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1SSUE

To propose a course of action on the {ssue of the disqualification
of Dr. Froning as an investigator of investigational use drugs.

BACKGROUND

In a Harch 28, 1975, telephone conversation with Dr. Edward C. Froning,

an lnvestlgator of the invesligational drug Dr.

of ~ confirmed that Dr. Fronmng had performed a reinjec-

tion of a patient. The information had been given to
on March 27, 1975, by a San lateo physician who expressed concern about
Dr. Froning's work with ‘

In an April 1, 1975, letter to Dr. confirming a telephone
conversation of that date, Dr. informed Dr. that a review of
Dr. Froning's case report forms failed to disclose the second injection
administered by Dr. Froning to one of his patients. Tha coapany viewed

such reinjections as being prohibited (Tab A). Dr. also {ndicated,

in a second letter dated April 1, 1975, that Dr. Froning had been susp"nded
as aim unt.)c..ogou.u by his SpGﬁSGT‘, and he onclosed ¢ copy oF 2 tologram to
Nr. Frnrnn'! adv1<1nn him af the decision (Tab B) Dr. + further adv1sed
Dr-. “hat Dr. Fronxng had made some conments indicating that more than

one patient may have been reinjected.

An investigation of the facts surrounding the conduct of Br. Froning as an

investigator of thon tock place. By letter of June 2, 1075,

Dr. advised Or. Fronzng that on the basis of our 1nvest1ga-
tion: "He conclude thal you have repealedly and deliberately vidlated the
conditions of the lnvestigational Drug Regulations...." Dr. Froning was

invited to an informal confercnce to discuss the charges (Tab C).

At the July 7, 1975, informal conference (Tab D--transcript), Dr. Froning
did nol deny that hc had reinjected four patients nor that he had failed to

rcport the reinjections to the sponsor. He argued that reinjectfons werc
not prohibited under the conditions of his approved protocol. He further
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aryucd that the status of reinjections was confused because there was no
single protocol used by all investigators. He also argued that Dr.
originator of the drug, had advised him to perform a reinjection of
bone of Dr. patients. This was Dr. Froning‘'s first of four patients
whom he reinjected. Dr. Froning maintained that he viewed Dr. as
fulfilling some type of “senior investigator” role {n the investigation
and that he therefore relied heavily upon Dr. advice. Dr. Froning
also indicated that Or. y had informed him that other investigators
were performing second injections and that the company vwas aware of this
fact. Dr. Froning ma{ntained that Dr. had advised him not to report
the reinjections because "could not handle 1t" at that time. '
Dr. froning stated that he discussed each reinjection with Dr. and
that he assumed that Dr. was in contact with and was dis-
cussing the reinjections with the sponsor. DOr. Froning did not press
Or. regarding the apparent discrepancy over reinjections nor did

~he attempt to verify Dr. advice or instructions with the sponsor. ~ -

Dr. Froning did deny injecting patients after receiving notification that
he was suspended as an investigator. He argued that the mailgram advising
him of his suspension arrived in his office the day that he had scheduled
three patients for treatment. He maintained that he wias not aware of the
receipt of the mailgram until the procedures vere completed, after which
he went to his office. He maintained that he was not advised of his sus-
pension as an fnvestigator in telephone conversations with Dr. .
(March 28, 1975 and March 31, 1975).

Dr. Froning stated, at his informal conference, that he became clearly
avare that reinjections were prohibited during 1973 telephone conversa-
tions with Dr. At that point, Dr. Froning stated he ceased admin-
istering second ‘injections to his patients. :

On July 31, 1975, Dr. advised Dr. Froning that “...I cannot
accept 25 croditlc tho oxplanation ofrered on July 7, 1975." Dr. Froning
vas further advised that Dr. ! had recommnended that he be found
ineligible to receive {nvestigational drugs because he had concluded that
Dr. Froning had "...repeatedly and deliberately failed to comply with the
conditions of our regulations....” Or. Froning was advised of his right to

request an informal hearing before the Commissioner (Tab E).

Dr. Froning was grantcd his request for an {nformal hearing, ang on
November 11, 1975, he and his counsel appeared before me to discuss the
charges surrounding his conduct as an investigator of the investigational
drug, _ Representatives of the Bureau of Drugs and of the
Office of General Counsel participated in the informal hearing.
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CHARGES .
At the November 11, 1975, infokmal:hearing, the Bureau of Drugs charged:

a. Dr. Froning had repeatedly or deliberately failed to comply
with the conditions or regulations in that he performed
reinjections in four patients after being informed by the
sponsor that a second injection of vas prohibited.

b. Dr. Froning submitted false {nformation to the sponsor in
required reports {n that he did reinject four patients and
failed to report the reinjections to the sponsor.

c. Dr. Froning injected three patfents {aii on Aprii 2, 1975)
after being informed by the sponsor {
that he was suspended as an investigator and that he was to
do no further injections "...subsequest (sic) to the receipt
of this communication."”

DR. FROHING'S RESPONSE TO THE CHARGES

Or. Froning and his counsel submitted exhibits and argued at the Hovember 11
informal hearing in support of his credibility (chalienged in Dr. ;
July 31, 1975 letter) and in support of mitigating circumstances surrounding
Dr. Froning's conduct as an investigator (Tab F--transcript). ‘ _

Dr. Froning noted that a draft packzge insert sent for his comments prior -
to an August 1970 investigator meeting fndicated that * T
for {njoction ic contraindicated i{n natients with known sensitivity to

and 1n patients previousiy trealed witi tab G).
Or. Froning’s coiunsel argued that "contraindicated® {c not synonomous with .

"prohibited."

Dr. Froning acknowledged that he had received several packets of informa-: .
tion from the sponsor prior to and shortly after he became an investigator

of _ . in 1970. A May 28, 1970, leller descrihed resdTfs of a
conference with FDA and listed scveral agrecements reached at that confer-
ence, including a statement that: “A second injection of _ is
prohibited until an appropriate stin test has been developed to detect
potential reactors" (Tab H). Dr. Froning also received, some time prior

to the August 29, 1970, investigator's meeting, a RESEARCH SUI4IARY prepared
by - which stated in the "Contraindications™ section, )
reinjected "Patients who have been treated with fnjections

must not be reinjectcd pending development of a satisfactory screen test

to evaluate sensitivity to the enzyme" (Tab 1). ' :
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Drr. Froning alludad to early problems he had in comnunication with and
receiving instructions or quidance from He pointed out that

. several changes in personnel occurred about the time he became

- an investigator, and these changes led to confusfon about whom to contact
for help and consultation. Dr. ~ because of his authoritatlve

. role at the August 29, 1970, meeting and because of his part in the drug's
developmant, was viewed by Dr. Froning as filling some typa of "senfor
investigator" role in the investigation (Tab J). Based on this perception,
Dr. Froning consulted with Dr. and acted upon advice recefved from
him. Dr. Froning maintained that he felt Dr. . was reflecting an
update on the subject of reinjections gathered following the August 1970
meeting when, in 1972, Or. asked Dr. Froning to perform a reinjection
of a patient orlginally treated by Dr. Or. Froning reinjected four
patients between June 1972 and March 1973.

Or. Froning maintained that he became ciearly aware that reinjections
were not allowed in telephone conversations in early 1973 with Dr.
Followzing these conversations, Dr. Froning maintained that he ceased )
performing reinjections and he submitted an affidavit to support this
contention (Tab K). e

Dr. Froning pointed out that his protocol (approved in 1970) did not
expressly preclude reinjections. He noted that there was no uniform
protocol available until August 1974 (the consent form for this protocol)
express]y forbade reingect1015 with _ ).

Dr. Froning contended that he discussed each reinjection with Dr. T
and that he assumed that Or. v:as then communicating with ’
~ regarding the reinjections. Dr. - purportedly indicated that reinjec-
tions could be perform=d and that the sponsor was aware that reinjections
were being made. Or. Froning stated that Or. advised hfm not to

com wdhdeon oeamiviopgeand L aocwmcieaw

leputL the it:nut:l.i.lml:. Ui €33 ain adversé veaction olcuired, bLecause
the company Yreould nat h:nrnn" rn"n\nf‘f\nne at that time_ Dr, Frnn‘lno

followed the advice but maintained that he did not prepare or alter his -
patient records to hide the refnjections. _ o

Dr. Froning contended that he did not perform 1njections of patients
following receipt of official notification of his suspension as an
investigator. .Dr. Froning stated that the maflgram advising him of his = .
suspension did not arrive in his office until the morning of April 2, 1975
(Tab L). Dr. Froning maintained that he was at the hospita! and was in .

the process of treating one of three patients previously scheduled to receive
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the drug (onc patient had been rescheduled from April 1 to Anril 2 in order
to allow time for Dr. to advise Dr. Froning of his status as an
investigator). 7Dr. Froning did not become aware of the mailgram advising
him not to make additional injections *...subsequest (sic) to receipt of
this communication, ..." until he reported to his office late or April 2.

He stated that he had not perfOrmed any 1n3ect10ns of . since
receipt of the mailgram.

. e

SUKMARY

Dr. Froning readily admits the rewnJect1on of four patients with the
investigational drug, . He argues in his defense mitigating
cxrcumstances. consisting of his misconception of the "role" of Dr.

in the investfgation, and that his protocol did not specifically preclude
reinjection. Or. Fron1ng does ackno:ledge receiving a May 28, 1970, letter
(fap H) which staied, in part, "A second injection of is pro-.
hibited...." He also acknowledges receipt of a 1970 RESEARCH SUMMARY which
stated, in part, that "Patients who have been treated with

injections must not be reinjected pending deve]opment of a satisfactory
skin test to evaluate sensitivity to the enzyms.* Furthermore, a March 27,
1972, Investigator Communication Record (Tab M), prepared by Dr. of
Traveno] states in part, "Has a patient vho deserves reinjection. Informed
Dr. Froning 1t is absolutely contraindicated." This comnunication was
obtained from the records of an FDA 1nvestlgat1on of investi-
gators conducted by Food and Drug field staff in mid-March of 1975. Neithe
Dr. Froning nor the Bureau of Drugs referred to this record in either the
1nforma] conference or in the informal hearing.

Or. Froning readily admits that he did not advise the sponsor of the rein-

Jections he performed He argues that he assumed that Or. - was advisi:

of the re1n1ectlons and that the reinjections were not be1ng repor
LrCause Could not handlic {nc repsrte 2l that tima, In 1473 whan
Or. Froning boczme clearly aware that reiniections were orohibited. however
he did not inform that he had performed reinjections nor did he

offer to supply information regarding the reinjections to the sponsor.

FINDINGS

1 find that Dr. Froning repeatedly or dc]1bcratc1y failed to-comply with
the conditions of the cxcimpling regulalions in that he performed reinjectic
of four patients after being informed by the sponsor, in information suppli
in 1970 and again in a March 1972 telephone conversation, that a second
injection of vas prohibited. There are, hovever, possible

mitigating circumstances surrounding Dr. Froning®s conduct as an investigat
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(his misconceplion of the role of Dr. and his reliance upon Dr.

I do not doudt that Dr. Froning did view Dr. as an expert and that

he discussed various aspects of the dnvestigation with Dr. I cannot,
hosever, accept as credible that Dr. Froning felt he was rece1v1ng an updatc
on the reinjoction issue in conversations with Dr. in June 1972. |
believe that a responsible investigator, following the Harch 27, 1972, con-
versation with the sponsor would have questioned whether reinjection was
allowed when he was requested to perform a relngcct1on only three months

later.

1 find that Dr. Froning repcatedly or de]iberatn]y submitted false informa-
twon to the sponsor of the investigation in that he did not report the facts
the four reinjections he performad to Even upon becoming
c]ear]y avare in 1973 thzt reinjections were pronibited, Dr. Froning failed
Lo 3dvise lie Company tnat he had pevforazd rainiectionz or to susply his
records pertaining to the rcinjections. Altnougn Or. rroning may nave viewe
Dr. es filling a "special” role in the investigation, I believe that
a prudent investigator would have questioned any advice leading to his not
accurately reperting the facts of his investigation to the sponsor of the
investigzation.
I find that Dr. Froning ceascd performing injections of ‘ after
being officially notified of his suspension as an investigator by the
sponsor. The three injections performed by Dr. Froning on April 2, 1975,
viere completed before he was made aware of Dr. mailgram, which

officially notified him of hic suspension.
COHCLUSTOH

The findings against Dr. Fronng vould support a reconmendation that he be

Aicoualifial ac an 1nvpcfinnfn” ar IU\P\LlUﬂLlUu~| UrUGS. ae oiroimstonco:

R

hnwever, militate against thzs action.

A key circumstance in this conclusion is that the drug is no longer availabl
to Dr. Froning or to any other investigator. Disqualification would, there-
fore, have no meaning in the context of preventing Dr. Froning from continuir
‘o vaomiva the 1nvcr+an:f1ana] drun Or unnn h1< current status as an invest’
gator because the only investlgat1on in which he has been igvolved was on
Disqualification viould bc hased upon the significance of his
actions as they relate to our regulations and would nol be “corrective" as
ir the case of disqualification of an 1nvestwgaLor actively engaged in

the study of an investigational drug or drugs.
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N second fact militating against disqualification is that Dr. Froning
cecased performing reinjectioas vhen, in 1973, he becemz clearly aware
that such reinjertions vere prohibited. Dr. Froning, at his informal
hearing, submitted an affidavit signed by a patient indicating that he
had refused to perform a reinjection of the patient, who in December 1973
and again in February 1974, requested a second treatment with

The affadavit was submitted cxprcssly for.the purpose of furn1sh1ng ade-
quate assurance that the conditions of the 1nvestigat1ona1 study were
followed by Dr. Froning after he became aviare that reinjections were
prohibited. D1squa11f1cat10n is, thoercfore, not necessary to obtain or
to assure corrective action.

Disqualitication is considered remedial and not punitive. In.this case,
there is no longer a nead to renﬂdy the possibility of false or inaccurate

data being gencrated as the drug is no Iongnr being investigated. Or. Froning
hag, Lo voms degrec, dimponstrated nevsonal rvemedial aclion oy vrehzbilitation,
and disqua11f1catmon would not contribute further to that process. Because
disqualification is without a time limitation, it lasts until the investi-
gator applies for reinstetement in relation to an IND. ODr. Froning, who

i< not a “professional™ iavestigator, miglit then never have this apportunity
available ta, and used by, investigators who are routinely or frequently

involved in Lhe swudy of invasiigational-use drugs.

Finally, the record will show, and Dr. Froring will be so advised, that
any request that he be accepled as an investigator of investigational drugs
will be carefully evaluated and that his performance and his data will be
subjected to close scrutiny to assurc that the conditions of the investi-
getion are followed and tnat he praesenls adequate assurence that he will
erploy investigational drugs solely in compliance with the exempting
regulations.

Pl alo LUT IS S 0 g Fat ]

l’u.l'u . L-c;_-_o]'g"_:
That the Cormmissiovngr siyn lie atiotiivd iviier Lo Dr. Fruning advisiuy
him of the decision regarding his stalus as an investigator of investi-
qaticnal drugs.
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