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Evaluation of Pancreatic Proteolytic Enzyme
Treatment of Adenocarcinoma of the Pancreas,
With Nutrition and Detoxification Support

Nicholas James Gonzalez and Linda Lee Isaacs

Abstract: Historically, large doses of proteolytic enzymes,
along with diet, nutritional supplements, and “detoxifica-
tion” procedures, have been used in alternative therapies to
treat all forms of cancer, without formal clinical studies to
support their use. A 2-year, unblinded, 1-treatment arm,
10-patient, pilot prospective case study was used to assess
survival in patients suffering inoperable stage 1I-IV pan-
creatic adenocarcinoma treated with large doses of orally
ingested pancreatic enzymes, nutritional supplements, “de-
toxification” procedures, and an organic diet. From January
1993 to April 1996 in the authors’ private practice, 10 pa-
tients with inoperable, biopsy-proven pancreatic adenocar-
cinoma were entered into the trial. After one patient dropped
oul, an 11th patient was added to the study (however, all 11
are considered in the data tabulation). Patients followed the
treatment at home, under the supervision of the authors. As
of 12 January 1999, of 11 patients entered into the study, 9
(81%) survived one year, 5 (45%) survived two years, and
at this time, 4 have survived three years. Two patients are
alive and doing well: one at three years and the other at four
years. These results are far above the 25% survival at one
year and 10% survival at two years for all stages of pancre-
atic adenocarcinoma reported in the National Cancer Data
Base from 1995. This pilot study suggests that an aggressive
nutritional therapy with large doses of pancreatic enzymes
led to significantly increased survival over what would nor-
mally be expected for patients with inoperable pancreatic
adenocarcinoma.

Introduction

The Scottish embryologist Dr. John Beard proposed in
1906 that the pancreatic proteolytic enzymes represent the
body’s main defense against cancer and would be useful as a
cancer treatment (1). Particularly during the first two decades
of this century, Dr. Beard's thesis attracted some attention in

academic circles, and several case reports in the medical
literature documented tumor regression and even remission
in terminal cancer patients treated with pancreatic enzymes
(2-6). In 1911, Dr. Beard published a monograph that sum-
marized his therapy and the supporting evidence (7).

After Dr. Beard’s death in 1923, the enzyme therapy was
largely forgotten. Periodically, alternative therapists have
rediscovered Dr. Beard's work and used pancreatic pro-
teolytic enzymes as a treatment for cancer (8-10).

Basic scientific support for this hypothesis, although not
extensive, does exist: in 1965, Leighton King, a rescarcher at
St. Joseph's Hospital in Arizona, reported complete preven-
tion of tumors in a group of C3H mice carrying Bittner’s
milk factor virus that received oral pancreatin compared
with 100% tumor occurrence in the control group (11). In
a second article, King proposed an immune enhancement
effect for orally ingested pancreatin: in an experimental
group of Swiss mice, he described a 260% increase in
antibody production with the addition of 2% pancreatin to the
diet (12).

Dr. Beard believed that the enzymes had to be injected
1o prevent destruction by hydrochloric acid in the stomach.
However, recent evidence demonstrates that orally ingested
pancreatic proteolytic enzymes arc acid stable (13), pass
intact into the small intestine, and are absorbed through the
intestinal mucosa into the bloodsiream as part of an en-
teropancreatic recycling process (14,15).

The lcad author of this study began researching the use
of oral pancreatic proteolytic enzyme therapy as a treatment
for cancer in 1981 while a medical student. Later, as an
immunology fellow, he conducted an intensive retrospective
review of 1,306 patients who had been treated over a 20-year
period by an unconventional practitioner who used enzyme
therapy along with adjunctive dietary and nutritional sup-
port. This study included a review of pancreatic cancer
patients, some of whom survived in excess of five years
(unpublished observations).

The authors are in private practice in New York City.



Since 1987, we have been applying proteolytic enzyme
therapy to patients with poor-prognosis cancer. The (rcat-
ment also includes dietary medification, nutritional support
in the form of supplements, and detoxification routines com-
monly used by alternative practitioners.

In June 1993, the lead author presented a selection of cases
from his own practice at the National Cancer Institute (NCI)
as part of an NCI effort to evaluate nontraditional cancer
therapies. During the meeting, Dr. Michael J. Friedman, then
Associate Director of the Cancer Therapy Evaluation Pro-
gram at the NCI, suggested that we pursue a pilot study of our
methods in 10 patients suffering inoperable adenocarcinoma
of the pancreas, with survival as the end point. Because the
standard survival for the discase is so poor, an effect could be
seen in a small number of patients in a short period of time.

Pancreatic adenocarcinoma, the fifth leading cause of
cancer death in the United States, claimed some 27,800 lives
in 1996 and remains largely incurable. The overall survival
rate of all stages is <1% at five years, with 80% of patients
dying within one year. Surgical excision offers the only
accepted chance for cure, but for most patients, at the time
of diagnosis the tumor is unresectable. For surgically inop-
erable disease, the condition for patients included in this
study, the median survival is six months (16). Chemotherapy
and radiation have not produced significant improvement in
survival: the recent study of gemcitabine, a drug approved
for the treatment of pancreatic adenocarcinoma, described
a median survival of 5.7 months compared with 4.4 months
for patients treated with 5-fluorouracil (17).

Methods

Study Design

After the July 1993 session at the NCI, we developed a
protocol that Dr. Friedman reviewed. The trial was conceived
as a two-year, unblinded, one-treatment pilot prospective case
study. For the study, 10 patients were deemed adequate, with
survival as the end point. Patients were to be accrued from
our patient population but were to be diagnosed by physicians
other than the authors. All patients had to meet the following
criteria: 1) They must have been diagnosed with biopsy-
proven adenocarcinoma of the pancreas. 2) They must have
been diagnosed within eight weeks from the inception of
therapy. 3) They must not have been subjected to major
surgical procedures such as the Whipple procedure. Such
patients do poorly because of difficulties with absorption of
nutrients in a compromised digestive system. Exploratory
surgery or simple biliary bypass procedurcs were acceptable.
4) They must have been previously untreated with chemother-
apy or radiation for their pancreatic disease. 5) They must
have no end-stage disease such as liver or kidney failure. 6)
They must be ambulatory, able to eat three meals per day, and
able to care for themselves, since the program is done at home.
7) They must have adequate family support (help with food
preparation improves compliance). 8) They must be free of
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alcohol or drug addictions (including tobacco). 9) They must
be willing to comply with the protocol. 10) They must
demonstrate compliance during an eight-week lead-in period.

Because the median survival for inoperable pancreatic
cancer ranges from 17 to 22 weeks, initially it seemed
reasonable to include only patients diagnosed within eight
weeks of beginning therapy. Because we did not have access
to an academic referral network, most potential study patients
learned of the treatment through word of mouth. As a result,
during the period of the study, most patients who contacted
our office were more than eight weeks from diagnosis. By
March 1995 the eight-week requirement for entry had to be
abandoned, because it was taking too long to recruit patients.

Patients were to be excluded from the study if they of
their own accord decided to stop the program during the
first eight weeks of treatment. Patients who might die during
this peried while attempting to follow the program would
not be excluded but would be counted as treatment failures.

Patient Recruitment

Patient screening for the study began in September 1993.
All patients who called our office with diagnosed pancreatic
adenccarcinoma underwent an initial interview and review
of medical records to assess eligibility. The first patient was
entered in January 1994, and the last patient in April 1996.

Nature of the Treatment

Overall, the therapy involves three components: diet, oral
supplementation with nutrients and enzymes, and routines
such as coffee encmas. For pancreatic cancer the protocols
can be summed up as follows.

Diet: The prescribed diet for patients with pancreatic
adenocarcinoma emphasizes fresh raw fruits, raw and lightly
steamed vegetables, and freshly made vegetable juice daily.
The diet encourages plant-based protein sources such as ce-
reals, nuts, and seeds and whole-grain products such as
whole-grain bread and brown rice. The diet allows one or two
eggs daily, whole-milk yogurt daily, and fish two or three
times a week but forbids all red meat or poultry. The diet is
designed to provide a concentrated supply of nutrients in their
natural form with all the associated cofactors.

Nutritional supplements: The supplement regimen in-
cludes vitamins, minerals, and trace elements providing a
supportive, not an anticancer, role. We also prescribe certain
freeze-dried organ concentrates such as thymus and liver,
derived from beef or lamb, that provide a concentrated source
of nutrients.

In addition to such supplements, each pancreatic cancer
patient takes 25-40 g of porcine lyophilized pancreas prod-
uct daily, taken in capsule form, away from meals, and
spread evenly throughout the day. The pancreatic enzymes
in this product are the proposed anticancer element of the
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program. The particular formulation of pancreatic enzymes
we use tests at 30-80 USP units of proteolytic activity per
milligram and 15-40 units of lipolytic activity per milligram.
Each cancer patient typically ingests a total of 130-160
capsules/day, taken with and away from meals. The products
used in the program are available as food substances or
dietary supplements and do not require a prescription.

“Detoxification’: On this therapy, patients routinely de-
velop a variety of symptoms, most commonly described as
“flulike,” such as low-grade fevers, muscle aches and pains,
and even rashes that we hypothesize result from low-grade
tumor lysis. “Detoxification” refers to procedures such as the
coffec encma, which are believed by alternative practitioners to
enhance liver function and, in turn, the processing and excretion
of metabolic wastes. The coffee enemas are done twice daily,
and patients most commonly report symptomatic relief.

Coffee cnemas have been discussed in the orthodox medi-
cal literature for the better part of this century. Many nursing
texts routinely recommended coffee enemas, and the Merck
Manual advocated coffee enemas as a stimulant in all edi-
tions from the first in 1898 through 1977 (18). During the
1920s and 1930s, coffee enemas were prescribed for a va-
riety of conditions (19-23). In terms of their physiological
effect, studies have shown that the rectal instillation of fluids
will stimulate gallbladder contraction and emptying (24).

Patient Monitoring

We evaluated all potential study patients in two sessions,
approximately 1.5 hours each over two days in our New York
office. Because 10 of the 11 patients accepted into the trial
lived outside the New York Metropolitan Area, frequent follow-
up visits were impractical. Therefore, patients were required
to call the office monthly and to return to our office at least
every six months for an extended follow-up reevaluation.

We assessed patient compliance by regular questioning
of patients by phone and during office visits and by assess-
ment of supplement orders. Because the supplements are
available from a single source, actual orders were easily
compared with the requirements of the prescribed protocol.

All study patients signed a statement of informed consent,
allowing us to use their records for research and publication
purposes.

Outcome Measures

This study sought to evaluate length of survival from
diagnosis as the only end point.

Results

Patient Case Histories

During the time of the study, from September 1994 until
the last patient was entered in April 1996, 36 patients with
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adenocarcinoma of the pancreas entered our office. Eleven
of these patients met all the protocol criteria, passed the
initial lead-in period, and were entered into the study. At
first, we intended to follow 10 patients, but when Patient C
quit the study, we added an 11th patient.

The case reports of these 11 patients arc as follows:

Patient A: Patient A was a 59-year-old woman who
developed jaundice on 31 March 1996. A computerized to-
mography (CT) scan revealed dilation of the common bile
duct, and on 9 April 1996 at Greenville Hospital System
(Greenville, SC), Patient A underwent roux-en-Y choledo-
chojejunostomy. The operative note states that “the pancreas
was palpated and had a firm, woody consistency throughout.”
Biopsy of a liver lesion documented moderately differenti-
ated adenocarcinoma consistent with pancreatic primary.

Patient A was first evaluated in our office on 2 May 1996
and subsequently had a difficult course because of a partial
bowel obstruction. On 28 October 1996 she was unable to
continue her program and on 14 November 1996 she un-
derwent gastrojejunostomy. The patient never could resume
her protocol and died on 3 February 1997, 10 months from
diagnosis.

Patient B: Patient B was a 66-year-old man who devel-
oped jaundice in early March 1996. A CT scan demonstrated
enlargement in the head of the pancreas. On 22 March 1996
at the Mayo Clinic (Rochester, MN) he underwent gastroje-
junostomy, cholecystojejunostomy, and liver biopsy, which
documented “metastatic grade III of IV adenocarcinoma con-
sistent with pancreatic primary.”

Patient B was first scen in our office on 16 May 1996.
He did well until mid-January 1997, when he was hospital-
ized for gastrointestinal bleeding, ascites, and pleural effu-
sions. He subsequently died on 8 February 1997, 11 months
from diagnosis.

Patient C: Patient C when first seen in our office was a
45-year-old woman with a history of Hodgkin’s disease diag-
nosed in 1969 and successfully treated with radiation. In April
1995 she developed abdominal pain associated with elevated
liver function tests. After a CT scan revealed dilated biliary
ducts, on 4 May 1995 at the Mayo Clinic she underwent
exploratory laparotomy. The surgeon found “obvious meta-
static implants on the peritoneum . . . Palpation of the primary
tumor . . . revealed a firm hard mass along the superior border
of the head of the pancreas.” The surgeon performed a gas-
trojcjunostomy and biopsied multiple peritoneal implants,
which showed “metastatic grade IV adenocarcinoma.”

Patient C was first seen by the authors on 26 June 1995.
She did well for five months, but then became significantly
less compliant. She last contacted our office on 1 February
1996, after admission to UCLA Medical Center for an ileus.
She never resumed her program and died on 24 July 1996,
14 months from diagnosis.

Patient D: Patient D was a 51-year-old man who in
February 1996 developed abdominal pain. A CT scan dem-
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onstrated an 8-cm pancreatic tumor, and on 15 February 1996
at Enloe Hospital (Chico, CA) he underwent a core biopsy of
the pancreatic mass. This revealed “moderately well-differ-
entiated adenocarcinoma.” A second CT scan at the Univer-
sity of California Davis revealed a 1.5-cm lesion in the liver.

On 7 March 1996 at the University of California Hospital
(Sacramento, CA) the patient underwent gastrojejunostomy.
The tumor was unresectable, and a biopsy taken from “tumor
near tail of pancreas” indicated mucinous adenocarcinoma.

Patient D was first seen in our office on 10 April 1996.
He had a clinical course complicated by abdominal pain
requiring large amounts of morphine and persistent gross
hematuria, thought secondary to kidney invasion by tumor,
which required transfusions. He eventually died on 4 May
1997, 14 months from diagnosis.

Patient E: Patient E was a 76-year-old man with a
history of prostate cancer, treated with prostatectomy, radia-
tion, and diethylstilbestrol. He was thought cured of his
prostate cancer and did well until December 1995, when he
lost 20 pounds and developed jaundice. Sonogram revealed a
pancreatic tumor, and on 15 December 1995 at the Marian
Health Center (Sioux City, 1A) he underwent cholecystoje-
junostomy and gastrojejunostomy. The tumor was unreseci-
able, and biopsy of the pancreas showed adenocarcinoma,
grade 111

Patient E was first seen in the authors’ office on 16 Janu-
ary 1996. Initially, Patient E did well, but after six months
he became less compliant because of repeated hospitaliza-
tions for transfusions and mental status changes. He stopped
the program in December 1996 and died on 22 March 1997,
I5 months from diagnosis.

Patient F: Patient F was a 69-year-old woman who in
early February 1995 developed jaundice. Laboratory studies
on 8 February 1995 demonstrated elevated liver function tests
and a total bilirubin of 2.3. A percutancous drainage catheter
was inserted for biliary decompression.

At the University of Michigan, an ultrasound revealed
dilated bile ducts. A CT scan 10 days later showed a *“2-cm
low attenuation mass in the uncinate process of the head of
the pancreas.” On 6 March 1995, endoscopic ultrasound
showed a 3 x 4-cm mass in the pancreas. Then on 3 April
1995 Patient F underwent staging laparoscopy, which re-
vealed two nodules on the liver. Biopsy of the liver docu-
mented “metastatic poorly differentiated adenocarcinoma
consistent with a pancreatic primary.”

Patient F did not have her first appointment in our office
until 1 May 1995, 2.5 months after her first indication of
pancreatic disease. Her treatment course was complicated
by gastric outlet obstruction and biliary stent infection. On
12 June 1996, after developing jaundice and fevers, she was
admitted to the University of Michigan Hospitals and un-
derwent gastrojejunostomy for duodenal obstruction. Post-
operatively, she developed an infected biliary stent and
perilonitis, positive for yeast and Enterobacter cloacae. She
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never was able to resume her nutritional program and died
on 10 August 1996, 17 months from diagnosis.

Patient G: Patient G was a 61-year-old man who in the
Spring 1994 developed jaundice. A CT scan on 27 May 1994
revealed an “enlargement of the pancreatic head felt most
probably secondary to a pancreatic carcinoma.” Numerous
lesions were noted in the liver. On 3 June 1994 at Toledo
Hospital (Toledo, OH) the patient underwent choledochoduo-
denostomy. A liver biopsy documented “adenocarcinoma.”

Patient G was first seen in our office on 7 November
1994, five months from diagnosis. By that time, Patient G
had lost a total of 50 pounds and was quite debilitated. A
CT scan performed on 28 November 1994 showed signifi-
cant worsening compared with his May scan: “Now more
evident and with definite increase in number and size, are
numerous low attenuation regions seen throughout the right
and left lobes of the liver.”

For two years, Patient G did very well, but in late August
1996 he developed an incarcerated inguinal hernia causing
obstruction, and on 2 September 1996 Patient G underwent
hernia repair. Patient G had a difficult recovery from surgery
and never resumed his nutritional protocol. He died on 8
November 1996, two years and five months from diagnosis.

Patient H: Patient H was a 62-year-old woman who in
November 1993 became jaundiced. On 10 December 1993
she underwent endoscopic retrograde cholangiopancrea-
tography (ERCP), biliary catheter placement, and a brush
biopsy, which demonstrated adenocarcinoma. A CT scan
revealed “a mild diffusc prominence to the pancreas,” and on
29 December 1993 a core biopsy of the pancreas confirmed
“adenocarcinoma in pancreas.”

Patient H was first seen in our office on 31 January 1994.
During the course of her therapy, she suffered recurrent
biliary stent infections requiring lengthy hospitalizations. On
7 January 1997 she was admitted to UCLA Medical Center
with a stent infection. Culture of the drainage fluid revealed
five different pathogens, and a CT scan showed an “‘enlarged
pancreatic head, consistent with known carcinoma,” but no
metastatic disease. She developed bacteremia. fungemia, and
acute renal failure due to amphotericin B. She eventually
died on 27 May 1997, three years and five months from
diagnosis. She had been off her program for most of the six
months before her death.

Patient J: Patient J was a 59-year-old man who in De-
cember 1994 developed abdominal pain. ERCP done at Be-
thesda Hospital (Cincinnati, OH) showed a tumor in the head
of the pancreas, and on 24 January 1995 Patient J underwent
a pyloric-sparing (partial) Whipple, with approximately 60%
of the pancreas resected. The surgical report documents dis-
case throughout the pancreas, and pathology studies revealed
“infiltrating moderate to poorly differentiated adenocarci-
noma of head of pancreas . . . Carcinoma extends 1o cul
resection margin.” Local extension was reported as “peripan-
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creatic adipose tissue with small nodular foci of adenocarci-
noma.”

Patient J was first seen by the authors on 28 March 1995,
subsequently followed his program, and did extremely well
for nearly three years. In early 1998 he developed abdominal
pain that interfered with his ability 1o follow his protocol.
A CT scan on 10 February 1998 was read as clear of any
disease. Patient J was referred 1o Columbia University Col-
lege of Physicians and Surgeons: there, a review of the CT
scan indicated a possible lesion around the superior mesen-
teric artery.

On 8 April 1998 Patient J underwent exploratory laparot-
omy. A 5-cm unresectable tumor was found around the su-
perior mesenteric artery, with no evidence of additional
metastases. A biopsy of the lesion revealed adenocarcinoma.

After his surgery Patient J read newspaper articles extol-
ling angiogenesis blockade as the solution to cancer. Paticnt
J contacted an expert in the field who strongly encouraged
him to start high-dose thalidomide. On thalidomide therapy,
Patient J rapidly deteriorated. A CT scan in early July re-
vealed five new lesions in the liver: although he tried to
resume his nutritional program, Patient J died on 16 August
1998, three years and seven months from diagnosis.

Patient K: Patient K is a 62-year-old woman who un-
derwent a mastectomy for breast cancer in 1982. She did well
until developing persistent abdominal pain in October 1995.
On 5 December 1995 at Vanderbilt University Medical Cen-
ter, Patient K underwent total abdominal hysterectomy and
bilateral salpingo-oophorectomy. Palpation of the pancreas
revealed a 3 x 4-cm mass in the pancreatic tail. A consulting
surgical oncologist “confirmed the diagnosis of probable
pancreatic carcinoma,”

The pathology report describes “metastatic poorly differ-
entiated adenocarcinoma . . . involving bilateral ovaries and
small bowel mesenteric nodule . . . This tumor is most
consistent with a pancreatic primary . . . This bears little
resemblance to this patient's previous breast primary.”

Patient K was first seen in the authors’ office on 4 January
1996. She is completely asymptomatic at three years from
diagnosis and remains very compliant with her protocol.

Patient L: Patient L is a 67-year-old man who in mid-
January 1992 was admitted to St. Vincent's Hospital (Staten
Island, NY) with jaundice. A CT scan on 21 January 1992
revealed “enlargement of the head of the pancreas and neck
... highly suspicious for pancreatic carcinoma.” ERCP dem-
onstrated a “large fungating mass” extending to the ampullary
region. A stent was inserted, but biopsies of the duodenal area
were negative. The patient was told he most likely had inop-
erable carcinoma.

Patient L was first seen in our office on 5 March 1992,
He initially followed his program and did very well, but
after two years his compliance fell off, and on 20 January
1995 he again developed jaundice. A CT scan revealed intra-
and extrahepatic biliary dilation consistent with obstruction.
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On 26 January 1995, Patient L underwent ERCP and
biopsy of a tumor in the ampullary region, which docu-
mented adenocarcinoma. He underwent external stent place-
ment and resumed his nutritional protocol.

At present, Patient L is completely asymptomatic. Al-
though we have been treating him for seven years, we in-
cluded Patient L in the study from the time of biopsy
documentation in January 1995,

Summary of Included Patients

Eight of the 11 treated patients were diagnosed with stage
IV disease. Four of these (Patients A, B, F, and G) had
biopsy-proven liver metastases. Another two patients (Pa-
tients C and K) suffered carcinomatosis or extensive ab-
dominal disease. Patient D had a large pancreatic tumor that
invaded his kidney, and Patient H had extension from the
pancreas into the hilum of the liver.

Three patients suffered inoperable stage II carcinoma. Of
these, Patient J had extensive disease involving the entire
pancreas and peripancreatic fat, and Patients E and L suf-
fered large inoperable tumors.

Of the 11 patients, 7 (Patients A, B, C, D, E, G, and J)
had undergone exploratory surgery and biliary bypass pro-
cedures before consulting with the authors. Six patients in
this group underwent palliative procedures only, with no
attempt at tumor resection. Only Patient J underwent partial
resection of the pancreatic tumor.

Three patients (Patients F, H, and L) presented with jaun-
dice and underwent palliative biliary stent placement but no
surgery. Patient K, who did not undergo either a surgical
biliary bypass procedure or stent placement, underwent total
abdominal hysterectomy and oophorectomy for extensive
metastatic disease.

The 11 patients initially presented with a variety of symp-
toms, including pain, jaundice, and weight loss. All ended
up in their doctor’s office because of severe morbidity.

Three patients had been formally diagnosed more than
eight weeks before entering the study. Another two patients
were diagnosed by biopsy within eight weeks of consulting
us but had laboratory and radiographic tests consistent with
pancreatic cancer much earlier. These five patients were
quite ill with advanced disease at the time they were first
seen by the authors.

Stage and survival from the date of diagnosis for included
paticnts are summarized in Table 1. The one-year survival was
81% (9 of 11 patients); the two-year survival for all patients
was 45% (5 of 11 patients); the three-year survival was 36%
(4 of 11 patients). Two are alive and doing well, one at three
years, the other at four years. Overall, the median survival as
of 12 January 1999 is 17 months; the mean is 25.2 months.

Excluded Patients
In addition to the 11 patients followed in the study, an-
other 25 patients with a diagnosis of adenocarcinoma of the

pancreas were seen in the authors’ office during the time of
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Table 1. Stage and Survival From Date of Diagnosis

Patient Stage Diagnosis Date Treatment Stast Survival, mo Status Date of Death
A v 4/09/96 5/03/96 10 Dead 2/03/97
B v 3/22/96 5/16/96 It Dead 2/08/97
C v 5/04/95 6/26/95 14 Quit 7124196
D v 2/15/196 410/96 14 Dead 5/04197
E 11 12/15/95 17/16/96 15 Dead 32297
F v 3/02/95 5/01/95 17 Dead 8/10/96
G v 6/03/94 11/07/94 29 Dead 11/08/96
H v 12/10/93 1731794 41 Dead 5127197
J 1 1724195 3/28/95 43 Dead 8/16/98
K v 12/05/95 1/04/96 37 Alive

L H 1/26/95 1726/95 47 Alive

the study but were disqualified for reasons defined by the
protocol and shown in Table 2.

Thirteen patients were excluded from the trial because
they chose not to start the program or complied only briefly,
usually only days, before stopping the protocol. Of this
group, none died while participating in the protocol.

Four patients were excluded because they presented with
multiple significant medical problems requiring multiple
medications. Another three patients were excluded because
of the long delay between diagnosis and consultation with
our office. One patieat in this group was many months from
diagnosis when he came into our office with metastases into
the lungs and neck. He survived for 18 months from diag-
nosis, despite multiple hospitalizations.

Two patients had undergone full Whipple procedures, a
reason for exclusion from the study, before coming 10 our
office. Another patient had >50% of his liver involved with
cancer. He was treated off trial and survived for five months
from diagnosis.

One patient had previously received radiation for pain
control of bony metastases. This patient lived for 14 months
from diagnosis.

One patient announced when first seen that she would
follow the program only as it suited her. Because of her
predicted noncompliance she was not included in the trial.
After 21 months of therapy, of her own accord she stopped
the program and eventually died 23 months from diagnosis.

The authors have been able to assess survival in 22 of
the 25 excluded patients. The statistics in terms of survival
and compliance are provided in Table 3.

Table 2. Reasons for Exclusion

No. of
Patients Reason for Exclusion
13 Did not participate or participated very briefly
4 Significant comorbidity
3 Long delay between diagnosis and beginning program
2 Whipple procedure
1 End-stage liver disease
| Prior radiation therapy
l Patient predicted noncompliance
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Table 3. Survival and Compliance in Excluded Patients

Compliance Level No. of Patients Mean Survival, mo

Poor (none or minimal) 12 43

Moderate 5 10.5

Good 5 16.8
Comments

This unblinded single-arm pilot study of patients suffer-
ing inoperable stage II-IV pancreatic adenocarcinoma
showed a clear survival advantage for the nutritional-enzyme
therapy over what would be expected for this disease. The
one-year survival of 81% (9 of 11 patients), the two-year
survival of 45% (5 of 11 patients), and the three-year sur-
vival of 36% (4 of |1 patients) are far above comparable
statistics from The National Cancer Data Base Report on
Pancreatic Cancer from 1995.

In this review the one- and two-year survivals for stage
I were 39% and 20%, the one- and two-year survivals for
stage Il were 32% and 9%, the one- and two-year survivals
for stage III were 28% and 12%, and the one- and two-year
survivals for stage IV were 26% and 6%. Overall survival
for 7,882 patients suffering pancreatic adenocarcinoma, in-
cluding 5,075 patients of unknown stage, was 25% at one
year and 10% at two years (25).

In a trial of gemcitabine, the chemotherapeutic drug re-
cently approved for the treatment of pancreatic cancer, of
126 treated patients, the median survival rate was 5.7
months; only 18% of patients lived one year and none sur-
vived beyond 19 months (17).

This nonrandomized, single-arm pilot study did not in-
clude a control group. However, the 13 patients who did
cnter our office during the time of the study but who chose
not to start the program or followed it only for several days
provide an informal retrospective control group. Of the 12
patients in this group we could track, the mean survival was
4.3 months (range 2-7.5 mo), consistent with the usual sur-
vival for the discase.

The authors expect that critique of the data might include
the following:
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1) “The patients did not have pancreatic cancer.”

All 11 patients had biopsy-proven adenocarcinoma. In
four cases (Patients D, E, H, and J) a core biopsy of the
pancreas revealed adenocarcinoma. In Patient L a CT scan
revealed a tumor in the pancreas, and a biopsy of a lesion
in the ampullary region demonstrated adenocarcinoma. In
another four cases (Patients A, B, F, and G), biopsies of
liver lesions, in the setting of an obvious pancreatic tumor,
were consistent with a pancreatic primary. A 10th patient,
Patient C, was found to have an obvious pancreatic tumor
as well as carcinomatosis. Biopsies of multiple peritoneal
implants revealed metastatic carcinoma (grade V) consis-
tent with pancreatic primary.

Patient K underwent total abdominal hysterectomy and
bilateral oophorectomy for extensive abdominal metastases.
She was found to have an obvious pancreatic tumor, and
the pathology report of the ovaries and a mesenteric implant
states, “Tumor is most consistent with a pancreatic primary
although other GI sites cannot be ruled out by histopathology
alone.”

2) “These patients must represent a special selected subset
of patients with an indolent form of adenocarcinoma of the
pancreas who would have done well anyway.”

By histology, the patients in this study suffered aggres-
sive adenocarcinoma. Six patients (Patients B, C, E, F, J,
and K) were diagnosed with high-grade or poorly differen-
tiated adenocarcinoma, the most aggressive form of the dis-
ease. Of the other five patients, two (Patients A and D) were
diagnosed with moderately differentiated adenocarcinoma,
and the remaining three patients (Patients G, H, and L) were
diagnosed with ungraded adenocarcinoma.

Eight of the 11 study patients had stage IV disease,
including four with biopsy-proven liver metastases, one with
carcinomatosis, one with extension to the hilum of the liver,
and one with extensive pelvic metastases. In the case of
Patient D, the tumor had invaded the kidney, resulting in
persistent severe gross hemorrhage necessitating repeated
wransfusions. Of the three patients with stage Il disease, one
underwent partial Whipple for tumor involving the entire
pancreas, the surgical margins, and the peripancreatic fat. The
remaining two patients suffered large unresectable tumors.

Dr. Friedman of the NCI, in his correspondence with us,
suggested that patients who followed our program might
represent a subgroup with good performance status who
might live longer than expected even without treatment. In
a letter dated 18 May 1994, he wrote: “The patients who
do fit your eligibility criteria, elect to enter your study and
can actuatly comply with the regimen probably represent a
selected subset of patients with this type of cancer; it could
be difficuit to conclude anything if their survival was pro-
longed only three months. Such cases may represent one
end of the spectrum of the disease. However, objective tumor
regressions and/or survival in excess of six months probably
would be of real interest.”

In this study, even if it is assumed that these patients
represent a subset of “good-prognosis” pancreatic cancer
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patients, the median survival of 17 months is well in excess
of 6 months from the published 17-22 weeks (4—6 mo) for
unresectable disease (26).

3) “Because the patients were carefully selected from the
authors’ practices, this study suffers from selection bias.”

The 11 patients entered into this pilot study were selected,
as discussed above, from a larger group of 36 patients with
pancreatic carcinoma who entered our offices during the
period of eligibility. Twenty-five were excluded for specific
reasons outlined in the protocol. Of this group, we disquali-
fied 13 of these patients from consideration because, after
their original meeting in our office, they chose not to follow
the treatment or quit the therapy after brief periods, usually
several days. Because this therapy is still considered alter-
native, other treating physicians and family members often
advise patients not to pursue our treatment.

In addition to the group of noncompliers, another 12 were
disqualified for reasons defined by the protocol. In the case
of five patients excluded from the study who followed the
therapy off protocol under our direction, the median survival
of 16.8 months was approximately that of the pilot study
itself. In fact, several of these patients lived longer than
patients in the trial but were not included to avoid selection
bias.

Of course, pilot studies by their very nature cannot pro-
vide definitive proof of efficacy of any treatment in any
discase. Such studies have a single arm, and randomized,
two-arm trials remain in oncology the gold standard of ther-
apy evaluation. Nonetheless, pilot studies do provide a
screening method to assess whether a new treatment shows
any sign of effect. In this investigation, the strongly positive
results have generated considerable academic interest. A
large-scale, NCI-funded, randomized controlled clinical
trial, in which the nutritional-enzyme therapy will be com-
pared directly with gemcitabine, has already begun.
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