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OMUACPMANBHBIH paK AHANBHON OBNACTM ABAACTCH PCOKHM BHIOM
3MTOKAYCCTBCHHBIX HOBOOOPA3OBAHMH AUCTANBHOTO OTACHA MULICBAPHTCIb-
Horo TtpakTa. ITo mawnemm B. JI. (Dcpopoba u coant. [8], wacroTa cro
coctaBnset 2,2% Io OTHOWICHHIO K APYTMM OMyXONSM MPAMOM KHILKH,
B HUU ouxonorun uM. H. H. Tlcrposa 3a mepuon ¢ 1929 no 1982
F. ¢ JaHHBIM 3a00NCBAHHMCM HAa JICUCHUM Haxomunock 107 maumchToB,
4To coctasuno 1,7% oT Beex GONBHBIX pPAKOM MPAMON KMIIKH 3a TOT
KC Mepuof BpeMmchH [5]. Peaxocers oToit GopMBI 3MOKAYCCTBEHHBIX HO-
B006PA30BAHMI JATPYAHSCT BO3MOKHOCTb NPOBCICHAS PAHAOMUIHPOBAH-
HBIX HCCHACAOBAHHIH, NMOITOMY MHOTHC BOMPOCH! JICYCHHS OCTAIOTCS OT-
KpBITBIMU [4, 12].

HMpexnac yem npuerynuts k 0630py MHPOBOTO ONBITA JCUCHMSA DIH-
ACPMANIBHOrO PAKA JHAIBHOrO KaHANA M aHANBHOTO Kpas, Ham Tpca-
CTABNACTCA LCNECOO6Pa3HbIM OCTAHOBHTHCA HA HCKOTOPBIX acmckTax Tep-
MHHOJIOTHH, HMCMONB3YycMOH B NUTCpaType.

C aHaTOMO-IMGPHONOTHYCCKMX TO3HLMIA BEpXHCH rpaHulicii aHanb-
HOTO KaHANIa CHHTACTCS aHOPCKTaNlbHas NuHuA. ORHAKO AN XMPYpros,
OPHCHTHPYIOLHXCA HA IAHHBIC NMANBLEBOrO HCCNCAOBAHUA NPAMOI KHIIKH,
JICTKO MaNbITHPYCMBIM OPHCHTUPOM ABNACTCH MPOKCHMANBHBIH Kpail aHo-
PEKTaNBLHOTO KOMBLA, COOTBCTCTBYIOIHI T06KOBO-NPIMOKHLICYHOMH HOp-
UMK MBILILBI, TOAHMMAIOWICH 3aaHMi Mpoxon. 3to gano nosox E. Morgan
u C. Milligan ppect B 1934 I. TCPMHMH «XHUDYPrUUCCKHH aHANBHBHi
kaxam» [1].

C oHKONOrHuccKol TOYKH 3PCHHA HAMGOMICC BaXHd FHCTONOTHYCCKAA
CTPYKTYpd OJNHTCAHSA, M3 KOTOPOrO BO3RHKACT TO MM HHOC 3/0Kauc-

CTBCHHOC HOBOOGOpa3oBaHue. Tax Kaxk 3MUTCHHMIY, NCKAUMI BBIUC U HUXKC.,

AHOPCKTANBHOM JIMHUH, HMCCT PA3NIHYHOC CTPOCHHC U MPOMCXOMACHHC, CTa-+
HOBHUTCSL NOHATHONH HCOBXOAMMOCTD PA3r PAHHYHTD JTH AHATOMHYCCKHC 06-
JACTH. B MTCpATYpe BETPCYACTCS HCCKOMBKO PASTHUHBIX BAPHAHTOB Ma-
ToMopdbonornucckoit knaccupuKaluu onyxonci aHanbHol obnactu. Tak,
B kauHuke St Mark (Benmxo6putanus) Bec HOBOOBPA3OBAHMS, JOKa-
JIH3YIOLHCCA AUCTANIBHCC AHOPCKTANBHON THHUM, CHUTAIOTCS ONyXOMsMH
aHaneHoro kpas (anal marginc). B orcucctBeHHOM NuTepaType MX Hacto
0603HAYAIOT KKK OMYXOJH ICPHAHANILHOM KOXH. B TO %C BpeMst B KIIMHMKS
Gpatben Moo Kk OnyXonaM aHaLHOTO Kpast OTHOCST HOBOOBPA3OBAHUA,
pacriofaraotHecst AMctanbHee kpas anyca [44]. C Touku 3pcuus Gonb-
LHHCTBA anTopoB [2, 7, 23], ot pasHormacus NpCACTABISIOT HC TONbKO
AKAICMUYCCKHI MHTCPCL, TAK KAK OMYXOJH, JIOKATM3YIOIMCES B 061acTH
AHAJIBHOTO Kpas, HUMCIOT NIyHMIIH NPOTHO3 B OTHOLICHHH OTHANCHHBIX
M HCTIOCPCACTBCHHBIX pe3ynsTaToB JicucHus. CTAHAAPTOM B pasrpaHu-
YCHHHM OTHX AByx obnacteit apaseres onpeacicame BO3, cormacHo ko-
TOPOMY «ORYXOMAMU ANAIBNOL0 KAWL NASHIBAIOMCA OBOOGPUZ0RANISL, B03-
nukaiowfie & ofracmu,  nPOKCUMUAILION  2pahuyett  Komopoii  asasemen
ANOPERMATbIOEe KOBYO  (BKUONAS NEPEXOONYIo Anibitylo 301y), a Ouc-
mainitoit — anopexmanbias st K onyXoasor anaasnozo kpas omuocsmest
HOB00BpUsOBMILS,  BOSHUKMIOUIC  OUCMAIBICE  AUOPCKIMAILHOL Al 00
Mecma nepexo0d nepuanaiIbitoll KOjcu 8 BOIOCUCIYIO YACh KOJCH 200Uy,

Hanbonee XapakTcpHbIM [HCTONOPHUCCKMM THIIOM OMYXONcH  Kak
AHANTBHOTO KaHAMA, TAK W FACPHAHATBHON KOXH SABASCTCA TUIOCKOKIC-
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Epidermoid cancer of the anal region is a rare malignancy of distal
digestive tract. According to V. D. Fedorov et al. [8] it is 2.2% of
rectal cancers. A total of 107 patients with anal cancer were managed
at the N. N. Pctrov Oncology Institute during 1929 to 1982, i.ec.
1.7% of all rectal cancer cases treated during the same period [5].
The malignancy being rare, it is difficult to carry out randomized
clinical study and therc arc many problems to bc solved in this
ficld {4, 12].

Before reviewing the worldwide experience in treatment of epider-
moid cancer of the anal canal and the anus let us consider some
terminological issues.

From the anatomoembryological stand point the anorectal line
is the upper border linc of the anal canal. While surgeons make
their judgments basing on rectum palpation findings and therefore
proximal margin of the anorectal ring corresponding to the puborectal
portion of the anus levator is an casily palpable mark in surgery.
By this reasons E. Morgan and C. Milligan introduced the term
“surgical anal canal” in 1934 [1].

From thc oncology point of view histology of the epithelium,
that is origin of many malignancies, is the most important characteristic.
Since cpithelia above and below the anorcctal linc have different
structures and origin it is reasonable to differentiatc these anatomical
sites. There are scveral pathomorphological classifications of anal tu-
mors in the literaturc. For instance, the St. Mark Clinic (United
Kingdom) comsiders all neoplasms distal from the anorcctal line to
be anal margin tumors. The Russian authors refer to such ncoplasms
as perianal skin tumors. While the Meyo Brothers® clinic classilics
ncoplasms distal from the anal margin as anal margin tumors [44].
Most authors consider these terminology issues very important becausce
tumors of the anal margin have better prognosis as to both immediate
and follow-up results. The WHO provided the standard dcfinition
which said that tumors of the anal canal included ncoplasms originating
in the rcgion limitcd proximally by the anorcctal ring and distally
by the anorcctal linc. The anal margin tumors include ncoplasms
distal from the anorcctal linc up to the site of perianal skin transition
to the glutcal hairy skin.

Squamous-ccll carcinoma is a most common histological typc both
of the anal canal and perianal skin [4, 6, 7). It is mainly referred
to as cpidermoid cancer to distinct this type [rom adenocarcinoma.
The squamous-cell carcinoma may be further stratified as keratinous,
non-keratinous, transitional-ccll or cloacogenic and absaloid carci-
nomas. A vast majority of the investigators belicve all morphological
types of squamous-cell carcinoma Lo have similar clinical course, ra-
dioscnsitivity and prognosis as to follow-up results which determines
a common approach lo management of patients with diflerent types
of cpidermoid cancer of the anal canal and anal margin [4. 43, 45].

Abdominoperincal extirpation of the rectum was classical treatment
for anal cancer for many ycars. Local disscction was performed for
small tumors only [6, 8, 11, 22]. Advantages ol the surgery include
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Tabnuya 1

Pe3ynbTaTbl ny4eBOW Tepanuu aHanbHOIO paka
Results of radiotherapy for anal cancer

Table 1

AsTOp Oﬁnyqe:::;:phgtpaxuw, MofHbiA perpecc onyxomu OcCnoXHeHus! 5"181-;227: b'r/imae'
G. Newman u coasrt. [31] 50 45/52 13/20 6/72 66
G.Newman et al. [31] 20 81) (65) (8)
4 <5cm/cm >5cmunn T4
>5cmorT4
D. Otim-Oyet u coasrt. [34] 60—65 15/22 817 1/42 52
D. Otim-Oyet et al. [34] 30—33 (68) (47) (2)
6—7 <4cm/cm >4cmum T4
>4cmorT4
S. Doggett v coast. [16] 63 27135 - 2/35 92
S. Doggett et al. [16] 5—7 77 (6)
<45cm/cm
R. Salmon v coasT. [42] 60—65 - 106/150 15/150 55
R. Salmon et al. [42] 6—7 (71) (10}
Bce + T4
all + T4
F. Eschwege » coasr. [18] 60—65 - 52/64 9/64 46
F. Eschwege et al. [18] 26—30 (81) (14)
6—11 Bce + T4
all+ T4
M. Schlienger n coasr. [45] 40—45 73/101 55/92 21/193 65
M. Schlienger et al. [45] 16—18 (72) (60) (11)
5+ <4cm/cm <4cmunuT4
2025 <4cmunu T4
¢ 8-ro no 10-i aeHb Ha
12 Hep
days 8-10, week 12
J. Papillon, J. Montbarbon [36) 42 78/84 117/138 7222 . 65
10 (93) (85) 3)
25 <4cm/cm >4cm/cm
+
20 'p imnnaHTat Ha 11
Hep (vHorga + 5-dY un
MMC)
20 Gy implant in week 11
(sometimes + 5-FU and
MMC)
Author Gy, fra c{ir:rladstatul'?:é, weeks Complete response Morbidity S-year survival, %

Mpumevanue. T4 BkniovaloT B cebs ONyxonu ¢ KHBa3veW CMU3NCTOW Braranvuya W B HEKOTOPLIX CEPUAX APYMMX Ta3oBbix opraHoB. 3geck M B Tabm. 2, 3:
5-0Y — 5 dhropypauun, MMC — mutomuymH C. B ckoBkax — NPOLEHT. B uucnuTene — 44cno nonoxuTenbkbiX Cry4aes, B 3HameHatene — uucno obcnenoBaHHbix.
Note. T4, including tumors with invasion of vaginal mucosa and other pelvic organs in some series. Here and in tables 2,3: 5-FU, 5-fluorouracil; MMC,

mitomycin C. Numbers in parentheses show percentage.

TouHblit pak [4, 6, 7]. Yacro oH obosmHayactes Kak OJNHACPMATIBHBIN,
YTO TMOMYCPKHBACT CrO OTIIMYKC OT XKCIC3HCThIX dopM. B cpolo oucpeas
MTOCKOKNICTOYHBIH PAK MOXCT UMCTb GONbHIOC KONMMYCCTBO BaAPHAHTOB:
OpOroBCBaIOIUHH, HCOPOrOBCBAIOLMH, NMCPCXOAHOKIICTOUHBIM, WIH KJIO-
AKOrCHHBI, U BazanoupHsiii. [logapnsiouice 6ONBIMHCTBO ABTOPOB CHH-
TAIOT, YTO Bcc MOPGDOJOTHYCCKHC BAPUAHTBI TMIOCKOKJICTOUHOFO paKd
HMCIOT OJHHAKOBOC KIIMHHUYCCKOC TCHCHHUC, PaIMOMYBCTBHTCIBHOCTD H
MpPOTrHO3 B OTHOWCHHH OTHAICHHBIX PC3YNBTATOB, YTO O0YyCnOBAMBACT
CAMHBIH NOAXOH K BCACHHMIO GONBHBIX ¢ PA3NUYHBIMM (POPMAMH OMH-
JCPMANBHOTO PaKa AHANBHOrO KaHAMA M aHadbHOro kpas [4, 43, 45).

Knaccnucexum MCTOOOM JICUCHHS aHAIBHOTO paKa H NMPOTSHKCHUM
MHOTHX JICT 65T HPIOLIHO-NIPOMCKHOCTHASR IKCTHPRALIHS NPAMO# KULLIKH.
JInwe npu HeGONbUWIMX HOBOOGPR3OBAHHAX TIPUMCHANIOCH MCCTHOC HeCe-
ucHHe onyxomu [6, 8, 11, 22]. K HCCOMHCHHBIM [OCTOMHCTBAM XHPYPrH-
YCCKOTO MCTOAd ICHCHHSA MOXKHO OTHCCTH BO3MOXKHOCTb PAAHKANLHOrO yaa-
JICHUA NICPBUYHOMN OMYXOJIH ¢ MOCACAYIOUIHM ACTANBHBIM FTHCTONIOTHUCCKHUM
KOHTPOJICM, OTCYTCTBHC TOKCHUCCKHX OCJIOKHCHHI, XAPAKTCPHBIX WIS J1y-
YCBOH M XMMHOMYHuCBOH Tepanuu. OaHAKO BGPIOLIHO-MPOMCKHOCTHASA DKC-
THPMAUMA TIPAMOM KHMLUKH HOCHT KUJICHALMH XapUKTCP, NPCACTABIACT
coBOH TPABMATHYHYIO OMCPALMIO H COMPOBOKIACTCA ONPCACACHHOIN Jic-
TTBHOCTBIO.

PeTpocncKTHBHBIH AHANHU3 OTMANCHHBIX PC3YABTATOB XHPYPrHUCCKOro
JICHCHUS HaMBOJICC 3HAUNTCABHBIX TIO YHCY HaBJIOACHHH OTCHCCTBCHHbBIX
MCCIICAOBAHUI OTOrO 3a60JCBAHMS MOKA3WI, YTO B CPCAHCM JHLIbL NO-
JIOBMHA BONBHBIX TMEpEKUBACT S-ncTHU cpok. [Mo maHHeIM P. A. Mcnb-
HMKOBA [5], S-NCTHSS DBIKMBACMOCTD HOCNC GPIOLIHO-TPOMCKHOCTHOH JKC-

definitive dissection of the primary with detailed histological control
to follow, no toxic complications characteristic of radiation and
chemoradiation therapy. However, the abdominoperineal extirpation
of the rectum is a mutilating and sometimes fatal procedure.

Retrospective analysis of follow-up results of the surgical treatment
in Russian clinics showed that only hall the patients survived 5 ycars.
According to R. A. Meclnikov [5] the 5-ycar survival after abdomi-
noperincal cxtirpation of the rectum is 48.9%. In a study of 9 cascs
undergoing local dissection of the tumor 2 patients survived 5 ycars
whilc the remaining 7 cases died within the first 2 ycars [oliowing
surgery. Analysis ol follow-up results after abdominoperincal cxtirpation
of the rectum performed at the CRC RAMS demonstrated that 62.2%
of the cases rclapsed. Of 13 paticnts undergoing local disscetion 12
refapsed between the first month and the first year following surgery.
Basing on these findings Yu. M. Timofeyev [4, 7} madc the conclusion
that local disscction was not eflective in anal cancer.

On the contrary G. Boman and C. Mocrtel [11] discovered the S-ycar
survival after transanal disscction of anal cancer less than 2 em in diameter
to be 93%. However, most forcign authors conlimm unsatisfactory follow-up
results of purcly surgical treatment for anal cancer [20, 41]. Of 299 epidermoid
cancer paticnts managed at the Mcemorial Kettering Cancer Center (New
York) only 45% survived 5 ycars [6, 29].

S. Jensen ct al. studicd follow-up results after definitive treatment
lor squamous-cell carcinoma of the anal canal and anal margin in
Dcnmark during 1943-1974 to discover that rectum discasc recurrence
was 50% after abdominoperincal extirpation versus 91 and 63%, rc-
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Tabnuya 2 Table 2
PesynbTathi ny4eBON Tepanuu Ha cboHe neveHun 5-bTopypaunnom u MutomuumHom C
Results of radiotherapy plus 5-fluorouracil and mitomycin C
XumuoTepanua O6nyueHue: KoHTpons 5-neTHAN
AsTOp I'p, dpaxymu, Perpecc nepsuuyHoii onyxonu peruoHapHbIx Bbhkusaemo-
5-0y MmC BpeMs, OHV numdoyanos CcTb, %
L. Leichman u coasr. [25] 1000 mrim2/24 y 15 mr/m2 30 31/34 7/10 He 80
L. Leichman et al. [25] 1-4-1 peHb + 1-i4 geHb 15 91) (70) yCTaHoBneH
29-32-ii geHs 15 mg/m2, 1-21-n <5cm/cm <5cm/cm Unknown
1000 mg/m?2/24 h day 1
days 1-4 +days
29-32
B. Sischy u coasr. [48] 1000 mr/m2/24 4 10 mr/m2 40,8 22/26 32/50 He 73
B. Sischy et al. [48] 2-5-n penb + 1-A peHb 24 (85) (64) neecnegoBancs
28-31-4 peHb 10 mg/m? 1-35-it <3cm/cm <3cm/cm Unexamined
1000mg/m?2/24h day 1
days 2-5+
days 28-31
B. Cummings v coasr.[12] 1000 Mr/mM2/24 4 10 mr/im2 48-50 25/27 16/20 4/5 65
B. Cummings et al. [12) 1-4-% neHb + 1-7 AeHb + 24-20 (93) (80)
43-46-1A peHb 43-i geHb 1-58-i <5cm/cm <5cm/cm
1000 mg/m?2/24h 10mg/m2 | (pacwennex-
days 1-4 + day 1+ HbIi / split)
days 43-46 day 43
J. Schneider un coast.{46] 1000 Mr/m2/24 4 10 mr/m2 50 21/22 14/19 3/4 77
J. Schneider et al. [46] 1-4- pexb + 1-A geHb + 25-28 (95) (74)
29-32-i peHb 29-i geHb 1-35-1 <5cm/cm [>5cmumm T4
1000 mg/m2/24h 10 mg/m? >5cmorT4
days 1-4 + day 1+
days 29-32 day 29
J. Papillon n coaat. [36] 600 Mr/m2/24 4 12 Mr/m2 42110 - 5770 He _
J. Papillon et al. [36] 1-5-ii feHb 1-# geHs 1-19-i + 81) yCcraHoBneH
600 mg/m2/24h 12 mg/m? BHYTpUTKa- <4cm/cm Unknown
days 1-5 day 1 Hesas 20 p
Ha 78-i aeHb
Interstitial
20Gyday 78
J. Tanum u coasr. [51] 1000 Mr/m2/244 | 10-15 Mr/m2 50-54 28/30 42/56
J. Tanum et al. [51] 1-4-i geHb 1-# AeHb 25-27 (93) (75)
1000 mg/m2/24h | 10-15 mg/m? 1-35-i <5cm/cm |[>5cmunuT4
days 1-4 day 1 >5cmorT4
R. Doci n coasr. [14] 750 mr/m2/24 y 15 mr/m2 54-60 28/38 97 8/8 81
R. Doci et al. [14] 1-5-i1 geHb 1-7 feHb + 30-33 (74) 53
43-47-i peHb 43-h peHs + 1-53-i <Scm/cm >5cm/cm
85-89-i perb 85- penb | (pacwennex-
750 mg/m2/24h 15 mg/m2 Hbifi / split)
days 1-5; day 1+
days 43-47; day 43 +
days 85-89 day 85
5FU MMC Irradiation: Gy, . Regional lymph | 5-year survival,
Author Chemotherapy fracti'%r:’,s time, Primary response nodes %

MpuMmevaune. Bo Bcex cepusx BseaeHue MMC 6bino GoniocHbiM, 5-OY BBOAUNYW B HENpepbIBHOM 24-4acoBOM pexvme,
Note. In all series MMC was administered by bolus, 5-FU was administered by continuous 24-h infusion.

THPMALMH MPAMO KHkK cocTaBnscr 48,9%. TTpu MccTHOM ucccucHMu
ortyxonu 2 60MbHBIX U3 9 APOKHAN 5 JICT 1 Bonice, ocTanbHbic 7 NOru6/Iu
B TCYCHHC 2 JICT MOCIC OMCPALHH OT MPOTPCCCHPOBAHMS 3a6OJICRAHMS,
AHaJIM3 OTIAICHHBIX PC3YNBTATOR MOCAC 6PIOLHO-TPOMCKHOCTHOMH JKC-
TUPRALUMHM NPAMON KHLUKH, nposeacHHbll B OHL PAMH, noxazan, uto
peunausbl 3a60ncBaHMs passuBalotes B 62,2% wabmomenuit. Y 12 u3
13 NALKHCHTOB, MOABCPrHYTHIX MCCTHOMY MCCCHCHHIO OMYXOfH, pCLHAND
3a00MCBAHNA BO3HMK B cpokM oT | Mcc 4O | roma, uTo no3BomMio
10. M. Tumodeeny [4, 7] cacnaTh BeIBOA O HCIPHCMIICMOCTH JKOHOMHBIX
orcpauMit B JICUCHHH dToro 3aBomcpaHus.

B npotusononoxuocts 3romMy MucHmio, B. Boman u C. Moertel [11]
CcoOBUMAN, YTO NPH TPAHCAHAILHOM HCCCHCHHH OTIXOMH AHATBHOLO Ka-
HaQ AMAMCTPOM MCHEC 2 CM S-JICTHSIS BbDKMBACMOCTB COCTABRACT 93%.
Onnako 6onbWIMHCTBO 3apyBEXHLIX ABTOPOB TIOATBCPHKAAIOT (haKT He-
YAOBJICTBOPHTCABHBIX OTAMICHHBIX DC3YNBbTATOB “UCMO XUPYPRUECKO20
Atevenn aHanbHOrO paxa [20, 411, Tak, aHanm3 S-nCTHCH BLIKUBACMOCTH
NOCNC YAANCHHA DIMUACPMANBHOrO paka ¥ 299 GoabHeix B Mcemorial Ket-
tering-Cancer Center (Heio-Hopi) nokasan, uro n CPCAHCM TORBKO 45%
NCPCKRUIN S-NCTHHEE cpok [6, 29].

Wsyuus OTHANCHHBIC Pe3ylbTaTH MOCC PASMKAIBHOTO CUCHHS II0C-
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spectively, after local tumor disscction. On demonstrating the poor
results of pure surgery for anal cancer the authors provide rationale
for application of new multimodality trcatment involving radiation
and cytostatic therapy [23].

Radiation therapy (RT) or combined chemoradiation  therapy
(CRT) arc most common trcatment modalitics for epidermoid cancer
of the anal canal. The transition to muitimodality treatment occurred
in spite of the absence of randomized comparative analysis of cfficacy
of surgery alonc versus radiotherapy [12, 31]. The transition was
made basing on several reports of successful RT alone for the cancer
in question [9, 32,35, 36]. The most common procedurc consists of
distant gamma-therapy with irradiation of the anal canal and pararcctal
and pelvic lymph nodes. Some cancer centers apply sclective irradiation
of pelvic lymph nodes. The recommended total tumor dose varies
from 50 Gy for 4 weeks o 65 Gy for 6-7 weeks [9, 17, 35].

Table 1 summarizes RT results. The follow-up data apply to paticnts
with complele response to RT.

Another RT variant combines distant and interstitial irradiation
and is intended to deliver maximal ionizing radiation dosc to the
primary and regional lymph ducts [35]. J. Papilion ct al. [36] reported
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Tabnuya 3 Tabie 3
CpaBHeHWe COBMECTHOrO M NOCNEeAOBaTeNlLHOrO KOMBMHUPOBAHHOIO NeYeHUst 3NUAepManbHOro Paka aHanbHOro KaHana
Comparison of simultaneous and consecutive combination treatment for epidermoid cancer of the anal canal
ObnyyeHune: Buoncua unv NonHbid 5-neTHRAn
ABTop 5-0Y MMC 'p, dpakyuu, perpecc BBHKUBAEMOCT,
BpeMs, aHN onepauus, Au onyxonu %
COBMECTHOE / SIMULTANEOUS
N. Nigro {33] 1000 Mr/m2/24 4 1—4-i4 neHb 15 Mr/m2 1-4 geHb 30 73 83/93 80
+29—32 feHb 15 mg/m2 day 1 15 (89)
1000 mg/m2/24 h days 1-4 + 1—21-iA
days 29-32
W. Meeker u coast. [28] | 1000 Mr/m2/24 4 1—4-ii geHb 15 Mr/M2 1-i4 eHb 30 53—74-i 14/16 87
W. Meeker et al. [28] +29—32 peHb 15 mg/m2 day 1 15 (88) (40 mec)
1000 mg/m?2/24 h days 1-4 + 1—21-i 40 months
days 29-32
NOCNEAOBATENBLHOE / CONSECUTIVE
E. Miller » coast. [29] 750 Mr/mM2/24 4 1—5-i4 peHb 15 Mr/m2 1-i geHb 30 56—72-i 19/42 82
E. Miller et al. [29] 750 mg/m2/24 h days 1-5 15 mg/m2 day 1 15 (45)
7—28-n
B. Secco u coaer. [47] 750 Mr/mM2/24 4 1—5-i4 peHb 15 mr/m2 1-ii jeHs 30 55—69-i1 3/14 63
B. Secco et al. [47] 750 mg/m2/24 h days 1-5 15 mg/m? day 1 15 21) (42 mec)
8—27-i1 42 months
Iradiation: Gy, Bi Tumor 5. ival
Author 5-FU MMC fractions, time, lopsy or complete year survival,
days surgery, days response %

KOKJICTOYHOrO paka aHaJbHOrO KaHala W aHanbHoro kpas b J{aHuu 3a
neprof ¢ 1943 mo 1974 r. S. Jensen W COABT. YCTAHOBHIIM, UTO MOCIE
OpIOLIHO-NIPOMCKHOCTHOH OKCTHPAALMU TIPAMOH KHMUIKH DELMAWBB 3a-
Goncpanns Bo3HHKAM B 50% HaBnIOACHMI, a TOCTE MCCTHOTO MCCCUCHHS
onyxonu — B 91 u 63% coorsereTseHHO. JleMOHCTPHPYSI HEYHOBIETBO-
PHTCIIBHBIC PC3YNILTATBl XMPYPrUUcCKOro JICUCHHUA aHANBHOrO paka B YHC-
TOM BMAC, aBTOPbI OGOCHOBBIBAIOT HCOBXOAMMOCTh MNEpexoila K HOBLIM
MYJBTHMOLAJIBHBIM MCTOM JICUEHHS ITOro 3a60/1eBaHUs ¢ NPHMEHEHHEM
Jly4€BOH TCpanuH ¥ HHTOCTaTHKOB [23).

Jlyuesan Tepanua (JIT) wnu xoM6uHauMs Ayucsoil TepamnHH ¢ Xu-
muoTepanueit (XJIT) sensicTes Ha HaHHbI MOMeHT Hanbolce pacrpo-
CTPAHCHHBIM MCTOJIOM B JICUCHUH JNHMACPMANBHOrO paka aHANLHOTO Ka-
Hana. Cnefycr OTMETHTB, YTO MEPCXOf K MyNLTHMOAANBLHBIM MCTOARM
BO3/CHCTBUS Ha OIYXOJib MPOM3OLLCT, HECMOTPS Ha OTCYTCTBHC PaHo-
MH3UPOBAHHBIX HCCICOOBAHHH, B KOTOpbIX 6bim 6Bl IMpPOBEAEH CpaBHU-
TCNBHBIH aHaNH3 H(DPCKTHBHOCTH XUPYPIHUYCCKOrO W JIYYEBOTO MCTOZOB
neuenns [12, 31]. OcHoBaHMCM Ui ITOrO MOCIYXHI PAA COOBLUCHHH
06 ycncwHoM npumenciin JIT Kak caMOCTOSTCABHOrO MCTOAA JICHCHHS
[9, 32, 35, 36]. Hanbonce pacnpocTpaHcHa McToanka obaydcHUs, BXIO-
HaIoWAs JUCTAHLMOHHYIO TaMMA-TEPAnHIO ¢ OONyYeHHCM aHAJILHOTO Ka-
HAJIA ¥ PETHOHAPHBIX NUMGOY3NOB NMapapcKTATBHOM M Ta30BOM JIoKa-
AU3aUMH. B HCKOTOPBIX LICHTPAaX MCHONB3YCTes H3BUPATCIBHOC OBTyUCHHC
naxoppix numdoyanos. Pekomcuayemast COJL xonc6neres ot 50 I'p 3a
4 uen no 65 T'p 3a 6—7 wuen [9, 17, 35

Pesynbratel npumctcius JIT npupcacHbl B Tabnm. 1. OTHANICHHBIC pe-
3YNBTATBI NMPUBCACHB! IS MALMCHTOB, Y KOTOPBIX Obl JOCTHIHYT MONHBIH
perpeee onyxond nocne JIT.

OnnuM m3 papuanToB JIT spnscTes KOMGMHALMA AMCTAHLHOHHOMO
M BHYTPHTKAHCBOrO OGNYYCHUS, KOTOpAas NMPHMCHACTCS C UCABIO JOCTH-
KCHUS MAKCHMANIBHOH J1O3bl HOHH3HPYIOLUCTO H3NYUCHHS B O06acTH nep-
BHYHOH OMyXONM M MyTcH peruoHapHoro smmdootToka [3, 5). J. Papillon
v coanT. [36] onyBnukosanu pe3ynsTaThl caMoil GONBLIOH CCPHM Ha-
6moncHus 32 GONBHBIMH, Y KOTOPBIX MPHUMCHSANACK JAHHAS KOMBUHALMA.
HayaneHplit kype RHcTaHUMOHHOl ramma-Tepanun %Co, nposoaubiuHiics
4BTOPAMH, DKNIOYanA B ¢cbsi 0BNnyuCHHC NaxoBblx obmacTci M npecak-
panbHoit obnacty. TIpy OTOM Ha NCPBHUHYIO OMYXONMb NPUXOAHIACH A03a
B 35 I'p B 10 hpakumsx 3a 19 gucit (COZ 45 I'p). 3aTem nocne 2-Meea4HOro
NCPCPbIBA NPOBOAMICA KYPC BHYTPUTKAHCBOH JNYHCBOH TCPANHM M-
jantatom 92Ir fo mocTHxcHus nosbi 15—20 I'p. JononuurenbHoc 06-
JIYYCHHMC MPOBOAMIOCH B CIIYUASX BBIABACHHS MANBIAMPYCMBIX Napapek-
TATBHBIX  nuMoy3noB. B LenoM  onyGNMKOBaHHBIC  pC3YAbTATHE
NMOATBCPXKAANHCL HCCACAOBAHHAMH, B KOTOPBIX HCMOMB3OBASIMCh dHMIO-
FHYHBIC KPUTCPHHM OTOOpa MauucHToB K TexHuka JIT [39]. OaHako He-
KOTOPbIC ABTOPbI OTMCHAH BoJIce YacToc, YeM 3%, PasBUTHC OCTOKHCHUH

of the largest series of patients undergoing this treatment. The initial
60Co distant gamma-therapy covered inguinal and presacral regions.
The dose to the primary was 35 Gy as delivered by 10 fractions
for 19 days (total tumor dose 45 Gy). After a 2-month interval the
treatment was continued using interstitial 92Ir implants up to a dosc

" 15-20 Gy. Additional irradiation was given in cases with palpable

pararectal lymph nodes. These results were generally supported by
other authors’ findings using the same inclusion criteria and RT
technique [39]. However, some authors noted a greater than 3% fol-
low-up morbidity [18, 42, 45]. Satisfactory anorectal function was
preserved in 65 to 90% of the cases. Of notc that J.Papillon and
other advocates of the methodology anticipated good functional results
only in paticnts with mobile tumors occupying not morc than 3/4
of the anus circumference and not invading vaginal wall or other
pelvic structures [13, 24].

There were studies of complex treatment for epidermoid anal cancer.
N. Nigro was the first who proposed chemoradiation therapy for
squamous-cell carcinoma of the anal cancer. The N. Nigro’s approach
consisted of preoperative distant irradiation at a total tumor dosc
30 Gy for 3 weeks concurrently with chemotherapy. The chemotherapy
consisted of mitomycin C at 15 mg/m? on day 1 by intravenous
bolus and a continuous 96-h infusion of 5-fluorouracil on days 1
to 4 at a daily dose 1000 mg/m2 The S5-fluorouracil infusion was
repeated on days 29 to 32 [32]. This study aimed to establish additivity
effect of combined chemotherapy and irradiation. The schedule was
based on previous clinical and laboratory [indings [30] that demon-
strated enhancement of the S-fluorouracil effect by RT and the com-
bination synergcetic potential. Continuous 5-fluorouracil administration
was less toxic for bonc marrow than bolus. In carly publications
{32] the authors reporied of surgery performed at 4-6 weeks following
chemoradiotherapy irrespective of tumor responsc. However, it became
clear later that most paticnts presented with no morphological cvidence
of tumor growth which led to performance of wide tumor biopsy
instead of surgery. Radical surgery was carricd out only in cases
with morphologically verificd residual cancer [33).

The N. Nigro schedule was modificd by many investigators. The
modifications mainly involved increased irradiation dose. Later many
supporters of this mcthod did not give the sccond 5-fluorouracil
infusion [50], wide biopsy was performed only in cases with clinically
suspeeted residual or recurrent cancer {25, 48], Table 2 summarizes
experience of the RT and cytostatic therapy.

In thesc scrics complele response was 65-85%. Most common ir-
radiation dosc was 45 Gy for 5 wecks, and the distant RT was
often supplemented with intracavitary or interstitial irradiation ol
the primary. This mcthodology resulted in a 75% response including
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Cxema neyeHna GonbHLIX INUAEPMaNbHLIM PaKkOM aHaNbHOFO KaHana
Treatment of patients with epidermoid cancer of the anal canal
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l OTAANEHHOE METACTA3WPOBAHME / DISTANT METASTASIS |

| l

| HET / NO 7 [ A/ YES ]

CumnromaTtuueckoe nevexve
Symptomatic treatment
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8 oTawiciibIc cpoku [18, 42, 45]. YaosneTBopiTCabHS aHOPCKTANbHAS
(yHKINA B OTHX cephax oTMeuanach B 65—90% nabmoacHuit. Cicayer
or™McTiTh. uTo I Papillon # cropontuki cro McToma 3apance nuanu-
POBMIH  XOPOILHC (PYHKUHOHANBHLIC PCIYNLTATHE TONLKO y MALMCHTOB
¢ TOABIDKHOH ONYXOMNblo, KOTOpas sanuMana He Gonce 3/4 oxpyxHOCTH
QHAIBHOTO KAHARA 1 HE MIKHILTPUPOBLILL CTCHKY BARTATHILL WIH APYFHX
TasoBblX cTpykTyp [13. 24].

Ognonpementiio GbITH NPCANPHHATDI MCCICAOBAHUS, HATIPABICHHBIC Hat
KOMIICKCHOC BOBACHCTBUC Ha JMMACPMANILHBIN PAK aHaNbHOH JTOKAIH-
sauus. OCHOBOMOMOKIIMKOM KOMILICKCHOTO XMMHONYMCBOrO MOAXOAY K
JICUCHUIO TIMOCKOKJICTOMHOrO pakia aHanbitoro kanana 6ein N. Nigro,
KOTODBIH NPCANOKHI CXCMY, BKJHOYABUIYI0 B ccBi MpeaoncpatMoHHOC
AuctaHuHoHHoe o6nyucune COJL 30 I'p b Teuchue 3 Hea Ha doHe xu-
muoTeparvn. B 1-it nchb BHYTpUBCHHO GONIOCHO BBOAMICH MHTOMHLIMH
C b nmose 15 Mr/mM2, o S-(yropypaumm — HCRpPCPBIBHO Ha MPOTSKCHUH
96 u ¢ l-ro mo 4-ii gcHb B mosc 1000 mrimcyr. C 29-ro no 32-i
AcHb uHQysHus S-bTopypaunna nopTopsnack [32]. DTo MCCICAOBARHC fpo-
BOAMJIOCE ¢ LICABIO BBIABICHHUSA AMAMTHBHOrO PQPCKT2 NP COHYCTAHHH
XUMHOTCPANMY U 06yucHus. PCLICHUC MPHMCHHUTb HMCHHO JTY CXCMY
OCHOBBIBAIOCH HA PAAC MPCALUCCTBYIOLMX KIMHHUYCCKMX U NaBopaTopHBIX
ucencaosandit [30], b kOTOpbIX 6bLIO MPOACMOHCTPHPOBAHO YCHIICHHC
LUTOTOKCHYCCKOTO  BO3ACHCTBHA S-Grropypaunna Ha douc JIT u Bos-
MOXHOI'0 CHHCPrU3Ma MCxAy HumH. HenpepbiBHoe, B TCUCHMC CYTOK,
BBCACHHC 5-OTOPYPALIMIA B MCHBLUCH CTCIICHM OKA3BIBANIO TOKCHYCCKOC
BO3ACHCTBHC HA KOCTHBIH MO3T, HOXCIHM GonocHoc BBeiacHue. B cpowmx
paHHHX NYOIMKAUMAX aBTOpb! [32] cooblIany, 4TO XMPYPrHUCCKOC BMC-
LWIATCIBCTBO BBIMOJIHIOCH YCPC3 4—6 HCH MOCIC XUMHONYYCBOrO JTarna
JICYCHHS HC3ABHCHMO OT BbIPAXKCHHOCTH KIIMHHYCCKOTO PErpecca ONyXosH.
OpHako BMOCACACTBMM CTANO ACHBIM, YTO Y GONBUIMHCTDA MALMCHTOB
B YAANCHHBIX MPCMAPATAX OTCYTCTBOBAIH MPH3HAKH OMYXONCBOTO POCTA,
OTO NMPUBCIIO K 3aAMCHC XHPYPrHYCCKOTO BMCLUATCILCTBA Ha PACIIMPCHHYIO
6uoncuio onyxonM, a pagMKanbHAA ONCPALMSA BhINONHATACH JHIIb TCM
NauMCHTaM, y KOTODBIX PC3HAyaNbHbI pak Gbll NMOATBCPKACH MOpdo-
noruyccku [33].

Cxema N. Nigro 6bina MOAMBHUMPOBAHA MHOTHMH HCCICAOBATEIAMH.
MamcHeHMS B HCH B OCHOBHOM KacanMch yBCIMYCHHS [O3bl OBTYHCHHS,
MHOTHC MOCNCAOBATCNN 3TOr0 MCTOAA OTKA3AIMCh OT AOBTOPHOM HHBY3HU
S-(rropypanumna [50], paciumpennas GHOMCH BHINOMHSIACH THILb GOMBHBIM
€ KJIMHHUCCKY 3aMOJO3PCHHBIMH PC3UAYANLHBIMH HIIH PCLUMAHBHBIMH OMY-
xonamu [25, 48). B Tabn. 2 cymmumpycres onsiT npuMeHenus JIT Ha
(hoHe UMTOCTATHKOB.

TonHplii perpece MCPBHYHOI OMYXOMM B OTHX CCPUSX GBI JOCTHTHYT
B 65—85% nabmoacHuil. B GONBIUMHCTBE HCCNCAOBAKKI NMPUMCHANHCE
Lo3b1 0BNyuCHUA, JKBUBANCHTHBIC 45 T'p 32 5 HeA, M YACTO AMCTAHLMOHHAS
JIT pononHamack BHYTPUIIONOCTHBIM WM BHYTPUTKAHCBBIM OBYYCHMCM
NCPBHYHON OMyXoNH. 3TO MO3BOIMIO JOBHTHCA perpecea OMYXONH B
75% cay4ach B TOM YHCAC M B TcX, KOrAd HOBOOGPA30BAHHMC MPCBBILLIATIO
5 CM B JIMAMCTDC, 33HHMAJIO BCIO OKPY>KHOCTH CTCHKHM KHMIIKH MIH Mpo-
PACTaNo B COCCAHHC OpPraHbl.

B kauccrne omHol u3 mommudmxaumii cxemsr N. Nigro 6ei10 npea-
JIOKCHUC, CYTh KOTOPOrO 3aK/OYANach B TPOBCACHHH XHMHOTCPATIHU
nepen JIT. Tlo MucHuIo MecncoBaTencii [29], noao6He paciucrnacHHbIH
MCTOZ JICUCHHUS MO3BOJACT YBCAHYHTH AO3bl KAK LMTOCTATHKOB, TaK M
0BnyucHus 6¢3 YBCITHUCHUS TIOBPCKACHUS HOPMATIBHBIX TKAHCH M ¢ MCHB-
UMM YHCIOM TOKCHUYCCKHMX OCHOKHCHMHA. OfHAKO B JTOM Clydac CTa-
HOBUTCS COMHUTCBHBIM (HaKT CHHCPIHYCCKOTO B3dMMOACHCTBHS MCXKIY
xumponperapatom u JIT. CpaBHCHHC pe3ynbTATOB.ITHX ABYX MCTOAMK
npuMBcacHO B Tabn. 3.

Euwie onuum sapuantom XJIT ABAAIOTCS CXCMBI, B KOTOPbIX B KAYCCTBC
XUMHONpenapaTa NMpUMCHAcs Toabko S-gropypawmn [22]. L Hughes u
COABT. MPOBCTH MCCIICAOBAHKE, B KkoTopoM obnyuchuc 8 COJl 45 I'p
31 5 nep 25 GpakUMAMH NPOXOAMNO Ha (hOHC HCAPCPBIBHOIO BHYTpH-
BCHHOTO BBCACHHS 5-pTopypaumna B go3c 300 Mr/M/cyT B TCUYCHHC Bcro
Kypea ficucHuA. PCKHM HCIPCPLIBHOTO BBCACHHS NPCCICAOBAT UCTb YBC-
JMYUTD OBLIYIO 03y XUMHOMPCNAPATA M COIMATH MOCTOSAHHYIO KOHLCHT-
pPAUMIO Cro Hi MPOTSAKCHUM Becro nepuoaa JIT. Opnaxo y 10 (42%)
13 24 MALMCHTOB H3-3a PA3BHMBILMXCSA OCTPBIX TOKCHUCCKHX OCMOKHCHHMIA
€O CTOPOHBI KCIYAOUHO-KHILCHHOTO TpaxTa noTpebopaiock npepsaTh
Kype xumMyoTepanuu, a y 7 (29%) -— npeppats ¥ nyucnyio tepanuio. Onun
GonbHOi MOrHG OT OCTPBIX TOKCHYCCKMX OCNOKHCHHMIA. JInsi yMCHBIICHHS
TOKCHUYCCKOrO BO3ACHCTBHA S-(QTOpYpaLiIa ABTOpbI PCKOMCHIYIOT BBOAMTD
NOCNCAHUH B TCYcHHC 5 amci ¢ ncpepbidom Ha 2 amns. B nmowtcayiouicit
nybnuxaumy T. Rich v coant. [40] coobrupum, 4To AaHHas MCTOAMKA MO3BOMHIIL
JOBHTBCA MONHOrO erpecca TICPBUYHOI onyxomy y 67% GoMbHbIX,

B. Cummings u coasT. [12] 6bI1 MPOBCACH HCPAHAOMH3HPOBAHHBII
CPABHUTCABHBIH AHANM3 CXCMBI ¢ MuToMMUMHOM C M S-GTopypatiiom

cascs with tumors morc than 5 cm in diameter occupying the cntire
circumference and invading adjacent organs.

Onc of the modilications ol the N. Nigro schedule consisted of
chemotherapy prior to RT. According Lo [29] this split modality allows
dosc cscalation both for cytostatics and irradiation without increasing
damage of normal tissues and toxic morbidity. However, in this case
the synergism of chemo- and radiotherapy is doubted. Comparison of
the two modalitics is given in table 3.

Another CRT modality is a schedule with 5-fluorouracil being
thc only cytostatic used [22]. L. Hughes ct al. conducted a study
in which irradiation at a total tumor dosc 45 Gy was given by 25
fractions for 5 weeks in parallel with continuous 5-[luorouracil infusion
at 300 mg/m¥day for thc wholc trcatment cycle. The continuous
infusion was aimed to increasc the total cytostatic dosc and to maintain
ils constant concentration during the entirc RT cycle. However, 10
(42%) of 24 paticnts had 1o discontinuc chemotherapy duc lo aculc
gastroiniestinal toxicity another 7 (29%) paticnts had also to stop
RT. Onc paticnt died from acutc toxicily. To reducc 5-luorouracil
toxicity the authors reccommended to administer the drug for 5 days
al a 2-day interval. In a later publication [40] N. Rich et al. reported
that this mcthod resulted in a 67% complcte responsc of the primary.

B.Cummings ct al. [12} conducted non-randomized comparison
of two schedules, the [irst schedule including mitomycin C and
S-fluorouracil and the sccond onc including 5-luorouracil alonc by
two 96-hour continuous intravenous infusions at 1000 mg/m2/day in
combination with a split coursc RT at a total tumor dosc 48-50
Gy for 8 weeks. The rate ol acute toxicity in particular bonc marrow
depression was lower in the schedule with 5-fluorouracil alonc though
the complete responsc was 58% (36/62) versus 87% (41/47) in the
mitomycin C plus 5-fluorouracil schedule.

There arc reports of administration a chemotherapy schedule con-
sisting of a combination of platinum dcrivatives and 5-fluorouracil
[14, 27, 49]. R. Doci and R. Zcali [15] achieved a 94% (33/35) complete
response. However these arc but interim data since no follow-up
results arc obtaincd yet.

It is unclcar which of the schedules (chemoradiotherapy or ra-
diotherapy) is morc elficient and safer. There arc scveral multicentral
randomized studies in progress. The preliminary results in particular
thosc reported by investigators from the Cancer Institute (Netherlands)
[10] demonstrated that radiation with mitomycin C and 5-fluorouracil
therapy gave a greater pereentage of complete response than RT
alonc (80% vs 54%, respectively) with no increasc in toxicity.

RT in parallel with physical trecatment such as microwave hy-
perthermia seems to be a promising approach. According to
V. L. Knysh, Yu. M. Timofeycv {3, 4, 7] this methodology provided
a 37.8% (17/45) complete response and a 42.2% resorption of hall
a tumor, the S-ycar survival being 75.1%.

Therc are many problems of trcatment {or epidermoid cancer of
the anal canal to be solved is spite of certain progress duc to RT
and CRT that arc effective non-mutilating conservative modalitics
also preserving the occlusive function of the rectum.

RT effect is somctimes overestimated. In a study at the Memorial
Sloan Kettering Cancer Center 42 paticnts underwent CRT and surgery
consisting of local diseasc disscction or abdominoperineal cxtirpation
at 6 wecks following thc CRT. As appcarcd 44% of the patients
with clinical tumor responsc presented with cancer in their surgical
specimens [29]. There is an opinion of the advantage of complex
modality trcatment for epidermoid cancer of the anal canal with
the primary morc than 5 cm in diamcter (T3) or invading all rectal
wall strata (T4) involving radiothcrapy and surgery to [ollow which
is claimed to improve follow-up results [37, 52]. R.Lombard-Platct
[26] also doubts the cfficicncy of RT alonc. It should also be taken
into consideration that the toxicity ratc varying {rom 3 to 14% also
accounts for a certain lcthality [36, 18, 22]. It is no doubt that
irradiation incrcascs postoperative morbidity [29, 43].

There arc dilTerent opintons about time ol lollow-up and [requency
of cheek biopsics in patients with cancer of the anal canal undergoing
conscrvative treatment {35, 50]. Palpation supplemented with biopsy
il nceessary remains the principal  technique of diagnosis of recurrent
or residual discasc. Small pelvic transrectal ultrasonography and com-
puted tomography provide objective clinical cvidence [21]. Carcynocm-
bryonic antigen [51] appeared a poor marker in the diagnosis ol
cpidermoid cancer recurrence, while some reports claimed squamous-
cell carcinoma antigen titers to be related to the recurrence [19,38].

Basing on thc worldwidc cxpericnce the management ol paticnts
with cancer of the anal canal may be schematically presented as follows.

Treatment for this rarc malignancy is a dillicult problem with
many disputable issues. Although RT and CRT arc principal treatment
modalities it is better to have no illusions about their complete clTiciency
and to perform surgery in proper time. The management of such
cases al special radiosurgery units may be a rcasonable approach.
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M CXCMBI, B KOTOPOi MPHMCHANCS TONBKO S-hTopypauna b apyx 96-ua-
COBBLIX HCIPCPBIBHBIX BHYTPHBCHHBIX HH(pysuax B aose 1000 mr/m2cyt
COBMCCTHO ¢ pacuienicHubiM kypeom JIT COL 48—50 Tp sa 8§ en.
OCTpBiC TOKCHUCCKHE OCTIOKHCHHS, B YACTHOCTH ICPCCCHIO KOCTHOTO MO,
OTMCUATIM PCKC B CXCMC, TAC HCMONB3OBATICS TONBKO S-hTOpypauus, oaHako
TOJIHBIA PCTPCCC OMYXONW NpH OToM 6bIn foctHrhyT B 58% (y 36 u3 62)
HAGMOACHHIL, B TO BPCMA KaK TMpH TNPHMCHCHMM MuTOMHUMHa C U 5-
dropypaunna s 87% (y 41 u3z 47).

B nocncaHue rompl mosBHiics paa coobuicHui o MPUMCHCHHH CXCMBI
XHMHOTCPAMHH, B KOTOPOH COMCTRIOTCA MPCMAPAThl MAATHHBI M S-hTo-
pypaunst {14, 27, 49] R. Doci u R. Zucali [15] coobwaor o6 yposHe
TIOJIHOTO perpeeca onyxonH, gocruraowieM 94% (y 33 w3 35), omHako
OTH MYGAMKAUMHM HOCAT NPCABAPUTCIBHBIN XapaKTCp, TAK KAK CLUC He-
U3BCCTHBI OTAAICHHBIC PC3YNBTATbHI ITHX MCCICHAOBAHHIA.

B HacTosmit MOMCHT OCTACTCS OTKPBITHIM BOMPOC O TOM, YTO SBIACTCS
Bonce PCKTUBHBIM U B TO k¢ BpcMs GC3OMACHBIM MCTOJOM JICUCHHMS
AHANBHOTO PAKA — COUCTAHUC XHUMHOTCPAMMY ¢ OBIYUCHHCM HITH TONBKO
obntyucHne. B ¢BsisH ¢ OTHM TIPOBOAMTCS PSR MYIBTHUCHTPANIBHBIX PaH-
JOMMIMPOBAHHBIX MCCICAOBAHMH, KOTOPBIC ccHyac HAXOAATCA B paznuu-
HeIX hasax. ORHAKO YKC MMCIOLUMCCA PC3YNBTAThI MO3BONMIM Py AB-
TOPOB, B YACTHOCTH HccneaopateaaM u3 Mucturyrta paxa s Huacpnangax
[10], BBISCHUTB, YTO MONMHBIA PCIPECC OMYXONM HAlC AOCTHrANCH MOCC
NpUMCHCHUSA MuTOMHUMHa C v S-pTopypaunna, Hexenu tonsko JIT (80
H 54% COOTBCTCTBCHHO), Nipy 2ToM B Tpynnc XJIT uc 6bIIO BBIABICHO
JAOCTOBCPHOrO YBCIIMYCHUS UHMCTa TOKCHUUCCKHX OCNOXHCHUE,

OnHuM 13 BO3MOXHBIX TICPCHICKTHBHBIX Hanpapachuit JIT MoxeT 6biTs
CC MPOBCACHUC HA (OHC TakMX (PU3HUCCKUX (HAKTOPOB BOACHCTBHA, Kak
CBCPXBLICOKOYACTOTHAA THACpTCpMHA. [lo nmamubiM B, M. Kusiia u
10. M. Tumodeesa [3, 4, 7], NpHUMCHCHHC JTOH MCTOAMKH obyucHus
TI03BONUNO JOOHTBCA MOMHOrO perpecca onyxond y 37,8% (y 17 us 45)
GonbHbIX, a pesopbumu Gonce NONOBHHBL onyxomt — y 42,2% nipu 51oM
5-ncTHAR BBIKUBACMOCTh GOMBHBIX cocranuma 75,1%.

Heemotps na necomuenneic moctonnersa JIT unu XJIT, o6ycnos-
JICHHBIC HC KaNCYallMM, KOHCCPBATMBHBIM XAPAKTCPOM ITHX MCTO/OB,
BO3MOMKHOCTBIO COXPAHMTB (DYHKLIMIO JAMUPATCABHOTO aNNapaTa NpAMoil
KHIWKH Y GOMBIIMHCTBA MAUHCHTOB M BBICOKYIO (¢CKTHBHOCTD, MHOTHC
NpOBNCMBI JICYCHHMS MHUACPMANIBHONO paKa aHaNbHOTO KaHAIA OCTAIOTCS
HCPCUICHHBIMH,

3a4acTyIo NMPOUCXOMT ncpcolcHka addexta JIT. Tak, u3 42 nauu-
cHTOB, 0BencnoBanHeIX B Mcemorial Sloan Kettering-Cancer Center, noce
nposeneHHoro XJIT ucpes 6 Hed y BCCX BBIIONHANIOCH THOGO MECTHOC
MCeeucHHE, TM60 6PIOIIHO-NPOMCKHOCTHAS IKCTUPIIALMS, TIPH ITOM BbIN0
YCTaHOBIICHO, YTO Y 44% MAUMCHTOB ¢ KIIMHHUCCKHM DErPEcCOM OMyXOSiU
B ONCPALHOHHOM TipcriapaTte 6blT BHIABIACH pax [29]. CywccTsyer MHCHHC
O NMPCANOUTHTCIBHOCTH KOMIUICKCHOTO MCTOIA JICUCHHS SMHACPMANBHOIO
PAKa aHAIBHOrO KaHana TIpH OMyXOJAX, Npesbilaownx 5 cM (T3) wnn
NPOPACTAIOIMX BCC CNOM cTeHKH kuikHd (T4), npu xotopom nocne npo-
BCACHHOTO Kypea PaMOTCPAlWH BBIMONHACTCS XMPYPrHUECKOC BMELLa-
TCALCTBO. 3TO MO3BOASCT YNYYUIWTh OTAANCHHBIC PE3yNbTaThi [37, 52.
Ha ncobocHoBanHocTs MHCHHA 06 HckmountensHoctd JIT B neycHuu
paka aHalBHOTO KaHana ykaseisacT R. Lombard-Platct [26]. Henbas Takke
HC FIPHHMMATb BO BHHMAHMC, YTO PHCK DA3BHUTHS TOKCHYCCKMX OCIIOXK-
HCHHH KoncebreTes oT 3 o 14%, ModTOMY COMpOBOXKAACTCS ONPCACACHHOM
neraneHoctsio [18, 22, 36]. HeocnopuMblm snasicTest GakT yBCAHYCHHS
UHMCTA TTOCACONCPALMOHHBIX OCTIOKHCHHI MOCIC NPOBEACHHOrO Kypea 06-
nyucuus [29, 43).

AKTyanbHOil OCTACTCS TAKTHKA BCACHUS GONBHBIX OMMACPMANBHBIM
PAKOM QHAIBHOrO KaHafla TOCHC MPOBCACHHOM KOHCCPBATHBHOM TCpamuu.
CyluceTBYCT MHOKCCTBO PASTHUHBIX PCKOMCHAALIMI, KACAIOUIMXCA CPOKOB
HaONIOACHHSA ¥ YACTOTBI KOHTPOMBHBIX Guoncuit [33, 50). Beayumm mc-
TOROM B ONPCACIACHUH Pa3BHUTHA PCUMAMDA MM HANMYHS PCIMOYanbHOM
OMYXONHU NO-NPCKHEMY OCTACTCA NMANbLCBOC HCCACAOBAHNC, JOMONHACMOC
npu Heobxoanmoctu Guoncucii. TpaHepekTanbHas YIbTpacoHOrpadus u
KOMIIBIOTCPHASt TOMOT PapHsl MAIOTO Ta3d MO3BONAIOT OBBCKTUBHIMPOBATE
JaHHbIC KMHHKYCCKOro obencaosanus [21]. Takoit onyxoncssiit Mapkep,
KadK KapUuHO-OMOPHOHANBHBIN aHTHrcH [51] He onpabman ccbs B aua-
THOCTHKC DCLMAMBOB OMMACPMANIBHOTO Paka, OAHAKO CCTh cOOBLICHMUS
O JIOCTOBCPHOH KOPPCNAUMK THTDA QHTHMICHA TUIOCKOKICTOMHOTO pika
¢ PA3BUTHCM pcuMaMba 3abonesanus [19, 38].

Taxum_06pa3oM, Ha OCHOBAHMH AHANM3A MHPOBOTO OMbBITA TAKTHKY
BCACHUS COABHBIX PAKOM AHWIBHOIO KAHAMA MOXKHO MPCICTABHTH ClIc-
Aylownm obpaszoM (cM. cxeMy).

Jlcucnue oroii peakoit hopMbl 3M0KAUCCTBEHHBIX HOBOOGPA30BAHMI
npeacTaniser coboi BechMa CNOKHYIO, 10 KOHLEA HC PCLUCHHYIO NpoGNeMy.
HceMoTps Ha TO YTO OCHOBHBIM MCTOAOM JIcUCHHA sBnsicTes JIT win
XJIT, cncayer n3beraTh HILTIOBHIT OTHOCHTEABHO MONHOM BGCKTHBHOCTH
U UCKIIOYUTCIBHOCTH JTOTO MCTOJA M CBOCBPCMCHHO NpHOCTATb K XM-
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PYPTHYCCKOMY JICUCHHIO. DTOMY MOXKCT CNOCOBCTBOBATL CO3MAHHE Pi-
JHOXHPYPrHUCCKHX OTACACHHH, OCYUICCTRASIOWMX BCACHHUE ITOrO KOH-
THHTCHT GONBbHBIX B TCCHOM B3aMMOACIICTBHH.
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BUOTPAHCO®OPMALIMSL AHIPOTEHOB

B IIPEJCTATEJIBHOM JKEJIE3E YEJOBEKA:
EE 3HAYEHUE B HOPME; ITPUUMHA WA
CIENCTBUE HAPYUIEHUI METABOJM3MA
AHJIPOTEHOB ITPU OITYXOJISIX

HHH xmuneckoid onkono2uu

B Hacrosiice BpeMst B o6LMX UCpPTaX OTHOCHMTENBHO SICHA POJb ABYX
MPUPORHBIX AHAPOTCHOB B OPraHM3MC XXHBOTHBIX M UCIOBEKAa — TECTOC-
TepoHa (T) u So-murnaporecrocrepoda ([AT'T). JanHeic o ponu Apyrux
MPUPOIHBIX AHOPOTCHOB JOCTATOMHO MNpoTHBOpeuuBhl. Bomec Toro, o
pony GONBUIMHCTBA MCTAGOMMTOB aHAPOrcHOB (KOTopbic obpasyloTes B
ocHosHoM 13 T unu AI'T) B HOpMC M TIpH TIATONIOTHH MOXHO CYAHUTb
TOJIBKO 10 OTAC/BHBIM CBCACHHAM, TAK Kak JUIst OYCHb HCOONBLUOTO YHCA
npupoaHsIX Mcrabonuros anaporcHos (Bkmouas T u JATT) nposeacHbl
CUCTCMATHUCCKHC MCCICAOBAHMA MO MX (PUIHONMOTMUCCKOH 3HAUMMOCTH
B OPraHM3MC YCJIOBCKR, B YACTHOCTH B NpcacratcnbHoil xkencse (TDK).
Hcencpobanust MOCACAHCIO ACCATUIICTHA MOKA3AIH, UTO Mbl CTOMM TOJIBKO
Ha TIOPOrc M3y4YcHHA PONM MCTabOoNH3MAa AHIPOTCHOB B PasHbIX TKaHAX,
¥ B GyAYIUCM CLUC PCACTORT Y3HATD, KAKOBA POTb PASIHUHBIX MPHPOAHbIX
MCTAbONUTOB aHAPOICHOB HC TONBKO B JHAOKPHHOJIOIHMH [MONA M pas-
MHOMCHHS.

Wlupokoc usyucHuc mnpoucccos GUOTpaHchOPMALMH AHAPOrCHOB B
Pa3HbIX OPraHAX M TKAHAX, POJH OTACNBHBIX MCTAGOMHUTOB [AcT BO3-
MOXHOCTb HC TOMILKO KOHCTATHPOBATH Ha YPOBHC (DAKTOB HM3IMCHCHHC
COOTHOUICHUH MOMOBBIX CTCPOMAOB Y HCMOBCKA MPH pasnHuHbIX 3a60-
NncBaHUAX, OOBACHUTD OGHAPYKCHHBIC (DaKThbl, HO U, YTO CAMOC BAXHOC,
OMPCACANTL MYTH KOPPCKUMH TAKUX H3MCHCHHM.

Haunblit 0630p nocpsieH obCyXICHUIO NPCANonaracMoil ponn 6uo-
TpaHchopMaumm anaporcHos B T1XK dycnoBeka, MPUUMH HAPYLICHHA HX
McTaboNMH3MA ¥ 3HAUUMOCTH OTACTBHBIX MCTAGOIMTOB AHAPOrCHOB B HOP-
manbHol TIDK w npm HopooGpasoBaHuUsX.

H3BeeTHO, 4TO KaUCCTBCHHBIH M KOJIMUCCTBCHHBIH COCTAB KaXAOrO
KJTACC TONOBbIX CTCPOMAOB B KPOBH OpraHH3Ma (BCPOSTHO, M B KIICT-
KAX-MHUICHAX) 32BUCHT HC TOJIBKO OT CCKPCUMH MX TTOOBBIMM JKCIC3AMH
M HAAMOYCUHHUKAMH [5], HO M OT pasHOOBpasuA (BCPMCHTHBIX CHCTCM
crepoupgorcHesa (BuotpanchopMauny, MCTaboNHM3Ma) B APYTUX TKIHAX.
B HaMBonbwicH CTCMCHH ITO OTHOCHTCA K aHaporcHaM [2]. CyMMapHblii
2(hPeKT BEeX MPOLCCCOB M OGYCIOBAHBACT COACPKAHHUC KAKAOTO OTACIb-
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ANDROGEN BIOTRANSFORMATION IN
HUMAN PROSTATE: SIGNIFICANCE IN THE
NORMAL PROSTATE; CAUSE OR EFFECT
OF ANDROGEN METABOLIC DISORDERS
IN PATIENTS WITH NEOPLASTIC DISEASE?

Research Institute of Clinical Oncology

The role of two natural androgens, testostcrone (T) and So-di-
hydrotestosteronc (DHT) in the human and animal body is generally
clear. While findings of the role of other natural androgens are rather
equivocal. Morcover, we can make conclusions on the role of most
androgen metabolites (mainly T or DHT products) in thc normal
and pathological state basing on scarce findings becausc few natural
androgen metabolites (including T and DHT) are studied systcmatically
for physiological significance in thc human body, in particular in
the prostate. The research carried out over the last decade proved
that we had little knowledge of the role of androgen mctabolites
in body tissucs cspecially as concerns the function of natural androgen
metabolites different from sex and reproduction endocrinology.

The comprehensive study of androgen biotransformation in dilTcrent
organs and tissues, the role of individual meatabolites will allow us
to trace factual pathological changes in human sex steroid relationship,
to cxplain the facts observed and, what is of most importance, Lo
know ways to corrcet these changes.

This review discusses the role of androgen biotransformation in
human prostalc, causcs of androgen metabolic disorders and the role
of individual androgen metabolites in the normal prostate and nco-
plastic discase.

Qualitative and quantitative composition of cvery scx steroid hor-
monc class in blood (and probably in target cclls) is known todepend
on both hormonc sccretion by sex glands and adrenals [S] and the
varicty of cnzyme-mediated steroid production systems (biotranslor-
mation, mctabolism) in other tissucs. This lully applics to androgens
[2]. The total cllcet of all the processes determines content ol cvery
individual androgen in target cells [15, 29]. Morcover, there is cnough
cvidenee Lo consider androgen contribution to paracrine and endocrine
regulation of ccll mechanisms o be related to androgen biotranfor-
mation, though the cndocrine status is not always a rcflection of
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