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NMoAXEAYAOUHOM Xenesbl (K) cBOOOAHBIX pPaAMKaNoB
KUCAOPOAA, 00OpasyloLLMXCA B pesyastate aucHanaHca
MEXAY WX MPOAYKUMEN W @HTMOKCMA@HTHOW 3alUMTOMN.
Bbbina paspabotaHa aHTUOKCMAAHTHasA Tepanus Aekap-
CTBEHHbIMW Mpenapatamu AA] BOCCTAHOBAEHWST aHTUOK-
CUAAHTHOW 3aLUMTbl U BBEAEHA B KAMHWYECKYHO NMPaKTUKY
B Manchester (England) B 1980-x ropax. 9ta Tepanus
Bbl3BaAa CMOPbl B MaHKPEATOAOTMM, KOTOPblE B HEKO-
TOPOW CTEMEHW MPOAOAXKAKOTCS U MO Cel AeHb. B cBoto
ouyepeAb, runotesa OKMCAMTEABHOIO CTPecca 3AeraHTHa
M Hay4yHO NPaBAOMNOAOOHA, MOCKOAbKY aHTMOKCUAAHTHAS
Tepanua MUKPOHYTPUEHTAMM MOAXOANT AAST A@UEHUST BCEX
BapuaHtoB XI U NO3BOAAET U36EXaTb XMPYPrUUYEcKoro
BMeLLaTeAbCTBa. [1pOTMB BbIABMIatOTCS apryMeHTbl OT-
HOCUTEABHO AOCTOBEPHOCTM AOKa3aTeAbHOM 6asbl, AeXa-
LLEV B OCHOBE Kak rMnoTesbl, Tak 1 KAMHUYECKOW 3bdek-
TUBHOCTU @aHTUOKCUAGHTHOM Tepanuu.

MpoBeaeHbl 2 KPYMHbIX PAHAOMU3WPOBAHHBLIX KAMHU-
YECKMX WCCAEAOBAHUSI MO aHTMOKCMAAHTHOW Tepanuu
XMN. G. Bhardwaj et al. n3 Delhi npoBeAn aABoWHOE CAe-
noe nAauebo-KOHTPOAMPYEMOE PAHAOMU3UPOBAHHOE



MCCAEAOBAHWE aHTUOKCUMAAHTHOM Tepanuu npu XI. Ma-
LMEHTbI BbIAM OTOBPAHbI AAST BKAKOUEHWA HA OCHOBAHWM
MarHuTHO-Pe30HaHCHOM ToMmorpadum, SHAOCKONMUUYECKOM
PETPOrpapHoOn NaHKpeaTorpadunm KMAM  KOMMbHOTEPHOM
ToMorpadun. MNpeaLecTBYOLWMX BMeLWlATeAbCTB Ha K
B Kakon-AMBO popMe He BbIND, U BbIAM UCKAKOUEHBI Hap-
KO3aBWCUMbIE NaUMEHTbI. AeUeHne NPeACTaBASIAO COOOM
KOMOWHUPOBAHHYKO aHTUOKCUAAHTHYIO Tepanuio B BUAE
600 MKr ceneHa, acKOPOUHOBOW KUCAOThI, B-KapoTWUHA,
o-ToKOPEPOAa U METUOHMHA, BbINMyCKaeMbIX MOA TOPrOBOM
Mapkoi Betamore (G Osper, India). BoAb oLeHWBaAK NO
KOAMYECTBY «AHEW BOAM». MPOOUAM NALIMEHTOB NOKa3bl-
BalOT, UTO ¥ BOABLLUMHCTBa HabAOAQACA MAMONATUYECKUI
X, ¥ UTO CPEAHUIN MHAEKC MaCChl TEAA B rpymnne AeYeHus
coctaBaan 20,2+3,1 (no cpaBHeHUto ¢ 19,7+3,5 B rpyn-
ne naauebo). MopasnteabHo, uto 18 (32%) nauMeHToB B
rpynne Ae4YEeHWs UMEAU CHUXEHHbIN MHAEKC MaccCbl Tena
<18,5 Kkr/m? (C conoctaBUMbIM YACAOM B Fpynne naaue-
60). OCHOBHbIM Pe3yAbTAaTOM ObIAO YMEHbLUEHUE KOAUYE-
CTBa AHeW 60AM B rpynne AeveHns ¢ 9,1+7,6 Ha UCXOAHOM
ypoBHe A0 1,6+2,8 uepe3d 6 mecaueB. 3TO YMEHbLLEHWE
6bINO AOCTOBEPHbLIM MO CPABHEHWIO C FPynnoi naauebo
yepes 6 mecsueB. OAHaKO NOPa3UTEAbBHBIM PE3YALTATOM
3TOM OLEHKM ABASETCS BMNEYaTASIOLMI OTBET Ha MAaLe-
60 (uepe3 6 mecsaueB: 3,3+4,3 AHA 6OAU MO CPaBHEHUIO
C UCXOAHBIM YPOBHEM 7,2+5,3 AHSI 6OAM).

Moyt napanneAbHO C 3TMM WMCCAEAOBAHWEM WCCAEAO-
BaHue ANTICIPATE B Manchester 6bIAO HanpaBAEHO Ha
oLeHKy addekTta npenapata Antox (KOMOBUHWpPOBaHHAs
aHTMOKCUAQHTHas Tepanus) y NaumMeHToB C YCTaHOBAEH-
HbIM 6oAeBbIM XIT. MauneHTbl ¢ KAMHUYECKUM AMArHo30M
XM 6bIAV UAEHTUOULIMPOBAHbLI MO KOMOUHALIMK Pe3yAbTa-
TOB KOMMbIOTEPHOM TOMOrPadUn U OLIEHKM NaHKpeaThye-
CKOM 3nacTasbl. [aumeHTbl BeAU AHEBHMKM BOAM B Teue-
Hve 1 Mmecsila BBOAHOMO NEPUOA], UYTOObI YCTaHOBUTL CTa-
OUABHOCTb CMMMTOMOB M TO, UTO BOAb, MO CaMOOLEHKE,
cocTaBAsiza He MeHee 5 6annoB B TeUeHUe He MeHee 7
13 30 AHEW MO YMCAOBOM OLIEHOUHOW 11-6aAAbHOM LKane
(NRS) ot 0 po 10. MauneHTbl 6biAM PaHAOMU3UPOBAHBI
AT OAYYEHWUST KOMMAEKCHOM aHTUOKCUMAGHTHOM Tepanum
(Antox, Morpeth, UK), rae kaxaasa Tabaetka npenapata
Antox copepxana 480 mMr meTnoHMHa, 38,5 Mr ceneHa U
126,3 Mr ackopbrHOBOM KMCAOTbI (BUTaMKH C), MAK CO-
OTBETCTBYHOLLETNO NAaLEebo. MepBUUHOM KOHEUHOM TOUKOM
6blna OLeHKa 60AM B aMByAaTOPHbIX YCAOBUAX Yepes 2,
4 n 6 mecAueB. BTOpMUHbIE KOHEYHbIE TOYKM BKAKOYAAU
OLEHKU BOAU B AHEBHUKAX BOAM, KOTOPbIE BEAU MALMEH-
Tbl (B KOpPeAiLMKU ¢ Bar aMu, OLEHUBAEMbIMU B KAMHU-
Ke), N KaYeCTBO XM3HWU, OLEHEHHOE C MOMOLLbIO Pa3AnY-
HbIX Moka3atenen, Bkatouasa wkany EORTC QLQ-Pan28,
YTBEPXAEHHYIO AAST MCMOAb30BaHWUs npu XI1. MaumneHTobl
6bIAU CTPATUOULMPOBaHbI MO NPEALLECTBYHOLLIMM BMELLa-
TeAbCTBaM Ha XK.

Bcero 6bin0 06cnepoBaHo 356 naumeHToB, 92 M3 KOTO-
pbIX ObIAM PaHAOMM3NPOBAHbI, M3 HUX 70 3aBEPLUUAM
6 mecsaueB (37 B rpynne naauebo n 33 B rpynne aHTW-
OKCMAAHTOB). OKOHUATEAbHbIE PE3YALTaTbl UCCAEAOBAHMS
ANTICIPATE noka3aAu OTCYTCTBME pasAvuMiA MeXAY nep-
BMUYHOM KOHEYHOWM TOUKOW M NOKa3aTeEAAMU MHTEHCUBHO-
CTM BOAM MO CPaBHEHWUID C UCXOAHBLIMM MOKa3aTEAAMM.
TouHO Tak xe He HabAAAAOChb Pa3AMUMM HU B OAHOM
M3 BTOPUYHBIX KOHEYHbIX TOYEK, 3aperMcTprpoBaHHbIX
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nauMeHTaMu B AHEBHUKOBBIX OLEHKax BOAM UAM MOKa3a-
TEASIX KQUeCcTBa XU3HU. AHTMOKCUMAAHTHaNA Tepanus bbina
CBfiI3aHa CO 3HAYMUTEAbHbIM MOBbILEHWEM YPOBHEW aH-
TUOKCHAGHTOB B KPOBMW. TaknuM 06pa3omM, MCCAEAOBaAHME
ANTICIPATE NpuWLWAO K BbIBOAY, UTO «y BOAbHbIX C BoAe-
BbIM XIT NPerMyLLECTBEHHO aAKOTOABHOIO reHe3a aHTu-
OKCUAQHTHaA Tepanusa He yMeHbLUaeT 60AU U He yAyuLLa-
€T KayeCTBO XM3HW, HECMOTPS Ha MOBBILEHUE YPOBHS
@HTMOKCUAQHTOB B KPOBW».
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The oxidative stress paradigm of cellular injury in chron-
ic pancreatitis (CP) was proposed. This theory proposed
that CP arose as a result of pathologic exposure of pan-
creatic acinar cells to short-lived oxygen-derived free rad-
icals produced as a result of an imbalance between their
production and quenching. Micronutrient antioxidant
therapy was developed as a tablet-based medication to
restore components of these deficient pathways and
was introduced into clinical practice in Manchester, En-
gland, in the 1980s, setting up a controversy in pancre-
atology that to some extent continues to this day. In its
favor, the oxidative stress hypothesis is elegant and sci-
entifically plausible with micronutrient antioxidant ther-
apy having the attraction of treating all disease variants
of CP and of avoiding surgijcal intervention. Against the
hypothesis questions are raised as to the validity of the
evidence base underlying both the hypothesis and the
clinical effectiveness of antioxidant therapy.

Two large randomized controlled trials have been con-
ducted on antioxidant therapy for CP. G. Bhardwaj et al.
from Delhi undertook a double-blind, placebo-controlled
randomized trial of antioxidant therapy in CP. Patients
were selected for inclusion on the basis of magnetic res-
onance scan, endoscopic retrograde pancreatography,
or computed tomography. There was no prior pancreat-
ic intervention of any form and those who were narcotic
addicts were excluded. The study intervention was com-
pound antioxidant therapy in the form of 600 ug seleni-
um, ascorbic acid, B-carotene, a-tocopherol, and methi-
onine manufactured commercially as Betamore (G Os-
per, India). Pain was assessed as the number of “painful
days”. The patient profiles show that the majority had id-
iopathic CP and that the median body mass index (BMI)
in the treatment group was 20.2+3.1 (compared with
19.7+3.5 in placebo). Strikingly, 18 (32%) patients in the
treatment group were malnourished with a BMI of <18.5
(with a comparable number in placebo). The principal
outcome was a reduction in days in pain in the treatment
arm from 9.147.6 at baseline to 1.6+£2.8 at 6 months.
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This reduction was significant when compared with the
placebo group at 6 months. However, the striking find-
ing in this assessment is the dramatic placebo response
(at 6 months: 3.3+4.3 days in pain from a baseline level
of 7.245.3 days in pain).

Almost in parallel to this trial, the ANTICIPATE study in
Manchester set out to evaluate the effect of Antox (a com-
pound antioxidant therapy) in patients with established
painful CP. Patients with a clinical diagnosis of CP were
identified by a combination of CT scan and assessment
of pancreatic elastase. Patients maintained pain diaries
in @ 1-month run-in period to establish that their symp-
toms were stable and that self-scored pain was at least
5 on at least 7 in 30 days on a numerical rating scale
(NRS) of 11 points from 0 to 10. Patients were random-
ized to receive either compound antioxidant therapy (An-
tox, Morpeth, UK) with each tablet of Antox comprising
480 mg methionine, 38.5 mg of selenium, and 126.3 mg
of ascorbic acid (vitamin C) or a matched placebo. The
primary endpoint was pain scores assessed in the outpa-
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tient clinic at 2, 4, and 6 months. Secondary endpoints
included pain diary pain scores maintained by patients
(as a correlate to the scores assessed in clinic) and qual-
ity of life assessed by a variety of measures including the
EORTC QLQ-Pan28 score validated for use in CP. Patients
were stratified by prior pancreatic intervention.

A total of 356 patients were screened and 92 random-
ized with 70 completing 6 months of either intervention
or placebo (37 in placebo and 33 in antioxidant arm).
The final results of ANTICIPATE showed that there was
no difference in the primary endpoint with clinic pain
scores. Similarly, there was no difference in any of the
secondary endpoints of patient-recorded diary pain
scores or quality-of-life measures. Antioxidant therapy
was associated with a significant elevation in antioxi-
dant blood levels. Thus, ANTICIPATE concluded that “in
patients with painful chronic pancreatitis of predomi-
nantly alcoholic origin, antioxidant therapy does not re-
duce pain or improve quality of life, despite increasing
blood levels of antioxidants”.



