


after Congressman Burton and Senator Harkin had written to Dr. Zerhouni
to express their dismay over the management of the study did Dr. Chabot
finally respond in October of 2005, informing us by e-mail that the forms
had never been signed. He reported that in each of these two cases, a
substitute nurse filling in for his regular nurse who was on vacation, failed
to obtain the signed consent. | was at the time — and still am -
dumbfounded that Dr. Chabot would assign a substitute nurse to oversee
the intake of patients into this very controversial clinical trial that was
already showing signs of trouble early on. | am also amazed that he didn’t
check her work himself to make sure she had done her job appropriately...

“Even after his October e-mail, Dr. Chabot continued to include these two
patients as “Gonzalez failures” though neither followed the treatment plan.
After we questioned the inclusion of these two patients in e-mails, Dr.
Chabot and the other attendees discussed the issue at the March 2006
group meeting, which we did not attend. As the minutes report, Dr.
Chabot essentially dismisses the problem as inconsequential, since their
inclusion or exclusion, he claims, wouldn’t influence survival statistics
either way, as if that were the main issue, not his negligence in failing to
obtain required informed consent.

“At this time, according to the official minutes, Dr. Chabot also announced
that “there are notes in both subjects’ medical charts indicating that they
were consented,” meaning that there was now proof the patients had been
orally consented, though the required forms had never been signed. Even
if we put aside for a moment the fact that oral consent never substitutes
for the required signed document, | am very troubled by this new and
improved explanation, which had never been presented previously in any
of our e-mail correspondence over the informed consent issue. First of all,
it makes no sense to me that the nurse would consent the patients orally,
write a note documenting the discussion in the chart, but not retrieve the
signed forms. | am also very perplexed that in the 2.5 years prior to that
March 2006 meeting, from the point we first suspected there might be a
problem during the summer of 2003, Dr. Chabot never mentioned these
alleged notations, though he had earlier reported that the charts had been
carefully reviewed as a result of our queries. In his October 2005 e-mail to
me, in which he acknowledges the forms had never been signed and
provides the alleged reasons for the oversight, he never mentions any
notations in the chart. It isn’t until the March 2006 meeting that he
announces their existence, at a time when he knows he is under scrutiny.”

In his manuscript as written, Dr. Chabot seems to pretend that these three
patients simply don’t exist and that his management of the informed consent
issue was beyond reproach. But his statement is deliberately misleading, self-
serving, indefensible as the facts clearly document, and ignores his own serious



managerial lapses that violated the written protocol of the study, NCI regulations,
and as | have been told, Federal law.

Then on page 16, in a paragraph outside the main body of the manuscript
identified by asterisk - the paragraph referred to by Dr. Pasche in our phone
conversation - Chabot et al falsely write, perhaps to explain away why | do not
appear as a co-author, that | essentially resigned from the study and refused to
cooperate in the preparation of the article. | include the paragraph in its entirely
and will discuss its misrepresentations, and defamation, point by point:

“The Pancan study was proposed to the National Institutes of Health by
Dr. Gonzalez and Dr. Wynder in 1997. In 1998, Columbia University's
Herbert Irving Comprehensive Cancer Center was awarded a supplement
to its National Cancer Institute Cancer Center Grant to implement Dr.
Gonzalez's study protocol. Over the subsequent 7 years, Dr. Gonzalez
served as a coinvestigator, attended all quarterly research team meetings
at Columbia (in person or by telephone), and played an active role in study
implementation, admitting and following all the patients accepted to the
enzyme arm. In 2005 after the study was already closed to
enrollment, Dr. Gonzalez expressed concern related to patient
selection and elected not to continue participating in the study or its
research meetings. Although repeatedly invited to discuss the
manuscript and to serve as co-author, Dr. Gonzalez declined to
participate in manuscript preparation.” (Bold mine)

The first sentence, though not defamatory, is factually inaccurate. Dr. Wynder,
though a strong supporter of my work, had nothing whatsoever to do with the
project’s presentation to, or acceptance by, the National Cancer Institute. The
trial was directly approved by Dr. Richard Klausner, then Director of the NCI,
during a meeting with myself and selected NIH personnel held in the offices of
Congressman Dan Burton in 1998 (not in 1997 as the paper incorrectly claims).
Dr. Wynder did not attend that meeting.

The second sentence appears accurate. However, from this point on, the
paragraph is false in fact, defamatory, deliberately malicious (since Dr. Chabot
knows the truth), and in content a most bizarre attempt to make me the problem
in a failed and corrupted study.

Beginning with the third sentence, | will go through the remainder of the
paragraph line by line, fact by fact. Dr. Chabot writes:

“Over the subsequent 7 years, Dr. Gonzalez served as coinvestigator,
attended all quarterly research team meetings at Columbia (in person or
by telephone), and played an active role in study implementation,
admitting and following all the patients accepted to the enzyme arm.”



Since | have never resigned from the study, | remain now eight years still
involved. Though Dr. Isaacs and | attended all team meetings from the study’s
inception through June 2005, we thereafter did not attend any further meetings
for reasons that are clearly documented. First, we did not find these time-
consuming sessions productive in any way, nor did they seem to have any
impact on the disastrous direction of the project. More importantly, as the
September 2005 meeting approached, the official minutes of the June session
had strangely not yet been prepared for review, so no valid documentation
existed to confirm what had been previously discussed. Without an ongoing
record, we felt it inappropriate to attend since we had no evidence our
statements were being properly recorded. We decided all future communication
needed to be in writing and only in writing. We most assuredly did not resign
from the study as Dr. Chabot claims, but did inform all involved we would no
longer be attending and the reasons why. | would add that never at any time did
we participate in any planned formal group session “by telephone.”

The latter part of the sentence is false, self-serving and deliberately misleading.
Though Dr. Isaacs and |, from the study's onset, insisted we should participate in
the study’s management — a word synonymous with implementation - we were
told by Dr. Chabot and by Dr. Karen Antman, when she was still at Columbia,
that we were to have no role whatsoever in this regard, that we were to treat the
patients assigned us, that Dr. Chabot was in charge, and his decisions reigned
supreme. Contrary to what the paragraph implies, our suggestions from the
beginning were universally ignored. For example, we argued that the study could
not succeed as a randomized effort, but despite our warnings, Drs. Antman and
Chabot insisted on randomization, a decision that ultimately failed in practice and
wasted a valuable year of time. Our warnings that the hostility of oncologists
toward this controversial study might influence patient accrual and compliance of
those entered into the nutrition arm were similarly disregarded.

The claim that | was involved with the “admitting” of patients is completely false
and Dr. Chabot knows it to be so. Ironically, though Dr. Isaacs and | from the
beginning wished to be involved with the selection process, both Dr. Antman and
Dr. Chabot insisted that we could have nothing whatsoever to do with the
evaluation, interviewing or approval of prospective patients. Nor did we have any
veto power, even when Dr. Chabot repeatedly entered patients that did not meet
the formal written and clearly defined entry criteria. In fact, when | protested to
Dr. Chabot each and every time he admitted subjects not meeting the explicit
protocol requirements, he took an imperious attitude, lecturing me | had to treat
the patient whatever | thought. Not once do | recall him rejecting a patient at my
suggestion. If he has any evidence to the contrary | would like to see it. Had we
been involved with “admitting” as he improperly states, we never would have
allowed entry of patients without the appropriate, required signed informed
consent. However, we were so totally excluded from the “admitting” process that
we had no idea Dr. Chabot, in violation of the written protocol, NCI regulations
and apparently Federal law, repeatedly sent such patients to us for treatment.



Dr. Chabot had complete total dictatorial discretion over selection of patients, a
position he affirmed to us repeatedly. There was no “co-implementation” or “co-
admitting” allowed, ever.

The fourth sentence is demonstrably completely false and defamatory. Here, Dr.
Chabot writes “In 2005 after the study was already closed to enroliment, Dr.
Gonzalez expressed concern related to patient selection and elected not to
continue participating in the study or its research meetings.” Reading Dr.
Chabot's comment, one would believe that for years, in fact for the entire active
phase of the study, | participated without criticism or complaint. Only when
enrollment ended and the data turned out differently from what | had hoped did |
begin, according to Dr. Chabot, complaining about patient selection before
withdrawing in an adolescent huff. In reality | had made my many concerns well
known, including those relating to “patient selection,” at group meetings and in
writing from 1998 onward. My January 7, 2005 letter - written long before accrual
came to a conclusion in late 2005 - clearly documented my concern about patient
selection in great detail. Dr. Engel's official NIH response dated January 27, 2005
— some 8 months before the study closed to accrual — confirms this specific issue
had been thoroughly and repeatedly discussed and that my criticisms
regarding “patient selection” had not been disputed by anyone, including Dr.
Chabot. Her words, as previously quoted above, read:

“There have been numerous and very difficult scientific, operational, and
procedural challenges in carrying out this trial. These have been well
documented and frequently discussed...” (Bold mine).

Dr. Engel, as previously referenced, bluntly agreed with me that the admission of
so many patients unable to follow the prescribed regimen had essentially
undermined the study. To repeat, Dr. Engel wrote:

“We discussed at considerable length his concerns about the probable
accrual of patients unable to comply fully with the nutrition arm of the
protocol. It was our impression that everyone in the room basically
agreed that, despite best efforts, there is in fact, reason to be
concerned about this issue, and that it clouds interpretation of the
data.” (Bold mine)

Clearly, | was not the only one concerned about improper “patient selection”, and
long before enroliment ceased — contrary to what Dr. Chabot now writes.
Furthermore, note that in the months following my letter and that of Dr. Engel,
none of the other scientific staff involved in the study, including Dr. Chabot,
challenged my or her conclusions about “patient selection.”

The next phrase reads that | “elected not to continue participating in the study, or
its research meetings.” After June 2005, | did, for very good reasons as
previously described, refuse to attend the group sessions, which were poorly



documented and unproductive. We wanted all communication after that time to
be in writing. However, the statement that | “elected not to continue participating
in the study” is completely false, perhaps a fatuous effort by Dr. Chabot to
explain away my rather troubling absence from the list of authors of his
manuscript. | never once in any written document of any form or in any phone
conversation expressed a desire or a decision to withdraw from the study. Quite
the contrary, | intended to remain fully engaged so | could monitor with
appropriate diligence Dr. Chabot's behavior and any attempts to promote useless
data as meaningful.

Official documents created during the period 2005 through 2006 completely
contradict Dr. Chabot's claim that in 2005 | “elected not to continue participating.”
Ironically, the minutes of the December 12, 2005 group meeting — which Dr.
Isaacs and | did not attend — include a statement attributed to Dr. Chabot that he
considers us to be ongoing active participants though we were not attending
meetings. The minutes report:

“Dr. Gonzalez has not attended the last two meetings. Dr. Chabot
continues to consider Dr. Gonzalez a part of the research team.
Unless he hears differently from Dr. Gonzalez, Dr. Chabot plans to
continue to invite him and Dr. Isaacs to future meetings and to
assume Dr. Gonzalez will participate in the development of the
manuscript as originally planned” (Bold mine).

The minutes of the March 20, 2006 group meeting similarly report Dr. Chabot's
opinion that we were still involved:

“Dr. Chabot has not heard anything from Dr. Gonzalez but again
welcomes his participation and continues to consider Dr. Gonzalez a
part of the research team (Bold mine). Unless he hears differently from
him, Dr. Chabot plans to continue to invite him and Dr. Isaacs to future
meetings and to welcome Dr. Gonzalez's participation in the development
of the manuscript as originally planned.”

To clarify a point here, the phrase “Dr. Chabot has not heard anything” is
misleading. At that time | still awaited a response from him regarding earlier e-
mails discussing patients admitted who did not meet the written criteria.
Nonetheless, clearly by late March 2006 ~ contrary to what he now writes - Dr.
Chabot considered me “part of the research team,” and makes no mention in the
official minutes that | had “elected not to continue participating in the study.” The
statement in Dr. Chabot’s paper that | withdrew in 2005, in view of his own well-
documented words, becomes only ludicrous.

In a letter Dr. Chabot himself wrote to me, dated April 22, 2006 and sent in
response to my continuing written criticism of his management and patient
selection, further proves he himself did not think | had withdrawn. In his note, Dr.



Chabot defends his management of the trial, specifically regarding “patient
selection,” but makes no mention of, nor does he even vaguely reference, my
supposed withdrawal from the study. His own letter clearly documents that by
late April 2006 | was still participating and still trying to move the study in an
appropriately scientific direction. Dr. Chabot writes:

‘It is my understanding that you are waiting for a written response to
several issues that you have been concerned about over the past year. |
hope the following satisfies those concerns...(Note: the “following” did not
satisfy my “concerns.”)

Three months later, in a letter addressed to Dr. Isaacs and myself dated June 22,
2006, Dr. Wendy Smith, one of the NCI supervisors of the project, treats us as if
we are fully involved, makes no mention of my having quit or withdrawn, and
invites us to the next meeting scheduled for June 26, 2006. Dr. Smith writes:

“As you know from my reminder email, June 2, the next research team
meeting is scheduled for its Monday, June 26, 2006 from 2:00pm until
4:00pm in Dr. Chabot's office. There are two items on the agenda:

“1. Update on status of subjects in the chemotherapy arm
2. Discussion of data analyses and the preparation of the study
manuscript.

“Please let me know if you have any questions...”

Had we quit the study, we find it hard to understand why Dr. Smith would have
made no mention of the fact in her invitation to the next meeting.

Though we did not attend, Dr. Smith did this time send us the minutes of the
June 2006 meeting promptly — another indication that as far as the NCI was
concerned, we were full participants and being treated as such. Once again,
there is no mention of my having “elected not to continue participating in the
study.” The notes do indicate, however, that despite the many carefully
documented flaws and managerial lapses — as largely confirmed in Dr. Engel's
January 2005 letter — Dr. Chabot and the others intended to publish and publicize
the data as if the study had been legitimately brought to conclusion. The notes
report:

“Regarding the submission of the manuscript, plans are to have this
submitted shortly. In terms of plans to present the data at a scientific
meeting, plans will be considered after the publication of the paper.”

At that point, | was in frequent discussion with Congressman Burton'’s staff, as
well as with personnel at the OHRP and ORI, both of which had begun to
consider a formal investigation. When | now realized, based on the meeting



notes, that Dr. Chabot and the others intended to write and publish a report as if
the study had been properly run and the data had meaning | responded with my
letter, advising strongly against publication. In part | wrote:

“With serious government investigations about to begin, it would be very
unwise to attempt publication hoping to gain the upper hand, neutralize my
valid complaints and create the impression that you managed the trial
appropriately.”

In this letter, nowhere do | say | refuse to participate or that | have
withdrawn from the study. Nor did | expect at that time or at any future
time to be excluded from discussions related to the data or its publication.

Dr. Chabot knows full well | never quit the study, as his own words in the official
minutes of the group meetings and within his April 2006 letter prove. Chabot et
al apparently just didn't want me to see their “article.” Oddly, it appears that Dr.
Chabot was quite happy to go on official record at the group sessions
proclaiming he considered me part of the team, right through to the June 2006
meeting, perhaps because such a stance suited his need at the time to appear
“fair.” However, now that a paper has been written that no one wanted me to see
before publication, it suits his ends to claim | had long ago withdrawn from the
project, hence explaining away my absence from the list of authors. Dr. Chabot
would be better served if his stories were more consistent.

The last sentence of the paragraph reads “Although repeatedly invited to discuss
the manuscript and to serve as co-author, Dr. Gonzalez declined to participate in
manuscript preparation.” This statement is false, defamatory, and an excuse to
publish, without my knowledge, data that the NIH has previously identified as
meaningless. This statement also maliciously attacks my character, my behavior
and my diligence in a misguided attempt to whitewash a corrupted study,
discredit me, discredit my work, and at the same time neutralize my valid
complaints and paint them as nothing more than “sour grapes.”

After my June 30, 2006 letter to Dr. Chabot advising against publication with two
Federal investigations underway, | never heard from Dr. Chabot or anyone
involved with the study again, in any way or in any form, either by phone, via e-
mail, by regular mail, by certified mail, by Federal Express, etc. He did not
respond in any way to my June 30, 2006 letter, and at that point no paper had
been written, only planned. When | heard from no one, | assumed that
appropriately no paper would be written. | had no knowledge of any “manuscript
preparation” in progress, | was never invited to discuss the manuscript during its
preparation, and | never heard from anyone about a manuscript until Dr. Pasche
of JAMA called me on December 3, 2006. | was rather surprised, to say the
least, to learn from Dr. Pasche that without my knowledge a paper had been
written, submitted, and accompanied by a fraudulent explanation as to why | was
not a co-author.



You will see, as you investigate the matter, that my version of manuscript
preparation is the true version. Dr. Chabot's claims, as put into writing, are false
as well as defamatory. Of course, the question should be asked that if Dr.
Chabot cannot be truthful about my role, or lack of it, in the writing of the
manuscript, why should any other of his statements in this paper be trusted? In
fact, the paper is a sham, ignoring the well-documented and confirmed problems
such as selection of nutrition patients by Dr. Chabot incapable of following the
prescribed regimen — a serious issue confirmed in Dr. Engel's letter. Reading the
article, one would assume poor compliance was no issue whatsoever, that all
nutrition patients followed the prescribed regimen properly and simply failed to
respond.

Dr. Chabot ignores completely the admission of patients without required, signed
informed consent, and makes a mockery of scientific process by pretending
these patients never existed. His defamatory comments about my “electing not to
continue” and my refusal to participate in manuscript preparation express
vindictiveness toward me, presumably because of my refusal to let management
lapses pass unquestioned, to the point | finally turned to Federal oversight
offices. This paper has one intent, to destroy my credibility and that of my
treatment by whatever means, other than legitimate science inquiry.

| have already e-mailed the paper to the Office of Human Research Protections
and Office of Research Integrity, and have spoken to the respective investigators
at each group. However, | also wanted to file a formal complaint of scientific
misconduct against Dr. Chabot, Dr. Fine and Dr. Grann to your office, for
misrepresentation of the study and its data, and for their fraudulent and
defamatory statements made in writing about my role in the project.

| am deeply troubled that a senior staff member at a revered institution such as
Columbia would engage in data misrepresentation and character assassination.
| wondered what disciplinary action Columbia itself might take, to right this
serious wrong, this defamation attacking my character, my behavior, my years of
research, and my treatment? | respectfully request a response within 20 days,
explaining what actions you consider appropriate.

I will be happy to provide any additional documentation that you might require.

Singerely
L)

Nicholas J. Gonzalez, M.D.

cc. Dr. John Chabot





