Name of Journal: World Journal of Gastroenterology
Manuscript NO: 91786
Manuscript Type: EDITORIAL

[bookmark: _Hlk162026139]Understanding autoimmune pancreatitis: Clinical features, management challenges, and association with malignancies

Christodoulidis G et al. AIP and aftereffects

Grigorios Christodoulidis, Marina Nektaria Kouliou, Konstantinos Eleftherios Koumarelas

Grigorios Christodoulidis, Marina Nektaria Kouliou, Konstantinos Eleftherios Koumarelas, Department of General Surgery, University Hospital of Larissa, University of Thessaly, Larissa 41110, Greece

Author contributions: Christodoulidis G, Kouliou MN, and Koumarelas KE contributed to the discussion and design of the manuscript, the writing, editing the manuscript, and review of literature of this article; Christodoulidis G designed the overall concept and outline of the manuscript.

Corresponding author: Grigorios Christodoulidis, MD, PhD, Academic Editor, Department of General Surgery, University Hospital of Larissa, University of Thessaly, Biopolis Campus, Larissa 41110, Greece. gregsurg@yahoo.gr

Received: January 5, 2024
Revised: January 24, 2024
[bookmark: OLE_LINK1198][bookmark: OLE_LINK1199][bookmark: OLE_LINK1218][bookmark: OLE_LINK1222][bookmark: OLE_LINK1750][bookmark: OLE_LINK1751][bookmark: OLE_LINK1223][bookmark: OLE_LINK1224][bookmark: OLE_LINK1227][bookmark: OLE_LINK1231][bookmark: OLE_LINK1242][bookmark: OLE_LINK1246][bookmark: OLE_LINK6798][bookmark: OLE_LINK6803][bookmark: OLE_LINK6812][bookmark: OLE_LINK6816][bookmark: OLE_LINK6827][bookmark: OLE_LINK6830][bookmark: OLE_LINK6834][bookmark: OLE_LINK7116][bookmark: OLE_LINK7119][bookmark: OLE_LINK7122][bookmark: OLE_LINK7125][bookmark: OLE_LINK7126][bookmark: OLE_LINK7127][bookmark: OLE_LINK7130][bookmark: OLE_LINK7133][bookmark: OLE_LINK7140][bookmark: OLE_LINK7141][bookmark: OLE_LINK7145][bookmark: OLE_LINK7150][bookmark: OLE_LINK7153][bookmark: OLE_LINK7158][bookmark: OLE_LINK7167][bookmark: OLE_LINK7173][bookmark: OLE_LINK7212][bookmark: OLE_LINK7213][bookmark: OLE_LINK7214][bookmark: OLE_LINK7215][bookmark: OLE_LINK7223][bookmark: OLE_LINK7228][bookmark: OLE_LINK7235][bookmark: OLE_LINK7236][bookmark: OLE_LINK7237][bookmark: OLE_LINK7240][bookmark: OLE_LINK7243][bookmark: OLE_LINK7250][bookmark: OLE_LINK7253][bookmark: OLE_LINK7513][bookmark: OLE_LINK7515][bookmark: OLE_LINK7522][bookmark: OLE_LINK7527][bookmark: OLE_LINK7530][bookmark: OLE_LINK7547][bookmark: OLE_LINK7550][bookmark: OLE_LINK7555][bookmark: OLE_LINK7559][bookmark: OLE_LINK7561][bookmark: OLE_LINK7608][bookmark: OLE_LINK7611][bookmark: OLE_LINK7616][bookmark: OLE_LINK7625][bookmark: OLE_LINK7628][bookmark: OLE_LINK7629][bookmark: OLE_LINK7633][bookmark: OLE_LINK7641][bookmark: OLE_LINK7568][bookmark: OLE_LINK7569][bookmark: OLE_LINK7571][bookmark: OLE_LINK7574][bookmark: OLE_LINK7577][bookmark: OLE_LINK7578][bookmark: OLE_LINK7583][bookmark: OLE_LINK7587][bookmark: OLE_LINK7597][bookmark: OLE_LINK7602][bookmark: OLE_LINK7605][bookmark: OLE_LINK7606][bookmark: OLE_LINK7610][bookmark: OLE_LINK7617][bookmark: OLE_LINK7620][bookmark: OLE_LINK7635][bookmark: OLE_LINK7649][bookmark: OLE_LINK7652][bookmark: OLE_LINK7655][bookmark: OLE_LINK7665][bookmark: OLE_LINK7684][bookmark: OLE_LINK7687][bookmark: OLE_LINK7690][bookmark: OLE_LINK7691][bookmark: OLE_LINK7695][bookmark: OLE_LINK7699][bookmark: OLE_LINK7703][bookmark: OLE_LINK7706][bookmark: OLE_LINK7709][bookmark: OLE_LINK7710][bookmark: OLE_LINK7711][bookmark: OLE_LINK7712][bookmark: OLE_LINK7718][bookmark: OLE_LINK7721][bookmark: OLE_LINK7722][bookmark: OLE_LINK7730][bookmark: OLE_LINK7734][bookmark: OLE_LINK7735][bookmark: OLE_LINK7736][bookmark: OLE_LINK7737][bookmark: OLE_LINK7738][bookmark: OLE_LINK7796][bookmark: OLE_LINK7799][bookmark: OLE_LINK7809][bookmark: OLE_LINK7813][bookmark: OLE_LINK7820][bookmark: OLE_LINK7836][bookmark: OLE_LINK7837][bookmark: OLE_LINK7838][bookmark: OLE_LINK7839][bookmark: OLE_LINK7843][bookmark: OLE_LINK7846][bookmark: OLE_LINK7867][bookmark: OLE_LINK7873][bookmark: OLE_LINK7876][bookmark: OLE_LINK7879][bookmark: OLE_LINK7882][bookmark: OLE_LINK7885][bookmark: OLE_LINK7894][bookmark: OLE_LINK7895][bookmark: OLE_LINK7896][bookmark: OLE_LINK7897][bookmark: OLE_LINK7903][bookmark: OLE_LINK7910][bookmark: OLE_LINK7977][bookmark: OLE_LINK7979][bookmark: OLE_LINK7983][bookmark: OLE_LINK7984][bookmark: OLE_LINK7985][bookmark: OLE_LINK1][bookmark: OLE_LINK4][bookmark: OLE_LINK7][bookmark: OLE_LINK10][bookmark: OLE_LINK14][bookmark: OLE_LINK17][bookmark: OLE_LINK2][bookmark: OLE_LINK11][bookmark: OLE_LINK20][bookmark: OLE_LINK29][bookmark: OLE_LINK34][bookmark: OLE_LINK37][bookmark: OLE_LINK40][bookmark: OLE_LINK41][bookmark: OLE_LINK46][bookmark: OLE_LINK49][bookmark: OLE_LINK54][bookmark: OLE_LINK57][bookmark: OLE_LINK60][bookmark: OLE_LINK65][bookmark: OLE_LINK72][bookmark: OLE_LINK75][bookmark: OLE_LINK82][bookmark: OLE_LINK84][bookmark: OLE_LINK87][bookmark: OLE_LINK100][bookmark: OLE_LINK103][bookmark: OLE_LINK108][bookmark: OLE_LINK174][bookmark: OLE_LINK177][bookmark: OLE_LINK184][bookmark: OLE_LINK187][bookmark: OLE_LINK192][bookmark: OLE_LINK197][bookmark: OLE_LINK200][bookmark: OLE_LINK203][bookmark: OLE_LINK208][bookmark: OLE_LINK216][bookmark: OLE_LINK219][bookmark: OLE_LINK220][bookmark: OLE_LINK226][bookmark: OLE_LINK229][bookmark: OLE_LINK233][bookmark: OLE_LINK236][bookmark: OLE_LINK241][bookmark: OLE_LINK1310][bookmark: OLE_LINK1318][bookmark: OLE_LINK1324][bookmark: OLE_LINK1325][bookmark: OLE_LINK1326][bookmark: OLE_LINK6][bookmark: OLE_LINK12][bookmark: OLE_LINK19][bookmark: OLE_LINK26][bookmark: OLE_LINK30][bookmark: OLE_LINK36][bookmark: OLE_LINK42][bookmark: OLE_LINK51][bookmark: OLE_LINK61][bookmark: OLE_LINK66][bookmark: OLE_LINK74][bookmark: OLE_LINK78][bookmark: OLE_LINK1219][bookmark: OLE_LINK1220][bookmark: OLE_LINK1232][bookmark: OLE_LINK1233][bookmark: OLE_LINK1236][bookmark: OLE_LINK1241][bookmark: OLE_LINK1247][bookmark: OLE_LINK1255][bookmark: OLE_LINK1261][bookmark: OLE_LINK1267][bookmark: OLE_LINK1269][bookmark: OLE_LINK1272][bookmark: OLE_LINK1282][bookmark: OLE_LINK1286][bookmark: OLE_LINK1290][bookmark: OLE_LINK1291][bookmark: OLE_LINK1295][bookmark: OLE_LINK1299][bookmark: OLE_LINK1303][bookmark: OLE_LINK1307][bookmark: OLE_LINK1311][bookmark: OLE_LINK1327][bookmark: OLE_LINK1334][bookmark: OLE_LINK1340][bookmark: OLE_LINK1342][bookmark: OLE_LINK1346][bookmark: OLE_LINK1352][bookmark: OLE_LINK3][bookmark: OLE_LINK15][bookmark: OLE_LINK23][bookmark: OLE_LINK21][bookmark: OLE_LINK1225][bookmark: OLE_LINK1237][bookmark: OLE_LINK1244][bookmark: OLE_LINK1250][bookmark: OLE_LINK1251][bookmark: OLE_LINK1256][bookmark: OLE_LINK1262][bookmark: OLE_LINK1273][bookmark: OLE_LINK1276][bookmark: OLE_LINK1283][bookmark: OLE_LINK1292][bookmark: OLE_LINK1297][bookmark: OLE_LINK1301][bookmark: OLE_LINK1305][bookmark: OLE_LINK1312][bookmark: OLE_LINK1315][bookmark: OLE_LINK1319][bookmark: OLE_LINK1322][bookmark: OLE_LINK7224][bookmark: OLE_LINK7229][bookmark: OLE_LINK7234][bookmark: OLE_LINK7241][bookmark: OLE_LINK7244][bookmark: OLE_LINK7259][bookmark: OLE_LINK7264][bookmark: OLE_LINK7268][bookmark: OLE_LINK7274][bookmark: OLE_LINK7279][bookmark: OLE_LINK7288][bookmark: OLE_LINK7290][bookmark: OLE_LINK7295][bookmark: OLE_LINK7300][bookmark: OLE_LINK7301][bookmark: OLE_LINK7302][bookmark: OLE_LINK7305][bookmark: OLE_LINK7308][bookmark: OLE_LINK7618][bookmark: OLE_LINK7623][bookmark: OLE_LINK7630][bookmark: OLE_LINK7639][bookmark: OLE_LINK7644][bookmark: OLE_LINK7650][bookmark: OLE_LINK7654][bookmark: OLE_LINK7666][bookmark: OLE_LINK7670][bookmark: OLE_LINK7675][bookmark: OLE_LINK7681][bookmark: OLE_LINK7682][bookmark: OLE_LINK7688][bookmark: OLE_LINK7693][bookmark: OLE_LINK7700][bookmark: OLE_LINK7724][bookmark: OLE_LINK7727][bookmark: OLE_LINK7732][bookmark: OLE_LINK7744][bookmark: OLE_LINK7753][bookmark: OLE_LINK7761][bookmark: OLE_LINK7765][bookmark: OLE_LINK7769][bookmark: OLE_LINK7772][bookmark: OLE_LINK7775][bookmark: OLE_LINK7779][bookmark: OLE_LINK7785][bookmark: OLE_LINK7788][bookmark: OLE_LINK7791][bookmark: OLE_LINK7794][bookmark: OLE_LINK7800][bookmark: OLE_LINK7803][bookmark: OLE_LINK7806][bookmark: OLE_LINK7810][bookmark: OLE_LINK7811][bookmark: OLE_LINK7815][bookmark: OLE_LINK7238][bookmark: OLE_LINK7245][bookmark: OLE_LINK7254][bookmark: OLE_LINK7260][bookmark: OLE_LINK7263][bookmark: OLE_LINK7265][bookmark: OLE_LINK7266][bookmark: OLE_LINK7272][bookmark: OLE_LINK7282][bookmark: OLE_LINK7287][bookmark: OLE_LINK7292][bookmark: OLE_LINK7296][bookmark: OLE_LINK7303][bookmark: OLE_LINK7307][bookmark: OLE_LINK7313][bookmark: OLE_LINK7317][bookmark: OLE_LINK7322][bookmark: OLE_LINK7326][bookmark: OLE_LINK7376][bookmark: OLE_LINK7379][bookmark: OLE_LINK7383][bookmark: OLE_LINK7386][bookmark: OLE_LINK7389][bookmark: OLE_LINK7394][bookmark: OLE_LINK7403][bookmark: OLE_LINK7422][bookmark: OLE_LINK7426][bookmark: OLE_LINK7432][bookmark: OLE_LINK7440][bookmark: OLE_LINK7523][bookmark: OLE_LINK7526][bookmark: OLE_LINK7533][bookmark: OLE_LINK7534][bookmark: OLE_LINK7538][bookmark: OLE_LINK7548][bookmark: OLE_LINK7552][bookmark: OLE_LINK7562][bookmark: OLE_LINK7572][bookmark: OLE_LINK7573][bookmark: OLE_LINK7579][bookmark: OLE_LINK7588][bookmark: OLE_LINK7593][bookmark: OLE_LINK7619][bookmark: OLE_LINK7631][bookmark: OLE_LINK7642][bookmark: OLE_LINK7646][bookmark: OLE_LINK7648][bookmark: OLE_LINK7658][bookmark: OLE_LINK7739][bookmark: OLE_LINK7743][bookmark: OLE_LINK7749][bookmark: OLE_LINK7756][bookmark: OLE_LINK7786][bookmark: OLE_LINK7793][bookmark: OLE_LINK7801][bookmark: OLE_LINK7805][bookmark: OLE_LINK7814][bookmark: OLE_LINK7818][bookmark: OLE_LINK7822][bookmark: OLE_LINK7825][bookmark: OLE_LINK7834][bookmark: OLE_LINK7840][bookmark: OLE_LINK7844][bookmark: OLE_LINK7850][bookmark: OLE_LINK7853][bookmark: OLE_LINK7858][bookmark: OLE_LINK7862][bookmark: OLE_LINK7863][bookmark: OLE_LINK7864][bookmark: OLE_LINK7871][bookmark: OLE_LINK7877][bookmark: OLE_LINK7883][bookmark: OLE_LINK7888][bookmark: OLE_LINK7898][bookmark: OLE_LINK7901][bookmark: OLE_LINK7255][bookmark: OLE_LINK7261][bookmark: OLE_LINK7269][bookmark: OLE_LINK7275][bookmark: OLE_LINK7280][bookmark: OLE_LINK7286][bookmark: OLE_LINK7293][bookmark: OLE_LINK7304][bookmark: OLE_LINK7306][bookmark: OLE_LINK7314][bookmark: OLE_LINK7324][bookmark: OLE_LINK7330][bookmark: OLE_LINK7335][bookmark: OLE_LINK7340][bookmark: OLE_LINK7343][bookmark: OLE_LINK7344][bookmark: OLE_LINK7348][bookmark: OLE_LINK7351][bookmark: OLE_LINK7357][bookmark: OLE_LINK7360][bookmark: OLE_LINK7361][bookmark: OLE_LINK7368][bookmark: OLE_LINK7372][bookmark: OLE_LINK7378][bookmark: OLE_LINK7384][bookmark: OLE_LINK7395][bookmark: OLE_LINK7404][bookmark: OLE_LINK7407][bookmark: OLE_LINK7411][bookmark: OLE_LINK7415][bookmark: OLE_LINK7418][bookmark: OLE_LINK7424][bookmark: OLE_LINK7667][bookmark: OLE_LINK7676][bookmark: OLE_LINK7685][bookmark: OLE_LINK7689][bookmark: OLE_LINK7701][bookmark: OLE_LINK7708][bookmark: OLE_LINK7720][bookmark: OLE_LINK7729][bookmark: OLE_LINK7747][bookmark: OLE_LINK7754][bookmark: OLE_LINK7771][bookmark: OLE_LINK7776][bookmark: OLE_LINK7777][bookmark: OLE_LINK7781][bookmark: OLE_LINK7787][bookmark: OLE_LINK7789][bookmark: OLE_LINK7795][bookmark: OLE_LINK7804][bookmark: OLE_LINK7816][bookmark: OLE_LINK7841][bookmark: OLE_LINK7848][bookmark: OLE_LINK7854][bookmark: OLE_LINK7866][bookmark: OLE_LINK7878][bookmark: OLE_LINK7889][bookmark: OLE_LINK7900][bookmark: OLE_LINK7906][bookmark: OLE_LINK7909][bookmark: OLE_LINK7913][bookmark: OLE_LINK7916][bookmark: OLE_LINK1335][bookmark: OLE_LINK1343][bookmark: OLE_LINK1344][bookmark: OLE_LINK1348][bookmark: OLE_LINK1353][bookmark: OLE_LINK1356][bookmark: OLE_LINK1361][bookmark: OLE_LINK1364][bookmark: OLE_LINK1365][bookmark: OLE_LINK1371][bookmark: OLE_LINK1375][bookmark: OLE_LINK1379][bookmark: OLE_LINK1384][bookmark: OLE_LINK1387][bookmark: OLE_LINK1391][bookmark: OLE_LINK1395][bookmark: OLE_LINK1399][bookmark: OLE_LINK1402][bookmark: OLE_LINK1412][bookmark: OLE_LINK1429][bookmark: OLE_LINK1433][bookmark: OLE_LINK1436][bookmark: OLE_LINK1449][bookmark: OLE_LINK1452][bookmark: OLE_LINK1457][bookmark: OLE_LINK1466][bookmark: OLE_LINK1477][bookmark: OLE_LINK1478][bookmark: OLE_LINK1484][bookmark: OLE_LINK1490][bookmark: OLE_LINK1492][bookmark: OLE_LINK1496][bookmark: OLE_LINK1499][bookmark: OLE_LINK1503][bookmark: OLE_LINK1508][bookmark: OLE_LINK7674][bookmark: OLE_LINK7683][bookmark: OLE_LINK7704][bookmark: OLE_LINK7714][bookmark: OLE_LINK7725][bookmark: OLE_LINK7731][bookmark: OLE_LINK7740][bookmark: OLE_LINK7745][bookmark: OLE_LINK7755][bookmark: OLE_LINK7762][bookmark: OLE_LINK7766][bookmark: OLE_LINK7780][bookmark: OLE_LINK7797][bookmark: OLE_LINK7807][bookmark: OLE_LINK7817][bookmark: OLE_LINK7842][bookmark: OLE_LINK7851][bookmark: OLE_LINK7859][bookmark: OLE_LINK7868][bookmark: OLE_LINK7884][bookmark: OLE_LINK7902][bookmark: OLE_LINK7907][bookmark: OLE_LINK7917][bookmark: OLE_LINK7920][bookmark: OLE_LINK7923][bookmark: OLE_LINK7927][bookmark: OLE_LINK7933][bookmark: OLE_LINK7936][bookmark: OLE_LINK7938][bookmark: OLE_LINK7947][bookmark: OLE_LINK7952][bookmark: OLE_LINK7960][bookmark: OLE_LINK8010][bookmark: OLE_LINK8011][bookmark: OLE_LINK8012][bookmark: OLE_LINK8015][bookmark: OLE_LINK8023][bookmark: OLE_LINK8026][bookmark: OLE_LINK8027][bookmark: OLE_LINK8034][bookmark: OLE_LINK8037][bookmark: OLE_LINK8046][bookmark: OLE_LINK8049][bookmark: OLE_LINK8055][bookmark: OLE_LINK8059][bookmark: OLE_LINK8064][bookmark: OLE_LINK8066][bookmark: OLE_LINK8072][bookmark: OLE_LINK8078][bookmark: OLE_LINK8081][bookmark: OLE_LINK8089][bookmark: OLE_LINK8134][bookmark: OLE_LINK8137][bookmark: OLE_LINK8138][bookmark: OLE_LINK8139][bookmark: OLE_LINK8141][bookmark: OLE_LINK8144][bookmark: OLE_LINK8148][bookmark: OLE_LINK8153][bookmark: OLE_LINK8157][bookmark: OLE_LINK8160][bookmark: OLE_LINK8166][bookmark: OLE_LINK8171][bookmark: OLE_LINK8175][bookmark: OLE_LINK8179][bookmark: OLE_LINK8185][bookmark: OLE_LINK8188][bookmark: OLE_LINK8192][bookmark: OLE_LINK8199][bookmark: OLE_LINK8203][bookmark: OLE_LINK8209][bookmark: OLE_LINK8217][bookmark: OLE_LINK8222][bookmark: OLE_LINK8226][bookmark: OLE_LINK8229][bookmark: OLE_LINK8230][bookmark: OLE_LINK8232][bookmark: OLE_LINK8239][bookmark: OLE_LINK1357][bookmark: OLE_LINK1372][bookmark: OLE_LINK1381][bookmark: OLE_LINK1382][bookmark: OLE_LINK1397][bookmark: OLE_LINK1407][bookmark: OLE_LINK1414][bookmark: OLE_LINK1419][bookmark: OLE_LINK1424][bookmark: OLE_LINK1434][bookmark: OLE_LINK1441][bookmark: OLE_LINK7845][bookmark: OLE_LINK7860][bookmark: OLE_LINK7890][bookmark: OLE_LINK7914][bookmark: OLE_LINK7918][bookmark: OLE_LINK7925][bookmark: OLE_LINK7929][bookmark: OLE_LINK7932][bookmark: OLE_LINK7939][bookmark: OLE_LINK7944][bookmark: OLE_LINK7953][bookmark: OLE_LINK8177][bookmark: OLE_LINK8186][bookmark: OLE_LINK8194][bookmark: OLE_LINK8200][bookmark: OLE_LINK8206][bookmark: OLE_LINK8212][bookmark: OLE_LINK8213][bookmark: OLE_LINK8214][bookmark: OLE_LINK8219][bookmark: OLE_LINK8224][bookmark: OLE_LINK8227][bookmark: OLE_LINK8235][bookmark: OLE_LINK8241][bookmark: OLE_LINK8245][bookmark: OLE_LINK8248][bookmark: OLE_LINK8254][bookmark: OLE_LINK8262][bookmark: OLE_LINK8267][bookmark: OLE_LINK8272][bookmark: OLE_LINK8276][bookmark: OLE_LINK8283][bookmark: OLE_LINK8293][bookmark: OLE_LINK8297][bookmark: OLE_LINK8303][bookmark: OLE_LINK8305][bookmark: OLE_LINK8311][bookmark: OLE_LINK8316][bookmark: OLE_LINK8319][bookmark: OLE_LINK8323][bookmark: OLE_LINK8328][bookmark: OLE_LINK8390][bookmark: OLE_LINK8393][bookmark: OLE_LINK8399][bookmark: OLE_LINK8402][bookmark: OLE_LINK8403][bookmark: OLE_LINK8404][bookmark: OLE_LINK8406][bookmark: OLE_LINK8410][bookmark: OLE_LINK8418][bookmark: OLE_LINK8422][bookmark: OLE_LINK8426][bookmark: OLE_LINK8432][bookmark: OLE_LINK8435][bookmark: OLE_LINK8438][bookmark: OLE_LINK8439][bookmark: OLE_LINK8443][bookmark: OLE_LINK8444][bookmark: OLE_LINK8448][bookmark: OLE_LINK8451][bookmark: OLE_LINK8455][bookmark: OLE_LINK8462][bookmark: OLE_LINK8466][bookmark: OLE_LINK8467][bookmark: OLE_LINK8470][bookmark: OLE_LINK8471][bookmark: OLE_LINK8475][bookmark: OLE_LINK8485][bookmark: OLE_LINK8490][bookmark: OLE_LINK8495][bookmark: OLE_LINK8498][bookmark: OLE_LINK8510][bookmark: OLE_LINK8548][bookmark: OLE_LINK8549][bookmark: OLE_LINK8555][bookmark: OLE_LINK8558][bookmark: OLE_LINK8564][bookmark: OLE_LINK8565][bookmark: OLE_LINK8575][bookmark: OLE_LINK8579][bookmark: OLE_LINK8584][bookmark: OLE_LINK8586][bookmark: OLE_LINK8587][bookmark: OLE_LINK5][bookmark: OLE_LINK24][bookmark: OLE_LINK28][bookmark: OLE_LINK1339][bookmark: OLE_LINK1347][bookmark: OLE_LINK1358][bookmark: OLE_LINK1366][bookmark: OLE_LINK1376][bookmark: OLE_LINK1380][bookmark: OLE_LINK1392][bookmark: OLE_LINK1401][bookmark: OLE_LINK1408][bookmark: OLE_LINK1413][bookmark: OLE_LINK1417][bookmark: OLE_LINK1426][bookmark: OLE_LINK1431][bookmark: OLE_LINK1442][bookmark: OLE_LINK1446][bookmark: OLE_LINK1450][bookmark: OLE_LINK1458][bookmark: OLE_LINK1464][bookmark: OLE_LINK7808][bookmark: OLE_LINK7819][bookmark: OLE_LINK7891][bookmark: OLE_LINK8][bookmark: OLE_LINK27][bookmark: OLE_LINK35][bookmark: OLE_LINK45][bookmark: OLE_LINK53][bookmark: OLE_LINK62][bookmark: OLE_LINK68][bookmark: OLE_LINK76][bookmark: OLE_LINK81][bookmark: OLE_LINK88][bookmark: OLE_LINK92][bookmark: OLE_LINK102][bookmark: OLE_LINK107][bookmark: OLE_LINK113][bookmark: OLE_LINK117][bookmark: OLE_LINK124][bookmark: OLE_LINK127][bookmark: OLE_LINK130][bookmark: OLE_LINK7677][bookmark: OLE_LINK7726][bookmark: OLE_LINK7746][bookmark: OLE_LINK7758][bookmark: OLE_LINK7767][bookmark: OLE_LINK7782][bookmark: OLE_LINK7821][bookmark: OLE_LINK7919][bookmark: OLE_LINK7931][bookmark: OLE_LINK7941][bookmark: OLE_LINK7945][bookmark: OLE_LINK7959][bookmark: OLE_LINK8097][bookmark: OLE_LINK8101][bookmark: OLE_LINK8104][bookmark: OLE_LINK8111][bookmark: OLE_LINK8118][bookmark: OLE_LINK8122][bookmark: OLE_LINK8126][bookmark: OLE_LINK8133][bookmark: OLE_LINK8142][bookmark: OLE_LINK8150][bookmark: OLE_LINK8154][bookmark: OLE_LINK8161][bookmark: OLE_LINK8164][bookmark: OLE_LINK8169][bookmark: OLE_LINK8174][bookmark: OLE_LINK8187][bookmark: OLE_LINK8195][bookmark: OLE_LINK8198][bookmark: OLE_LINK8204][bookmark: OLE_LINK8210][bookmark: OLE_LINK8284][bookmark: OLE_LINK8289][bookmark: OLE_LINK8292][bookmark: OLE_LINK8301][bookmark: OLE_LINK8307][bookmark: OLE_LINK8312][bookmark: OLE_LINK8320][bookmark: OLE_LINK8329][bookmark: OLE_LINK8332][bookmark: OLE_LINK8335][bookmark: OLE_LINK8338][bookmark: OLE_LINK8343][bookmark: OLE_LINK8346][bookmark: OLE_LINK8350][bookmark: OLE_LINK8351][bookmark: OLE_LINK8354][bookmark: OLE_LINK8355][bookmark: OLE_LINK8360][bookmark: OLE_LINK8361][bookmark: OLE_LINK8367][bookmark: OLE_LINK8368][bookmark: OLE_LINK31][bookmark: OLE_LINK38][bookmark: OLE_LINK1377][bookmark: OLE_LINK1386][bookmark: OLE_LINK1403][bookmark: OLE_LINK1415][bookmark: OLE_LINK1416][bookmark: OLE_LINK1421][bookmark: OLE_LINK1435][bookmark: OLE_LINK1447][bookmark: OLE_LINK1453][bookmark: OLE_LINK1459][bookmark: OLE_LINK1463][bookmark: OLE_LINK1468][bookmark: OLE_LINK1469][bookmark: OLE_LINK1476][bookmark: OLE_LINK1481][bookmark: OLE_LINK1486][bookmark: OLE_LINK1493][bookmark: OLE_LINK1494][bookmark: OLE_LINK1501][bookmark: OLE_LINK1507][bookmark: OLE_LINK1512][bookmark: OLE_LINK1517][bookmark: OLE_LINK1523][bookmark: OLE_LINK1526][bookmark: OLE_LINK1529][bookmark: OLE_LINK1533][bookmark: OLE_LINK1539][bookmark: OLE_LINK1543][bookmark: OLE_LINK1551][bookmark: OLE_LINK1737][bookmark: OLE_LINK1738][bookmark: OLE_LINK1744][bookmark: OLE_LINK1752][bookmark: OLE_LINK1757][bookmark: OLE_LINK1761][bookmark: OLE_LINK1766][bookmark: OLE_LINK1767][bookmark: OLE_LINK1774][bookmark: OLE_LINK1780][bookmark: OLE_LINK1785][bookmark: OLE_LINK1790][bookmark: OLE_LINK1791][bookmark: OLE_LINK1794][bookmark: OLE_LINK1800][bookmark: OLE_LINK1810][bookmark: OLE_LINK1816][bookmark: OLE_LINK1817][bookmark: OLE_LINK1824][bookmark: OLE_LINK1831][bookmark: OLE_LINK1835][bookmark: OLE_LINK1836][bookmark: OLE_LINK1840][bookmark: OLE_LINK1846][bookmark: OLE_LINK1847][bookmark: OLE_LINK1856][bookmark: OLE_LINK1861][bookmark: OLE_LINK1866][bookmark: OLE_LINK1871][bookmark: OLE_LINK1878][bookmark: OLE_LINK1879][bookmark: OLE_LINK1883][bookmark: OLE_LINK1887][bookmark: OLE_LINK1893][bookmark: OLE_LINK1897][bookmark: OLE_LINK1901][bookmark: OLE_LINK1905][bookmark: OLE_LINK1906][bookmark: OLE_LINK1910][bookmark: OLE_LINK1911][bookmark: OLE_LINK1918][bookmark: OLE_LINK1925][bookmark: OLE_LINK1931][bookmark: OLE_LINK1937][bookmark: OLE_LINK1941][bookmark: OLE_LINK1946][bookmark: OLE_LINK1951][bookmark: OLE_LINK1960][bookmark: OLE_LINK1967][bookmark: OLE_LINK1971][bookmark: OLE_LINK1972][bookmark: OLE_LINK1978][bookmark: OLE_LINK1979][bookmark: OLE_LINK1985][bookmark: OLE_LINK1986][bookmark: OLE_LINK1990][bookmark: OLE_LINK1991][bookmark: OLE_LINK2002][bookmark: OLE_LINK2007][bookmark: OLE_LINK2008][bookmark: OLE_LINK2012][bookmark: OLE_LINK2019][bookmark: OLE_LINK2020][bookmark: OLE_LINK2024][bookmark: OLE_LINK2025][bookmark: OLE_LINK2058][bookmark: OLE_LINK2064][bookmark: OLE_LINK2068][bookmark: OLE_LINK2069][bookmark: OLE_LINK2077][bookmark: OLE_LINK2078][bookmark: OLE_LINK2084][bookmark: OLE_LINK2090][bookmark: OLE_LINK2095][bookmark: OLE_LINK7748][bookmark: OLE_LINK7759][bookmark: OLE_LINK7784][bookmark: OLE_LINK7934][bookmark: OLE_LINK7949][bookmark: OLE_LINK7954][bookmark: OLE_LINK7961][bookmark: OLE_LINK7967][bookmark: OLE_LINK7974][bookmark: OLE_LINK7981][bookmark: OLE_LINK7988][bookmark: OLE_LINK7992][bookmark: OLE_LINK8000][bookmark: OLE_LINK8005][bookmark: OLE_LINK8006][bookmark: OLE_LINK8007][bookmark: OLE_LINK8016][bookmark: OLE_LINK8017][bookmark: OLE_LINK8025][bookmark: OLE_LINK8033][bookmark: OLE_LINK8038][bookmark: OLE_LINK8162][bookmark: OLE_LINK8176][bookmark: OLE_LINK8180][bookmark: OLE_LINK8190][bookmark: OLE_LINK8207][bookmark: OLE_LINK8211][bookmark: OLE_LINK32][bookmark: OLE_LINK43][bookmark: OLE_LINK44][bookmark: OLE_LINK77][bookmark: OLE_LINK93][bookmark: OLE_LINK94][bookmark: OLE_LINK119][bookmark: OLE_LINK126][bookmark: OLE_LINK128][bookmark: OLE_LINK134][bookmark: OLE_LINK138][bookmark: OLE_LINK1404][bookmark: OLE_LINK1422][bookmark: OLE_LINK1437][bookmark: OLE_LINK1448][bookmark: OLE_LINK1461][bookmark: OLE_LINK1482][bookmark: OLE_LINK1488][bookmark: OLE_LINK1500][bookmark: OLE_LINK1513][bookmark: OLE_LINK7962][bookmark: OLE_LINK7975][bookmark: OLE_LINK7993][bookmark: OLE_LINK8001][bookmark: OLE_LINK8018][bookmark: OLE_LINK8029][bookmark: OLE_LINK8036][bookmark: OLE_LINK8039][bookmark: OLE_LINK8043][bookmark: OLE_LINK8045][bookmark: OLE_LINK8053][bookmark: OLE_LINK7976][bookmark: OLE_LINK7995][bookmark: OLE_LINK7996][bookmark: OLE_LINK8004][bookmark: OLE_LINK8008][bookmark: OLE_LINK8021][bookmark: OLE_LINK8040][bookmark: OLE_LINK8047][bookmark: OLE_LINK8048][bookmark: OLE_LINK8056][bookmark: OLE_LINK8057][bookmark: OLE_LINK8067][bookmark: OLE_LINK8074][bookmark: OLE_LINK8091][bookmark: OLE_LINK8096][bookmark: OLE_LINK8098][bookmark: OLE_LINK8105][bookmark: OLE_LINK8106][bookmark: OLE_LINK8110][bookmark: OLE_LINK8112][bookmark: OLE_LINK8116][bookmark: OLE_LINK8120][bookmark: OLE_LINK8123][bookmark: OLE_LINK8128][bookmark: OLE_LINK8129][bookmark: OLE_LINK8145][bookmark: OLE_LINK8146][bookmark: OLE_LINK8196][bookmark: OLE_LINK8197][bookmark: OLE_LINK8215][bookmark: OLE_LINK8228][bookmark: OLE_LINK8242][bookmark: OLE_LINK8246][bookmark: OLE_LINK8255][bookmark: OLE_LINK8264][bookmark: OLE_LINK8313][bookmark: OLE_LINK8314][bookmark: OLE_LINK8321][bookmark: OLE_LINK8331][bookmark: OLE_LINK8347][bookmark: OLE_LINK8356][bookmark: OLE_LINK8362][bookmark: OLE_LINK8363][bookmark: OLE_LINK8371][bookmark: OLE_LINK8379][bookmark: OLE_LINK8380][bookmark: OLE_LINK8414][bookmark: OLE_LINK8416][bookmark: OLE_LINK8425][bookmark: OLE_LINK8433][bookmark: OLE_LINK8434][bookmark: OLE_LINK8441][bookmark: OLE_LINK8445][bookmark: OLE_LINK8456][bookmark: OLE_LINK8457][bookmark: OLE_LINK8464][bookmark: OLE_LINK8472][bookmark: OLE_LINK8473][bookmark: OLE_LINK8479][bookmark: OLE_LINK8487][bookmark: OLE_LINK8496][bookmark: OLE_LINK8497][bookmark: OLE_LINK8505][bookmark: OLE_LINK8506][bookmark: OLE_LINK8513][bookmark: OLE_LINK8514][bookmark: OLE_LINK8521][bookmark: OLE_LINK8527][bookmark: OLE_LINK8537][bookmark: OLE_LINK8538][bookmark: OLE_LINK8566][bookmark: OLE_LINK8567][bookmark: OLE_LINK8572][bookmark: OLE_LINK8573][bookmark: OLE_LINK8574][bookmark: OLE_LINK8581][bookmark: OLE_LINK8589][bookmark: OLE_LINK8594][bookmark: OLE_LINK8595][bookmark: OLE_LINK8601][bookmark: OLE_LINK8602][bookmark: OLE_LINK8607][bookmark: OLE_LINK8608][bookmark: OLE_LINK8612][bookmark: OLE_LINK8613][bookmark: OLE_LINK8618][bookmark: OLE_LINK8622][bookmark: OLE_LINK8623][bookmark: OLE_LINK8626][bookmark: OLE_LINK8627][bookmark: OLE_LINK8635][bookmark: OLE_LINK8641][bookmark: OLE_LINK8647][bookmark: OLE_LINK8648][bookmark: OLE_LINK8652][bookmark: OLE_LINK8656][bookmark: OLE_LINK8660][bookmark: OLE_LINK8661][bookmark: OLE_LINK8667][bookmark: OLE_LINK8671][bookmark: OLE_LINK8677][bookmark: OLE_LINK8694][bookmark: OLE_LINK8700][bookmark: OLE_LINK8705][bookmark: OLE_LINK8706][bookmark: OLE_LINK8711][bookmark: OLE_LINK8712][bookmark: OLE_LINK8717][bookmark: OLE_LINK8720][bookmark: OLE_LINK8724][bookmark: OLE_LINK8727][bookmark: OLE_LINK8732][bookmark: OLE_LINK8738][bookmark: OLE_LINK8748][bookmark: OLE_LINK8754][bookmark: OLE_LINK8755][bookmark: OLE_LINK8761][bookmark: OLE_LINK8765][bookmark: OLE_LINK8770][bookmark: OLE_LINK8776][bookmark: OLE_LINK8781][bookmark: OLE_LINK8785][bookmark: OLE_LINK8843][bookmark: OLE_LINK8844][bookmark: OLE_LINK8847][bookmark: OLE_LINK8848][bookmark: OLE_LINK8849][bookmark: OLE_LINK8857][bookmark: OLE_LINK8858][bookmark: OLE_LINK8863][bookmark: OLE_LINK8867][bookmark: OLE_LINK8874][bookmark: OLE_LINK8878][bookmark: OLE_LINK8879][bookmark: OLE_LINK8885][bookmark: OLE_LINK8886][bookmark: OLE_LINK8891][bookmark: OLE_LINK8897][bookmark: OLE_LINK8901][bookmark: OLE_LINK8902][bookmark: OLE_LINK8908][bookmark: OLE_LINK8909][bookmark: OLE_LINK8917][bookmark: OLE_LINK8922][bookmark: OLE_LINK8926][bookmark: OLE_LINK8927][bookmark: OLE_LINK8935][bookmark: OLE_LINK8936][bookmark: OLE_LINK8946][bookmark: OLE_LINK8947][bookmark: OLE_LINK8951][bookmark: OLE_LINK8952][bookmark: OLE_LINK8956][bookmark: OLE_LINK8957][bookmark: OLE_LINK8985][bookmark: OLE_LINK8986][bookmark: OLE_LINK8992][bookmark: OLE_LINK8997][bookmark: OLE_LINK9003][bookmark: OLE_LINK9004][bookmark: OLE_LINK9008][bookmark: OLE_LINK9013][bookmark: OLE_LINK9014][bookmark: OLE_LINK9020][bookmark: OLE_LINK9021][bookmark: OLE_LINK9025][bookmark: OLE_LINK9026][bookmark: OLE_LINK9035][bookmark: OLE_LINK9036][bookmark: OLE_LINK71][bookmark: OLE_LINK79][bookmark: OLE_LINK89][bookmark: OLE_LINK95][bookmark: OLE_LINK101][bookmark: OLE_LINK104][bookmark: OLE_LINK114][bookmark: OLE_LINK120][bookmark: OLE_LINK135][bookmark: OLE_LINK136][bookmark: OLE_LINK141][bookmark: OLE_LINK146][bookmark: OLE_LINK148][bookmark: OLE_LINK157][bookmark: OLE_LINK162][bookmark: OLE_LINK163][bookmark: OLE_LINK168][bookmark: OLE_LINK169][bookmark: OLE_LINK173][bookmark: OLE_LINK181][bookmark: OLE_LINK182][bookmark: OLE_LINK193][bookmark: OLE_LINK194][bookmark: OLE_LINK1409][bookmark: OLE_LINK1410][bookmark: OLE_LINK1451][bookmark: OLE_LINK1454][bookmark: OLE_LINK1470][bookmark: OLE_LINK1506][bookmark: OLE_LINK1515][bookmark: OLE_LINK1521][bookmark: OLE_LINK1522][bookmark: OLE_LINK1535][bookmark: OLE_LINK1541][bookmark: OLE_LINK1544][bookmark: OLE_LINK1549][bookmark: OLE_LINK1550][bookmark: OLE_LINK1557][bookmark: OLE_LINK1558][bookmark: OLE_LINK1563][bookmark: OLE_LINK1564][bookmark: OLE_LINK1567][bookmark: OLE_LINK1582][bookmark: OLE_LINK1583][bookmark: OLE_LINK1590][bookmark: OLE_LINK1745][bookmark: OLE_LINK1753][bookmark: OLE_LINK1754][bookmark: OLE_LINK1768][bookmark: OLE_LINK1769][bookmark: OLE_LINK1776][bookmark: OLE_LINK1777][bookmark: OLE_LINK1787][bookmark: OLE_LINK1792][bookmark: OLE_LINK1803][bookmark: OLE_LINK1804][bookmark: OLE_LINK1811][bookmark: OLE_LINK1820][bookmark: OLE_LINK1832][bookmark: OLE_LINK1833][bookmark: OLE_LINK1842][bookmark: OLE_LINK1843][bookmark: OLE_LINK1852][bookmark: OLE_LINK1853][bookmark: OLE_LINK1862][bookmark: OLE_LINK1863][bookmark: OLE_LINK1874][bookmark: OLE_LINK1886][bookmark: OLE_LINK1888][bookmark: OLE_LINK1895][bookmark: OLE_LINK1903][bookmark: OLE_LINK1907][bookmark: OLE_LINK1919][bookmark: OLE_LINK1920][bookmark: OLE_LINK1968][bookmark: OLE_LINK1969][bookmark: OLE_LINK1981][bookmark: OLE_LINK1992][bookmark: OLE_LINK1998][bookmark: OLE_LINK2005][bookmark: OLE_LINK2022][bookmark: OLE_LINK2029][bookmark: OLE_LINK2035][bookmark: OLE_LINK2036][bookmark: OLE_LINK2042][bookmark: OLE_LINK2049][bookmark: OLE_LINK2053][bookmark: OLE_LINK2059][bookmark: OLE_LINK2060][bookmark: OLE_LINK2066][bookmark: OLE_LINK2074][bookmark: OLE_LINK2080][bookmark: OLE_LINK2086][bookmark: OLE_LINK2091][bookmark: OLE_LINK2101][bookmark: OLE_LINK2102][bookmark: OLE_LINK2193][bookmark: OLE_LINK2200][bookmark: OLE_LINK2207][bookmark: OLE_LINK2217][bookmark: OLE_LINK2222][bookmark: OLE_LINK2233][bookmark: OLE_LINK2234][bookmark: OLE_LINK2241][bookmark: OLE_LINK2246][bookmark: OLE_LINK2251][bookmark: OLE_LINK2252][bookmark: OLE_LINK2259][bookmark: OLE_LINK7997][bookmark: OLE_LINK8050][bookmark: OLE_LINK8061][bookmark: OLE_LINK8076][bookmark: OLE_LINK8092][bookmark: OLE_LINK8093][bookmark: OLE_LINK8107][bookmark: OLE_LINK8108][bookmark: OLE_LINK8124][bookmark: OLE_LINK8220][bookmark: OLE_LINK8233][bookmark: OLE_LINK8247][bookmark: OLE_LINK8249][bookmark: OLE_LINK8257][bookmark: OLE_LINK8258][bookmark: OLE_LINK8268][bookmark: OLE_LINK8269][bookmark: OLE_LINK8277][bookmark: OLE_LINK8278][bookmark: OLE_LINK8285][bookmark: OLE_LINK8286][bookmark: OLE_LINK8294][bookmark: OLE_LINK8295][bookmark: OLE_LINK96][bookmark: OLE_LINK110][bookmark: OLE_LINK139][bookmark: OLE_LINK142][bookmark: OLE_LINK150][bookmark: OLE_LINK160][bookmark: OLE_LINK171][bookmark: OLE_LINK178][bookmark: OLE_LINK189][bookmark: OLE_LINK202][bookmark: OLE_LINK204][bookmark: OLE_LINK206][bookmark: OLE_LINK207][bookmark: OLE_LINK212][bookmark: OLE_LINK222][bookmark: OLE_LINK224][bookmark: OLE_LINK234][bookmark: OLE_LINK239][bookmark: OLE_LINK244][bookmark: OLE_LINK248][bookmark: OLE_LINK249][bookmark: OLE_LINK8051][bookmark: OLE_LINK8079][bookmark: OLE_LINK8085][bookmark: OLE_LINK8103][bookmark: OLE_LINK8237][bookmark: OLE_LINK8251][bookmark: OLE_LINK8280][bookmark: OLE_LINK8324][bookmark: OLE_LINK8336][bookmark: OLE_LINK8337][bookmark: OLE_LINK8348][bookmark: OLE_LINK8352][bookmark: OLE_LINK8372][bookmark: OLE_LINK8381][bookmark: OLE_LINK8386][bookmark: OLE_LINK8388][bookmark: OLE_LINK8395][bookmark: OLE_LINK8396][bookmark: OLE_LINK8407][bookmark: OLE_LINK8428][bookmark: OLE_LINK8436][bookmark: OLE_LINK8449][bookmark: OLE_LINK8450][bookmark: OLE_LINK8468][bookmark: OLE_LINK8522][bookmark: OLE_LINK8523][bookmark: OLE_LINK8532][bookmark: OLE_LINK8533][bookmark: OLE_LINK8546][bookmark: OLE_LINK8559][bookmark: OLE_LINK8560][bookmark: OLE_LINK8582][bookmark: OLE_LINK8583][bookmark: OLE_LINK8596][bookmark: OLE_LINK8604][bookmark: OLE_LINK8610][bookmark: OLE_LINK8614][bookmark: OLE_LINK8620][bookmark: OLE_LINK8624][bookmark: OLE_LINK8629][bookmark: OLE_LINK8637][bookmark: OLE_LINK8638][bookmark: OLE_LINK8653][bookmark: OLE_LINK8668][bookmark: OLE_LINK8673][bookmark: OLE_LINK8990][bookmark: OLE_LINK8999][bookmark: OLE_LINK9000][bookmark: OLE_LINK9015][bookmark: OLE_LINK9022][bookmark: OLE_LINK9027][bookmark: OLE_LINK9032][bookmark: OLE_LINK9041][bookmark: OLE_LINK9042][bookmark: OLE_LINK9049][bookmark: OLE_LINK9054][bookmark: OLE_LINK9062][bookmark: OLE_LINK9068][bookmark: OLE_LINK9069][bookmark: OLE_LINK9073][bookmark: OLE_LINK9077][bookmark: OLE_LINK9181][bookmark: OLE_LINK9189][bookmark: OLE_LINK9194][bookmark: OLE_LINK9200][bookmark: OLE_LINK9201][bookmark: OLE_LINK9206][bookmark: OLE_LINK9211][bookmark: OLE_LINK9218][bookmark: OLE_LINK9225][bookmark: OLE_LINK9236][bookmark: OLE_LINK97][bookmark: OLE_LINK105][bookmark: OLE_LINK151][bookmark: OLE_LINK152][bookmark: OLE_LINK166][bookmark: OLE_LINK185][bookmark: OLE_LINK186][bookmark: OLE_LINK210][bookmark: OLE_LINK214][bookmark: OLE_LINK230][bookmark: OLE_LINK235][bookmark: OLE_LINK254][bookmark: OLE_LINK255][bookmark: OLE_LINK262][bookmark: OLE_LINK270][bookmark: OLE_LINK274][bookmark: OLE_LINK276][bookmark: OLE_LINK284][bookmark: OLE_LINK285][bookmark: OLE_LINK294][bookmark: OLE_LINK305][bookmark: OLE_LINK311][bookmark: OLE_LINK315][bookmark: OLE_LINK323][bookmark: OLE_LINK330][bookmark: OLE_LINK336][bookmark: OLE_LINK1467][bookmark: OLE_LINK1471][bookmark: OLE_LINK1524][bookmark: OLE_LINK1531][bookmark: OLE_LINK1537][bookmark: OLE_LINK1547][bookmark: OLE_LINK1560][bookmark: OLE_LINK1565][bookmark: OLE_LINK1570][bookmark: OLE_LINK1576][bookmark: OLE_LINK1577][bookmark: OLE_LINK1584][bookmark: OLE_LINK1585][bookmark: OLE_LINK1596][bookmark: OLE_LINK1609][bookmark: OLE_LINK1616][bookmark: OLE_LINK1617][bookmark: OLE_LINK1624][bookmark: OLE_LINK1634][bookmark: OLE_LINK1644][bookmark: OLE_LINK1645][bookmark: OLE_LINK1654][bookmark: OLE_LINK1655][bookmark: OLE_LINK1678][bookmark: OLE_LINK1684][bookmark: OLE_LINK1685][bookmark: OLE_LINK1690][bookmark: OLE_LINK1703][bookmark: OLE_LINK1707][bookmark: OLE_LINK1708][bookmark: OLE_LINK1717][bookmark: OLE_LINK1718][bookmark: OLE_LINK1721][bookmark: OLE_LINK1730][bookmark: OLE_LINK1731][bookmark: OLE_LINK1741][bookmark: OLE_LINK1758][bookmark: OLE_LINK1795][bookmark: OLE_LINK1813][bookmark: OLE_LINK1828][bookmark: OLE_LINK1837][bookmark: OLE_LINK1867][bookmark: OLE_LINK1868][bookmark: OLE_LINK1884][bookmark: OLE_LINK1889][bookmark: OLE_LINK1912][bookmark: OLE_LINK1917][bookmark: OLE_LINK1929][bookmark: OLE_LINK1936][bookmark: OLE_LINK1939][bookmark: OLE_LINK1952][bookmark: OLE_LINK1953][bookmark: OLE_LINK1974][bookmark: OLE_LINK1975][bookmark: OLE_LINK1987][bookmark: OLE_LINK1993][bookmark: OLE_LINK8125][bookmark: OLE_LINK8353][bookmark: OLE_LINK8358][bookmark: OLE_LINK8383][bookmark: OLE_LINK8389][bookmark: OLE_LINK8412][bookmark: OLE_LINK8478][bookmark: OLE_LINK8493][bookmark: OLE_LINK8517][bookmark: OLE_LINK8535][bookmark: OLE_LINK8550][bookmark: OLE_LINK8568][bookmark: OLE_LINK8569][bookmark: OLE_LINK8598][bookmark: OLE_LINK8632][bookmark: OLE_LINK8645][bookmark: OLE_LINK8674][bookmark: OLE_LINK8684][bookmark: OLE_LINK8685][bookmark: OLE_LINK8692][bookmark: OLE_LINK8707][bookmark: OLE_LINK8739][bookmark: OLE_LINK8744][bookmark: OLE_LINK8745][bookmark: OLE_LINK8756][bookmark: OLE_LINK8763][bookmark: OLE_LINK8773][bookmark: OLE_LINK8783][bookmark: OLE_LINK8786][bookmark: OLE_LINK8793][bookmark: OLE_LINK8799][bookmark: OLE_LINK8979][bookmark: OLE_LINK8980][bookmark: OLE_LINK8995][bookmark: OLE_LINK9006][bookmark: OLE_LINK9044][bookmark: OLE_LINK9058][bookmark: OLE_LINK9071][bookmark: OLE_LINK9079][bookmark: OLE_LINK9086][bookmark: OLE_LINK9096][bookmark: OLE_LINK9107][bookmark: OLE_LINK9112][bookmark: OLE_LINK9113][bookmark: OLE_LINK9118][bookmark: OLE_LINK195][bookmark: OLE_LINK246][bookmark: OLE_LINK258][bookmark: OLE_LINK266][bookmark: OLE_LINK277][bookmark: OLE_LINK282][bookmark: OLE_LINK288][bookmark: OLE_LINK289][bookmark: OLE_LINK292][bookmark: OLE_LINK298][bookmark: OLE_LINK307][bookmark: OLE_LINK316][bookmark: OLE_LINK327][bookmark: OLE_LINK339][bookmark: OLE_LINK348][bookmark: OLE_LINK354][bookmark: OLE_LINK362][bookmark: OLE_LINK372][bookmark: OLE_LINK384][bookmark: OLE_LINK389][bookmark: OLE_LINK399][bookmark: OLE_LINK406][bookmark: OLE_LINK409][bookmark: OLE_LINK416][bookmark: OLE_LINK420][bookmark: OLE_LINK425][bookmark: OLE_LINK443][bookmark: OLE_LINK444][bookmark: OLE_LINK450][bookmark: OLE_LINK458][bookmark: OLE_LINK8391][bookmark: OLE_LINK8419][bookmark: OLE_LINK8494][bookmark: OLE_LINK8507][bookmark: OLE_LINK8508][bookmark: OLE_LINK8547][bookmark: OLE_LINK8643][bookmark: OLE_LINK8675][bookmark: OLE_LINK8686][bookmark: OLE_LINK8697][bookmark: OLE_LINK8703][bookmark: OLE_LINK8716][bookmark: OLE_LINK8733][bookmark: OLE_LINK8749][bookmark: OLE_LINK8767][bookmark: OLE_LINK8790][bookmark: OLE_LINK8794][bookmark: OLE_LINK8802][bookmark: OLE_LINK8803][bookmark: OLE_LINK8810][bookmark: OLE_LINK8826][bookmark: OLE_LINK8827][bookmark: OLE_LINK8835][bookmark: OLE_LINK8842][bookmark: OLE_LINK8853][bookmark: OLE_LINK8865][bookmark: OLE_LINK8871][bookmark: OLE_LINK8887][bookmark: OLE_LINK8888][bookmark: OLE_LINK8982][bookmark: OLE_LINK8983][bookmark: OLE_LINK9051][bookmark: OLE_LINK9059][bookmark: OLE_LINK9081][bookmark: OLE_LINK9082][bookmark: OLE_LINK9091][bookmark: OLE_LINK9099][bookmark: OLE_LINK9109][bookmark: OLE_LINK9120][bookmark: OLE_LINK9122][bookmark: OLE_LINK9127][bookmark: OLE_LINK9133][bookmark: OLE_LINK9139][bookmark: OLE_LINK9143][bookmark: OLE_LINK9148][bookmark: OLE_LINK9154][bookmark: OLE_LINK9191]Accepted: March 28, 2024
Published online: 

 2 / 2
Abstract
In this editorial we comment on the article by Jaber et al, “Clinical characteristics and outcomes of autoimmune pancreatitis based on serum immunoglobulin G4 levels: A single-center, retrospective cohort study”. Autoimmune pancreatitis (AIP) represents a distinct form of pancreatitis, categorized into AIP-1 and AIP-2, characterized by obstructive jaundice, lymphoplasmacytic infiltrate, and fibrosis. AIP-1, associated with elevated immunoglobulin G4 (IgG4) levels, exhibits higher relapse rates, affecting older males, while AIP-2 is less common and linked to inflammatory bowel disease. AIP is considered a manifestation of IgG4-related systemic disease, sharing characteristic histological findings. Steroids are the primary treatment, with emerging biomarkers like interferon alpha and interleukin-33. AIP poses an increased risk of various malignancies, and the association with pancreatic cancer is debated. Surgery is reserved for severe cases, necessitating careful evaluation due to diagnostic challenges. AIP patients may have concurrent PanINs but display favorable long-term outcomes compared to pancreatic cancer patients. Thorough diagnostic assessment, including biopsy and steroid response, is crucial for informed surgical decisions in AIP.
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Core Tip: Autoimmune pancreatitis (AIP) is a unique form of pancreatitis, categorized into AIP-1 and AIP-2, with distinct clinical characteristics and associations. AIP-1, linked to elevated immunoglobulin G4 (IgG4) levels, exhibits higher relapse rates and predominantly affects older males, while AIP-2 is less common and associated with inflammatory bowel disease. Recognized as a manifestation of IgG4-related systemic disease, AIP poses an increased risk of malignancies, especially gastric, colorectal, and bladder cancers. Despite ongoing debates about the association with pancreatic cancer, careful diagnostic evaluation, including biopsy and response to steroids, is crucial for informed decision-making regarding surgery. AIP patients may have concurrent PanINs but generally experience better long-term outcomes compared to pancreatic cancer patients. Steroids remain the primary treatment, and emerging biomarkers like interferon alpha and interleukin-33 offer promising avenues for monitoring and managing AIP.

INTRODUCTION
A unique kind of pancreatitis known as autoimmune pancreatitis (AIP) is typified by fibrosis and lymphoplasmacytic infiltration, obstructive jaundice, and a noticeable reaction to steroids. AIP can be classified into two types, AIP-1 and AIP-2. AIP-1 is associated with elevated levels of immunoglobulin G4 (IgG4) and it is prevalent in the seventh decade. It has a greater male-to-female ratio, particular histological findings, a higher relapse rate, and a propensity to manifest as painless jaundice. The prevalence of type 1 AIP in Japan has increased significantly, with an incidence of 3.1 per 100000 people, a sex ratio of 2.94 (males to females), and a mean age at diagnosis of 64.8 years[1-3]. On the other hand, AIP-2 is less common, it is more prevalent in the 4th-5th decade and is characterized by specific histological findings. It is often presented with acute pancreatitis, obstructive jaundice, and is less associated with IgG4 but more with inflammatory bowel disease (IBD).
Yoshida first proposed the idea of AIP in 1995. Clinical manifestations of the condition frequently include obstructive jaundice, emaciation, exhaustion, and stomach discomfort. Serum IgG4 levels are raised, and imaging examinations show irregular stricture of the pancreatic duct and widespread or segmental enlargement of the pancreas[2]. According to histological study, AIP is typified by lymphocytic sclerosing pancreatitis, which is characterised by a substantial infiltration of IgG4-positive plasma cells and CD4-positive T cells around the pancreatic duct, resulting in occlusive fibrosis and stenosis[4].
IgG4-related systemic disease (IgG4-RD) is a fibroinflammatory disease involving multiple organs. IgG4-RD is a chronic, inflammatory disease with increased serum IgG4 concentrations and fibrosis as well as enlarged organs infiltrated with IgG4+ plasmacytes. Type 1 AIP is now considered a pancreatic manifestation of systemic IgG4-RD, with characteristic histological findings including lymphocyte and IgG4-positive plasma cell infiltration, fibrosis, and obliterative phlebitis[3,5,6]. Approximately 60% to 80% of AIP patients demonstrate obstructive jaundice with sclerosing cholangitis, resembling primary sclerosing cholangitis, pancreatic cancer, or cholangiocarcinoma.
AIP 1 has a difficult to predict recurrence risk. However, some factors, including diffuse pancreas enlargement, persistently high IgG4 levels, slow IgG4 level decrease, increased IgG4 level following glucocorticoid treatment, and proximal IgG4-associated sclerosing cholangitis, may be suggestive of recurrence[1,4]. According to recent research, interleukin-33 (IL-33) and interferon alpha (IFN-α) may function as biomarkers for IgG4-RD and AIP. The first-line recommended treatment for AIP is steroids, which over 90% of individuals with type 1 AIP have remission from[2,4].
The pathogenesis of type 1 AIP has yet to be deciphered. Toll-like receptors (TLRs) play a role in the development of AIP-1, with overexpression observed in the pancreas and salivary glands of AIP and IgG4-RD patients 3. TLR-7 upregulation is documented in IgG4-RD, and plasmacytoid dendritic cells (pDCs) may contribute to the pathogenesis of AIP/IgG4-RD. Unregulated production of IFN-α by pDCs is associated with AIP. Apoptosis inhibitor of macrophages may serve as a potential biomarker for autoimmune and inflammatory diseases with tissue fibrosis, including IgG4-RD and AIP[3,5].
Pancreatic parenchymal and ductal imaging, serology, pancreatic histology, involvement of other organs, and response to steroid therapy are among the diagnostic criteria for AIP[7]. Serum IgG4 concentration, though not ideal, is a commonly used biomarker, and other serological markers, such as hypocomplementemia, antinuclear antibodies, rheumatoid factor positivity, and specific autoantibodies, have been investigated. The cutoff value for serum IgG4 is confirmed at 140 mg/dL[7]. Histopathological evaluation involves assessing IgG4 immunostaining of the duodenal papilla, neutrophil infiltration and molecular markers like IFN-α and IL-33, which are considered valuable for diagnosis and monitoring. Radiological imaging reveals diffuse pancreatic swelling, irregular narrowing of the main pancreatic duct, and characteristic patterns on dynamic computed tomography and contrast-enhanced magnetic resonance imaging. Endoscopic retrograde cholangiopancreatography typically shows narrowing of the main pancreatic duct, and magnetic resonance cholangiopancreatography may display multiple intermittent absences[7]. Endoscopic ultrasound (EUS) fine-needle aspiration is a useful technique for tissue sampling, especially in cases of focal AIP or when serum IgG4 levels are within normal limits[7].

AFTEREFFECTS OF IGG4 RELATED PANCREATITIS
AIP is correlated with an increased incidence of various diseases. Haghbin et al[2], over a follow-up period ranging from 6 months to 22 years observed in their systematic review and metanalysis, that among 2746 AIP patients, 9.6% were found to have malignancies. Notably, 3.7% of these malignancies were diagnosed before or concurrently with AIP, while 4.6% were diagnosed after AIP. This emphasizes the importance of early and comprehensive cancer surveillance in AIP patients, as malignancies can manifest at any stage. Huggett et al[8] discovered that 13 of 115 patients with type 1 AIP (11.3%) had a malignancy, indicating a statistically significant risk of malignancy in individuals with type 1 AIP. However, the incidence of pancreatic cancer was low[2,8]. The most prevalent cancers in the AIP population were stomach, colorectal, and bladder cancer. These findings indicate the possibility that AIP is linked to malignancies outside of the affected organ[2,8].
The potential association between pancreatic cancer and AIP is a subject of ongoing debate. While AIP is a rare form of chronic pancreatitis, concerns have been raised, particularly in type 1 AIP, characterized by a higher incidence of disease relapse after steroid therapy. Existing studies, present conflicting evidence on the link between AIP and pancreatic cancer. Hart et al[9] observed an incidence of pancreatic cancer in type 1 AIP Patients of 0.51% with 5 diagnoses out of 978 type 1 AIP patients. Xiang et al[10] report an incidence of pancreatic cancer up to 6.7% and Macinga et al[11], in their review, observed that out of the 33 cases of patients with pancreatic cancer and AIP, 67% of those had their diagnosis at median period of 66.5 months (2-186 m), explaining the need for more systematic research in this area and a long term cancer surveillance[10,11].
Investigating the link between AIP-2 and IBD, particularly the increased rates of CRC in IBD, revealed no significant difference in CRC prevalence between the two types of AIP. This suggests a need for further exploration of the relationship between AIP-2, IBD, and CRC[2]. Non-malignant manifestations of AIP included sclerosing cholangitis, sialadenitis, and retroperitoneal fibrosis. Sclerosing cholangitis was observed up to 80% of AIP patients, emphasizing the diverse systemic impact of AIP[4]. About 60% to 80% of AIP patients presented with obstructive jaundice, often associated with sclerosing cholangitis. Additionally, AIP has been linked to IgG4-associated sclerosing cholangitis, resembling primary sclerosing cholangitis, pancreatic cancer, or cholangiocarcinoma in cholangiography features. It is known that various cancers have been reported in association with AIP or IgG4-RD, suggesting a complex interplay. However, there is a lack of prospective studies supporting the notion that AIP or IgG4-RD may develop as paraneoplastic syndromes.
Long-term chronic inflammation, a hallmark of AIP, is recognized for its role in carcinogenesis. Contrary to expectations, some studies showed no occurrence of pancreatic cancer in AIP and/or IgG4-RD patients during follow-up periods. The risk of malignancies in AIP patients appears higher within the first year after diagnosis, and treating coexisting cancers has been associated with preventing AIP relapse. Miyagawa et al[5] suggest that in some cases AIP as well as IgG4 related disease may be a paraneoplastic syndrome for other cancers, activating an IGg4 immune response.

ROLE OF SURGERY IN AIP
Typically, surgery is not the primary option for AIP. Nevertheless, it should be contemplated when suspicions of malignant or premalignant lesions persist following a comprehensive diagnostic evaluation. The International Consensus Diagnostic Criteria (ICDC) advocates nonoperative approaches for managing AIP patients, with surgical intervention reserved for those experiencing severe symptoms, or to resolve associated biliary strictures[12].
Ensuring a thorough evaluation before surgery is crucial to optimize patient selection and avoid unnecessary procedures. A heightened clinical suspicion for AIP plays a crucial role in refining the decision-making process for surgical interventions. Early consideration of the potential for AIP is vital to prevent unnecessary surgeries or diagnostic procedures[12]. In cases where AIP is strongly suspected, it is recommended to measure serum IgG4 levels and perform a biopsy, with EUS-guided trucut biopsy being the preferred modality. When the biopsy fails to provide a clear diagnosis or raises suspicions of malignancy, a brief 2-wk steroid treatment may serve as an alternative to surgery. A swift resolution of imaging abnormalities, typically within two weeks, is observed in cases of AIP. In contrast, if a malignant lesion is present, no change in operability is anticipated during this brief period[13]. If the diagnosis of AIP is confirmed, and malignancy is ruled out, opting for rituximab treatment may prove to be a more effective alternative, resolving biliary manifestations without the need for surgery[12]. Moreover, in cases where AIP is strongly suspected, it is advisable to undergo a biopsy. If the biopsy results do not indicate features suggestive of malignancy, a brief course of steroid treatment should be contemplated. Corticosteroid therapy is the primary treatment for AIP, achieving remission in over 90% of cases. In cases involving a solid mass suggestive of malignancy, there is a consensus that obtaining biopsy proof is not obligatory before proceeding with resection[14]. However, patients with borderline resectable disease should confirm malignancy before undergoing neoadjuvant therapy and exploration for resection. The International Study Group of Pancreatic Surgery recommends surgical resection of a pancreatic solid mass without the need for histopathological confirmation of malignancy[15].
Despite a comprehensive preoperative assessment, a subset of patients persists in whom malignancy cannot be ruled out without resorting to pancreatic resection. Complicating the decision to operate or not, it is crucial to recognize that AIP is a rare disease[14]. In contrast, pancreatic ductal adenocarcinoma (PDAC) ranks as the 11th most common cancer globally, accounting for 4.5% of all cancer-related deaths in 2018, while the preoperative diagnosis of AIP does not eliminate the possibility of simultaneous pancreatic cancer[12]. Retrospective analysis revealed that approximately 23% of patients had concurrent malignant or premalignant lesions with AIP[14]. National Comprehensive Cancer Network guidelines suggest that when a high suspicion for malignancy exists, surgical intervention is considered in pancreatic resections performed for suspected malignancy and the final histological examination often reveals benign conditions in 8% to 10% of patients. AIP constitutes approximately one-third of these cases, making up 2.5% of all pancreatic resections[16].
These occurrences need to be prevented since life-threatening complications might exacerbate the postoperative course after pancreatic resections. One of the most serious complications is a pancreatic fistula, which can have septic and hemorrhagic effects[12]. Strategies such as modifying anastomotic techniques, placing pancreatic duct stents, and prophylactic use of somatostatin analogs have been employed to enhance postoperative outcomes. Despite a notable decrease in perioperative mortality with increased surgical experience and improved critical care management, morbidity rates remain elevated, particularly in high-volume centers[17]. Despite the growing understanding of AIP, the number of patients undergoing pancreatic resection and being incorrectly diagnosed with pancreatic malignancy hasn’t decreased over time, as observed[14].
Ikeura et al[18] highlighted the challenges in diagnosing AIP. The diagnostic yield of the ICDC without histology and response to steroids was low in focal AIP, diagnosing AIP in only 20% of patients suspected of having cancer. However, a steroid trial after excluding pancreatic cancer boosted ICDC’s diagnostic yield to 73%, even in the lack of histology. This highlights the significance of pancreatic core needle biopsy or surgical excision in the remaining individuals[18]. In a study involving 114 European patients with surgically treated AIP, the relapse rate was 41.2% for AIP type 1 and 15.4% for AIP type 2[19]. In AIP, concurrent PanINs are frequently identified, with approximately 25% of patients in this study having incidental PanINs[16]. This aligns with findings from other studies indicating a notable occurrence of PanINs in individuals undergoing surgery for benign pancreatic conditions. These precursor lesions likely elevate the risk of future PDAC development, suggesting that a subset of patients may benefit from surgical resection. In comparison to patients undergoing resection for confirmed malignancy, those with AIP exhibit remarkable long-term outcomes[16]. In this cohort, only 18% experienced serious sequelae (≥ Clavien-Dindo grade 3), compared to 30% in a recent multi-institutional study of PDAC. Furthermore, whereas the 5-year survival rate for pancreatic cancer is normally approximately 8%, virtually all AIP patients survive at the 5-year milestone, with a rate around 100%[16].

CONCLUSION
In conclusion, AIP is intricately linked to malignancies, emphasizing the importance of vigilant cancer surveillance in AIP patients. The association with various cancers beyond the pancreas suggests a systemic impact, and further research is needed to elucidate the complex relationship between AIP, IgG4-RD, and cancer. Surgery is reserved for severe cases or unresolved biliary strictures, with careful consideration due to the challenges in distinguishing AIP from malignancy. While AIP patients may have concurrent PanINs, they exhibit better long-term outcomes and survival compared to pancreatic cancer patients. Thorough diagnostic evaluation, including biopsy and response to steroids, is crucial in refining the decision-making process for surgery in AIP.
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