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Summary

Invasive fungal diseases (IFD) are a major cause of mor-
bidity and mortality in hematological patients, but prog-
nosis of IFD has improved recently, due to introduction
of new antifungals and efficient diagnostic procedures.
Number of patients with IFD who are candidates for al-
logeneic hematopoietic stem cell transplant (allo-HSCT)
increased. However, publications on the field are limited
and there are no data on results of pediatric allo-HSCT
patients with prior IFD. This study focuses on the out-
comes of allo-HSCT in children and adults with prior
IFD.

Patients and methods

In a prospective study, 504 allo-HSCT recipients were
included from Jan 2013 to Jul 2016. The median age
was 24 y.o. [2 months to 76 years] including 164 chil-
dren (<18 yo) and 340 adults. The cohort included 52%
male patients. Most patients (74.6%) were diagnosed
with high-risk acute leukemia. Allo-HSCT from HLA-
matched unrelated donors (MUD) was performed in
58.5%, from matched related donors (MRD), 22.5%;
haploidentical HSCT was performed in 19% of patients,
predominantly with RIC (67%). EORTC/MSG 2008 cri-
teria for diagnosis and response to therapy were used.

In the patients with pre-transplant lung lesions detected
by CT scan, bronchoscopy with BAL was used. “Active
IFD” means IFD diagnosed just before HSCT.

Results

Incidence of IFD before allo-HSCT was 15% (n=76).
According to EORTS/MSG 2008 criteria, 90.8% of pa-
tients had probable and 9.2% presented with proven
IFD. Etiology of IFD prior to HSCT was as follows: in-
vasive aspergillosis (IA), 75%; invasive candidiasis (IC),
13%; mucormycosis (Mu), 4%; Pneumocystis pneumo-
niae (PCP), 1.3%, and combination of IA with Mu (2
cases), IC (n=1), PCP (n=1). The main sites of infection
were lungs (95%), other localizations were predomi-
nantly combined with lung involvement: sinuses (9%),
spleen (6%), liver (6%), and soft tissues (3%). Antifungal
therapy before allo-HSCT was used in 75% patients with
median duration of 2 months. Complete response to an-
tifungal therapy was observed in 38.2% of the cases, par-
tial response or stabilization was achieved in 35.5%, and
“active IFD” was detected in 26.3% of the patients. After
allo-HSCT, all the patients received antifungal therapy
or secondary prophylaxis according to the IFD etiology.
Cumulative incidence of relapse or progression of IFD
after allo-HSCT was observed in 14.5%. Active under-
lying disease (hematology malignancy) at the moment
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of HSCT was the only risk factor for relapse or progres-
sion of IFD after allo-HSCT (11.5% vs 21.1%, p=0,03).
We detected no significant differences in the cumulative
incidence of acute, chronic GVHD and relapse in the
study group as compared to the patients without histo-
ry of IFD. 3-year overall survival (OS) after allo-HSCT
was 67.5%. The impact of prior IFD on overall survival
in allo-HSCT recipients was not statistically significant
for the entire group (60.5% vs 68.7%, p=0.1), and, sep-
arately, for children (50.0% vs 57.4%, p=0,3) and adults
(63.3% vs 74.6%, p=0.09). The worst outcome was ob-
served in the patients with “active IFD” and active un-
derlying disease at the moment of HSCT (3-year OS was
20%, p<0.001 compared to patients without history of
IFD). However, in the patients with “active IFD” and re-
mission of underlying disease, OS value was similar to
survival rate of patients without history of IFD (80% vs
68.7%, p=0.2).

Introduction

Allogeneic hematopoietic stem cell transplantation (allo-
HSCT) is the most effective treatment method for lym-
phoid, haematopoietic and related tissue malignancies as
well as non-malignant disorders. In 2017, 18.281 number
of allo-HSCT were performed in Europe and associated
countries reported by 683 centers in 50 countries, with acute
leukemia being the main indication [1]. The approachabili-
ty and outcome of allo-HSCT are steadily improving due to
wide application of reduced-intensity conditioning (RIC),
new methods of graft-versus-host disease (GvHD) proph-
ylaxis, haploidentical transplantation, and introduction of
novel molecules and drugs for bridge therapy before allo-
HSCT, along with prevention and treatment of relapses af-
ter allo-HSCT both in adults and pediatric patients [2-8]
Invasive fungal disease (IFD) is a common infectious com-
plication during remission-induction and/or consolidation
chemotherapy for aggressive hematologic malignancies. The
patients with acute leukemia and high-risk myelodysplastic
syndrome are also at high risk for IFD [9-10]. Some patients
with relapsed/refractory lymphoma could be, under some
circumstances, also attributed to the high-risk group [11].
Introducing new antifungal drugs and diagnostic procedures
has improved prognosis of IFD in hematological disorders.
Many of these patients will subsequently be referred for
allo-HSCT because of high-risk hematological malignanc-
es. The number of patients with IFD who are candidates for
allo-HSCT has been also increased, and the problems related
to the transplant procedure are pressing now. An observa-
tional study of the Transplant Associated Infection Surveil-
lance Network (TRANSNET) suggests that the post-trans-
plant IFD remains problematic, with cumulative incidence
rates varying between 5.8 and 7.7% [12]. The role of IFD
revealed prior to allo-HSCT is still a subject of controver-
sy. Historically, IFD has been a major barrier for allo-HSCT.
Previous studies have shown that invasive aspergillosis (IA)
may have a significant role in clinical outcome of allo-HSCT
[13-15]. Fukuda et al. have summarized the 10-year expe-
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Conclusion

Incidence of IFD before allo-HSCT was 15%. Cumu-
lative incidence of relapse or progression of IFD after
allo-HSCT was 14.5%. Prior IFD had no significant
impact on transplant-related complications and overall
survival in children and adults undergoing allo-HSCT.
Active underlying disease at the moment of HSCT was
the only risk factor for relapse or progression of IFD and
impaired outcome of allo-HSCT.
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rience of Fred Hutchinson Cancer Research Center, having
shown that the post-transplant IA occurred in 13 of 45 pa-
tients with a pre-transplant IA history (29%) [16]. Nine in-
fectious events were considered to be recurrent by anatomic
site and timing. Compared with all other patients who re-
ceived allo-HSCT over the same period, the patients with
IA history had lower 1-year overall survival rate (56% ver-
sus 77%; P=0.0001), and higher transplant-related mortality
(38% versus 21%; P=0.0001) by 100 days after HSCT, asso-
ciated mainly with IA and other pulmonary complications.
The CIBMTR data also confirm that 5-year overall survival
was 30% (95% Confidence interval (CI): 26-34%) at 5 years
in patients with pre-transplant IFD versus 45% (95% CI: 44-
46%) in control population (p < 0.0001). The lower overall
survival seems to be a composite result of higher relapse
rates and higher non-relapse mortality in the patients with
pre-existing IFD [17].

Historically, pre-transplant IFD was considered a relative
contraindication to HSCT. However, recent studies have
demonstrated a controversial point, e.g., a single-center study
on behalf of CIC 725 suggested that IA prior to allo-HSCT
did not impair the outcome of transplantation procedure
with effective diagnosis and secondary prophylaxis of IFD, as
reported at the 41 Annual EBMT Meeting and 57" Annual
ASH Meeting in 2015 [18, 19]. A retrospective EBMT anal-
ysis by the Infectious Diseases and Acute Leukemia Work-
ing Parties concerning influence of pre-existing invasive
aspergillosis upon allo-HSCT outcome in acute leukemia
patients (published online in October 2015 in Bone Marrow
Transplantation) confirm our data that, in general, a histo-
ry of IA should not be a contraindication when considering
allo-HSCT in acute leukemia patients [20]. Penack O. et al.
found only a trend toward lower overall survival (P=0.078,
hazard ratio (HR) [95% confidence interval (CI): 1.16 (0.98,
1.36)], and higher non-relapse mortality [P=0.150, HR (95%
CI): 1.19 (0.94, 1.50)] in allo-HSCT recipients with pre-ex-
isting IA [20]. So far, there are no available data on clinical
effects of other then IA pre-existing IFD and in pediatric
allo-HSCT recipients.
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The aim of this study was to estimate impact of prior proven
or probable invasive fungal diseases on clinical outcome of
allo-HSCT in children and adults.

Patients and methods

We have conducted a prospective single center study, where
504 allo-HSCT recipients were included from Jan 2013 to Jul
2016, with median follow-up time of 20 months and median
age of 24 y.o. [2 months to 76 years]. The study cohort in-
cluded 164 children (<18 yo), 340 adults, 52% were males.
Most patients had high-risk acute leukemia (74.6%). Allo-
HSCT from MUD was performed in 58.5%; MRD, 22.5%;
haplo-HSCT, 19%. Reduced-intensity conditioning regimens
(RIC) were predominant (67% of the cases). General charac-
teristics of patients, donors and transplants are outlined in
Tables 1, 2. The patients with lymphoid, haematopoietic and
related tissue malignancies as well as non-malignant disor-
ders received primary chemotherapy and other treatment in
various regions of Russian Federation, from where most of
the data including history of prior IFD were collected. All
the patients with CT-detectable lesions at the time of trans-

Table 1. Clinical and demographic characteristics of
the patients

plantation were subjected to diagnostic bronchoscopy with
bronchoalveolar lavage (BAL) microscopy, microbiological
cultures and galactomannan (GM) test. EORTC/MSG 2008
criteria were used for the diagnosis of proven and probable
IFD as well as to evaluate response to therapy. An “active”
invasive fungal disease means IFD diagnosed just before
allo-HSCT during examination at <1 month before starting
the conditioning regimen.

The following primary endpoints were used: incidence of
pre-existing IFD, incidence of relapse or progression of IFD
after allo-HSCT, and overall survival (OS). The secondary
endpoints included influence of pre-existing IFD on other
outcomes of allo-HSCT, i.e., acute GvHD, chronic GvHD,
relapse of underlying disease.

Overall survival was estimated using the Kaplan-Meier
method. Mortality due to any cause was considered as a dis-
tinct event. Patients alive at the end of the follow-up were
censored at this date. Patients with pre-existing IFD and
without pre-existing IFD will be compared by the log-rank
test. A Cox regression was applied, in order to compare the
outcomes the study groups.

Table 2. Characteristics of hematopoietic transplants

Patients characteristics n=504 Transplant characteristics n=504
Age, median (range) 24 [2 mo-76 y] Donor type
i Matched related 113 (22.5%)
<18 177 35%) Mismatched related 96 (19%)
19-60 312 (62%) Matched unrelated 194 (38.5%)
260 15 3%) Mismatched unrelated 101 (20%)
Sex Males 262 (52%) Conditioning regimen
, o Myeloablative 166 (33%)
Acute leukemia 376 (74.5%) Reduced-intensity 338 (67%)
GG 2]3/]630 Source of the transplant
(R1-2 262 (70%) B 253 (50%
Prim refr/no (R 114 (30%) one marrow (G0%)
Mobilized peripheral blood stem cells 241 (48%)
Muyeloproliferative disease 59 (12%) Both 10 (2%)
(R 15 (25%) Dose of (D34+ cells, 10¢/kg, meanSD 49+1.8
1 e GvHD prophuylaxis
Lymphoproliferative disease 31(6%) Cl + Mtx/MMF +/-ATG 69 (14%)
Cl + MMF + PTCY / mono PTCY 435 (86%)
(R 17 (55%) ) )
Prim refr/no CR 14 (45%) Antifungal prophylaxis
Primaruy: fluconazole 262 (61%)
Non-malignant disease 38 (7.5%) Secondary: voriconazole 57 (75%)
Status of the disease
Complete remission 299 (60%)
No complete remission/primary
refractoriness 205 (40%)

Abbreviations: AML, acute myeloid leukemia; ALL, acute lymphoblastic leukemia; CR, complete remission; CI, calcineurin inhib-
itors; Mtx, methotrexate; MMEF, mycophenolate mofetil; ATG, Anti-thymocyte globulin; PTCY, posttransplant cyclophosphamide.
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Results

The overall incidence of IFD before allo-HSCT was 15%
(n=76). According to EORTS/MSG 2008 criteria 90.8% of
patients had probable IFD, and 9.2% exhibited proven fun-
gal invasion. Patients with lymphoma, as well as those with
acute myeloid leukemia had a higher rate of pre-existing IFD
at the time of allo-HSCT (Fig. 1).

pre-existing IFD: underlying disease

22,5% 21.1%

Figure 1. Primary underlying diseases in the patients
with pre-existing IFD

Abbreviations: LPD, lymphoproliferative disease; AML, acute
myeloid leukemia; ALL, acute lymphoblastic leukemia; MPD,
myeloproliferative disease; NMD, non-malignant disease.

The pathogens detected in IFD prior to allo-HSCT were
as follows: invasive aspergillosis, 75%; invasive candidiasis
(IC), 13%; mucormycosis (Mu), 4%; Pneumocystis pneumo-
niae (PCP), 1,3%; combination of IA with Mu was found
in 2 patients, IC in one case, and PCP, in one another case
(Fig. 2). The main sites of infection were lungs (95%), other
affected sites were predominantly combined with lung le-
sions, i.e., maxillary or frontal sinuses, 9%; spleen, 6%; liver,
6%, and soft tissues, 3% (Fig. 3).

pre-existing IFD: etiology

4% f/

mIA mIC ®mMucor EPCP mCombi

Figure 2. Causative pathogens in pre-existing IFD cases

Abbreviations: IA, invasive aspergillosis; IC, invasive candid-
iasis; Mu, mucormycosis; PCP, Pneumocystis pneumoniae;
Combi, mixed fungal invasion.
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pre-existing IFD: sites of infection

O soft tissue D 3% * in a combination with

Oliver D6% lung involvement
Cspleen 7-:6%

Osinuses D 9% _—
OLungs | I/

Figure 3. Sites of infections in patients with pre-exist-
ing IFD

The median time from IFD to allo-HSCT was 86 days [1
day to 4.5 years]. Antifungal therapy before allo-HSCT was
administered in 75% patients. The median duration of an-
tifungal therapy before allo-HSCT was 65 days [1 day-11
months]. Complete response to antifungal treatment was
achieved in 38.2% patients, partial response or stabilization
were observed in 35.5%, and 26.3% patients had “active IFD”.
After allo-HSCT, all the patients received antifungal therapy
or secondary prophylaxis according to the IFD etiology, with
median duration of clinical effect for 78 [21-217] days, and
median therapy length for 166 [32 to 394 days].

Cumulative incidence of relapse or progression of IFD after
allo-HSCT was 14.5% (Fig. 4). Active underlying disease at
the moment of HSCT was the only risk factor for relapse or
progression of IFD after allo-HSCT (11.5% vs 21.1%, p=0.03)
(Fig. 5). We detected no significant differences in cumulative
incidence of acute or chronic GVHD, and relapse rates in
the study group as compared to the patients without history
of IFD. Patients and HSCT characteristics, CMV reactiva-
tion, graft hypofunction did not show any significant asso-
ciation with incidence of relapse, or progression of IFD after
allo-HSCT. The characteristics related to pre-existing IFD
(status of IFD at the HSCT, time from IFD to HSCT, duration
of antifungal therapy before HSCT) also had no impact on
probability of relapse or progression of IFD after allo-HSCT.

Cumulative incidence of relapse or progression of IFD

~I1IFD events
>

0.84
0.6
0.4+

0.24

T T T T T T T
0 200 400 600 800 1000 1200
days after allo-HSCT

Figure 4. Cumulative incidence of relapse or progres-
sion of IFD after allo-HSCT (ordinate). Abscissa, days
after HSCT
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Cumulative incidence of relapse or progression of IFD

1.0 factdis

-1 Active underlying disease
~I1 Complete remission

<

>
0.8

0.6

0.4

0.2 r_rr_{

0.0 r

T T T T T T T

0 200 400 600 800 1000 1200
days after allo-HSCT

log-rank p=0.03

Figure 5. Cumulative incidence of relapse or progres-
sion of IFD after allo-HSCT depending on the underly-
ing disease status at the moment of allo-HSCT (ordi-
nate). Abscissa, days after HSCT

Overall survival

1.04 impact of prior
IFD
1 prior IFD
I No history of IFD
>
>

0.8

0.6

0.4+

0.24

0.0 log-rank p=0.105

1OIA0 26.0 3(540 46.0
months after allo-HSCT

o

Figure 6. Three-year overall survival after allo-HSCT
in the patients with history of prior IFD as compared
to patients without history of IFD (ordinate). Abscissa,
months after HSCT

Three-year OS after allo-HSCT was 67.5%. The impact of
prior IFD upon overall survival in allo-HSCT recipients
was not statistically significant in the entire group (60.5%
vs 68.7%, p=0.1) (Fig. 6). Similar results were obtained for
the separate groups of children (50.0% vs 57.4%, p=0.3), and
adults (63.3% vs 74.6%, p=0.09). The main outcomes of allo-
HSCT are presented in Table 3.

The worst outcome was observed in patients with “active
IFD” and active underlying disease at the moment of allo-
HSCT (3-year OS - 20%, p<0.001; HR (95% CI): 5.81 (2.81 -
11.87)). However, OS values in patients with “active IFD”
and remission of underlying disease were similar to survival
rate of patients without history of IFD (80% vs 68.7%, p=0.2,
p=0.57, HR [(95% CI): 0.67 (0.16 - 2.71)] (Fig. 7).

Overall survival

1.0 . active prior IFD +

status of the
0.8+ |

underlying disease

I actIFD+CR

~I1 actIFD+No CR
0.6

No prior IFD

>
>

0.4+

0.24

0.0

T T T T T
0 10 20 30 40

months after allo-HSCT

Figure 7. Three-year overall survival after allo-HSCT
in the patients with "active IFD" (depending on status
of underlying disease at the moment of allo-HSCT) as
compared to patients without history of IFD (ordinate).
Abscissa, months after HSCT

Comments: blue line is survival curve for the group of patients
with ‘active IFD” and remission of underlying disease; green line
is survival curve for the group of patients with “active IFD” and
active underlying disease at the moment of allo-HSCT; the yel-
low line is survival curve for the patients without history of IFD.

Table 3. The main outcomes of allo-HSCT in patients with history of prior IFD as compared to patients without history

of IFD
Outcomes of allo-HSCT Prior IFD P HR (95% Cl)
yes no
3y 0S (adult + children) 60.5% 68.7% 0.10 138 0.93-2.05
3y 0S (adult) 63.3% 14.6% 0.09 150 0.93-2.42
3y 0S (children) 50.0% 57.4% 032 144 0.69-3.02
Incidence of acute GvHD grade II-IV 18.1% 19.8% 0.28 091 0.69-1.20
Incidence of chronic GvHD 21.8% 329% 0.25 0.82 0.74-1.07
Relapse of underlying disease 326% 30.8% 031 121 0.89-159
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Discussion

In the present study, we analyzed large data set of patients
with different hematological malignancies and non-malig-
nant disorders undergoing allo-HSCT between 2013 and
2016 in a single BMT center (CIC 725). We would highlight
the real-life character of study. The entire cohort of allo-
HSCT recipients was included in the observation period
without exception of any patients, regardless of underlying
disease or status at the moment of allo-HSCT. Also we would
emphasize the participation of pediatric cohort that was pre-
sented by 164 children.

In our population of allo-HSCT recipients, 15% had proven
and probable invasive fungal disease before transplantation.
Moreover, most of them (>60%) had signs of the infection
at the moment of allo-HSCT. We believe that there are sev-
eral factors that could contribute to our results. Out BMT
team has wide diagnostic opportunities and an active diag-
nostic strategy related to infections, and is able to perform
the on-place assessment of infectious state of the patient
before allo-HSCT, because of lacking necessary diagnostic
procedures in most regions where the patients were initially
treated. Due to successful implementation of such strategy,
we are more often prone for active treatment and avoiding
delays with allo-HSCT. An unexpected result for us is the
fact that a quarter of patients with lymphomas had IFD be-
fore allo-HSCT. This result may be due to high pre-treatment
burden in these patients, most of them were patients with
Hodgkin lymphoma who underwent more than 6 lines of
chemotherapy before allo-HSCT.

Our study has also shown that the cumulative incidence
of relapse or progression of invasive fungal disease after
allo-HSCT was 14.5%. The only risk factor for relapse or
progression of IFD was lack of complete remission of the
underlying disease at the moment of HSCT. That result cor-
responded to the earlier reported data [16], but we didn’t
find any additional risk factors associated with bone marrow
transplant procedure or antifungal treatment before allo-
HSCT.

In the present study, we demonstrated that invasive fungal
disease prior to the allo-HSCT did not impact on outcome of
this treatment in children and adults. We suggest that there
are several features that may have endow to obtained results.

Firstly, our study included allo-HSCT recipients who have
been transplanted over recent years, in comparison with
published studies [13-16, 20]. An overall better supportive
care management was applied over last years, thus improv-
ing, specifically the outcome of allo-HSCT in patients with
infectious complications including IFD. We believe that ac-
tive diagnostic strategy and wide implementation of modern
medications for secondary prophylaxis in our center played
arole in improving the outcome of allo-HSCT in the patients
with pre-existing IFD. It has been shown in several trials that
secondary antifungal prophylaxis with voriconazole leads to
considerably lower IA relapse rates as compared with those
reported in historical controls, since Aspergillus spp. is a pre-
vailing pathogen in pre-transplant IFD in our study [21-23].

Secondly, this study demonstrated the central role of the
underlying disease status upon outcome of the allo-HSCT,
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and influence on the course of the infectious complications
after HSCT, IFD in our case. Active underlying disease at the
moment of HSCT was the only risk factor for relapse or pro-
gression of IFD and impaired outcome of allo-HSCT. This
hypothesis is supported by publications from a French-Bel-
gium study group, demonstrating that the outcome of severe
infectious complications in patients with hematological ma-
lignancies has been considerably improved during the last
decade and is mostly determined by the status of the under-
lying disease [24-25].

Thirdly, our study has limitations due to relatively small
study cohort from a single center data. That is why the re-
sult may be not accurate enough to evaluate the effect of IFD
upon allo- HSCT outcome. At the same time, it reflects the
situation during certain time which significantly affects the
results obtained. Therefore, we cannot exclude the possibility
that pre-existing IFD has a higher adverse impact on allo-
HSCT outcome than our data may suggest.

In conclusion, we found out no significant impact upon im-
portant allo-HSCT transplant outcomes, such as survival,
GvHD and relapse. Our data suggest that a history of IFD
should not be considered a contraindication for allo-HSCT.
We are currently continuous an observational prospective
study to be able to more precisely investigate the impact of
IFD on allo-HSCT.
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Pe3slome

BHeznpeHme HOBBIX MPOTMBOTPUOKOBBIX CPENCTB U IM-
arHOCTMYECKUX IPOLEeAyp YIyYIIWIO IIPOTHO3 reMa-
TOTOTMYECKUX TAI[MIEHTOB C MHBA3MBHBIMI MIKO3aMIA
(IM). YBenuumaoch 9MciIo mauueHToB ¢ VIM, KaHgu-
[aTOB HAa AJ/UIOTHHYI0 TPAHCIUIAHTAIVIO IeMOIOITH-
geckux CTBOMOBBIX KineToK (ammo-TTCK). Pomp VM,
pasBuBmMxcsA o amno-TTCK, no-npexHeMy He ommpe-
menena. HeT omyO/IMKOBaHHbIX JAHHBIX O Pe3y/IbTaTax
amno-TICK y mepmaTpnyeckux ManyeHTOB C Ipeflle-
creyromuM VIM. Ilenb mccnenoBanms — OLEHUTD BIIU-
AHMe mIpepuecTByomero VIM Ha pe3ylbTaTbl alo-
TI'CK.
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naLI,I/IeHTbI n MeToabl

B nmpocrniekTuBHOe McCIenoBanye ObUIN BKIIOYEHBI 504
penymuenta ano-TT'CK B mepnog ¢ suBaps 2013 ropa
110 1071 2016 ropa. CpemHmMiT BO3pacT COCTaBIUII 24 rofia
(2 mecsana — 76 net), netu (<18 net) — 164, B3pocibie —
340, my>xumHbl — 52%. IIpenmyIecTBeHHO MaleHThI
C IMarHO30M OCTPBbIII JIEMIKO3 TPYIIIBI BHICOKOIO pUCKa
(74,6%). Anno-TI'CK oT HEpOJICTBEHHOTO COBMECTIIMO-
r0 ZOHOpa OBUIM BBIIIOTHEHBI y 58,5%, coOBMeCTMMOro
POLCTBEHHOIO HOHOpPa — 22,5%, ralyIoufieHTUYHOIO —
19%, MpeuMyIeCTBEHHO C MCIOIb30BAHMEM PEXNMa
KOH[IMIIMOHMPOBAHNA CO CHIDKEHHOJ JHTEHCHUBHO-
cTbio (67%). Hermocpencreenno nepern anno-TT'CK Bcem
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[aIyeHTaM C OOHAPY>KeHHBIMY M3MEHEHVSIMM TKaHI
JIETKUX, B pe3y/IbTaTe KOMIIBIOTEPHOI TOMOrpaduu op-
TaHOB TPYHHOI KJIeTKV, BBIIOTHAIACH OPOHXOCKOMNA
C WCCTIeIOBaHMEM >KMIKOCTY OpOHXOa/NbBEOJSIPHOTO
TaBa)ka: MMKPOCKOINM, Ky/IbTYPBI ¥ T€CTa Ha TaTaKTO-
MaHHaH. /11 AMarHOCTUKM JOKa3aHHOTO U BEPOATHOTO
VIM u OLIeHKM OTBETA Ha TEPANNIO ObUIN MCIIOIH30Ba-
Hbl Kputepun EORTC/MSG 2008. «AxTuBHBIT VIM» —
VIM, #MarHOCTMPOBAHHBI HENOCPEACTBEHHO IIepef
TpaHCIUIaHTaluein. MeraHa HaOMIOfleHNsI COCTaBuUIa
20 mecstieB. OCHOBHBIMM KOHEYHBIMU TOYKAMMU OBUIN
o6mas BepkuBaeMocts (OB), wacrora penmamsa mmm
nporpeccupoBanua VIM mocne amno-TI'CK; BTopmy-
HBbIe TOYKM — 9acTOTa OCTpoil 1 xpoHmdeckoit PTIIX,
penuanBa OCHOBHOTO 3a60/IeBaHNs.

Pe3ynbrarthl

Yactora VIM pmo amno-TI'CK cocrasmma 15% (n=76).
Cormacao kpurtepusam EORTS/MSG 2008, 90,8% ma-
LIMIEHTOB MIMe/IN BEpOATHBIN 1 9,2% mokasaHHblil VIM.
Aruonorrss VIM mo TpaHCIUTaHTAI[MM: WMHBA3VBHBIN
acriepruyie3 (MIA) - 75%, WHBasUBHBIN KaHAUIO3
(MK) - 13%, mykopmukos (M) — 4%, THeBMOLMCTHAs
naeBMonua (ITIT) - 1,3% u kombunanusa VIA ¢ M nu-
arHOCTMPOBaHa y 2 manueHnTtos, ¢ VIK — 1, ¢ IIIT - 1.
OCHOBHBIM OpraHOM HOpaXKeHVs Obli Jerkue — 95%,
ApyTye TOKaIN3aluy, IIPeVIMYLIeCTBEHHO B COUYeTaHNN
C BOBJI€UEHNEM JIETKNX: CMHYCHI — 9%, cene3eHka — 6%,
meveHb — 6%, u Msarkue TKaHu — 3%. IIpoTnBOrpr6KO-
Bag TepamA nepen amwno-TTCK npumensmace y 75%
MAI[VEHTOB C MEUAHOI MPONO/DKATEIBHOCTI — 2 Me-
csna. IIonHbI OTBET Ha IPOTUBOTPUOKOBYIO TEPAIIIIO
6611 fOCTUTHYT Y 38,2% HaLMeHTOB, YaCTUYHBII OTBET
i crabwmsanys — 35,5%, a y 26,3% HalueHToB ObLI
«akTuBHbIN VIM». Tlocne amno-TTCK Bce marmeHThI
HO/TyYa/Iyi IPOTUBOIPUOKOBYIO T€PANNIO VIV BTOPUY-
HYI0 IPOGWUIAKTUKY B COOTBETCTBMM C STUOJIOTHEN
VIM. KymynATMBHasA 4acTOTa pelMAMBA WU IIPOTpec-
cuposarnsa VIM mocne amno-TT'CK cocraBuma 14,5%.
OTCcyTCTBUE peMICCH OCHOBHOTO 3a060JIeBaHNIA B MO-
MEHT TPaHCIUVIAaHTALVIM ObII eAVHCTBEHHBIM (paKTOpOM
pUCKa penupuBa MM IporpeccupoBanms VIM mocie

amwto-TTCK (11,5% mnporus 21,1%, p=0,03). Cyuie-
CTBEHHBIX PA3/INYUI B KyMY/IATUBHONM YaCTOTE OCTPOI
(p=0,28), xpounueckort PTIIX (p=0,25) n peunpausa
(p=0,31) He 66110 OOHAPY>KEHO B CPABHEHNI C TPYIIIION
manuenToB 0e3 VIM B anamuese. 3-nmetasas OB mocie
awno-TTCK cocraBuma 67,5%. O61jas BbDKMBAEMOCTh
y peunnuentoB a0 TTCK 6e3 VIM u nMeumx VIM
B aHaMHe3e CTaTUCTUYECKM He pasjnyanach BO BCeX
rpymmnax (60,5% nporus 68,7%, p=0,1), KaK OTHEIbHO Y
meteit (50,0% mpoTus 57,4% , P=0,32) Tak ¥ y B3pOCTIBIX
(63,3% mpoTms 74,6%, p=0,09). Hauxypumit peynbraT
HAO/II0A/ICs Y TALMEHTOB C «aKTUBHBIM VIM» 1 oTCyT-
CTBMEM PEMICCUU OCHOBHOTO 3a00/IeBaHMs Ha MOMEHT
tpancmiantanum (3-netasst OB - 20%, p <0,001). On-
HaKO y MMALMIEHTOB C «aKTUBHBIM VIM» 1 pemuccuent oc-
HOBHOTO 3a60meBanuss OB 6bl1a aHAIOTMYHA BBDKUBA-
eMocTy TarueHToB 6e3 VIM B ananMHese (80% mpoTus
68,7%, p = 0,57).

BbiBogbl

[TaTHagmate mporeHTOB pernymnyeHToB amwro-TTCK
VIMeV VHBA3WBHBINI MIKO3 B aHaMHe3e. KymynaTus-
Has 4acTOTa pelyuBa VIU MPOTPecCUpOBaHUS MHBA-
3UMBHBIX MUK030B mocye amno-TTCK cocrasuna 14,5%.
[TpepirecTByOImMII NHBA3VBHBI MMKO3 HE OKa3bIBajl
CYIECTBEHHOTO B/IMAHMA Ha pe3y/IbTaTbl TPaHCIUIAH-
TalyM ¥ OOLIYI0 BBDKVBAEMOCTDb JieTell ¥ B3POCIIBIX
nocite amno-TT'CK. OTcyTcTBMe pemMyccnyt OCHOBHOTO
3a00/1eBaHNsI Ha MOMEHT TPAaHCIIAHTALUY ObUIO eIVH-
CTBEHHBIM (PaKTOPOM PYICKA PelVAVBa VIV IIPOrPeccu-
POBaHNMA VHBA3VBHOTO MMKO33, ¥ YXYAUIEHUA Pe3ylb-
taroB ayno-TTCK.

Kniouesble (10Ba

HPCHHICCTBYR)ILU/IE VIHBA3VIBHBI€ MIIKO3bI, a/IJIOT€HHAA
TPaHCIUVTAHTAIVIA T€EMOIIO3TNIECKNX CTBOIOBBIX K/IETOK,
AETU " B3POC/IbIE, KINMHNYIECKNE VICXObI.
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