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HHH kaunuveckoti onxonrozuu

HeOa}I’bIOBaHTHaﬂ XUMHUOTEDAIIUA Kapnnoa30(bareanb-
HOT'0 pakKa He Halllyla ITUPOKOI'0o MPpUMEHEHHS B HaleHl crpa-
HE, XOTA 3apy6e>l<m>le HCCIIENOBATEIM OTMEUYAIOT BBICOKYIO
3¢ dexTHBHOCTH 3TOTO MeToxa [2, 6—8.

IlepcneKTHBHBIM ABNsSETCS NMPUMEHEHHE MPEAONEPALH-
OHHOM peruoHapHol xumuotepanui. OO ITOM CBHIETENLCT-
BYET ONBIT 3apybexKHbIX uccnenopatenei [5, 10—12]. ITo ux
AaHHBIM, TMpenonepauroHHas peruoHapHas XMMHOTEpanus
CIIOCOOCTBYET 3HAYNTENBHOMY YBEJIMYEHHIO NPOJOIDKHUTENb-
HOCTH KH3HH OOJIbHBIX KapIIl/IO:)SO(baFCaHbelM PaKOM U Y-
JIMHERUIO Oe3peLInIMBHOTO MHTEPBAa [IPH MECTHO-PACIIPO-
CTpaHeHHbIX onyxousx. IIpuMeHeHHe npenonepanvoHHOM
PErHOHAapHON XMMHUOTEpAIMH MO3BOJNAET MOBBICHTb S-IET-
HIOIO BBDKMBAEMOCTh A0 32,2—57,9%.

Bricokyio 30 ¢eKTHBHOCTE NpPEAoNepandoHHOi peruo-
HapHOH XMUMHOTEpaAINlUK KapAuo33o¢arealbHOTO paka Mmoj-
TBEPXKIAIOT Mop(bonomqecxne HCCIEAOBAHUA OIlepalOH-
Horo matepuana [2—4, 9, 11]. ABTopbl OTMe4arOT Bhipa-
JKEHHbIC HaTOMOp(‘I)OIIOFH‘{eCKHC U3MECHEHHUA B ONTYXOJIAX, Ha-
CTynaroumHMe rnocie HEe0aaAbIOBAHTHOM XUMHUOTEpANHUH. OIIHa-
KO M3y4YeHHWE JIEKAPCTBEHHOro natoMopdo3a y maHHO# KaTe-
ropuu 6OIIbeIX, KakK npaBHJIO, HOCHT OrpaHl/l‘leHHblﬁ H
HCCHCTCMaTPBI/lpOBaHHbIﬁ XapaKTep, YTO HE BCET Od ITO3BOJIsA-
€T 0OBEKTUBHO OLEHUTH 3PHeKTUBHOCTH TPOBEIEHHOTO Jie-
yeHus. Taxxe He HCCIeJ0OBaHA 3aBHCHUMOCTL OTAAJICHHBIX
PE3yNbTATOB JICUCHHA OT BBIPAXEHHOCTH JIeyeOHOro narto-
mopdo3a.

OcHOBBIBasCL HA COOCTBEHHOM KJIMHUUYECKOM OIIBITE, Mbl
M3YYUIIH OCODEHHOCTH M BBIPAXKEHHOCTb MOPQONOrHYECKHX
W3MEHEHUH B ONnyXxoJin 'y OONbHBIX Kap,ZIH033OCbaFCaJIbHHM
PAKOM I10CIIe MPEAONEPALIMOHHON PErHOHAPHOU MOTUXUMHO-
TECpalknu, a TAKXKe 3aBUCUMOCTb 3-neTHUX PE3YIILTATOB JICUCHNUA
OT CTENEHHU BBIPAXECHHOCTH neyebHoro l'[aTOMOp(bO3a.

Marepuanst 1 MeToast. ITpoaHaIM3UPOBaHBI PE3YILTATHI JIedeHHs 129
GOMbHBIX KapAn0330(arecabHbIM PakoM, ITOIIYYHBLINX XUPYPrUYECKOE M
KOMOMHUpOBaHHOe JleyeHue B 1988—1992 rr.

Xupypruueckoe NeieHre NpoBefeHo 84 GoNnbHbIM, KOMOHHHPOBAHHOE
C TIpefoNepaLOHHON pPerHoHapHoi xuMuotepanued — 45. KomGuHupo-
BaHHOE JIEYEHHE MPOBOIMIIOCH GOJIBHBIM ¢ THCTOJIOTHYECKH 1O TBEPXKIEH-
HBIM IUATHO30M JI0 Hayalla JIeYeHHs.

Bce 6onbuble Haxommuck B 1A u IIIB crasx passutus npouecca.
B rpynnax GONbHBIX, MOJy4aBLINX XUPYPrUYECKOE H KOMOWHHPOBAHHOE
sievenue, 11TA cragua Beissnena y 56 u 'y 53%, a I1IB cragus —y 44 u
47% nauMeHTOB cooTBeTcTBeHHO. Bo Beex ciryyadax omepaTuBHble BMeIa-
TeNTLCTBa GbUIM PacUeHeHbl KaK pajuKallbHbIE.

B 32BHCHMOCTH OT PaclpOCTPAHEHHOCTH OIMYXOJIM BBLIMOIHSIM TIPO-

KCHMMAJIbHYIO PE3CKLMIO XKETyIKA U HUKHETPYAHOro 0T/A¢/1a [THIHEBOJA mbo
TaCTpPIKTOMHUIO ¢ BHYTPHUIUIEBpPAJILHBIM (bOpMHpOBaHHCM COOTBETCTBECHHO
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Neoadjuvant chemotherapy of cancer of the esopha-
gus and cardia is not widely used in this country though
found highly efficient by foreign oncologists [2,6-8].

The preoperative regional chemotherapy is a promis-
ing modality. This is proved by the experience of foreign
investigators [5,10-12]. They show that the preoperative re-
gional chemotherapy increases considerably life time of
patients with cancer of the esophagus and cardia and dis-
ease-free survival in cases with locally advanced lesions.
The preoperative regional chemotherapy increases the 5-
year survival upto 32.2-57.9%.

The high efficacy of the preoperative regional chemo-
therapy is also confirmed by morphological study of op-
erative specimens [2-4,9,11]. The authors report of marked
pathomorphological changes in the tumors as a result of
neoadjuvant chemotherapy.

However, the study of drug pathomorphosis in the
category of patients in question as a rule is limited and oc-
casional, and therefore cannot give objective evidence of
efficacy of the treatment undertaken. Relationship of late
treatment results and degree of therapeutic pathomorpho-
sis has not been studied yet either.

Basing on our clinical experience we studied charac-
teristics and degree of morphological changes in tumors of
patients with cancer of the esophagus and cardia after pre-
operative regional chemotherapy, as well as relationship of
3-year follow-up results and degree of therapeutic patho-
morphosis.

Materials and Methods. We analyzed treatment results in 129 pa-
tients with cancer of the esophagus and cardia receiving surgical and
combined treatment during 1988-1992.

Surgery was performed in 84 and combined treatment including
preoperative regional chemotherapy in 45 cases. Combined treatment
was given to the patients with diagnosis of cancer of the esophagus and
cardia verified histologically prior to treatment.

All the patients had stage I1IA and IIIB stage disease. Stage IITA
disease was detected in 56% and 53%, stage IIIB - in 44% and 47%
patients of the groups receiving surgical and combined treatment, re-
spectively. Radical surgery was performed in all the cases.

The surgery consisted of proximal resection of the stomach and
lower thoracal esophageal segment or gastrectomy with intrapleural eso-
phagogastral or esophagointestinal anastomosis. In all the cases radical
surgery was supplemented with wide upper abdominal and mediastinal
lymph node dissection. The surgery was performed via a left abdomi-.
nothoracotomy.

Regional chemotherapy was given by transfemoral catheterization
of the celiac axis (after Seldinger). The drug intra-arterial administration

using dispensers was started on the day of catheter insertion according
to the following schedule: 5-fluorouracil (USSR) 1000 mg/m? over 6 h,
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Puc. 1. Beicokogud depeHunpoBaHHan afeHOKapUMHOMA: HaYanb-
Hble HEKPOOUOTUYECKUEe U3MEHEHUA B OTAENbHLIX PAKOBbLIX KneT-
Kax; | creneHb nevyeGHoro naromopdosa. x 160.

3aeck v Ha puc. 2—6 oKpacka reMaTOKCUITUH-303UHOM.

Fig.1. Highly differentiated adenocarcinoma. There are initial ne-
crobiotic changes in single cancer cells. Grade | therapeutic patho-
morphosis. x 160.

Here and in figs. 2 through 6 hematoxylin-eosin staining.

MUILEBOAHO-KEIYI0YHOMY M NULIEBOJHO-TOHKOKHILEYHOMY aHAacTOMO3Y.
Bo Bcex ciTy4asx NpH paJMKasbHbIX OMEpaLMsAX BLIOJIHSIH PACLIHPEHHYIO
TMMQOAMCCEKLIMIO BEPXHETo 3Ta)ka OPIOIHONH MOJIOCTH M CPEXOCTEHHSL.
BonbHBIX onepupoBaK IEBOCTOPOHHHM a0 A0MHUHOTOPAKAIBHBIM JIOCTYTIOM.
st npoBegeHus pernoHapHOi XHMHOTEPAITHH KaTeTEPU3MPOBAIIH 4PeB-
Hbifl CTBON aopThI Yepes npaByko GenpenHyro apTephio (no CenbauHrepy).
BuyrpuaprepuanbHoe BBeIeHHE XMMHOINperapaToB HaYHHAIM B JIEHb YCTa-
HOBKH KaTeTepa ¢ [NOMOILLLIO I03aTOPOB M0 cleayolei cxeme: S-GpTopypanuin
(CCCP) o 1000 mr/m2 B Teuenre 6 u B |, 2 1 3-it IHM JleveHus; [UIATHANAM
(UCCP) 120 Mr/m? B Teuyenue 6 4 Mocie TMNEPrHIPATAIMH B 4-i1 EeHb.
CornacHo nporpaMMe uccrieiopaHust 35 OobHBIX ObIITH ONEPHPOBAHbLI
4epes 5—7 cyT nowie oKOHYaHMS XUMHOTepanuy, a 9 — vepes 15—17 cyT.
Onna GosbHast ONlepypoBaHa Yepes 6 4 Nociie OKOHYaHHsl XHMHOTEPAIHH 1o
BUTQJILHBIM [10KA3aHUSM B CBA3HM ¢ HAYaBIIMMCS KPOBOTEUCHHEM H3 OTYXOMH.
J151 OLIleHKH CTeneHM MOBPEkKICHHS OIMYXOJIH HCTIOTb30BAIH OCHOBHbIE
MopdosorudeckHe KpuTepuH, npemioxernsle [. A. JlaBuukosoii [1].

Pesynbrars! u o6cyxaenue. IIpy cBETOOMTHYECKOM H3Y-
yeHUM MaTepHuaa, NoJIyyeHHOTro OT OOIbHbIX kapano33oda-
reajbHbIM pakoM, oOHapyxkeHo, 4To B 64,4% (29 6onbHbIX)
CIIy4YaeB OMYXOJb MMeNla CTPOEHUE aJCHOKAPLUHOMbBI pas-
JMUYHOH crenenn muddepeHUUpoBku, B 17,8% (8 60bHBIX)
obHapyXeH NepCTHEBMIHOKIIETOYHbIA pak, B 6,7% (3 Hosb-
HbIX) — TUIOCKOKJIETOYHBIH pak ¢ MPU3HAKaMU OPOTrOBEHUS
unu 6e3 Hux, B 6,7% (3 O00nbHbIX) — HenubdepeHUHPOBAH-
HbId pak n y 1 6omsHOro (2,9%) ~— Xene3ucTo-nIoCKoKIIe-
TOUHBIH pakK.

I'ucTonornueckoe MccieqOBaHUE ONMEPALIOHHOTO MaTe-
puana mokasano, 4to y 19 (42,2%) OonpHbIX Mocie Npose-
JIEHHOW perHoHapHO#l XuMHOTepamuu obHapyxeHa I cre-
neHb MOBpexaeHUs onyxonu. Ee Bepuduxaius npeacras-
JiseT HanbonbluMe TPYAHOCTH U3-32 HabNoJaeMblx B 00Jib-
UIMHCTBE HeJieueHbIX HOBOOOPAa30OBAaHUM CMOHTAHHBIX Per-
peccuBHbIX U3MeHeHuii [1]. Cpeau Mop¢osIornyecKux Haxo-
JOK, XapaKTepHbIX [ 3TOH cTemeHHM mnatomopdo3a B
OMyXOJIH, CHeLYeT OTMETUTH MOSBJICHNE B EAMHUUHBIX PaKo-
BBIX KJIETKaX HaudajbHBIX HEKPOOHOTHUECKHX W3MEHEHMH B
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Puc. 2. AReHOKapLUMHOMA: Y4aCTKU AUCKOMNNEKCAUMKN XKenencTo-
noao6HbLIX CTPYKTYP Ha OTAeNbHbIe TPkl pakoBbiX knetok; Il cre-
neHb ne4ye6Horo naromopdosa. x 200.

Fig.2. Adenocarcinoma. There are areas of discomplexation of gland-
like structures into separate groups of cancer cells. Grade Il thera-
peutic pathomorphosis. x 200.

days 1, 2 and 3; platidiam (CSSR) 120 mg/m? over 6 h following hy-
perhydration on day 4.

According to the protocol of the study 35 patients underwent surgery
at 5 to 7 days and 9 patients at 15 to 17 days following chemotherapy
cessation. One patient was operated on at 6 h after chemotherapy was
ceased by vital indications due to tumor hemorrhage.

Tumor damage was assessed by morphological criteria proposed
by G.A.Lavnikova [1].

Results and Discussion. Light-optic study of specimens
from the patients with cancer of the esophagus and cardia
discovered adenocarcinoma with different degrees of dif-
ferentiation in 64.4% (29 cases), signet-ring cell carcinoma
in 17.8% (8 cases), squamous cell carcinoma in 6.7% (3
cases), undifferentiated carcinoma in 6.7% (3 cases), and
acinar squamous cell carcinoma in 2.9% (1 case).

Histological study of operative specimens found grade
I tumor damage after regional chemotherapy in 19 (42.2%)
patients. Its verification is rather difficult due to spontane-
ous regressive changes in many untreated tumors [1]. Of
the morphological findings characteristic of this degree of
tumor pathomorphosis we should like to mention occur-
rence in single cancer cells of initial necrobiotic changes as
cytoplasm lightening, nucleus polymorphism with
karyoplasm hyperchromia and unclear-cut karyolemma
outlines at some regions. There were solitary abnormal cell
forms with cytological signs of dystrophic changes (fig.1).
Tumor histoarchitectonics was preserved and the above-
mentioned changes were detected by comparison of the
postoperative and prechemotherapy bioptic specimens.

The grade I pathomorphosis signs were discovered in
41.4% (12/29) of adenocarcinomas, 62.5% (5/8) of
squamous cell carcinomas, and 66.5% (2/3) of undifferen-
tiated carcinomas (table 1).

Grade II pathomorphosis was identified in 16 (35.6%)
patients. The changes were mainly focal and as a rule more
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Tabnuna 1 Table
Jleuebubiit matomopdos B onyxoau npu Kapanod3ohareaibHOM pake
Therapeutic pathomorphosis in cancer of the esophagus and cardia
F'ncTonornyeckoe cTpoeHune onyxonu CreneHs neuebHoro natomopgoaa Bcero
60nbHbIX
| Il 11} \'
ApeHokapyuHoma Differentiated adenocarcinoma 1 4 — — 5(11,1)
AndcepeHunposaHHas
AaeHokapuvHOMa yMepPEeHHo Moderately differentiated 6 5 — — 11 (24,4)
AndhdepeHLpoBaHHas adenocarcinoma
ApeHokapuuHoma Poorly differentiated 5 2 6 —_ 13 (28,9)
HU3koANdhepeHyMpoBaHHas adenocarcinoma
MepcTHeBUAHOKNETOUHLIA pak Signet-ring cell carcinoma 5 3 — — 8(17.,8)
MnockokneTouHbIA OporosesaloLLMii pak Squamous cell keratinous — — 1 — 1(2,2)
carcinoma
MnockokneTouHblA Heoporosesatowmii pak  Squamous cell non-keratinous — — 2 1 3(6,7)
carcinoma
XKeneaucTo-nnockokNeTouHbIA pak Acinar squamous cell carcinoma — 1 — — 1(2,2)
HeauddepeHymposatHbii pak Undifferentiated carcinoma 2 1 — — 3(6,7)
UWtoro... Total... 19 (42,2) 16 (35,6) 9 (20,0) 1(2,2) 45 (100)
Tumor histology | Il il I\ Total
Therapeutic pathomorphosis degree No. of cases
Ipumeuyanne. 3meck u B Tabl1. 2 B cKOOKax yKa3aHO NPOLEHTHOE COOTHOLIEHHME.
Note. Here and in table 2 numbers in parentheses show percentage of patients.
Tab6bnuuna 2 Table 2

BUJIC MPOCBETIEHUSA LUTOMNA3MbI, TOJIUMOPU3MA SIED C TH-
MEPXPOMHEN KAPUOTIA3Mbl U Pa3MbITOCTbI0O KOHTYPOB Ka-
PHOJIEMMBbl Ha OTHEJIBbHbIX yyacTkaX. [losBmgrorcs Taxxe
CAMHHYHBIC YPOIUIMBbIE KJIETOUHbIE GOPMBI € LIATOIOrHYEC-
KHMU NpPU3HAKaMH JUCTpodHYeckux H3MeHeHui (puc. 1). B
LICTIOM TUCTOAPXUTEKTOHUKA OMNyXojel Obuta coXpaHeHa, a
HaOJII0aeMble U3MEHEHUs ObUTM BbISBIEHBI TOJBKO MOCIE
CPABHHUTENILHOTO AHANIN3a C OWOINCUITHBIM MATEPHAIIOM, MO-
JY4€HHDIM 0 ITPOBEACHHONH XMMUOTEPAIIHH,

BoleonucaHHble NPU3HAKH, OTHOCAIMECS K | cTenmeHn
TIOBPEX/IEHUS OMYXOMHM, Obln ornpeienetbl y 41,4% (12 u3
29) 607bHBIX € aJICHOKAPLUMHOMOH, ¥ 62,5% (5 n3 8) — mepct-
HEBH/IHOKJIETOYHBIM PAKOM H y 66,7% (2 u3 3) — uHenudde-
PEHUMPOBAHHBIM pakoM (Tabm. 1).

II crenens neuebHoro natomopdosa GbL1a MAEHTUPHLUPO-
BaHa y 16 (35,6%) naumentoB. OGHapyXeHHBIE M3MEHEHHS
HMEJI1 [TPEUMYLLIECTBEHHO OYArOBblil XapaKTep U, Kak MPaBuIlo,
Obn 60T1ee BLIpaXKeHbl B LIEHTPATLHBIX OTAETAX HOBOOGPA3oBa-
nni. HecMoTpst Ha TO 4TO MapeHXUMa ONMyXond B OCHOBHOM
ObL1a COXpaHHOM, y1aN0Ch OOHAPYXKUTH Y4ACTKU BLIPAXKEHHOI B
PasINYHON CTENEHU [IUCKOMIUTEKCALMM JKEJE3UCTONONOOHBIX
CTPYKTYP Ha OTAC/bHbIE IPYIIbl PAKOBBIX KIETOK (puc. 2), pas-
JeNeHHbIE TPOCTIONKON COEAUHUTENBLHOMN TKaHH,

Crenyer OTMETHTb, YTO JECMOIIACTHYECKAS PEAKLHS
CTpOMbI Oplna GoJiee BbIpaKeHa B IEHTPaNbHbIX OTAENAX
OMYXOJIEH, I/Ie ONpEeAeNANNUCL eOUHUYHbIE (DOKYCHI MM
CKOIIEHHSI PAKOBLIX KJIETOK B COCTOSHHMU HeKpo3a. B me-
pudepuyeckUX OTHENax HEKOTOPLIX OMyXoneil 6bUIH
TaKKe OOHAPYKEHBI KeJIe3UCTbIe CTPYKTYPhI C PE3KO BbIPa-
KEHHBIMK HEKPOOHOTUYECKUMH U AUCTPOPUUECKMMH H3Me-
HEHMMU DAKOBbIX KJICTOK. Hapsaay ¢ HabmogaeMbIM PE3KUM
noIMMophU3IMOM U AUCTPOd el MAPEHXUMATOZHBIX KIETOY-

3aBucuMocTe 3-NleTHell BLIKHBAEMOCTH OT CTelieHH BLIPAKEHHOCTH Jie-
4eGHOro matomopdo3a B onyxosm

Rate of 3-year survival with respect to degree of tumor therapeutic patho-
morphosis

CreneHb Yucno Uncno 6onbHLIX, NEPEXUBLLNX
neyebHoro | BGonbHkIX CpOK Habnogenus, rogsl
naro- 1 5 3
Mopo3a
| 15 (45,5) 12 10 6
] 12 (36,4) 12 10 8
1 5(15,1) 5 5 5
v 1(3,0) 1 1 1
Bcero ... 33 (100) 30 (90,9) 26 (78,8) 20 (60,6)
Total ...
Therapeutic 1 2 3
pathomor- No. ]
phosis of cases No. of survivors of years
degree

marked in tumor center. In spite of the tumor parenchyma
being mainly intact there were regions of discomplexation
of gland-like structures into individual cancer cell groups
(fig.2) separated by connective tissue.

It should be noted that the desmoplastic stromal reac-
tion was more noticeable in central tumor portions which
contained solitary foci or conglomerations of cancer cells
in the state of necrosis. Peripheral segments of several tu-
mors also contained glandular structures with clearly
marked necrobiotic and dystrophic changes in cancer cells.
Together with the polymorphism and dystrophy of tumor
parenchymatous cell elements there were so called thera-
peutic forms (fig.3).
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Puc. 3. YMepeHHo andpdepeHUMpoBaHHan aAeHOKAPLMHOMA: TaK Ha-
3biBaemble nevyebHble opMbl pakoBbIx kneTok; |l creneHb neye6-
Horo natomopdo3a. x 250.

Fig. 3. Moderately differentiated adenocarcinoma. There are "thera-
peutic" cancer cell forms. Grade !l therapeutic pathomorphosis. x
250.

Puc. 5. NMNOCKOKNEeTOYHbIA PaK: NrMraHTCKMe MHOTORAEPHbIE KNEeTKU
paccacbiBaHuA MHOPOAHLIX Ten; Ill cTeneHs neyebHoro natomop-
cho3za. x 200.

Fig.5. Squamous cell carcinoma. There are giant multinuclear cells
from dissociation of foreign bodies. Grade lif therapeutic patho-
morphosis. x 200.

HbIX 3JEMEHTOB OMYXOIH MOABIAIOTCA TAKXKE TaK Ha3biBae-
Mble JieuedHble GOpMBbI (pHC. 3).

II crenenb NOBpEXAEHN OMyXouu 3apukcnposanay 37,9%
(11 13 29) 6onbHBIX ¢ afleHoKapLHOMOH, y 3 u3 8 (37,5%) 6ob-
HbIX IEPCTHEBUAHOKIIETOUHBIM PAKOM, Y | 60JIbHOTO Hetdde-
PeHLMPOBaHHbIM pakoM (33,3%) U y eAMHCTBEHHOTO 6OTLHOTO
HKEJE3UCTO-TIOCKOKIETOYHBIM PAKOM.

JTeuebublii maTomopgos 11 crenenu BoisBneH y 9 (20,0%)
GonbHBIX: Y 6 60JbHBIX ¢ HU3KOAMG(EPEHLIMPOBAHHOM aleHO-
KapUUHOMOM W Y 3 OOJIbHBIX TUIOCKOKIIETOYHBIM PAKOM.

Ipu yccnenoBaHMN OTMEYATHCh OOLIHMPHBIE MO HEKPO-
THYECKUX MAcCC (MIPEMMYLIECTBEHHO B LIEHTPANBHBIX OTAENAX),
Cpedn KOTOPbIX ONpeaeNsMch eqUHHYHbIE KOMILIEKCHI PaKo-
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Puc. 4. AneHOKapLUMHOMa: LieHTPanbHbIA OTAEN ONyXonu; rpynnbl

eAUHNUHbIX HEKPOTU3NPOBAHHbLIX PAKOBBIX KIETOK cpeau ¢hnbpo-
auposaHHol cTpombi; lil cteneHb neveGHoro naromopdo3a. x 200.

Fig.4. Adenocarcinoma. Central segment. There are groups of ne-
crotic cancer cells in the fibrous stroma. Grade Iii therapeutic patho-
morphosis. x 200.

Puc. 6. YUacTOK U3bA3BMNEHUS B MeCTe nokanuiaauum onyxonu:
pa3pacTaHue rpaHyNsauMOHHOM TkaHu; IV cTenexb nevebHoro na-
Tomopdosa. x 63.

Fig.6. Ulcerated region in the place of the tumor. Growth of granu-
lations. Grade IV therapeutic pathomorphosis. x 63.

Grade II tumor damage was discovered in 37.9%
(11/29) of adenocarcinomas, 37.5% (3/8) of signet-ring cell
carcinomas, in 33.3% (1) of undifferentiated carcinomas
and in the only acinar squamous cell carcinoma.

Grade III therapeutic pathomorphosis was detected in
9 (20.0%) patients including 6 cases with poorly differenti-
ated adenocarcinoma and 3 cases with squamous cell car-
cinoma.

The investigation discovered large necrotic areas
(mainly in central sections) with solitary complexes of can-
cer cells showing marked necrobiotic and dystrophic
changes. There also were cells with similar changes in pe-

ripheral segments of the tumors (fig.4).



BbIX KJIETOK C PE3KO BBIPAKEHHBIMH HEKPOOHOTMYECKMMU H
IHCTPOYHYECKMMH M3MeHeHMsMH. KIIeTOYHBIE 3)IEMEHTBI C
NOAOOHBIMU M3MEHEHNAMH HaBJIOAATIHCD TAKKe U B eprdepy-
YECKHX YYaCTKaX W3y4eHHBIX ommyxonel (puc. 4).

Iipu uccnenoBaHuM onyxomeit 60NbHBIX MIOCKOKIETOY-
HbIM PakoM Ha (OHE BLIPAXKEHHOTO CTPOMABHOTO Gpubposa
ObLIM 0OHAPYKEHBI YYaCTKH KEPATOTHYECKMX MACC € MpUIIe-
KAIHUMHA K HUM THTAaHTCKUMH MHOTOSIEPHBIMH KJIETKAMHU
paccacbiBaHUs HHOPOAHBIX Tel (pHc. 5). B oTaenbHbIX cayya-
X OTMeueHa BbIpaXKeHHas MUMQouIHas U 303MHODUILHAS
HUHUIBTPALIUA CTPOMBI ONYXOJIEA.

HawubGornee BbipaxeHHBIE U3MEHEHHS B OMYXOJIM [IPH Kap-
OM0330¢areajbHOM pake MOcle XMMHOTEPANMH, KOTOPbIE
cooTBeTcTBOBAIM IV cTenenu neye6Horo naromopdosa, B
HAIUMX HAOJIONEHUSX BBISBIEHBl IPH IIOCKOKIETOYHOM
HeoporoseBawllueM pake (1 HabmogeHue, 6onbHOM onepH-
POBaH uepe3 5 gHeil mocie 3aBeplueHns XUMHUOTepanuu). B
3TOM CJIyyae B MECTE JIOKAIM3ALUM OMYXONH BbIABJIEH yYac-
TOK H3BA3BIEHHUSA, MNOKPBITBIH THOWHO-HEKPOTHYECKUMH
MaccaMM, ¢ MOJIHbIM UCUE3HOBEHUEM NapPEHXMMATO3HBIX dJIe-
MEHTOB ONYyXOJH M pa3pacTaHUEM I'PAaHYNALMOHHOM TKaHU
(puc. 6). MMenuch Npu3HaKN YMEPEHHO BLIPAXKEHHON JHM-
(onnazmMounTapHOii ¥ 303MHOGUILHON HHGUILTPALMH. B Ka-
YECTBE TAK HA3BIBAEMBIX CIIEAOB NPEAIIECTBYIOIEN OIMyXOIU
MOXXHO PacCMaTpuBaTh OOHAPYXKEHHBIE B CEPUMHBIX THCTOJO-
TMYECKUX Cpe3aX IPaHyJIeMbl BOKPYT OYaroB HEKPO3a.

Taxum obpasom, Bo Bcex 45 ciyyasx kapauoszodare-
aJIbHOT'O PaKa Mbl HAOMIOAANN BbIPAXXEHHBIEC B TOH HIIM HHOM
CTENMEHN H3MEHEHUS B MOP(OIOTHYECKOH CTPYKTYpe OIyXo-
K, 00YCIOBIEHHBIE MPENONEPAIMOHHON PETHOHAPHON XH-
MuoTepanuell. Pe3synbTathl mMpoBeMEHHOTO HCCIENOBAHHA
[OKa3aJl1, 4TO HanOOoNbLIel YyBCTBUTEILHOCTBIO K JIEYEHHUIO
00J1a1a10T MIOCKOKJIETOUHbIH pak u HU3KoxubdepeHUHUpoO-
BaHHAs aJICHOKapLUHHOMA.

JIns M3ydeHus HpOrHOCTHYECKOH 3HAYMMOCTH JledebHo-
ro naToMopdo3a B ONyxoJH y O0JIbHBIX kKapanoizodareainb-
HbIM PAKOM Mbl pacCMaTpUBaeM 3-JIe€THHE pe3YIIbTAThI Jieye-
HUA OOIBHBIX, TEPEHECHIUX XHPYPIHYECKOE UIIM KOMOUHH-
POBaHHOE JIeueHHe.

bonbHbIE TOCTIE KOMOHHUPOBAHHOTO JIEYEHHs C PETHO-
HApHOH NpeionepauoHHol xuMHoTepanueit (33 yenoseka)
Habonanncy B Tedenne 3 set. M3 Hux 3 roga u Gonee npo-
xumu 20 uvenosek. Taxkum obpasoM, mokaszaTenb 3-TeTHeil
BBDKMBAEMOCTH B 3TOM rpynne cocrasaset 60,6+8,5%.

JIia cpaBHEHMS B TPYIINe XMPYPrUUYecKOro JeYeHUs aHa-
TOTHYHBIR NOKa3aTelb cocTaBun 39,3153 (33 u3 84 Gons-
Hbix). ITokasaTens 3-eTHel BLIKHBAEMOCTH B IpyIIe 6071b-
HBIX, MOJIYYHBIUMX MPEAONEPALMOHHYI0 PErMOHAPHYIO
XHMHOTEPANUIO, JOCTOBEPHO Bhille (7 = 2,0).

Hcnons3oBanue mpenonepalioHHON perHOHAPHON XH-
MMOTEpAITNH B Ka4€CTBE OMOTHEHHUS K XUPYPIHYECKHM Ofle-
pauMaM, IpU KOTOPBIX BBIMOIHAETCA paclidpeHHas THMO-
OUCCEKLIMS  BEPXHETO  3Taxa  OpIOWIHOM  MOJIOCTH,
MO-BUANMOMY, U NO3BOJIMIIO JOCTHYb B 3TOM rpymnne 6olb-
HBIX 3HAUUTENbHO GoJiee BLICOKOM 3-TIeTHEN BRIKMBAEMOCTH.

AHaJM3 JaHHbIX O BDKMBAEMOCTH OONBHBIX, MOTYYHUB-
KX [PeJONepalHOHHYI0 PETHOHAPDHYI0 XUMHOTEPAIHIO,
CBUIETEILCTBYET O BaXXHOM MPOTHOCTHYECKOM 3HAYEHHH

The squamous cell carcinomas showed keratotic
areas with adjacent giant multinuclear cells as a result of
dissociation of foreign bodies against the background of
marked stromal fibrosis (fig.5). There was marked lym-
phoid and eosinophile infiltration of tumor stroma in some
cases.

The most marked changes classified as grade IV pa-
thomorphosis were observed after chemotherapy in one
case with squamous cell carcinoma (the patient underwent
surgery 5 days following chemotherapy). In the place of
tumor we found an ulcerated area covered with pus and
necrotic mass, complete disappearance of tumor paren-
chyma and growth of granulations (fig.6). There were signs
of moderate lymphoplasmocytic and eosinophile infiltra-
tion. So called tumor traces were represented by granu-
lomas surrounding the necrotic foci as found in serial his-
tological specimens.

Thus, all the 45 cases studied showed differently
marked changes in tumor morphology related to preoper-
ative regional chemotherapy. Squamous cell carcinoma
and poorly differentiated adenocarcinoma demonstrated
the greatest response to the treatment.

In order to assess prognostic value of therapeutic pa-
thomorphosis in cancer of the esophagus and cardia we
studied 3-year follow-up results in patients undergoing
either surgery or combined treatment.

There were 33 patients followed up for 3 years after
combined treatment including regional preoperative che-
motherapy. Of them 20 patients survived 3 and more years.
Thus, the 3-year survival in this group was 60.6+8.5%.

While in the surgical group the rate was 39.3+5.3%
(33/84). The difference in the 3-year survival rates was stat-
istically significant (¢=2.0).

We think that it was preoperative regional chemother-
apy as an adjunct to surgery consisting of wide upper ab-
dominal lymph node dissection that accounted for the in-
crease in the 3-year survival.

Analysis of survival data of the patients receiving pre-
operative regional chemotherapy proves the prognostic
importance of degree of tumor therapeutic pathomor-
phosis (table 2). 6 (40.0+13.0%) of the 15 patients showing
grade I pathomorphosis after preoperative regional che-
motherapy survived 3 and more years. This characteristic
was not significantly different as compared to the surgical
group (<0.1).

The 3-year survival in the grade IT pathomorphosis pa-
tients was 66.7+14.2% (8/12).

All the 6 patients with grade III or IV pathomorphosis
survived 3 years. The 3-year survival (100%) in this small
group of patients was significantly higher (1<8.0) than in
the surgical group.

The overall 3-year survival in the patients with marked
therapeutic pathomorphosis (grade II-1V) was 77.8+10.1%
(14/18), the difference being statistically significant (1<3.0)
as compared with the surgical group.

Thus, the 3-year survival was considerably improved
in the patients undergoing preoperative regional che-
motherapy and demonstrating grade II-IV tumor patho-
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CTENeHU BbIPasKeHHOCTH JieuebHOTr0 naToMopdo3a B Onyxo-
i (1abn. 2). U3 15 60nbHBIX, Y KOTOPBIX B ONYXOJIM IOCIE
PErHOHAPHO XMMUOTEPAITNU BbIABIEH e4eOHbIH MaTOMOp-
¢o3 I crenenu, 3 roga u Goaee npoxunu 6 (40,0£13,0%).
DTOT NOKa3aTelb JOCTOBEPHO HE OTIMYAETCA OT TAKOBOTO B
CpynIe XMpypruyeckoro jgevenus (¢ < 0,1).

Ilpu II crenenu neyeGHOro MatoMopdosa B OMyXoJH
66,7+£14,2% (8 u3 12) 6onbHbIX mpoxuIn Hosee 3 neT.

U3 6 601bHBIX, Y KOTOPBIX B OMTYXOJIM BbISBJIEH 1ATOMOP-
¢o3 Il unu IV crenenu, Bce nepexund 3-neTHui cpok. B
3TOM HEDOJIBLILOH rpymne OONbHbIX 3-NeTHS BBDKUBAEMOCTD
(100%) mocrosepHo Bbiwe (¢ > 8,0), yem B rpymnmne 60ALHBIX,
NOJIyYMBILUX XUPYPTHYECKOE IEUEHHE.

OO61as 3-7IeTHAA BLDKMBAEMOCTD Y OONIbHbBIX € BbIPAXKEH-
HbIM j1e4ebHbIM maToMopdozom (II—IV cTenedn) cocrasis-
er 77,8+10,1% (14 u3 18). 3TOT MOKa3aTeslb TAKKE JOCTOBED-
HO Bbillie (z > 3,0), yeM B I'pyIIe XUPYPTHUECKOTO TEYEHUS.

Takum o6pazoM, TOCTOBEPHOE YIyUlIEHHUE [TOKA3ATENA
3-neTHeil BLDKMBAEMOCTH HAMKM OTMEUEHO Y TeX OOJbHBIX H3
[PYNIbl ¢ MpefornepallioHHOH PErMOHapHOH XMMMOTEpa-
nueil, y KOTOPBIX B ONYXOJNH BbIABJICHBI NMPU3HAKH, XapakK-
TepHble Ans sedebHoro maromopdosa II—IV crenenn.
MOXKHO clieSIaTh BLIBOI, YTO MYYLINX OTAANEHHbIX Pe3ylbTa-
TOB JIEYEHHUA CIIEMYET OXKUAATE ¥ OONBHBIX, PAAMKAIILHO Olle-
PUPOBAHHBIX TIOCTE PETMOHAPHOH XMMHOTEpANuy Kapauo-
930(areasbHOrO paka, B OMYXONH KOTOPBIX BbISBJIEHDI
npusHaku jevebHoro naromopdosza II—IV crenenu, npu-
yem 3-71eTHAS BBDKMBaeMOCThb IPAMO NPONIOPLUHOHAJIBHA CTe-
MeHU BBIPAKEHHOCTH eueOHOro naromopdosa.

BriBogel. B pesyibTaTe npoBefieHHOro MOpgOIOrnuec-
KOTO HCCIEAOBAHWS ONMEPAMOHHBIX MpenapaToB 45 60Jb-
HbIX KapAH0330¢arcajbHbIM PAKOM, MOJYYHUBLIXX IIPEROITE-
PAUKOHHYIO PETMOHAPHYIO XUMHOTEPAIHIO, MOXHO ClEaTh
CITEIYIOL e BLIBOMIbI:

— OpefolepalyOHHAs pPErMOHApHas XUMUOTEpanus
KapauossobhareaJbHOro paka BO BCEX CIyyasX BbI3bIBAET
BbIPAXKEHHbBIH B PA3THYHOMN CTeNeHH JieueOHblid naToMopho3
B OMYXOJH;

-— HauboJiee YyBCTBUTEIIbHBI K HCIIOJIb3YEMOH Mpefione-
PALMOHHOM XHMHOTEPANNH [UIOCKOKIIETOYHbIH PaK U HU3KO-
JuddepeHIMPOBAHHAS alCHOKApLIMHOMA.

H3yueHue pe3ysibTaToB 3-N€THEN BEDKMBAEMOCTH 3TOH Ka-
TEropuH GONLHBIX B CBA3M C JAHHLIMHU O CTENEHH BBIPAXKEHHOC-
TH JIe4eOHOro naToMopdo3a nokasano ux nmpamyio ceasb. Tax,
B IpyIe GOJBbHBIX, MOJIYYUBILNX NPEIONEPALIIOHHYIO perto-
HApHYIO XUMUOTEpPaNuio, nokazarens 3-J1eTHEH BbDKMBAEMOC-
TH coctaBun 60,6%; 77,8% OONMbHBIX, Y KOTOPbIX MOCIE Mpe-
ONepPaUMOHHONW  pPErMOHApHOM  XMMMOTEpaNuM  BbIABIIEH
BbIpaXXeHHbIH NeueGHbIN natomopdos (II—IV ctenenn), npo-
*uu 6onee 3 neT. B rpynne xupypruyeckoro Je4eHHs aHaio-
T'HYHbIHA NoKa3aTeNb cocTaBui 39,3%, mpuueM B rpynne 00Jb-
Heix ¢ III w IV cremeHbio BbIpaxeHHOCTH JieuebHOTO
natomMopdo3a Nociae MpemonepalMoHHOH XUMUOTepanud 3-
JIETHAA BbDKUBaeMocTb cocTasuna 100%.

Takum 06pa3oM, CTeneHb BLIPAXKEHHOCTH JIe4eOHOTO Na-
ToMOp$h0o3a B ONYXONHM INpPH Kapauoi’3zodareanbHOM pake
NOCIE HEOANbOBAHTHOM XHUMHOTEpPANMM MOXET CIY)KHTb
00BbEKTUBHBIM KpPUTEpHEM OLEHKH 3)PeKTHBHOCTH TpOBE-
JEHHOTO JIeYeHUA M WCIIONB30BAThCA B KauecTBe (axTopa
NporHo3a.
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phosis. The conclusion may be drawn that better follow-up
results may be expected in patients undergoing radical sur-
gery following regional chemotherapy for cancer of the
esophagus and cardia who had signs of grade II-IV patho-
morphosis of the tumor. The 3-year survival showed direct
relationship with pathomorphosis degree.

Conclusion. The following conclusions may be made as
a result of morphological study of operative specimens
from 45 patients with cancer of the esophagus and cardia
receiving preoperative regional chemotherapy:

- preoperative regional chemotherapy of cancer of the
esophagus and cardia in all cases resulted in differently
marked therapeutic pathomorphosis in the tumor;

- the response to the preoperative chemotherapy was
the most noticeable in squamous cell carcinoma and
poorly differentiated adenocarcinoma.

The rate of 3-year survival in this patient category was
directly related to degree of tumor pathomorphosis. The
3-year survival in the preoperative regional chemotherapy
group was 60.6%, 77.8% of the patients demonstrating
grade II-IV pathomorphosis after preoperative regional
chemotherapy survived more than 3 years. The 3-year sur-
vival in the surgery group was 39.3%, while the patients
with grade III and IV pathomorphosis after preoperative
regional chemotherapy had a 100% 3-year survival.

Thus, degree of therapeutic pathomorphosis of cancer
of the esophagus and cardia after neoadjuvant chemother-
apy may be an objective criterion for evaluation of treat-
ment efficacy and an informative prognostic factor.
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