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“WATCH AND WAIT” STRATEGY IN RECTAL CANCER
PATIENTS WITH A COMPLETE CLINICAL RESPONSE
AFTER NEOADJUVANT CHEMORADIATION THERAPY:
A SINGLE-CENTER EXPERIENCE

Background. The non-operative management of rectal adenocarcinoma (RA) after neoadjuvant chemoradiation the-
rapy (nCRT) has gained increasing attention. The “Watch and Wait” (“W&W?) strategy allows one to avoid surgery-
related reduction in the quality of life due to permanent pelvic organ dysfunction or irreversible stoma. Still, the on-
cological safety of this strategy is under evaluation. Aim. To share a single-center experience of the “W&W? strategy.
Materials and Methods. The retrospective analysis of 125 patients who received nCRT in 2016—2021 was performed.
Patients who met the European Society for Medical Oncology (ESMO, 2017) criteria of clinical complete response (cCR)
and received non-operative management were analyzed. Results. Ten patients (8%) were re-staged after nCRT as cCR
and followed the “W&W?” strategy. Patients” characteristics: 7 female, 3 male; mean age 67.3 years. Tumor characteristics:
pre-treatment N+ was present in 7 cases; G1 adenocarcinoma in a majority of cases; mean tumor distance from the anal
verge — 5.85 cm; mean tumor circumference — 71%; mean tumor length — 3.87 cm. The mean follow-up time was
30 months. Local regrowth or/and distant metastases developed in 3 cases. The 2-year disease-free survival was 70%.
Conclusions. Most of the patients following the “W&W? strategy have benefited. However, to reduce the number of re-
lapses, it is necessary to perform a more careful selection of patients.

Keywords: "Watch and Wait” strategy, non-operative management, rectal cancer, clinical complete response, neoa-
djuvant therapy.

The incidence of rectal cancer in the European | to increase further in both genders [1]. Accor-
Union is 125,000 per year, i.e., 35% of the total | ding to the Latvian Cancer Registry data, the in-
colorectal cancer incidence, reflecting 15—25 ca- | cidence of colorectal cancer in 2020 in Latvia was
ses/100 000 population per year, and is predicted | 34.6/100,000 (in 2020, 1.9 million inhabitants we-
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Fig. 1. Endoscopic appearance of cCR after nCRT —
flattening of the mucosa in the previous tumor area
(Case No. 2)

re registered in Latvia). In 2020, 1745 new cases
of colorectal cancer were detected, 780 (44.7%)
of them - rectal cancer. It is the third most com-
mon type of cancer in men and the second most
common in women in Latvia.

The standard treatment of the locally advan-
ced non-metastatic rectal adenocarcinoma (RA)
is neoadjuvant chemoradiation therapy (nCRT)
followed by the total mesorectal excision (TME),
which provides satisfying oncological results.
nCRT not only ensures a reduction of tumor
volume and spread, thereby improving the radi-
cality of surgical treatment and the future prog-
nosis, but it has also been observed that in 10—
40% of cases, a clinical complete response can
be achieved [1, 2]. In the current rectal cancer
treatment guidelines, the surgical treatment after
nCRT is recommended as the golden standard.
However, TME is a radical surgical procedure
with a significant risk of perioperative morbidi-
ties, including bowel, sexual, and urinary dys-
function, and often results in the permanent sto-
ma formation [3—5].

In 2004, the first long-term outcomes of a co-
hort of patients who achieved cCR after nCRT and
were managed with a non-operative strategy were
published that presented the results of a similar
oncological safety if compared with the opera-
tive treatment group [6]. Since then, the “W&W?”
tactic has gained increasing attention. It provides
an opportunity to apply organ-sparing strategies
to a selected group of patients, thereby improving
the quality of life.
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In our center, the “W&W?” tactic was initiated
in 2017. Our study aimed to summarize and share
the single-center experience.

Materials and Methods

Between 2016 and 2021, a total of 125 patients
with RA received nCRT and were included in
a retrospective study. The inclusion criteria were:
RA localized up to 15 cm from the anal verge,
cTanyNOMO or cTanyN+MO (according to the
TNM Classification of Malignant Tumors, 8th
Edition), and patients who received and finished
neoadjuvant radiation and chemotherapy or ra-
diotherapy alone. Patients with uncompleted nCRT
or missing follow-up after nCRT were excluded.
A long-course preoperative radiation therapy con-
sisted of 1.8 Gy delivered in daily doses over a pe-
riod of 28—29 days. The total radiation dose deli-
vered by this regimen was 50.4—52.2 Gy. A short-
course radiotherapy consisted of 5 Gy delivered
in 5 days (overall 25 Gy). Starting from the first
week of radiotherapy, the concomitant chemo-
therapy was given, mainly 5-fluorouracil-based
(5-FU) agents or another depending on the indi-
cations. Patients were evaluated 6—12 weeks after
the completion of nCRT by a multidisciplinary
team (oncologist, surgeon, radiologist), using di-
gital rectal examination (DRE), proctoscopy or
colonoscopy, and pelvic magnetic resonance ima-
sging (MRI) by the magnetic resonance tumor re-
gression grade (mr-TRG) criteria, and the levels
of CEA and CA 19-9 were evaluated.

Patients were re-staged as cCR if the findings
met the ESMO criteria of cCR:

Minimal criteria

1. The absence of any irregularities or a palpable
tumor on DRE.

2. No visible lesion on endoscopy except for a flat
scar, telangiectasia, or whitening of the mucosa.

Additional criteria

3. The absence of any residual tumor in the pri-
mary site and draining lymph nodes on the imaging
with MRI or the endorectal ultrasound (ERUS).

4. Negative biopsies from the scar.

5. An initially risen CEA level that returns
to normal.

No biopsy of the tumor area was carried out if the
DRE, proctoscopy, and radiological findings did not
reveal signs of a tumor (Figs. 1, 2). It was done only
when a near-complete response was suspected.
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The “W&W?” protocol was applied to selected
patients: follow-up every 3 months for 2 years and
6 months for 3 years subsequently.

Statistical analysis. Local hospital databases
were used for data collection and selection. The
Kaplan — Meier method was used to estimate sur-
vival probabilities and their pointwise 95% confi-
dence intervals. Statistical analysis was performed
with EasyMedStat (version 3.21.5).

Results

Of 125 patients who received nCRT, 106 patients
received radiation and chemotherapy, and 19 re-
ceived radiation therapy alone (3 of them — the
short course radiation therapy).

cCR was achieved in 10 patients (8%), and
in these cases, the following “W&W?” strategy was
applied. The mean age at the moment of RA diag-
nosis was 67.3 (min 45, max 82); the gender distri-
bution was 7 females and 3 males. Three patients
had a concomitant cancer of another location.
One patient had adenocarcinoma of the ascen-
ding colon detected at the same time as RA (ra-
dical surgery was performed). One patient had
breast cancer and basal cell carcinoma detected
at the same time as RA (sectoral excision of the
breast cancer and the excision of the basalioma
was performed followed by adjuvant radia-
tion therapy and hormone therapy of the breast
cancer). In one more patient, RA was detected
in the course of hormone therapy of breast can-

Table 1. Tumor characteristics

Tumor area after nCRT

¥

Rectal tumor cT3N1MO
\\

MRI scan 6 weeks
after nCRT — mr-TRG1

MRI scan before nCRT —
rectal adenocarcinoma cT3N1MO

Fig. 2. Pelvic MRI before and 6 weeks after nCRT with
radiological remission of the tumor (Case No. 2)

cer that resulted in the complete clinical response.
RA stage at the time of diagnosis: stage II in 2 pa-
tients, stage III in 8 patients. Lymph node posi-
tivity (N1 in all cases) was detected in 7 patients.
Tumor characteristics are summarized in Table 1.
Tumor morphology in the biopsy material before
nCRT: G1 adenocarcinoma (AC) in 6 patients,
G2 AC in 3 patients, and unknown in 1 patient.
According to the endoscopy data, the infiltrative
nature of the tumor was most often found (9 ca-
ses), and exophytic tumor was in 1 case. The mean
distance of the tumor from the anal verge by MRI
data was 5.85 cm (min 2.5 cm, max 10 cm). The
mean size of the tumor was 3.87 cm (min 1.5 cm,
max 5.1 cm). The mean tumor circumference was
71% (min 25%, max 100%). The minimal size
of the regional lymph nodes was 0.3 cm and the
maximal size was 0.7 cm.

Case CTNM ™D Cf;‘i‘c’f:r‘ift‘fc . DAV (cm) | TL (cm) TC(%) | RIN (cm)
1 cT3NOMO G2 Infiltrative 2.5 4.7 100 0.30
2 cT3N1IMO Gl Infiltrative 10 4.5 92 0.40
3 cT2N1MO Gl Exophytic, mobile 10 1.5 25 0.70
4 cT2N1MO Unknown Infiltrative 9.4 2.3 44 0.36
5 cT3NOMO Gl Infiltrative 2.7 2.5 72 None
6 cT3N1IMO G2 Infiltrative 2.5 4.5 100 0.55
7 cT2N1MO G1 Infiltrative 5.5 51 100 0.33
8 cT4NOMO G2 Infiltrative 3.2 5 69 0.51
9 cT3NIMO Gl Infiltrative 6.3 4.6 53 0.56

10 cT2N1MO0 Gl Infiltrative 6.4 4 50 0.50

Notes: TD — tumor differentiation, DAV — distance from the anal verge, TL — tumor length, TC — tumor circumfe-

rence, RLN — regional lymph nodes.
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Fig. 3. DFES of clinical complete responders following
the “W&W?” strategy

The levels of CEA and CA 19-9 were evalua-
ted before and after nCRT. Only one patient (case
No.8) had elevated CA 19-9 (980 U/mL) while ha-
ving a normal CEA level (2.65 ng/L). In this pa-
tient, no metastases were detected in the CT scan
performed before nCRT, however, in the radio-
logical examinations after nCRT, the pelvic MRI
revealed complete cCR, but in the CT scan, liver
metastases were detected (CEA remained elevated
after nCRT — 419.59 U/mL). The treatment cha-
racteristics of the clinical complete responders are
summarized in Table 2. Transanal biopsy after the
completion of nCRT was performed in one patient.

The mean follow-up time was 30 months (min 20,
max 60). cCR was detected in the patients who recei-

ved a long-course neoadjuvant radiation therapy
with concomitant chemotherapy, except for one ca-
se when the patient received only radiation therapy.

At 12 months, the disease-free survival (DFS)
was 80.0% (95% CI:40.9—94.6) and at 24 months,
the DFS was 70.0% (95% CI: 32.9—89.2) (Fig. 3).

The results of the “W&W?” follow-up are sum-
marized in Table 3. One patient (Case No. 6) de-
veloped a local regrowth, but treatment was not
initiated because the patient died of an unrelated
cause. One patient developed distant metastases
(Case No. 8) — a solitary metastasis in the liver
3 months after the completion of nCRT (it was
treated with radiofrequency ablation) and 1.5 years
later — metastases in the lungs (treated with ChT).
One patient developed both local regrowth and
distant metastases, and the local regrowth was
detected twice (Case No. 1). After the first local
regrowth, organ preservation surgery was per-
formed. When a repeated local relapse developed,
simultaneously with distant metastases in the li-
ver, the palliative ChT was applied.

Discussion

The incidence of cCR in our study is 8%, which
is a relatively low rate. However, it should be con-
sidered that the variability of this indicator is re-
lated to the selection criteria of the study group

Table 2. Treatment characteristics of the clinical complete responders

RT Post-nCRT
Case cTNM ChT evaluation mr-TRG
RA (Gy) PLN (Gy) (weeks)
1 cT3NOMO 50.4 45 5-FU inf 12 2
2 cT3NIMO 50.4 46.8 5-FU inf 6 2
3 cT2N1MO 50.4 46.8 . 8 1
4 cT2N1MO 50.4 46.8 5-FU inf 8 2
5 c¢T3NOMO 52.2 45 5-FU inf oxaliplatin 8 2
(after the end of RT)
6 cT3N1MO 52.2 46.8 5-FU inf 9 2
7 cT2N1MO 50.4 45 Ribociclib, anastrozole (due 9 1
to concomitant breast cancer)
8 cT4NOMO 50.4 45 5-FU inf 8 2
9 c¢T3N1MO 52.2 45 Tegafur 9 2
10 cT2N1MO 50.4 45 5-FU inf 10 2

Notes: RT — radiation therapy, ChT — chemotherapy, RA — rectal adenocarcinoma, PLN — pelvic lymph nodes, inf —

infusional.
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since our study did not include patients who con-
tinued their treatment or observation in another
hospital, which would limit the collection of fol-
low-up data. In addition, the complete pathologi-
cal response was found in several patients after
surgical treatment, which potentially could be
classified in the "W&W" group. Also, when per-
forming a post-therapy evaluation, there is a cer-
tain subjectivity, which also affects the cCR rate.
The currently existing clinical and radiological
evaluation methods in the case of cCR are not
absolute, so in situations where there are doubts,
a decision is made in favor of the radical surgical
treatment.

Although it is known that a potentially better re-
sponse to nCRT is expected in patients with a lo-
wer tumor stage (advanced T stage or lymph node
positivity reduces the probability of cCR), however,
in our study group, most patients had stage III
and lymph node positivity before nCRT [7]. Simi-
lar characteristics of groups can be found in ot-
her studies, which suggests that the pre-treatment
tumor stage will not always be the determining fac-
tor for the post-therapy treatment outcome [8, 9].

Apart from the degree of tumor invasion, there
are several other tumor-characterizing clinical and
morphological parameters that predict a possible
worse response to nCRT, such as tumor size > 3 cm,
volume, tumor circumference > 60%, higher loca-
lization of the tumor above the anal verge, macro-
scopic ulceration, a lower degree of tumor diffe-
rentiation, and a mucinous component [10—15].

Table 3. The results of “W&W? follow-up

In our study, it was observed that in two pa-
tients the tumor was localized in the proximal
part of the rectum, in the other two in the middle
part, and in the remaining 6 cases in the distal
part. Patients with rectal cancer of any location are
considered potential “W&W?” candidates if cCR
is achieved, however, patients with lower tumors
can benefit the most from this situation, conside-
ring that distal tumors require a low anastomosis
or abdominoperineal resection, which significant-
ly affects the quality of life. Lower localized tumors
not only have a higher chance of achieving a cCR,
but if it occurs, the distal rectal segment is much
easier to control during further active surveillance
within “W&W? [7].

In our patients, the largest size of the tumor did
not exceed 5.1 cm and in 7 cases out of 10 its size
was 23 cm. The mean tumor circumference was
71%, and in 6 cases, it was >60%.

As seen, a diversity of clinical parameters can
be observed in our study group, but it should
be considered that the group consists of a small
number of patients, therefore it is not possible
to talk about statistically reliable tendencies. How-
ever, regarding the tumor differentiation grade,
most patients were found to have well-differentia-
ted AC and no patients were found to have poorly
differentiated AC confirming the relationship
between the lower tumor differentiation and the
likelihood of achieving cCR.

CEA and CA 19-9 were evaluated in all patients
before and after nCRT. In 9 of 10 cases, pre-treat-

Case | End of nCRT LR Nfé;f;er MTS Nfé;f;er A/D F‘:;t‘:;’:cl’}%o'
1 12/2017 12/2018; 10/2020 12; 34 10/2020 (liver) 34 A 60
2 01/2020 No — No — A 36
3 09/2020 « — « — A 27
4 04/2020 « — « — A 32
5 10/2020 « — « — A 26
6 07/2020 12/2021 17 “ — D 29
7 11/2020 No — « — A 25
01/2021 (liver);
8 10/2020 « — 07/2022 (lungs) 3;21 A 26
9 12/2020 “ — No — A 24
10 04/2021 « — « — A 20
Notes: LR — local regrowth, Mo — months, MTS — metastases, A/D — alive /dead.
ISSN 1812-9269. Experimental Oncology 46 (1). 2024 57
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ment CEA and CA 19-9 were not elevated, which
is one of the prognostic indicators of a positive
response to nCRT and indicates a higher probabi-
lity of achieving a cCR [2, 16].

In our hospital, all patients received standard
nCRT, and there were no special treatment mo-
dalities that could affect the possibility of cCR.
Although, several studies have investigated the
usefulness of additional chemotherapy agents, e.g.,
oxaliplatin, EGFR and VEGEFR inhibitors, in com-
bination with fluoropyrimidines to improve the
tumor response to nCRT [17—19].

In our study, post-treatment evaluation was per-
formed 6—12 weeks after the completion of nCRT.
The recommended interval between completion
of nCRT to post-treatment evaluation and surgery
is 6—8 weeks: it is a timeframe that promotes tis-
sue response to radiation, provides recovery, and
prevents the development of radiation-associa-
ted tissue fibrosis [2]. However, in practice, this
recommended time interval may vary depending
on recovery from the treatment, patient issues, and
the availability of radiological examinations.

The tumor response to nCRT is time-depen-
dent. Sometimes it takes months to reach a maxi-
mal regression. The challenge is to find an optimal
timepoint when the tumor has the greatest regres-
sion, thereby increasing the patient's suitability
for the “W&W?” tactics, and the results of surgi-
cal treatment are not compromised, when surge-
ry is unavoidable. Several studies have concluded
that it is possible to achieve a higher rate of the
complete pathological response when delaying
surgery after nCRT [20].

In our study, the average follow-up time of the
patients was 2.5 years (30 months). Over the first
two years, patients undergoing non-operative ma-
nagement have the highest risk of local regrowth
and distant metastases, therefore during this pe-
riod, the most intensive follow-up plan is neces-
sary. The risk of local regrowth in the published
data is within 15%—30%, and the risk of distant
metastases is within 4%—14% [21, 22]. This gene-
ral trend is also observed in our group of patients.

Considering the existing risk of local relapse
and distant metastases, the “W&W?” strategy is
still considered a strategy that can only be used
in highly selective groups. However, it should
be noted that even in such a case, there is some
variability between the study centers that set dif-
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ferences in the results of the “W&W? strategy. The
“W&W? strategy is attractive, both to clinicians
and patients, considering that the individualized
treatment approach is the current trend.

Undoubtedly, the “W&W?” strategy has benefi-
ted a large proportion of patients with cCR, thus
it is a valuable model of patient management that
significantly improves the patient's quality of life.
However, the results so far show that we do not
fully understand which patients are the ones who
will really benefit from the “W&W?” strategy and
which are the ones who are already destined to
experience relapse.

Careful selection of patients for the application
of non-operative tactics, which includes specific
selection criteria, could improve the oncological
results of the “W&W?” strategy. A clear definition
of predictive factors of tumor response or the crea-
tion of risk scales that include positive and nega-
tive prognostic factors would provide an opportu-
nity to improve patient selection for the “W&W?”
strategy.

Several studies have attempted to find clinically
useful parameters based on the molecular biology
features of rectal cancer undergoing nCRT to pre-
dict a potential response to treatment. Unfortu-
nately, in none of them, a parameter with clinical
value, which would be applicable in daily practice,
has been found [23].

It should also be considered that currently, the-
re are no absolute radiological criteria for diag-
nosing cCR, as post-therapy changes are often
difficult to differentiate from residual tumor rem-
nants. If this "gray zone" remains in the post-ther-
apy diagnostics, in case of doubt, a decision will
always be made in favor of the oncologically safest
option, namely, surgical treatment.

More careful analysis of relapse cases might give
additional information about potential risk factors
of regrowth. Unfortunately, such research in iso-
lated centers is hampered by the small number
of observed patients with cCR and the even smal-
ler number of patients who experience relapse af-
ter diagnosis of cCR.

Most published studies are retrospective and start
with a cohort of complete responders and not with
a cohort of patients who start nCRT. Furthermore,
the analyzed oncological results are often affected
by the heterogeneity of the studied population —
different patient age categories, comorbidities and

ISSN 1812-9269. Experimental Oncology 46 (1). 2024
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drug therapy, tumor stages, applied treatment regi-
mens, post-therapy evaluation intervals, as well
as different “W&W” monitoring protocols.
Nevertheless, the “W&W?” strategy as an alterna-
tive to surgical treatment in the case of cCR, with
the aim to avoid unnecessary surgery and preserve
the rectum, is increasingly accepted, based on stu-
dies conducted in specialized cancer centers, there-
fore it should be part of the treatment discussion.
The “W&W?” strategy is suitable for patients
who are willing to take advantage of organ-sparing
tactics, are well informed about the limitations
of this strategy, are motivated to undergo strict
surveillance, have good access to health care ser-
vices, and are able to accept the uncertainty about

differences in patient characteristics and treatment
strategies. Despite these limitations, this is the first
study in Latvia that summarizes the results of the
“W&W? strategy. Further larger prospective stu-
dies are needed.
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E. Cusuna*>, )K. Hixonaesa*, A. Iupdosckic 12, XK. Inpooscxic 2, E. Mixnawesuy >
! Kninika yuisepcurery [Taynca Crpaguss, Xipypriute Binginenss, Pura, JlaTsis
2 VuiBepcurer Ilaynca Crpaguss, Xipypriuse Binginenns, Pura, Jlatsin

3 Kninixa yuiBepcurery Ilaynca Crpanuus, lucruryT papionorii, Pura, Jlatsisa

4 Kninika yHiBepcurety Ilaynca Crpagnns, oHKO/MOTiYHA KiHiKa, Pura, JlaTBia

5 Kninika yniBepcurety Ilaynca Crpagunsd, InctutyT oHKonorii, Pura, Jlatsia

OUYIKYBAJIbHA CTPATETIIA Y XBOPUX HA PAK ITPIMOT KMIIIKI
3 TIOBHOIO K/ITHIYHOIO BIATIOBIIIO ITIC/IA HEOATTOBAHTHOT
XIMIOTTPOMEHEBOT TEPAIIIT: TJOCBIJ OJJHOTO KJITHIYHOTO 3AKJIAZTY

CraH nutanHsa. KoHcepBaTrBHe BefleHHS XBOPKX Ha a/feHOKAPIMHOMY IIPSIMOI KMIIKY TiC/Is HeOaM 'OBaHTHOI XiMio-
IIpOMeHeBOI Tepamil mpuBepTae Bce Oinbury yBary kiiHinucris. O4ikyBajabHa CTparerifi HO3BOJISE YHUKHYTY 3HIU-
JKEHHS AKOCTI )KMTTS BHACIIOK CIPUYVHEHNX XipypriYHuM BTPYYaHHAM HOPYLIeHb QYHKIII OpraHiB Majoro Tasy
ab0 He3BOPOTHOI cTOMM. PasoM 3 TuMM, OHKONOTiYHA Ge3leKa Takol cTparerii norpedye MOfAIBIINX JOCIi/KEHb.
Marepiamu Ta Merogu. IIpoBefieHO peTPOCIEKTUBHUIT aHali3 125 XBOpUX, SKi Ofep)KyBalu HeoaJ IOBaHTHY XiMio-
npoMeHeBy Tepariio B 2016—2021 pp. IIpoananisoBano KmiHi4YHi JaHi XBOPUX, AKi 3a/I0BONIbHAIN KPUTEPiAM IIOBHOI
K/TiHIYHOI BifIIOBifii 3a HacTaHOBaMM EBPOIIEIICPKOr0O TOBapucTBa Megu4dHoi oHkororii (ESMO, 2017) ta 6yau mpo-
JTiKOBaHi KOHCepBaTMBHMMU MeTofaMm. Pesynprarn. 10 xBopux (8%) (7 xiHOK, 3 4o0BiKY, cepenHiil Bik 67,3 poku)
nic/is Heoax IoBaHTHOI XiMiOIIPOMeHEeBOI Tepailii 6Y/10 Ieper/IaHyTO LI0f0 CTail 3aXBOPIOBAHHS Ta BU3HAYEHO ITOBHY
K/IiHiYHY BifiITIOBifb 3 HACTYITHMM 3aCTOCYBaHHAM OYiKyBa/IbHOI CTpaTerii y mofanbuiomMy BefileHHi ux xBopux. Jlo mi-
KyBaHHA 7 XBOpMX Oymu oxapakrepusoBaui Ak N+. Y Oinpmiocti BumagkiB y xBopux OyI0 [iarHOCTOBaHO
ageHoKapuuHoMy andepennitoBanaa Gl; myXmMHa B cepeflHbOMY pO3TalIOBYBalTach Ha BificTaHi 5,85 cM Bif Kparo
aHycy 1 sailMana B cepefHbOMY 71% KO/ma KUIIKW; CepefHs MOBXMHA myxmmHu Oyma 3,87 cm. CepenHiit dac
HOJA/IBIIOTO CIIOCTEPEKEH-Hs 3a XBOpuMH CKIaB 30 micsiis. MicieBuii pict myxmHu Ta/abo BifganeHi meracrasu
BU3HAYEHO Y TPbOX XBOpuX. [IBOpiuHa BIDKMBAHICTD 6e3 03HAK xBOpobu cxaama 70%. BucHoBku. Y 6imburocrti
XBOpUX OYiKyBajbHa CTpaTerisi Mana cBoi nepesaru. OffHaK [/1A 3MeHIIEeHHA KiTbKOCTi pelUAMBIB CIIif] IPOBOAUTHI
OibII peTe/IbHMI Binbip XBOPUX, A/ AKMX OY/e 3aCTOCOBYBATICh TaKWiT IiAXi.

Knro4uoBi cmoBa: ouikyBasbHa CTpareris, KOHCEpBAaTUBHE BelEeHHs, PaK NpPsAMOI KUIIKM, KIiHiuHa ITOBHA BifIOBiAp,
HeoaJ I0BaHTHA Tepallis.
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