5—9.4) for smoking
women [8]. Smoking is a major risk factor for CRC,
but the mechanism by which CRC develops and pro-
gresses due to smoking is not yet fully understood.
A meta-analysis by E. Botteri et al. summarized data
from 188 original studies: the combined RR for CRC
was 1.14 (95 % CI: 1.10—1.18) for current smokers
and 1.17 (95 % CI: 1.15—1.20) for former smokers.
The risk of cancer increased linearly with the intensi-
ty and duration of smoking [9]. X. Bai et al. showed
that this risk also increases in animal models: in mice,
exposure to tobacco smoke changes the metabolom-
ic profile (increased biosynthesis of pro-carcinogenic
taurodeoxycholic acid correlates with a predominant
increase in intestinal Eggerthella lenta). Changes in
the microbiota composition lead to a dysfunction of
the intestinal barrier and activation of oncogenic and

pro-inflammatory signaling pathways, promoting the
development of CRC [10].

Patient M., 56 years old, with a long histo-
ry of smoking and a family history of malignant
neoplasms (gastrointestinal cancer in the maternal
grandmother), is at high risk for CRC [11]. At her
first visit for medical help at the pre-hospital stage,
there were already “alarm symptoms” (general weak-
ness, iron-deficiency anemia), and therefore, CRC
screening (fecal occult blood test and colonoscopy)
was necessary. The persistent dry cough, which be-
came exhausting over time, can be retrospectively
explained by the compression of the airways by en-
larged intrathoracic lymph nodes and lung tissue in-
volvement of a metastatic nature.

Colonoscopy is a relatively expensive examina-
tion for the healthcare system and is rarely used
in screening programs for early detection of colorec-
tal cancer in Russia and around the world. However,
currently, only colonoscopy allows the detection and
removal of cancer precursors in the intestine — pol-
yps. The presence of a positive fecal occult blood
test result is not a sign of cancer, and a negative test
does not guarantee its absence. In the case of a large
malignant lesion, colonoscopy allows a verification
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of the neoplasm and, if necessary, intervention —
for example, stent placement in cases of obstructive
bowel obstruction.

Timely diagnosis of CRC and adequate treat-
ment determine a favorable prognosis for survival.
Insufficient oncological vigilance of doctors, es-
pecially in the presence of risk factors and “alarm
symptoms”, leads to the late detection of malignant
neoplasms, depriving patients of the opportunity for
using organ-preserving methods of treatment [12].
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