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Abstract

Several natural agents, including both human endogenous neuroendocrine substances, namely the pineal
hormones, and plants, mainly Aloe, Myrrh and Magnolia, have been proven to exert anticancer activities, due to
antiproliferative and immunomodulating properties. On this basis, a study was planned in an attempt to evaluate the
therapeutic efficacy of a psychoneuroendocrinoimmun-phytotherapic (PNEIF) regimen with pineal hormones and
antitumor plants in a group of untreatable metastatic solid tumor patients, for whom no treatment other than the
palliative therapy was available, because of lack of response to previous chemotherapies, poor clinical status or
personal refusal of chemotherapy, and with a life expectancy less than 1 year. The pineal hormone melatonin (MLT)
and 5-methoxytryptamine (5-MTT) were given orally at 100 mg/day in the dark period and at 5 mg in the light period
of the day, respectively, in association with Aloe and Myrrh mixture at 10 ml thrice/day, Magnolia cortex at 500 mg
twice/day and Bowellia at 1000 mg/day in patients with brain metastases. A complete response (CR) and partial
response (PR) were achieved in 2 and in 8 patients. Then, an objective tumor regression was obtained in 10/132
(8%) patients. A stable disease (SD) was found in 61 patients, then a disease control (DC), consisting of CR plus PR
plus SD, was achieved in 71/132 (54%) patients, whereas the remaining patients had a progressive disease (PD). A
survival longer than 1 year was seen in 63/132 (48%) patients, and the percent of 2 and 3-year survival obtained in
patients with response or SD was significantly longer than that found in patients with PD. The treatment was well
tolerated and no relevant biological toxicity occurred. This preliminary study would demonstrate that a PNEIF
combination with natural anticancer agents may prolong the survival time in patients, for whom no standard therapy
was available other than the only palliative therapy, and with an expected survival less than 1 year.
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Introduction

7RGD\ WKHUH LV QR GRXEI DERXW iKH IXQGDPHQID) LPSRUIDQFH RI 1iKH
LPPXQH VAVIHP LQ WKH FRQWUR0 RI FDQFHU JURZWK DQG WKDW liKH DQILFDQFHU
LPPXQUN LV QDPH\ D 0(N\PSKRF\IH GHSHQGHQIl SKHQRPHQRQ > @ DV
GHPRQWUDWHG EN WIKH 1DFW WKDW WKH HYLGHQFH RI (NPSKRF\WRSHQLD LV RQH
RI WKH PRW QHJDILYH SURJQRWILF IDFIRU LQ FDQFHU SDWLHQIV > @ =LK
UHVSHFW R WKH SK\VLRORJ\ RI IKKH DQILIXPRU LPPXQH UHVSRQVH 1iKH
DQILFDQFHU SRIHQF\ RI KKH LPPXQH VAWIHP FRX(G EH IXUIKHU HQKDQFHG
DQG amplifed DI (HDW IURP D WKHRUHILFDO SRLQN RI YLHZ WKURXJK WZR
diferent
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SUHVHQU L UHSUHVHQIV iKH RQI\ PROHFXCH H[LWILQJ LQ WKH ZRUIG FDSDEM RI
FRXQIHUDFILQJ WIKH RYHUD) PDLQ SKDVHV UHVSRQUENH IRU FDQFHU
SURJUHWLRQ LQFIXGLQJ WKH ORW RI WKH DSRSIRILF SURFHW DQG IKH
SHUVLVIHQI DFILYDILRQ RI FHO) VXUIDFH UHFHSIRUV IRU 1XPRU JURZIIK IDFIRWY
VXFK DV HSLGHUPD! JURZIIK IDFIRU (*)  WKH DUHUDILRQ RI LQIHUFHIXODU
IXQFILRQV DQG WKH FRQUHTXHQI FKDQJH LQ KH LOWHUFHIX0DU PDIUL[ DQG
IKH VILPXODILRQ RI WKH DQJLRIHQHVLY DQG FDQFHU UHIDIHG PHFKDQLVPY
UHVSRQULESH IRU WKH LP PXQRVXSSUHWLYH VIDIXV ZKLFK FKDUDFIHUL]HY #KH
DGYDQFHG QHRSIDVILF GLVHDVH S WKH RUKHU VLGH VHYHUD) SOIDQIV PD\
SURGXFH DQILFDQFHU VXEVIDQFHV IKH PRVl LQYHVILIDIHG RI WKHP DUH BRH
> 0 OWK> § &DOQDELY ,QGLFD> §DQG ODJQRID> @ $FFRUGLQJ
IR WKH UHVXOIV DYDLDEH XSIR QRZ WKH PDLQ DQILFDQFHU F\IRIR[LF
PRIHFX(HV ZRXIG EH UHSUHVHQIHG E\ DORHKHPRGLQH IRU ERIK B1RH GHUD
DQG $UERUIHVFHQV > 6 JXJIXWHURQH IRU OVUK > @ WHIUD
K\GURFDQQDELQRIGH7+& IRU &DQQDELV> 6 DQG KRQRNLR) IRU ODJQRID
> @ 20Q IKHVH EDVHV D WXG\ ZDV SHUIRUPHG



T e FILQLFD0 UHVSRQVH ZDV HYDOXDIHG DFFRUGLQJ IR = +2 FULIHULD E\  SVAFKRIKHUDSHXILF DSSURDFK FRQVLVILQJ RI SURJUHWLYH\ UHGJVFRYHULQJ
UHSHDILQJ WKH UDGLRORJLFDO H[DPLQDILRQV LQFIXGLQJ &7 VFDQ DQG 3(7  WKH SOHDVXUH DV D VSLULWXDO H[SHULHQFH = DD ZHUH IDWLWILFDOO\| HYDOXDIHG
HYHU\ PRQIKV ~ 3DWLHQW ZHUH DOVR DWIVWHG E\ D VSLUWXDO  ENWKH FKL VTXDUH iHWW DQG WKH GIIXGHQEV W WHW

Clinical Response * Survival (Years)

Tumors n ‘ CR ‘ PR CR+PR ‘ SD ‘ DC ‘ PD 1 2 3

ALL 132 2 8 10 (8%) 61 71 61 63 (48%) 28 (21%) 16 (13%
Lung 34 1 0 1 17 18 16 16 (47%) 7 (21%) 6 (18%)
Colon 19 0 2 2 10 12 7 10 (53%) 7 (37%) 4 (21%)
Pancreas 20 0 1 1 8 9 11 9 (45%) 1 (11%) 0
Biliary 1 0 1 1 4 5 6 5 (45%) 3 (27%) 2 (18%)
Stomach 9 1 0 1 3 4 5 2 (22%) 1 (11%) 1 (11%)
HCcC 6 0 1 3 4 2 3 (50%) 2 (33%) 1 (17%)
Bladder 3 0 0 2 2 1 2 (67%) 0 0
Ovarian 14 0 1 8 9 5 9 (64%) 3 (21%) 1 (7%)
Melanoma 5 0 2 1 3 2 2 (40%) 1 (20%) 1 (20%)
Sarcoma 11 0 0 5 5 6 5 (45%) 3 (27%) 1 (9%)

*CR: Complete Response; PR: Partial Response; SD: Stable Disease; DC: Disease Control; PD: Progressive Disease
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