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Background:
¥ Changesin plasmaamino aid péaternsreflect changes in proein metabolism tha occur with
different pathological condtions
¥ Many cancer symptoms may bethe repercussion of adisturbance/irreguarity in praein.
¥ Colorectal cancer pdients demondrate imbdances in blood pbsmaamino acid compostion.
¥ Over aseven-year paiodin adinical setting, hundrds of cancer patients have been
administered pdient-specific orthomolecular supplementation for a range of cancers.

Objectives:
¥ Identify blood gasmaaminoacid pdternsin colorectal cancer patientsin comparison to
standadized opimal nams.
¥ Administer a patient-specific orthomolecular therapeutic
¥ Observe the symptomatic and bochemical impact of theintervention.

Conclusions:
¥ Colorectal cancer symptoms correlate with disturbances in the hogOsrotein metabolism.
¥ Normalization ofimbdanced plasma amino acid profiles by theadministration of pdient-
specific amino acid formulas can postively influence theclinical management of the cancer.

M ethodology.
¥ Sdting:
0 Subijects were recruited duringther regularly scheduled visits to a medical center in
Ottawa, Ontario.
0 Study followed theethics policy of the Tri-Counal Policy Statement: Ethical
Condu¢ for Research Involving Humans
¥ Blood pbsmaconcentrationsof 28 anino acidswere profiled usng HPLC in 52 ®lorectal
cancer patients.
¥ Study Rarticipants (n=52):
I averageof 5 years snce diagnoss (range 1-15)
I averageof 3.0 years on nutitional program (range 1-6)
I total blood asays peformed = 133
I averageassaydpdient = 2.6
I 87% of sibjects had undegore chemo, radio &/or aurgey
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Participant Age Distribution

Age Female Male Total
21-35 4% 12% 8%
36-40 4% 0% 2%
41-45 4% 4% 4%
46-50 4% 12% 8%
51-55 23% 8% 15%
56-60 15% 0% 8%
61-65 12% 19% 15%
66-70 8% 12% 10%
71-75 15% 15% 15%
76-80 12% 12% 12%
81-85 0% 8% 4%

100% 100% 100%

Participant Diseae Stage

StagelV: 85%
Stagellll: 12%
Other: 3%

Participant Prior Treatment
82.7% of paticipants had undergoneprior treatment for ther cancer.

Treatment %age
SRC 7 13.5%
SC 19 36.5%
S 6 11.5%
SR 3 5.8%
S 0.0% 67.3%
R 0.0%
C 6 11.5%
RC 2 3.8% 82.7%
Nothing 9 17.3%
52 100.0%

S= Surgery C = Chemotherapy R= Radiation

¥ To gandadize nutitional variables, subjects uniformly and daly self-administered highly
bio-available, phamaceutical grade, pahogen-free, nutitional supplements conssting of:
1) multi-macronurient, vitamin and nmnerals as well as avariety of nonessential
nutrients, such as certain phybchemicals, antioxidants and enzymes.
2) abroal-based colorecta specific supplement containing vaiouscompounds
induding aphalipoic acid, beaine, epigalocatechin (green tea extract), lycopene,
and oher enzymes and B, C ad Evitamins
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3) essential fatty acids
¥ Patient-specific supplementation:
o reflected indvidual circumstances compared to gandad noms
0 adaly tota of 10grams of protin as ageneral source of amino aidsaong with
additional paient-specific supplementation of ddicient anino aids, typicaly;
tauring, histidine and ocasionally leudne, lysing thiamin.

Amino Acid Composdtion of Protein Supplement

Aspartic Acid 108%
Threonine 7.3%
Serine 4.8%
Glutamic Acid 172%
Glycine 1.6%
Alanine 4.8%
\Valine 5.7

| soleucine 6.6%
Leucine 102%
Tyrosne 2.9%
Phenylalanine 2.8%
Histidine 1.9%
Lysine 8.0%
Arginine 2.0%
Proline 7.1%
Cysteine 2.5%
Methionine 2.0%
Tryptophan 1.7%

¥ Therapeutic cycle was repeated for each subject while cancer and wllateral medical
symptoms were quditatively and quantitatively monitored through nultiple case sudies.

¥ Thecase series dinical research evidence was correated with a systematic review of cancer
literature regarding metabolic and therapeutic aspects of anino aids (Abdract nae:
systematic review available unde separate cover on elease of find Case Series review).

Resaults:

Pog-intervention, hefollowing obgrvationswere madein 95% ofthe subjects:
(1) plasma amino aid profles demondrate corrdative movement with intervention
(2) ubjects demondrate sgnificant postive respong rates in disease stabilization, and
improvement in quality of life withoutsde effect or adverse events
(3) there is beneficia management of collateral damage from radiotherapy and
chemotherapy
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Significant Starting/Ending Amino Acid Changesin Blood Plagna
(maximum difference during assay period)

units= Starting | Ending | Difference
nmol/mL

Taurine 656 70 44
Leucine 10191 1172 153
Arginine 708 820 112
Histidine 631 704 73
Glutamine| 5025 5574 549
Alanine 3604 4618 1014
Glycine 2121 2536 415

Survival: During the 7-year paiod, pdient survival appears to be ahead of tha which mightbe
typically anticipaed.

Deceased: 0 21.7%
Stable: 36 78.3%
Discontinued: 6
Total: 52

The National Cancer Ingtitute of Canada reports that the 5-year rdative survival rate for people
who<se colorectal cancer istreated in an early stage, bdore it has goread, is greater than 90%. Only
39% of olorectal cancers are foundat that early stage. Once the cancer has spread to nearby organs
or lymph nods, the 5-year relative survival rate goes down, and if cancer has spread to distant
organs (i.e., theliver or lung) he 5-year survival is less than 10%.

Figure 11.3
Five-year Relative Survival from Colorectal Cancer, Canada*, 1992
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The5year survival rate refers to the percentage of paients who live at least 5 years after their
cancer is diagnosd. Many of these pdients live much longe than 5 years after diagnoss. The 5
year survival rate is a gandard way of discussing prognoss (outook). Fve-year reative survival
rates dont indude patients dying of dher diseases. FHve-year relative survival rates are consdered
to beamore accurate way to describethe prognoss for patients with a particular type and gage of
cancer.

Thefollowing colorectal cancer datisticswere deived from a sudy pulblished in the Journd of the
Nationd Cancer Ingitute. The survival rate provided is higher for sage 3A colon ancer (83%) tan
for gage 2B oloncancer (72%). Surviva rates generally decrease with later Sage cancers. In the
study, theresearchers explained tha the discrepancy may bedue to the fact tha stage 3 wlon

cancer patients usudly receive chemotherapy butstage 2 colon ancer paients dont.
O'Connél, Jessica andMaggard, Melinda."Colon Canaer Suwvival Rates With the New American Joint Committee on
Cancer Sixth Edition Siaging." Journal of the National Cancer Inditute 96.19 (Oct. 2004) 14201425. 20 Aug. 2006.

Stage 1: 93%
Stage 2A: 85%
Stage 2B: 72%
Stage 3A: 83%
Stage 3B: 64%
Stage 3C: 44%
Stage 4 . 8%

The5year crudesurvival rae after curative resection for clorectal cancer ranges beween 40 and
60% in mog studies.™ Local recurrences and/or regional lymph nodemetastases occur in ove 90%
of failurecases.® The prognoss of colorectal cancers is affected by a number of factorswhich can
be broally classified into those related to the tumor dage, dinical variables, pahdogic features,
and orcogendic, molecular, andimmunologic variables. The stage and fectorsdirectly or indirectly

affecting the stage of the primary tumor remain the mos important prognosic factors.

(1) Patel SC Towvee EB, Lange B. Twenty-five years of experience with radical surgical treatment of carcinomma of the
extrapeitoneal rectum Sumgeryl97782:460.

(2) Russel AH, Pelton J, Rehe's CE, Wisbeck WM, Tong D, Dawson LE. Adenocarcinorma of the colon: An autopsy
studywith implicationsfor new therapeutic strategies. Cancer 198556:1446.

Quiality of Life: In dl surviving subjects (n=36 = 78%), paticipants indicated oveall
improvament Qudity of Life. Many indcated aredudion in the Sdeeffects of conventiond
treatment. Smilarly, despite the loss of 22% of he subjects, many survived longe than hal been
anticipated by ther dodorsand reported enjoying ahigher qudity of life.

Study Limitations
(A) Supplementation was self-administered by the paticipants. Conpliance, while encouraged
could notbemandaed
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(B) There was no arntrol of the environmental variables for each paticipant (i.e., eating habits,
smoking, level of activity, &c).

(C) It would beat least 10 © 15 yers after the last patient was enrdled before a posible conduson
could bedravn regarding the criterion ofsurvival.

(D) There is diffi culty in quantitatively measuring endponts such as remission, gabilization or
immunerespons.

(E) All paticipants had the same base macronutrient supplementation. However, there will always
be uncertainty surroundng howto assess therdative contribution ofeach nutritive produd.

(F) Amino acid adequecy is much better defined in growingand healthy organisms than during
illness.

Disclosure:
William OONill is the CEO and Dr Ken Lin isthe Lab Director for Immune System Management
Inc., the corporate entity that has sponored this research.

For further details contact:
| mmune System Managament Inc

Suite 2, 99 Fifth Avenue, Ottawa ON
6132374704
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