BURZYNSKI -

RESEARCH INSTITUTE, INC.

October 27, 1995

Richard Klausner, M.D.
Director

National Cancer Institute
National Institutes of Health
Bethesda, MD 20892

Dear Dr. Klausner,

I was shocked to read the Cancernet "fact sheet" the NCI has been distributing about the cancellation of
the clinical trials of antineoplastons, the anti-cancer drugs I discovered and developed. I find it scandalous
that a government agency is putting out a public document containing such blatantly false information.

Let me remind you that the only reason the clinical trials of antineoplastons were stopped is that NCI
would not conduct them as per our written agreement.

NCI’s "fact sheet” tries to obscure that simple fact with misinformation such as the following:

"In 1991, a ’best-case series’ review was conducted by the National Cancer Institute (NCD
to evaluate clinical response in a group of patients treated at Dr. Burzynski’s Houston
facility. For this review, Dr. Burzynski selected from his entire clinical experience seven
brain tumor patients whom he felt had a beneficial effect from antineoplastons.”

This misstatement is obviously calculated to make the reader think that in my entire clinical experience
I have had only seven patients who benefited from antineoplaston treatment, which is wildly untrue. In
fact, I prepared not seven but dozens of cases for the NCI reviewers. As you must know, the reviewers
were able to spend just one day at the clinic--enough time to review only seven cases.

Cancernet then compounds that misstatement with the following:

“This series did not constitute a formal clinical trial, sﬁme it was a retrospective review
of medical records, did not include all available patient information, and included only
cases selected by Dr. Burzynski' (my italics).

To the contrary, the patient medical records that NCI scientists reviewed were exhaustive and did contain
"41] available patient information." In fact, Michael Hawkins, M.D., leader of the site visit team, specifically
complimented me on how complete and well-organized they were.

The next misstatement is the following:

"Phe reviewers of this series determined that there was presumptive evidence of antitumor
activity . . . "
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Now that the NCI’s Cancer Therapy Evaluation Program (CTEP) is under fire for misconduct in these
clinical trials, it is rewriting history.

The statement of the NCI scientists who actually reviewed patient records was quite different from the
above. Their report (minutes of Decision Network Committee meeting enclosed) stated that "The site visit
team determined that antitumor activity was documented in this best case series and that the conduct of
Phase II trials was indicated to determine the response rate" (my italics).

In other words, according to the site visit team, there was no question that the treatment worked in the
cases reviewed. All that remained to be determined were the numerator and the denominator.

Even the NCI’s own previous "fact sheet" on antineoplastons, dated 2/17/94 (enclosed), states that "The
NCI reviewed seven cases of patients with primary brain tumors that were treated by Dr. Burzynski with
antineoplastons and concluded that antitumor responses occurred" (my italics).

But by far the most outrageous misstatement is the following:

"On August 18, 1995, the studies were closed because a consensus could not be reached with
Dr. Burzynski on the proposed changes in the protocol to increase accrual, and there was
no hope of completing the studies in a timely manner."

The NCI never made any effort to "reach a consensus." Instead, it simply violated the written protocol we
had agreed upon. Without informing me, NCI changed the rules to allow patients with any size or number
of tumors, low performance scores, and spinal cord metastases. In other words, NCI was accepting patients
whose brains and spinal cords were literally consumed by large malignant tumors--patients so advanced
as to have no chance whatsoever.

When I found out and insisted that NCI either conduct the study as agreed or inform patients that I felt
it was conducting the study improperly, NCI cancelled it.

The above is all well documented. While we were still in the negotiating stage, Michael Friedman, M.D.
of the NCI wrote me in a letter dated November 2, 1993 (enclosed) ". . . we will accede to all the
modifications that you have stipulated.”

Dr. Friedman specifically agreed to exclude patients with:

* tumors larger than 5cm (2 inches)

* multiple tumors

* metastases to spinal cord

* Karnofsky performance scores less than 70%.

Based on Dr. Friedman’s written assurance that NCI would honor this exclusion criteria, I provided NCI
with a large quantity of antineoplastons, and the clinical trial began.

On March 23 1994, Mario Sznol, M.D. of the NCI wrote me proposing that NCI drop the exclusion for
multiple tumors and spinal cord metastases, increase the maximum tumor size from 5 to 8cm, and lower
the Karnofsky score from 70 to 60 (enclosed).

In a response dated April 19, 1994 (enclosed), I wrote back that I would be glad to help NCI design a
separate trial for such advanced patients, using a more aggressive dosage schedule. But I made it clear that
it would be unethical to use the current dosage schedule on such patients since my experience had shown
that such patients do not respond well to it.



As proof, I pointed out that in the NCI’s own review of patients treated with antineoplastons, the only
ones who had less than 50% tumor shrinkage were exactly those with tumors greater than Scm.

I did not hear back from NCI and assumed the matter had been dropped.

Nearly one year later--in March, 1995--1 learned that NCI had made all the changes to which I had
objected. In fact, NCI went even further. Rather than raising the maximum tumor size from 5 to 8cm as
the NCI earlier suggested, it began accepting patients with any size tumor.

T insisted that NCI either honor our agrement or change the Informed Consent statement (which patients
must read and sign) to reflect the fact that I, the drug’s discoverer and developer, felt that the treatment
was unlikely to be effective in such advanced patients in the doses being used.

Rather than honor its commitment to conduct the study as agreed, NCI cancelled it.

I find it particularly curious that now neither NCI nor Memorial Sloan-Kettering Cancer Center (MSK)
will take responsibility for changing the exclusion criteria, and are instead pointing fingers at each other.
In his letter of April 3, 1995 (enclosed), Dr. Sznol repeatedly refers to the "revised eligibility criteria
proposed by the [Memorial Sloan-Kettering] investigators" (my italics).

But, in a letter to John Lewis, M.D. of Memorial Sloan-Kettering’s Institutional Review Board dated
January 31, 1995 (enclosed), the Chief Investigator, MSK’s Mark Malkin, M.D., writes that "Further
amendments, as described below, have been made at the request of NCI' (my italics).

If the changes to the protocol are as proper as NCI would have the world believe, why is everyone
connected to them scurrying to disavow responsibility?

An even more serious matter is what apears to be the investigators’ relentless violations of the treatment
protocol. Looking at the treatment summaries compiled by Theradex Corporation, the medical reporting
company hired by NCI to compile and tabulate patient treatment data, it would appear that investigators
violated the agreed-upon protocol in every patient treated. Apparent violations include the removal of
patients from treatment who had no tumor growth (including one patient who, during subsequent surgery,
was found to have no cancer cells remaining), and the removal of a patient for "skin reactions caused not
by antineoplastons, but by another drug the patient was receiving, DPH. This is clear due to the fact that
the patient’s skin condition worsened when he was taken off antineoplastons. It improved only after DPH
was discontinued.

The summaries provided by Theradex are somewhat sketchy, so I asked to review the complete records
of patients treated--which Dr. Friedman had specifically promised to provide. NIH lawyer Robert Lanman
replied in a letter dated August 23, 1995 (enclosed) that NCI did not have any such records.

In fact, several patients were treated at NCI and of course NCI has their complete medical records. When
I demonstrated this by sending Mr. Lanman copies of patient records obtained by a patient’s family from
NCI, he admitted that in fact NCI does have patient records, but refused to release them. And he
disregarded his own misstatements of fact by saying that "Given that you apparently have already obtained
at least one of the patient’s records, we fail to understand why you are pursuing this matter” (letter from
Robert Lanman dated October 5 1995 enclosed).

Mr. Lanman also claims that NCI has "no such commitment" to release medical records of patients treated
with antineoplastons. And Dr. Friedman, in a letter dated September 19, 1995 (enclosed), writes that Dr.
Burzynski’s request for "detailed records" has been satisfied by the sketchy Theradex treatment
summaries.



Both these statements directly contradict Dr. Friedman’s letter of November 2, 1993 (enclosed), in which
he promises that "In accordance with your letter, we will arrange a review of data after accrual of the first
5-6 patients, which should occur 6 months after the study has been initiated. This should be sufficient to
assure that the conduct of the study is satisfactory. The Theradex database is also available . . ." (my
italics).

In other words, Dr. Friedman promised to provide me with patient medical records, recognizing that the
Theradex summaries are something quite separate.

In that same September 19, 1995 letter, Dr. Friedman writes that "We have no individual patient records
in our possession in addition to the Theradex reports." Either he is deliberately misstating the facts, or he
is out of touch with the Cancer Therapy Evaluation Program that he runs.

Dr. Klausner, I request that you immediately withdraw the "fact sheet" the NCI is distributing which
contains numerous and outrageous misstatements and distortions of fact.

Thank you for your attention to this matter.

Sincerely,

S. R. Burzynski, M.D., Ph.D.

SRB/cf

oG The Honorable Donna Shalala, Department of Health & Human Services
Harold Varmus, M.D., National Institutes of Health
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Dr. Edward Sondik
Dr. Mario Sznol
Dr. Dorothy Tisevich
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* National Cancer Institute-Sponsored Clinical Trials of Antineoplastons

Antineoplastons are a group of compounds originally isolated from urine by
Dr. Stanislaw Burzynski, who claims that they inhibit cancer cell growth. Dr.
Burzynski has used these compounds to treat patients with various cancers.

Tn 1991, a "best-case series" review was conducted by the National Cancer
Institute (NCT) to evaluate clinical responses in a group of patients treated

at Dr. Burzynski's Houston facility. For this review, Dr. Burzynski selected
from his entire clinical experience seven brain tumor patients whom he felt
had a beneficial effect from antineoplastons. This series did not constitute

a formal clinical trial, since it was a retrospective review of medical

records, did not include all available patient information, and included only
cases selected by Dr. Burzynski. The reviewers of this series determined that
there was presumptive evidence of antitumor activity and NCI then proposed
that Phase II clinical trials be conducted to evaluate more definitively the
response rate and toxicity of antineoplastons in adult patients with

refractory brain tumors. The decision by NCI to sponsor a study of an agent
in a clinical trial does not indicate that the agent is or will be useful in

the treatment of cancer patients, only that it merits further evaluation in a
research setting,

Efforts to study antineoplastons in a scientifically rigorous manner have
required complex interactions among NCI, clinical investigators, the National
Institutes of Health's (NIH) Office of Alternative Medicine, the F ood and Drug
Administration, advocates from the alternative medicine community, and Dr.
Burzynski. Two protocols were developed by the participating Cancer Center
investigators with extensive review and input from NCI and Dr. Burzynski.
These studies began in 1993 at Memorial Sloan-Kettering Cancer Center, Mayo
Clinic, and the NIH Clinical Center. However, accrual to these studies was
very slow and only nine patients were enrolled.
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On August 18, 1995, the studies were closed because a consensus could not be
reached with Dr. Burzynski on the proposed changes in the protocol to increase
accrual, and there was no hope of completing the studies in a timely manner.
Because these studies were closed prior to completion, no conclusions can be
made about the effectiveness or toxicity of antineoplastons. It is rare that

this kind of NCI-sponsored clini¢al study cannot be successfully completed.
The NCI is disappointed by this outcome but is continuing to evaluate related
compounds in clinical trials in order to determine if they may be of benefit

in the treatment of patients with cancer.

#H##

The Cancer Information Service (CIS), a program of the National Cancer
Institute, provides a nationwide telephone service for cancer patients and
their families, the public, and health care professionals. CIS information
specialists have extensive training in providing up-to-date and understandable
information about cancer and cancer research. They can answer questions in
English and Spanish and can send free printed material. In addition, CIS
offices serve specific geographic areas and have information about cancer-
related services and resources in their region. The toll-free number of the

Date Last Modified: 10/95
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Minutes of the Meeting of the NCI's Decision Network

Regarding Antineoplastons AlQ and AS2-1

December 2, 1991
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The zntineoplastons have been considered an unconventional method of cancer treatment

because there have been very few independent interpretable scientific data on their potential

. s - ¢ . _w . .
clinical efficacy. Based on a recent repott of opserved responses 1 brain cencer patients treated

with antineoplastons at the Burzynski Research Institute (founded by Dr. S.R. Burzynski) in

Houston, Texas, the Cancer Therapy Evaluation Progrzm (CTEP) conducted 2 site visit to review

a "best case” series of clinical responses to ant ineoplas{ons in the treatment of brain tumors at that

Instituze. This case series does not constitute 2 clinical trial; the cases Were selected on the basis of

—

positive response from many different studies of antmeoplaston neanment at the Institute. The

site visit tezm determined that &n atitumor activity was documenth in this best case series and that

the conduct of Phase II trials was indicated 10 G ermine the response rate. The antineoplasions

were presented as DN Stage IV candidates for the conduct of Phese II trials in glioblestoma

m.l\holme snaplastic astrocytomae, p2 diatric brain tumon and Jow- -grade giiomas, 10 confirm the

-

obseryations in brain tumors 2t the Burzynaski Institute. It was proposed that the same treztment

regimen zs that used 2t the Institute would te used in the Phase II trials. A decision reSETdiDS

subsequent trials (e.g., other tumors, additiopal Phese I development, Phase 131 trizls in brain

tumors) would be Geferred until the results of these initial trials were known. If the

sntinsoplastons are approved for Phase II study, Dr. Buf zynski will prond° supplies of the

meterials for the clinical tciels to the NCI free of charge.

search. His research is based on the
\ "

—e

biochemical defense sysjem against cancer.

Dr. Burzynski presented background on 2 ineopleston re

hypothesis that antineoplastons are componeats of 2

The zntineoplastons are medivm and small sjze peptides and amino acid derivatives that form the

defense against cancer by inducing differentiation in-neoplastic cells. Initial study on

antineoplastons was concentrated on isolation of peptides in blood and.urine of hezalthy peoplz.

Decision Network

11 - December 2, 1991
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Two main groups of antineoplastons have been isolated -- oné including compounds with broad

spectrum activity in many different cell lines 2nd the other with a parrow spectrum of activity

against single cell Lines. Of the broad-spectrum antineoplastons, five, including antineoplasions

Al, A2, A3, A4 and AS, have been isolated from normel human urine. Antineoplaston A10 was
the first active mgredxent that has been reproduced synthetically. Antmeoplaswn AS2-1 and
AS2-5 are metabolites of antineoplaston A10 that have also been synthesized, Dr. Burzynski cited

experiments that have shown that antineoplaston Al0 intercalates in a stereospecific maaner

o

between base pairs in double-helical DNA, The main mechanism of action of antineoplaston

AS2-1 appears to be inhibition of incorporation of glutamine into proteins in cancer cells. The
fanisméal fction involving inhibition of

other a2ntineoplasions all seem to have different mechanism$ of action 12Yo g1 no

methylation of RNA and DNA. N

LY
The potency of the amin'eoplastons has been confirmed in tissue cultures, but with relatively

Jow specificity. No significant ac 1vzty was seen in NCI tissue culture studies waen low -

concentrations were vsed. -Tests in various models for mduc;xon of cell differentiation (e.g.,

human promyelocytic leukemia, fibrosarcoma) showed that antineoplastons can induce cell

differentiation. Antineoplasions also showed activity against human breast cancer in ataymic

Acute 2nd chronic toxicity studies of zntineoplastons showed that entineoplastons A10 aad

AS2-] have extremely low toxicity. The LDy, of antineoplaston A10 was greater than 10 g/kg 1n

mice and rats; the LD‘>0 of AS2- 1 was approximately 3 g/kg in mice and rats. There was no

1 year, The compounds were

1
J 1

—e

apparent toxicity in mice given daily injections of 1 g/kg/day for
not found to be mutagenic. ,
PK studies of both the oral and jnjectable forms of antineoplastons A10 and AS2-1 showed

that both compounds are absorbed rapidly. The maximum concentration of AS2-1 can be

detecied in urine approximately 3 hours after oral administration. A10,is absorbed somewhat

"Decision Network
12 December 2, 1991
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slower, reaching the highest concentration in blood approximately 3 hours after oral
administration. The compounds are cleared more rapidly after i.v. administration; A10 cannot be
detected in the blood approximately 2 hours after i.v. »dministration. Thus, frequent dosing or

continuous infusions is indicated for cliniczl studies.

From studies in mice, it was also noted that antineoplaston A10 is retzined in brain tissue. A

concentration of 2pproximately 500 pg/g of brain tissue in mice was reac‘hed about 1 hour after

oral zdministretion; however, the concentration dropped to 2 negligible amount within about 6

hours.

A review of the best case series of seven patients with brain tumogs was provided by

Dr. N. Patronzs (neuroradiologist, NIH Clinical Center) who participated in the NCI site visit to

. . . . s . D
the Burzynski Institute. All patients received 2 combigetion of 2ntineoplastons A10 and AS2-1.

4

' . R . . . S . 1%t r-dose
Some patients initially progressed on 2 study using orz] zntineoplastons with Jow éo

methotrexate. All of the responses were seen after Ly, antineoplaston'admzmstmtzon, 2nd,

therefore, the proposed Phase II studies would be conducied using the 1.v. reglimsa (e, 1
o/kg/day of Al0 2nd 0.5 g/kg/day of AS2-1). The results of the review Were presented 2s

follows, with case histories distributed to ail DNC members:

r -3 + -
« Marked decrease in tumor size and possible complete response (CR) of approximately 4

- S ir
months' duration in 2 46-year-old female with glioblastoma multif orme.

csio s 36-y ~ith anaplastic
+ Possible CR, thus far of 2-years’ duration, in @ 36-year-old female Witn 2 aplasti

.

astrocytoma,
. H P o4 B
» Partial response, or possible CR, ia2 47-year~old male with aggressive, infiltrating ;
\ v
et ]

3
B

gliom2 (astrocytoma or mixed asirocytoma/oligo eadroglioma).

« Substantial decrease in tumor size in 7-year-old male with well-differenuated

astrocytoma.

acision Network
13 December 2, 1991
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» Decrease in tumor size in 2 40-year-old female with an unusually large glioblastoma

multiforme tumor.

+ CR, thus far of approximately ]$-years' duration, in a 10-year-old male with anzplastic

astrocytoma. ,

r

« Good response, possible CR, in a 30-year-old male with anaplestic astrocytoma.

It was noted that several of the patieats received antineoplaston treatment shortly after failing

radiation therapy, and the question of the possibility of a confounding effect of residual

continued improvement following radjotherapy on evaluating response to antineoplastons wes

raised. However, complets resolution of both postradia:ion»edema and tumor enhancement was

demonstrated on CT scans in several cases, therefore negating the possible problem of
. . Y *

differentiating bétween progression of tumor and postradiation edema.

In discussion, it wes clarified that the proposed Phase II trials wouid utilize the combinaiion

of 2ntineoplastons Al0 and AS2-1, without zny other therapy. No problems were foreseen with

g

filing the INDA on the pharmaceutical preparation provided by Dr. Burzynski. The primary

rationale for using a mixture of the two antineoplastons in the proposed triais is to duplicate
exactly the regimen used in the studies at the Burzynski Institute.

Decision: Antineoplasions A10 (NSC 648539D) and AS2-1 (NSC 620261/%2) passed DN Stage IV.

——ee

'y
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Antineoplastons/Dr. Stanislaw Burzynski

4
r

Dr. Stanislaw Burzyhski of the Burzynski Research Institute in Houston, Texas, has
identified a group of peptides produced by the bady, which he calls "antineoplastons.”

Dr. Burzynski gnd his colleagues claim tﬁat these peptides are produced in individuals as part
of a "biochemical defense system" that inhibits cancer cell growth. According to

Dr. Burzynski,_"T he failure of the system and deficiency of antingoplastons wiil resule in
perpetuatioﬁ of neoplastic growth and development of cancer,” His treatment, therefore,
consists of restoring this "cancer defense system” by giving antineoplastons {0 people with
cancer.

The National Cancer Institute (NCI) reviewed seven cases of patients with primary
brain tumors that were treated by Dr, Burzynski with antineoplastons AlQ and AS2-1 and
concluded that antitumor responses occurred. To evaluate further the effects of treatment
with antineoplastons, NCI is conducting phase 1I clinical tria]ls ({reatment studies) using
.antineoplastons in adult patients with refractory brain tumors. One wial at Mcmon‘al Slozn-
Kettering Cancer Center in New York City opened in late 1993. A second trial is to be

carried out at Mayo Comprehensive Cancer Center in Rochester, Minnesota.,

2117194
5.1
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The NCI’s decision to study an agent in clinical trials does not indicate that the agent

4

will be useful in the treatment of cancef, only that it merits evaluation. The NCI currently

has more than 160 investigational agents in ¢l

inical trials and recommends that

antineoplastons, like any other experimental cancer treatment, be administered only in the

patients are encouraged to remain in the care
3

The Cancer Information Service (CIS),

context of appropriately conducted and independently monitored clinical trials. Cancer

of trained ‘oncologists.

P #

a program of the National Cancer Institute, is a

nationwide telephone service for cancer patients and their families, the public, and health

care professionals. CIS information specialists have extensive training in providing up-to-

date and understandable information about cancer. They can answer questions in English and

Spanish and can send free printed material. 1

n addition, CIS offices serve specific

geographic areas and have information about cancer-reiated services zad .re‘sources in their

region, The toll-free number of the CIS is 1-

800-4-CANCER (1-800-422-6237.
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‘\i : ' National Institutes of Health
-~ Bethesda, Maryland 20892
Building ET}N
Room ] 742
(301) 498- 6138
November 2, 1993

Dr. Stanislaw Burzynski

Burzynski Research Institute, Inc.

6221 Corporate Drive

Houston, Texas 77036 S

Dear Dr. Burzynski:

With regard to your letter of October 26, 1993, you specifically state "The
medicine will be sent to you smmediately once you make the corrections to the
protocol that we have requested". We have substantial factual disagreements
and scientific reservations with many of the comments made in your October
26™ letter, including your preposterous claim that the NCI wasted eight
months. Nonetheless, we will accede to all the modifications that you have
stipulated. We do so because we are committed to beginning the clinical
studies as quickly as possible. We presume that these are your final
comments, since all the changes will have been made and we will have addressed
a1l of yaur concerns reyarding these studies. The reviced protocol will he
sent to you as soon as it is received rom the investigators. Based on the
promise in your letter, we expect that the drug will be shipped to the NCI
repository the next day.

The changes to be made to the protocols are as follows:

1. The dose and schedule will be modified exactly as you require. We
believe this to be the dose and schedule found in your protocal
BT6, with dose escalation and maximum dose guidelines for adults
clarifiod in your latter of Octoher 13, 1323,

2.  The Memorial study, as written, has two separate components, one
for patients with gTioblastoma multiforme and one for patients with
anaplastic astrocytoma. accrual to each stratum proceeds
independently, and analyses of each stratum is separate. However,
we will ask the investigators from Mayo Clinic to join the Memorial
study, rather than conducting an independent trial. This will
effectively evaluate on the one hand patients with glioblastoma
multiforme, and on the other those with anaplastic astrocytoma.

R —————————————
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Finally, if even after modifying these studies in accordance with your stated
wishes, you are unwilling to supply the antineoplaston materials, please
inform me as quickly as possible. We will then seek alternative sources of
this family of molecules for proper clinical evaluation.

Sincerely yours,

QL cqﬁ\l!J5L~thu~

Michael, A. Friedman, M.D.
Associate Director,

Cancer Therapy Evaluation Program
Divigion of Cancer Treatment, NCI

¢e:

Dr, Samuel Broder
Dr. Jan Bruckner
Dr. Bruce Chabner
Dr. Jay Greenblatt
Dr. Joseph Jacobs
Dr. Mark Malkin

Ms. Mary McCabe -
Dr. David Parkinson
Dr. Marie Sznol

Ms. Dorothy Tisevich
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Public Health Services
' National Institutes of Health

National Cancer Institutes
Bethesda, MD 20892

March 23, 1994

S. R. Burzynski, M.D., Ph.D.

President

Burzynski Research Institute

12000 Richmond, Suite 260
“Houston, Texas, 77082-2431

Dear Dr. Burzynski,

As you know, the NCI-sponsored trials of antineoplastons have been initiated and some patients
have been enrolled. However, a great many more have sought access to the trial but have not been
allowed to participate because of their inability to meet all the eligibility criteria. Because of this,
there is strong interest on our part and that of the investigators to broaden the eligibility criteria.
While we recognize the need for and value of clear eligibility criteria, we believe that the protocol
now excludes some patients who would otherwise be good candidates for the trial: Specifically,

we would propose the following changes in the eligibility criteria:

1. Change the allowable Karnofsky performance status from 70 to 60, as originally written in the
protocol.

2. Change the exclusion for size of tumor from greater than 5 cm to greater than 8 cm.
3. Drop the exclusion for multifocal tumors or leptomenigeal spread.

By keeping the performance status score at 60 as a _reqxiirement for entry, we believe that the
protocol will still be safe for patients, and the drug will get a fair test for antitumor efficacy. We
have noted that your protocols for adults (copies of which you have provided to CTEP) have
similar eligibility criteria to those proposed above (ie, KPS of 60 required and no exclusion for
size of tumor, multifocal tumors, or leptomeningeal spread).

We have also noted that some patients not eligible for treatment on NCI-sponsored protocols
appear to have been told by your staff that they could receive the antineoplastons at your
Institute. They have asked us the obvious question, that is, if you have enough evidence of
efficacy to offer the antineoplastons as treatment to these patients, why is it that they would not
be good candidates for a protocol attempting to determine and confirm the antitumor activity of
the agent? We would appreciate any help you might give us in responding to these inqu%_ries.



Sincerely,

%M%m a

Mario Sznol, M.D.

Head, Biologics Evaluation Section
Investigational Drug Branch

Cancer Therapy Evaluation Program
Division of Cancer Treatment
National Cancer Institute

cc: David Parkinson, M.D
Mike Friedman, M.D.
Dale Shoemaker, Ph.D.
Jay Greenblatt, Ph.D.
Dean Mouscher, BRI
Mary McCabe
Samuel Broder, M.D.
Bruce Chabner, M.D.

B




. . April 19, 1994

Mario Sznol, M.D.

Head, Biologics Evaluation Section

Investigational Drug Branch

CTEP, DCT, National Cancer Institute

6130 Executive Plaza North, Room 715F

Rockville, MD 20852 g B , -

Dear Dr. Sznol,

T am glad to learn from your letter of March 23, 1994 that some patients
have already been enrolled in the NCI-sponsored, trials of Antineoplastons and
there is a strong interest of the NCI and the Investigators to broaden the study.

While I think that, ultimately, Antineoplastons will prove useful in the
treatment of more advanced cases of malignant brain tumors, I think that to
expand the trials now through admission of such difficult cases is premature.
The first stage of the studies which are currently in progress should be
completed in order to have the most accurate preliminary evaluation of
anticancer activity. -

~ Isincerely hope that the Investigators conducting the study will report
good results in the treatment of at least some of the initial fifteen patients
involved in stage I. However, if the reverse is true, then it won't make any sense
to conduct trials in very advanced cases if less advanced cases do not respond.

_ I would expect that there will be a significant difference in response
between the patients admitted under current acceptance criteria and the
expanded eligibility criteria proposed in your letter of March 23, 1994.
Therefore, I think that such patients should be involved in a separate trial for
large and multifocal tumors, and ireated and evaluated according to a modified
protocol.

12000 RICHMOND AVE., SUITE 260 « HOUSTON, TEXAS 77082-2431 o (713) 597-0111 ¢ FAX (713) 597-1166
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Sincerely,

T e

SR Burzynski, M.D., Ph.D.

SRB/f

cc:  David Parkinson, M.D.
Mike Friedman, M.D.
Dale Shoemaker, Ph.D.

‘Jay Greenblatt, Ph.D.
Dean Mouscher, BRI
Mary McCabe, R.N.

Samuel Broder, M.D.
Bruce Chabner, M.D.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Public Health Services
: National Institutes of Health

National Cancer Institutes
Bethesda, MD 20892

April 3, 1995

S.R. Burzynski, M.D., Ph.D.
President 4
Burzynski Research Institute

12000 Richmond, Suite 260

Houston, Texas, 77082-2431

Dear Dr. Burzynski,

Dr. Friedman asked me to respond to your letter of 3/29/95 regarding the change we have been
considering in eligibility criteria for the Memorial Sloan-Ketterng and Mayo Chr}m phase.II. 3
studies of antineoplastons. At the investigators' request, the amendments toO modify the eligibility
restrictions for size of tumor, number of tumors, and 1eptomeningea1 spreaq,.a.nd to allow entry
of patients with KPS of 60, have been approved. These amendments were initiated by t}?e
investigators when it became apparent that many good candidates for the study Welje.b.el'ng
excluded because of what were perceived to be overly stringent and unnecessary eligibility
restrictions.

Approximately a year ago, we wrote to you asking for your concurrence to rr}akg .sirnila_r changes
to the protocol (see enclosed letter). We have documented that the revised eligibility c'rlten'a are
consistent with those used in your very own protocols that employ identical or negrly identical
treatment regimens. Furthermore, in a review of the 7 patients in the best case series presented to
NCI, we have found that perhaps 4 of the 7 patients who apparently had tumor shnnk.atge_ Would
not have been eligible to enter the NCI phase 11 studies under the on'ginal strmgent e11g1b1}1ty
criteria (see attached). These types of patients will now be eligible for study using the revised
eligibility criteria proposed by the investigators and recently approved by CTEP.

Despite the difficulties in accrual, we are committed to completing the phase 1I evaluation of the
antinebplastons. Our goals remain unchanged, that is, we wish to determine Wheth'er the dr.ugs
used in the similar manner as you recommend, and in the similar population of patients, will '
yield results consistent with those in the best case series. Asnoted above, ouf'careful e:,valuatlon
of the materials you have provided indicate that the amendments to the eligibility .crltema do not
deviate from the eligibility criteria and methods you have employed in your expenence. We
would appreciate the opportunity to review your data, alluded to in your 1et_ter, that. support the
contention that inclusion of these patients requires different treatment regimen Or 18 ugsafe. In
the meantime, we will allow the amendments to stand, since all evidence you ha}'e provided to
date indicates that these newly eligible patients may have a chance for benefit without undue tisk

of harm, and are appropriate candidates for evaluation of the drug.

We will forward the data on the first five patients in a separate mailing as you requested.




However, you have asked that we suspend accrual whilei you review t'he data. The{e is no
medical or regulatory reason to suspend accrual at this time. Suspending accrual W}ll likely
further damage the efforts the investigators have made to Increase accrual to the trial.

Sincerely,
f :

{1l
i “//L;L U /‘gﬂ‘-\v(‘)/k Ol !

~

Mario Sznol, M.D.

cc: Dottie Tisevich
Michael Friedman, M.D.
Mary McCabe
Office of Alternative Medicine
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ANTINEOPLASTON CASES

parietal lobe glioblastoma multiforme
2.3 cm largest diameter

CR possible

RT, Surgery

anaplastic astrocytoma stage IV grade 3
3.0 tumor 3.5 tumor & edema

CR possible

RT

infiltrating giioma (astrocytoma or mixed
astrocytoma/oligodendroglioma}

44 .

good PR, possible CR

RT & BUJR; Procarbazine, CCNU, VCR; B-Interferon; DFMO &
MGBG U

well differentiated Stage 1V astrocytoma, possibly juvenile pilocytic
astrocytoma

55X 33

40-50% decrease of solid component

vitamins & laetrile '

glioblastoma multiforme
6.5x5.0

35% decrease

RT

’glioma consistent with anaplastic astrocytoma, differential: anaplastic

astrocytoma or spindle cell variant of oligodendroglioma
51x22

CR

RT

Infiltrating anaplastic astrocytoma
4.0(L) 4.8 (bifrontal)

good response - possible CR

RT
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January 31, 1885 Tq 3\©Q—/\78 :

John L. Lewis, M.D.

Chairman, Institutional Review Board
Memorial Sloan-Kettering Cancer Cefiter
1275 York Avenug

New York, New York 10021

RE: Protocol # 93-10%
Dear Dr. Lewis:

You wiil find appended to this covering letter an amended version of the approved IRB
pratocol # 93-105, entited "Phase I Study of Antineoplastons A10 and AS2-1in Patierts
with Advanced Recurrent Malignant Gliornas™. Further emendmerts, as described belcw,

have-been made at the request of NCl.

Hients, thus permiting us to recruit

The minor textual changes expand the pool of eligible pa
er the overall design of the protocol.

patients more rapidly; however, they o not otherwise &ft

1. In Sections 1.1-b) and 6.1-i) the permissible Kamo

tsky Performance Status Score has besn
lowered from 70% to 60%. ‘ :

2. In Sectons 1.1-kK) and 8.2—3) the exclusion criteria have been changed.

The staternertt:

“Patients with tumors > 5 cm in diameter, muttifocal tumors, or with leptomeningeal or

systemic metastases are excluded® o : )

has been replaced by the statement:

“There will be no exclusion based on turmor size, muttifocality, of leptomeningeal of
systemic metastases’. '

[ thank you for your assistance in this metier.

Sincerely,

Mark Malkin, M.D.

xc Jerome Posner, M.D., Charles Young, M.D.
Mario Sznol, M.D. (NCl) ,

Memorial Sloan-Kertering Cancer Center
1275 Yoré Avenue. New York. New York roozt

NCi-desiprated Compreaensite Cuncer Censer
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Publle Health Division
Room 2B-50, NiH Bldg. 31
9000 Rockville Pike
Bethesda, Maryland 20892
(301) 4964108

August 23, 1995 Fax (301) 402~1034

Richard A, Jaffe, Esqg.
1710 Sunmit Tower
1l Greenway Plaza
Houston, TX 77046

Dear Mr. Jaffe:
[ v

This is in response to the issues raised in your July 21, 1995
letter.

First, you raised questions as to how clinical trials of:
antineoplastons could proceed absent Dr. Burzynski’s concurrence.
Although NCI clearly prefers to conduct or sponsor studies with
the ongoing support and cooperation of a drug’s inventor, the
permission of such an individual is not regquired. In the present
cage, even assuming that the clinical trials involved some of Dr.
Burzynski’s patented products or processes, the use of
antineoplaston would be permissible under the research exemption.
However, in light of the recent decision to close the studies at
the Mayo Clinic and at Memorial Sloan-Kettering, conveyed to Dr.
Burzynski in a letter from Dr. Michael A, Friedman dated August
18, 1995, these issues now seem moot.

In addition, you requested in your letter that we provide you or
Dr. Burzynski with the medical records of patients treated by the
Principal Investigators. To our knowledge, Dr. Burzynski has
received, on an ongoing basis, complete copies of the reports
prepared by Theradex after the Principal Investigators submit
their data. Dr. Burzynski has received precisely the same
information that is provided to the National Cancer Institute
(NCI). The NCI does not possess any individual patient records
to provide to Dr. Burzynski.

Finally, we are not aware of any "committee" investigating Dr.
Burzynski’s allegations regarding the protocols.

Yours sincerely,
ﬁobert B. Lanman .
NTH Legal Advisor

cc: M. Friedman, M.D.

i e ————
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Public Health Division
Room 2B-50, NIH Bidg. 31
9000 Rockville Pike
Bethesda, Maryland 20892
(301) 4964108
October 5, 1995 Fax (301) 4021034

Richard A. Jaffe, Esq.

1710 Summit Tower ¢
1l Greenway Plaza
Houston, ™Y 77048

Dear Mr. Jaffe:

This is in response to your September 8, 1995 letter in which you
reiterate your Yequest for copies of individual patient records
and argue that the protocol For the study of Antinecplastons
specifically provides that medical records of patients treated by
the Principal Investigators will be-prévided to Dxr. Bruzynski.

We have reviewed the protocols and have not found ary such

-commitment. Moreover, it is not the practice of the National

Cancer Institute (NCI) to obtain individual patient records from
Principal Investigatorg., It is our understanding that NCT
offered to allow Dr. Bruzynski to participate in an interim and
final meeting in which patient data from the study was to be
reviewed, However, these meetings never took pPlace because of
the insufficient patient accrual and decision not to complete the
study. , , ' ;

With regard to the portion of the medical record that you
forwarded, the stamp does indicate that the patient was geen at
the National Institutes of Health’s Clinical Center. we have
learned that two patients were enrolled in the Sloan-Kettering
study through the Clinical Center and hence, even though the

‘Clinical Center did not have its own protocol, it has medical

records for these two individuals. However, without the consent
of the patient or the next of kin in the event that the patient
is deceased, we cannot release these records. See 45 CFR § 5b.9.
Given that you apparently have already obtained at least one of
the patient’s records, we fail to understand why you aré pursuing
this matter. . '

Yours sincerely,

%

Robert B. Lanman
NIH Legal Advisor

c¢:  D. Parkinson, M.D.
M. McCabe, R.N,

R ks
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National Institutes of Health

Bethesda, Maryland 20892

Building

Room . 742

(301) 496- 6138
September 19, 1995

Dr. Stanislaw Burzynski

President, Burzynski Research Institute
12000 Richmond Avenue '
‘Houston, Texas 77082-2431

e A =
PN

Dear Dr. Burzynski:

I am replying to your August 29, 1995, letter in which you rgquested “detailed
records” of the patients treated in the National Cancer Institute sponsored
trials of antineoplastons.

Our records indicate that data has been regularly supplied to you by our
contractor, Theradex, as Tisted below: e

Date Report
July 18, 1994 ' Clinical Studies Summary
August 24, 1994 Clinical Studies Summary
September 19, 1994 Clinical Studies Summary
October 24, 1994 C11nfca1 Studies Summary

Monitors Detail Report,
Clinical Studies Detail Report

November 14, 1994 Clinical Studies Summary
December 19, 1994 Clinical Studies Summary
January 13, 1995 Clinical Studies Summary,

Monitors Detail Report,
Clinical Studies Detail Report

February 21, 1995 Clinical Studies Summary
March 15, 1994 Clinical Studies Summary
April 10, 1995 Clinical Studies Summary

Monitors Detail Report,
Clinical Studies Detail Report

B e v e g ey A e e sgme G en = e
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I am enclosing a summary of the categories of data that are included in the
reports you have received. These reports are the same ones that have been
provided to us by the contractor during the conduct of the Ant1ne9p1aston
studies. Both the format and frequency of these reports are routine for
reporting data of ongoing NCI Phase II trials to the Cancer Therapy Ev§1uat1on
Program staff. These are also fhe same types of reports that are provided to
pharmaceutical companies when they are cosponsors of a study.

We have no individual patient records in our possession in addition to the
Theradex reports. As of the last report provided to you on April 10, 1995,
prior to the studies being put on hold and subsequently closed, you were sent
the same reports that were provided to CTEP staff and protocols T93-0078 and
T93-0134. However, enclosed for your convenience is a recent print-out of the
data that was prepared for our staff in a slightly different format. Once the
routine quality control review of data entry hasibeen completed, we will send -
you a final print-out. - :

Sincerely yours,

T sl

Michael A. Friedman, M.D.
Associate Director,

Cancer Therapy Evaluation Program
Division of Cancer Treatment, NCI

cc:
Senator Joseph Biden
Senator Barbara Boxer
Senator Diane Feinstein
Senator Tom Harkin )
Senator Barbara Mikulski
Congressman Berkley Bedell
Congresswoman Nacy Pelosi
Dr. Jan Buckner

Mr. Richard Jaffe

Dr. Wayne Jonas

Dr. Robert Justice

Mr. Robert Lanman

Ms. Mary McCabe

Dr. Mark Malkin

Dr. Ralph Moss

Dr. David Parkinson

Dr. Alan Rabson

Dr. Mario Sznoi

Ms. Dorothy Tisevich

Mr. Frank Wiewel

Dr. Robert Wittes
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National Institutes of Health

Bethesda, Maryéﬁnd 20892
N

Building :
Room . 742
(301) 496- 6138

November 2, 1993

Dr. Stanislaw Burzynski
Burzynski Research Institute, Inc..

. 6221 Corporate Drive

Houston, Texas 77036
Dear Dr. Burzynski:

With regard to .your letter of October 26, 1993, you specifically state "The
medicine will be sent to you immediately once you make the corrections to the
protocol that we have requested". We have substantial factual disagreements
and scientific reservations with many of the comments made in your Qctober
26™ letter, including -your preposterous claim that the NCI wasted eight
months. Nonetheless, we will accede to all the modifications that you have
stipulated. We do so because we are committed to beginning theﬂc1in1ca1
studies as quickly as possible. We presume that these are your final
comments, since all the changes will have been made and we will have §ddressed
all of your concerns regarding these studies. The revised protocol will be
sent to you as soon as it is received from the investigators. Based on the
promise in your letter, we expect that the drug will be shipped to the NCI
repository the next day. -

The changes to be made to the protocols are as follows:

1.  The dose and schedule will be modified exactly as you require. We
believe this to be the dose and schedule found in your protocol
BT6, with dose escalation and maximum dose guidelines for adults
clarified in your letter of October 13, 1993.

2. The Memorial study, as written, has two separate components, one
for patients with glioblastoma multiforme and one for patients with
anaplastic astrocytoma. Accrual to each stratum proceeds
independently, and analyses of each stratum is separate. However,
we will ask the investigators from Mayo Clinic to join the Memorial
study, rather than conducting an independent trial. This will
effectively evaluate on the one hand patients with glioblastoma
multiforme, and on the other those with anaplastic astrocytoma.
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Patients with either disease will be enrolled at both Memorial and
Mayo sites. This modification has two advantages -- it limits
total accrual to 35 patients per histology, -as was your request;
and it accelerates accrual, since each institution can enter both
types of patients on the studies. '

3. As you stipulated, Fleming’s original statistical design will be
used utilized. Fifteen patients will be entered independently to
each stratum; for each stratum, if there is 1 response, accrual
will proceed to a total of 35 patients. Thus, total accrual will
be 70 patients if both strata proceed past the first stage (the
initial 15 patients per histology).

4. According to your wishes, all scans for tumor measurements and
- Taboratory tests will be performed within 7 days of initiating
protocol therapy, rather than the standard 14 days now specified in
the protocol. '

5. The eligibility criteria will be modified to accept only patients
with a Karnofsky performance status of 70-100%.

6. As you réquire,nthe'protocoj responée criteria will.be based on
objective tumor measurements and will not include assessment of
neurologic status. -Neurologic status will be assess?d separately.

7. . In.accordance with your letter, we will arrange a review of data
after accrual of the first 5-6 patients, which should occur 6
months after the study has been initiated. This should be
sufficient to assure that the conduct of the study is satisfactory.
The Theradex database is also available to precisely determine if
the conduct of the study has followed protocol guidelines; the
study centers will also be audited on-site by Theradex (independent
contractors) every 3 months.

In your letter you express concern regarding what you perceive to be bias
against alternative treatments by Mayo Clinic and Memorial investigators.
Please note that the investigators participating in the antineoplaston studies
volunteered to do so because of the findings of the NCI review of your best
case series. To my knowledge none of the participating investigators have
expressed (publicly or privately) a position for or against AntipeopTastons.
Both institutions have a distinguished record in clinical investigations, and
have been leaders in subjecting all treatments (including alternative
interventions) to fair and objective clinical research. We are confident that
credible clinical studies will be conducted.
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Finally, if even after modifying these studies in accordance with your stated
wishes, you are unwilling to supply the antineoplaston materials, please
inform me as quickly as possible. We will then seek alternative sources of
this family of molecules for proper clinical evaluation.

Sincerely yours,

O A e Sownc

Michael A. Friedman, M.D.
Associate Director,

Cancer Therapy Evaluation Program
Division of Cancer Treatment, NCI

cc: o
Dr. Samuel Broder
Dr. Jan Bruckner

Dr. Bruce Chabner
Dr. Jay Greenblatt -
Dr. Joseph Jacobs
Dr. Mark Malkin

Ms. Mary McCabe

Dr. David Parkinson .
Dr. Mario Sznol

Ms. Dorothy Tisevich




