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no cemeiictBo Staphylococcaceae. Orser mo PTIIX xuuiku
He JOCTUTHYT, ¢ [T +139 mo II+221 — mpopomKaromieecs Kin-
LIeYHOe KPOBOTEUYEHME, TeMOpparndeckmii mok or Jl+144
(Hb=39 r/m). CymmapHO 3a BeCb IepUOJ, BBEIEHO: IPUTPO-
nurapHasg Macca 29,8 1, TpomboumTapHas Mmacca 5,52 I,
CBeXXe3aMOpOXKeHHas 1rasma — 5,92 . [omyyan tepanmio B
otgenennn peanumanyu ¢ JI+118 no [1+284. B sTor nepuop,
PasBIINCD CIERYIONINe OCTIOKHEHNA: TSKENbIN CETICHC, BbI-
3BaHHbBIN MO/IMPE3UCTEHTHbIMM TaMMaMu K. pneumoniae
(1+149) u Acinetobacter spp. (¢ J+159 mo J1+198) (ypoBeHn
CPb po 449 mr/n, npecencuna fo 12839 nr/mi), AByXcTO-
ponnsis mHeBMOHUS (K. Pneumonia, Pseudomonas spp.), mmo-
JIMOpraHHAsA HeJOCTATOYHOCTDb (CephedHO-COCYAMCTas, Ie-
JeHOYHasl, JbIXaTelbHas, IepebpajbHas). VICKyccTBeHHast
BEHTU/IALNSA TeTkux B TeueHne 83 nuent. Ha [1+192 u +194 B
CBSI3U C HEJOCTATOYHBIM 3(P(HEKTOM OT UMMYHOCYIIPECCUB-
Holt Tepamnu mposegeHa TOM o6vemom 80 1 300 M1, uepes
HA30JHTeCTVHAJIbHBII 30H]I, yCTAaHOBJIEHHBII II0J KOHTPOJIEM
9HA0CKoIa. 3a 14 fHelt 06beM CTyIa CHUSWICS 1O 1 J1/CyTKu
(J+208), a Ha 1+280 mo 500 m1/cyTKy, ¢ [1+221 BriepBbIe OT-
CyTCTBME KpOBU B cTyne. B pesynbrate TOM, K. pneumoniae,
paHee HpoAyLMpYyOLIas pepMeHT MeTa/lIo-6eTa-TaKTaMasy
(NDM+), cMeHM/Iach ITaMMOM YyBCTBUTEIbHBIM K aHTH-
6notrikam (NDM-). 9To mO3BOMMIO HAa3HAUUTD IiedTasnu-
IMM+aBUbOAKTAM C TIOMOXUTENbHBIM 3¢ deKToM (CHIDKeHIe

IpoKa/IbINTOHNHA € 26,8 o 0,8 Hr/mi). ITo manusM [11IP
06pastios crya mocae TOM 3HaYNTENBPHO MOBBICUIACH 06-
mast 6axkrepranpHas Macca (¢ mukom Ha J+8 — [J+16 mocre
TOM), 3a cuer yBenuuenus Bacteroides fragilis, Bacteroides
thetaiataomicron, Lactobacillus spp., Bifidobacterium spp.
[TonHast orMeHa pykconuTuHmba Ha JJ+284 u cuponumyca
Ha J+294. ITo pesynbraram KOHTpO/IbHOI 61oricun ([1+337)
ybenmrenbHbIx npusHakoB PTIIX u BUPYCHOTO HOpaXkKeHNUs
kuieyHnka He BoisgieHo (ITIIP - HHV-6 -, CMV -, EBV -).
B Hacrosmiee BpeMs — CTYNI ¢ TeHAEHLMeN K 0pOopMIeHNIO
(oxomo 300 r/cytku). [InTaHue caMOCTOATENbHOE U JIOHONI-
HITE/IbHOE Yepe3 FaCTPOCTOMY.

3aKnyeHue

B npexncraBieHHOM cTy4yae NPOJEMOHCTPUPOBAHO ¢ dex-
tuBHOe npumenenre TOM B couerannn ¢ JAK2 murnbm-
TOPOM y HaljieHTa CO CTEPOUJ-PE3UICTEHTHBIM TedeHMEeM
oPTIIX u TspKenbIMy MHPEKIMOHHBIMI OCTIOKHEHUAMMI.

KntoueBble cnoBa

TpaHCHTIaHTaLU/IH TEMOITIO3TUYECKMX CTBOJIOBBIX KIJIETOK,
CTEpOUA-pE3NCTEHTHAA peaKuMsA TpPpaHCIUVIAaHTAaT IIPOTUB
XO03s1MHa, TpaHCIVIAHTal A cbeKaanoﬁ[ MI/IKpO6I/IOTbI, Mn-
KpO6I/IOTa KNIIeYHMKa.
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Introduction

Acute graft-versus-host disease (aGVHD) of the gastrointes-
tinal tract (GI tract) is one of the most dangerous complica-
tions after allogeneic hematopoietic stem cell transplantation
(allo-HSCT). However, there is consensus now on the diag-
nostic workup in this complication. Clinical manifestations
of aGVHD are nonspecific and can resemble other condi-
tions. The goal of our research was to analyze the results of
histological examination of mucous colon and upper diges-
tive ways (esophagus, stomach, duodenum) of the patients
after HSCT with suspected GVHD, and to determine the
incidence of different findings.

Patients and methods

Our retrospective research included 112 patients after allo-
HSCT. Most of the patients received allo-HSCT as treatment
for acute leukemia. Median age was 30 years (2-67). All these

patients were studied by gastroduodenoscopy and/or colo-
noscopy, with biopsy and histopathology investigation of
the GI sites. Herpes simplex virus, herpes virus type 6, cy-
tomegalovirus were identified by PCR in the biopsies. Fecal
samples were studied by ELISA for C. difficile, and seeded
in cultures for antibiotic-resistant bacteria. Median timing
for the biopsies was 85 days (15-413) post-HSCT. In 56% of
cases, biopsy of upper GI compartments was performed, in
35% of cases, lower parts of GI-tract were sampled, and both
compartments were subject to biopsies in 9% of cases.

Results

Conventional histology revealed signs of aGVHD in 73.5%
of colon biopsies, and only in 36.5% of upper GI biopsies,
p=0.02. Mild histological signs of GVHD were present in
56% of biopsies from the lower GI mucosa, moderate pathol-
ogy, in 28%, and severe changes, in 16%. In upper GI tract,
mild histological signs were observed in 60% cases, moderate

CTT JOURNAL | VOLUME 7 | NUMBER 3 | SEPTEMBER 2018~ 37



changes, in 33%. Viral infection revealed by PCR was more
frequent in colon biopsies (53% and 36%, p=0.046). Bacterial
infection was detected in 38% patients with lower GI biopsy
sampling, and in 19%, from the upper GI biopsies, respec-
tively, with no significant difference between these groups
(p=0.56). Lower GI tract viral infection had no influence on
the 1-year overall survival (OS) (65.2% and 64.7%, p=0.67).
Similar effect was observed for the upper GI tract viral infec-
tions (85.7% and 84.4%, p=0.8). Overall survival (OS) was
not influenced by bacterial infections in the biopsies of lower
GI tract (61.4% and 72.6%, p=0.4), or upper GI tract sam-
ples (85.7% and 86.4%, p=0.8). Histological grade in lower
GI biopsies was the main feature that affected OS (88.2%,
47.6, and 60.2%, for mild, moderate and severe histological
grades, respectively, p=0.01). Presence of upper GI GVHD
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also adversely affected OS (72.0% and 95.2%, p=0.04). How-
ever, severity of upper GVHD had no influence on OS, pos-
sibly, as result of small sample size.

Conclusion

The study demonstrates different etiologies for upper and
lower GI lesions after HSCT and confirms the necessity of
biopsy and PCR assays of the samples. Although the study
size was small, it did not identify the impact of viral and bac-
terial GI infections on survival.
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Acute graft-versus-host disease, hematopoietic stem cell
transplantation, gastrointestinal tract, histopathology.

Pe3ynbTaTbl MUCTONOMMYECKNX U BUPYCONOTUYECKNX UCCIeN0BAHUA
B IMArHOCTUKE OCTPO/ peakLyuu TPaHCNAAHTAT NPOTUB X039MHA
C NOBPEXAEHUEM JKEeNYA0YHO-KUILEYHOrO TPAKTA

Hapbsa B. Uypakuna !, Anekcanap H. llIsenos ', Bagum E. Kapes 2, Vipuna A. Kapa6axk %, Anekceiit b. YyxnosuHs ',
IOpwuii A. JiicmonT %, Onbra B. IIuporosa !, ITaBen C. Kepebnenko !, Omner B. Tonomanos ', Enena I1. Japckas !,
TarpsHa A. beikosa !, Onecs B. ITanna !, JIrogmuna C. 3y6aposckas !, ViBan C. Moncees ', bopuc B. Apanacbes !

' HVM Hetckoit Oukonorumn, lemaronorun u Tpaucmmantonorun uM. P. M. Top6auesoii, Ilepssiit Cank-IletepOyprexuii
Tocypapcrsennbii Mepuuynckuii Yausepcutet um. V. I1. ITaBnosa
2 OI'BY «JleTcKuit HayYHO-KIMHUYECKMII LeHTP MHQEKIVIOHHBIX O0IesHe»

Beepenune

Octpas peakius TpaHCIIaHTAT IpoTUB Xo3snHa (0PTIIX)
C HOpakeHNeM XXenyfoyHo-kumeyHoro Tpakra (OKKT) -
9TO OfHO M3 Hambojee YrPOXKAIIINX OCTOXHEHUI y Ma-
LMEHTOB II0C/Ie aJ/UIOT€HHOM TPaHCIIAHTAUM T'EeMOII03-
TUYeCKuX cTBONOBBIX KiaeToK (amno-TTCK). B mactosee
BpeMs He CyLIeCTBYeT CTaH[JapTOB IO AMATHOCTUKE 3TOrO
cocrosiausa. Knuumveckne cumnrtombl oPTIIX sBnsorcs
HecIenVI(GUIHbBIMU U MOTYT MUMMKPMPOBATh IIOf, APYrye
MaToornvIeckme cocTostust. Lenp Hamrerr paboThl 3aKIi0-
YaeTCs B aHaIM3e Pe3yIbTaTOB TIMCTOJOTMYECKUX MCCTIe-
JMOBaHUIT CIM3UCTBIX TOJICTONM KUIIKM ¥ BEPXHEro OT/esa
JKKT (xenypnxa, fBeHaIIaTUIIEPCTHOI KUIIKY, MUIEBOJA)
y manuenToB nocie awo- TTCK, onpenenenny 4acTOThI BbI-
saBnerns pasmaabix naronornit JKKT nocre ammo-TI'CK.

[auneHTbl 1 meToAbl

B perpocmekTuBHOe mccrnefoBaHue ObIIM BKIOYEHB 112
manyeHToB 1ocne anno-TI'CK. BoabIIMHCTBO IalleHTOB
(68%) mpoxommmu JedeHye IO IMOBOAY OCTPOLO JIeHKO-
3a. MenuaHa Bo3pacTa B MCC/IeyeMOJl TPyIIle COCTaBMIa
30 net (2-67 net). Bcem manyenTam 6bta mpoBeneHa ¢u-
OporactponyofeHocKomusa  u/unu  GprbpOKOIOHOCKONNA,
BBINIO/IHEHA OMOICUSA U TUCTONOTMYECKOE MCCAENOBAHME
OPTaHOB XXeNy[oYHO-KIIIeyHoro TpakTta. Metomom IIIIP B
OumomnTaTax BBIAB/IN BUPYC IIPOCTOrO Teprieca 1, 2, repreca
6 THIIA U UTOMETAJIOBUPYC, a TaKXKe IPOBORMIN OaKTepu-
OJIOTMYEeCKOe MCC/IelOBaHNe Kajla Ha YCIIOBHO-IIATOTEHHYIO
¢bmopy u VIDA na C. difficile. MenynaHa BpeMeHU BBIIIOTHe-
HYIs1 OMOIICKY TIOC/Ie TPAHCIUIAHTALMM COCTaBmia 84 mHs
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(15-413 pueir). VccnemoBauys IPOBOAWINCH IO IIOBORY
pasmuuHbix cumutoMoB nopakennsa JKKT mns Bepuduka-
LUy fuartosa. B 56% ciy4aeB Obla BBIIOJIHEHA OVIOIICYS
TOJICTOI KMIIKY, B 35% — O6uonicus BepxHux otaenos JKKT
(KenynmoK, [BeHafLlaTUIIePCTHASA KUIIKA, IIMIIEBOK), a TakK-
Ke B 9% IIPOBOAMIOCH UCCIIEROBaHMe 000X OT/ENOB.

Pe3ynbTarthl

[Tpu 6uoncun Toncroi kumky mpusHaku oPTIIX Habmro-
manach B 73,5% cIydaeB 1 4allle, 4eM IIpu OMOIICUM BepXHe-
ro orpena JKKT (36,5%, p=0,02). B mikuux ornenax KKT
7ierkas TucTonorndeckas crenenb oPTIIX ompenensanach B
56% cy4aes, cpefiHel TsKecT — B 28%, Tskenasa — B 16%.
B Bepxuux otnenax JKKT Habmiofanicy merkime mposiBIeHNUsI
PTIIX y 60% u cpegneii Tsoxkectu — y 33%. Bupycnas un-
dexmys vaige HabMOAAIACH TPU OMONICKM HIDKHETO OTHe-
na JKKT (53% u 36%, p=0,046). BakTepunanbHas MHpEKIUI
BCTpedanach y 38% u 19% maunmeHTos, ¢ 61oIICHeNl HIDK-
Hero u BepxHero otzienoB JKKT coorBercTBeHHO (p=0,56).
Y nanueHToB, KOTOPBIM OblTa BHIIIOTTHEHA OMOIICHS TOICTON
KIIIKY, BUPYCHas nHpeKuMs He BMsNIA HA 1-7I€THIOW 00-
myo BepKMBaeMocTb (OB) (65,2% u 64,7%, p=0,67). Takas
JKe KapTMHA HaOMI0fanoch Ipu OMOIICUN BEPXHUX OTHEIOB
JKKT (85,7% u 86,4%, p=0,8). OB He 3aBucena oT HaM4ns
YCIOBHO-TIATOTeHHOI 6GakTepuanpHOil (DIOpbI, B TpyIIe
MALMEHTOB C OMOICKel HYYKHUX OTHenoB — 61,4% u 72,6%
(p=0,4) n BepxHMX 0THENOB — 85,7% 1 86,4%, COOTBETCTBEH-
HO (p=0,8). OcHOBHBIM (paKTOPOM, OKa3aBLINM [JOCTOBEP-
Hoe BmAHMe Ha OB manmeHTOB, KOTOPBHIM IPOBOAMIACH
610TICUA TOICTONM KUIIKY, ObIa TMCTOIOTNYECKas CTEIIeHb
TsokecTyt oPTIIX, Tak mpm nerkoit ctenenn 1-netHas OB co-
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craBuna 88,2%, Ipu cpefiHeli CTETIEHN TAXeCTU — 47,6%, Tpu
TsKenoit — 40,0%, a B cinydae orcyTctBuA oPTIIX - 60,2%
(p=0,01). ITpu uccnegoBanym BepxHux oraenos OB pasmu-
Jasack, y nanuentos ¢ PTTIX cocrasua 72,0%, 6e3 PTIIX -
95,2% (p=0,04). OpHako creneHb BelpakeHHOCTH PTIIX
nmoctoBepHO He n3MeHs1a OB, mpu 1 crenenu - 78,75%, ipu
2 - 60% (p=0,15), BO3MOXXHO, BCIIEACTBUE MaJIEHbKOI BbI-
6opkn (n=15).

3aKnyeHue

[ToryyeHHbIE HaHHBIE [EMOHCTPUPYIOT HEOIHOPONHOCTDH
STHMONIOTUY TOopakeHus pasnnmdHbpix ormenos JKKT mocrne

amno-TTCK, uTo mogyepknBaeT HeOOXOAUMOCTD IMCTOIOT -
yeckoro u ITIP uccnenosanus 6uonraros JKKT. BosmorxHo,
13-32 HeOOIBIIION BBIOOPKY MAI[MEHTOB, B MICCIETOBAHNUN HE
OBI/IO TOKA3aHO B/IMSHMSA BUPYCHOTO U 6aKTepyaIbHOrO M0-
paxennda JKKT Ha BBDKMBaeMOCTb.

KnioyeBble cnoBa

TpaHcnaHTanyusa reMONO3TUYECKUX CTBONOBBIX KJIETOK,
OCTpas peaKuyA TPAHCIUIAHTAT IPOTUB XO35AMHA, XKeTyJ04-
HO-KUIIEYHBIN TPAKT, TUCTONOTNIECKOE CCTIElOBAHNE.
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Introduction

Fifty new cases of Hodgkin’s lymphoma (HL) are diagnosed
annually in the Irkutsk Oncology Center. Despite the suc-
cesses achieved in the treatment of HL from 10 to 25% of
patients have refractory or relapse. The high-dose chemo-
therapy (HDCT) followed by auto-SCT is the standard ther-
apy of relapsed/refractory HL. Purpose of our study was to
estimate efficacy and safety of second line therapy in patients
with relapsed/refractory HL in the Irkutsk Regional Oncolo-
gy Center for a 2-year period (2016-2018).

Patients and methods

The analysis of 11 case of relapsed/refractory HL have been
performed, which have been treated with second line ther-
apy in the Irkutsk Oncology Clinic from January 2016 till
June 2018. The median age of the patients was 34 years (22-
46). The distribution by sex: men — 6, women - 5. There was
prevalence of patients with advanced stages of the disease:
stage III-IV (n=8), and only in 3 patients — second stage. The
average number of cycles of first line therapy was 15 (from
8 to 25 cycles). All patients received first line chemo with
ABVD and BEACOPP, and 10 patients have undergone ra-
diotherapy.

Results

At the time of second line initiation 5 patients had a relapse
of HL: early (n=2), late (n=3), 6 patients had resistance to
the therapy: primary (n=2), secondary (n=4). The median
time from the diagnosis of HL till the SCT was 1 year (1
year — 10 years 9 months.). Conditioning regimen accord-

ing to the BeEAM protocol have been used for all patients.
Stem cells source was: bone marrow (n=1), peripheral blood
(n=10). The mean of stem cells in graft was 7.99x10%kg.
The remission re-induction chemotherapy included: DHAP
(n=3), GemOx (n=4), ICE (n=3), IGEV (n=1). The effect of
re-induction chemotherapy was: complete remission (n=>5),
partial remission (n=>5), no response — 1 patient. The mortal-
ity rate at day 100 was 0%. Evaluation of the response after
complete second line therapy was performed in 9 patients:
complete remission was achieved in 6 patients (67%), 3 pa-
tients (33%) no response was received to the therapy, which
is probably due to the lack of complete remission in front of
auto-SCT (n=1) and a long time interval up to the HDCT.
Opverall survival was 100% with the medial follow up time -
18 months.

Conclusion

Our experience confirms the safety of the second line of
therapy, including HDCT with auto-SCT for the treatment
of relapsed/refractory HL, and also demonstrates that the ef-
ficacy depends on the time from the moment of diagnosis of
HL to transplant and the status of the underlying disease at
the moment of auto-SCT.
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