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SUBJECT:

PURLIC Do G170 SERNICE
TOOD AND DRGGC ADNVINISTRATION

The Coummissioner LATE: o 1970
Througii:  The Deputy Commissicner Traerg
EXHIBIT B

Associate Commissioner for Medical Afféirs

i Investigator, Edward C. Froning, M.D., of San liateo,
California--ACTION

ISSUE

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

BACKGROUND '
In a March 28, 1975, telephone conversation with Dr. Edward C. Froning,

an 1nvest1gator of the investigational drug » Dr.

of ~ confirmed that Dr. Fron)ng had performed a reinjec-

tion of a patient. The information had been given to
on March 27, 1975, by a San lateo physician who erpressed 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. The company viewed
such reinjections as being prohibited (Tab A). Dr. also indicated,
in a second letter dated April 1, 1975, that Dr. Froning had been suspnnded

L2 mmnmcaw AL 1 A <
@5 an investigator by his Sponisor, a4y ol TATWCSCG & TTRy TV Q tc‘!:gr?.": tc

Dr. Fronina advicing him af the decision {Tab B). Or. + further advised
Dr. “hat Dr. Froning had made some comments indicating that more than
one patient may have been reinjected.

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

.r"_‘t.'gatc' of thon tock nlacn, Du letter of June 7 'IQ?R

Dr. advised Dr. Froning that on the basis of our 1nvest1ga-
tion: "“He conclude thal you have repealoedly and deliberately violated the
conditions of the Investigational Drug Regulations...." Dr. Froning was
invited to an informal conference to discuss the charges (Tab C).

At the July 7, 1975, informal conference (Tab D--transcript), Dr. Froning
did nol deny that he had reinjected four patients nor that he had failed to
report the reinjections to the sponsor. lle argued that reinjections were
not prohibited under the conditions of his approved protocol. He further
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1 protocol used by a]] 1nvest\gators. He also argued that Dr.
originator of the drug, had advised him to perform a reinjection of

bne of Dr. patients. This was Dr. Froning's first of four patients

whom he reinjected. Dr. Froning mafntained that he viewed Dr. as

fulfllllng some type of ¥senior 1nvestigator role in the 1nve$tigation

and tn at he tnererore relied neavxly upon Dr. advice. Dr. troning
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ssumed that Dr. ‘was in contact S
the reinjections with the sponsor. Dr. Froning did not press
Dr. regarding the apparent discrepancy over reinjections nor did
he attempt to verify Dr. - advice or instructions with the sponsor. .~

Dr. Froning did deny inJecting patlents after recewvlng notification that

he was suspended as an 1nVestlgator. He argued that the mailgram advising
him of his suspension arrlvea in his office the day that he had scheduled
_____ 2B~ Lora ;..-_ P 11 el ndasand 4had b 10 comd aitncma L al -
inree patienis 10r treatment. e maintained that he was not aware of the
AAAAA nt ~f dhAa madYrrmam 11mdTY ¢ha Rearadiiracr Linra ~cAarmRTAabAA aftbawm bl
receipt 017 wne Mmawigrdm uneiy g procedures vicie LOMpieied, aiiter winicn
ho wnnt ta hie nffira Ua maintained that he wac not adviced of hic ciien
FIC WTHIL LU 11D Vit 1Lt IC U LU IiiCy Ll e 11C (o Hive TUY IoCU Wi Lo o2UD
pension as an investigator in telephone conversations with Dr.
(March 28, 1975 and March 31, 1975).

Dr. Froning stated, at his informal conference, that he became clearly
aware that reinjections were prohibited during 1973 telephone conversa- T
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
sccopt 25 crodiblc the explanation ofrvered on July 7, 1975, Dr. Froning
ciee £ AL _ o o f..2._ 1 Al _.a N L\ N ] ...--..._-A..l-.: ated L. L. ~2____2
viaS turiner adviseda uwnacv uvr. fnag recuimenoea wnatl e ve 7ouna
dan1imithla 84 wmarmalun deuardlaatbinnal Ariine harartirea ha had ~canat i dad dhed
lllt‘:llleIt: LU TELEIVC l||vc)b|su|—lullul UiIUyo ULLauotT it iau Luvliiviuucuy Lwiatl
NDr Franina had ® roanpnatedlv and delibheratelv fai{led ¢tn ramnly wisth +he
Ul . §7UNITIY niau seer CPLALCUIYy QiU UTIIUTICLTiy dadiiCU0 O LUINPy Wied Ui
conditions of our requlations....” Dr. Froning was advised of his rioght to
NFET 3 Wil -y - W \_vuvv—uvlrvl-v- A 4 . "‘,""J AR X 4 WV § W W Al e & o L 3 ',l'. A 2 4
request an informal hearing before the Commissioner (Tab E).

Dr. Froning was grantcd his request for an informal hearing, and on
Novenmber 11, 1975, he and his counsel appecared before me to discuss the
charges surround1ng his conduct as an investigator of the investigat{onal
drug, 7 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, informal ‘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 vi2s prohibited.

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

c. Dr. Froning injected three patients {aii on Apri} 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. FRONING'S RESPONSE TO THE CHARGES

Dr. Froning and his counsel submitted exhibits and argued at the November 11
informal hearing in support of his credibility (challenged in Dr.

July 31, 1975 letter) and in support of mitigating circumstances surrounding
Dr. Froning’s conduct as an investigator {Tab F--transcript). o

Dr. Froning noted that a draft package insert sent for his comments prior";°

to an August 1970 investigator meeting indicated that *
for injoction 3¢ contrajndicated in natients with known sensitivity to
fvee

and 1n patients previousiy tredled wiih (iab G).
Or. Froning's couinsel avgusd that "¢

d that "contrzindicated™ {c not <ynonomous with !

"prohibited." : v

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 described results of a :
conference with FDA and listed scveral agreements reached at that confer- -
ence, including a statement that: ™A sccond injection of - is
prohibited until an appropriate s%in 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 SUI4MARY prepared
by vhich stated in the "Contraindications" section,
refnjected "Patients who have been treated with - {injections '
must not be reinjectcd pending development of a satisfactory screen test

to evaluate sensitivity to the enzyme" (Tab 1), ' .

*

Sk
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Drr. Froning alluded to early probiems he had in communication with and
receiving instructions or guidance from He pointed out that
several changes in personnel occurred about the time he became

an investigator, and these changes led to confusion about whom to contact
for help and consultation. Dr. because of his authoritative
role at the August 29, 1970, meeting and because of his part in the drug's
developmant, was viewed by Dr. Fronmnc as filling sgmg typa of "senior
\nvest1gator role in the 1nvestigat10n (Tab J). sed on this perception,
Dr. Froning consulted with Dr. and acted upon adv1ce 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, 1n 1972, Dr. asked Dr. Froning to perform a reinjection
of a patient originaiiy treated by Dr. Dr. Froning reinjected four
patients between June 1972 and March 1973.

Dr. Froning madntained that ne became ciearly aware thal reinjections

vere not allowed in telephone conversations in early 1973 with Dr.
Follouing these conversations, Dr. Froning maintained that he ceased .
performing reinjections and he submitted an affidavit to support this
contention (Tab K). ‘

Froning pointed out that his protocol (approved in 1970) did not
express]y preclude reinjections. He noted that there was no uniform
protocol available until August 1974 (the consent form for this protocol)
expressly forbade reinJectmows with o ).
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Dr. Froning contended that he did not perform injections of patients

following receipt of official notitication of his suspension as an

1nvest1gator. .Or rron1ng stated that the mailgram adv1s1ng him of hi
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the drug (one patient had been rescheduled from April 1 to April 2 in order
to allow time for Dr. to advise Dr. Froning of his status as an
investigator), Dr. Froning did not become aware of the mailgram advising
him not to make additional injections "“...subsequest (sic) to receipt of

this communlcatlon. ..." until he reported to his office late on April 2.

He stated that he had not performed any injections of " . since
receipt of the mailgram. _
SUMMARY

-~ - I S 1Y . _ ¥ _ . a4t . __-_...'-.,L.'.-._'-I Lomiion o= $ 3 sl Al

Ur. troning readliy admiitsS 1ne reinjeciion o1 10uUr patienits wiln ne
investigational drug, He argues in his defense mitigating
~rivernmetanrae rancsctina af hiec micennrentinan of the "rala' af Dr

CITLUND LAHILT O g LUIIDID LY VI 110 VWL pLivil Vi wil e LR g e Vi Wy o

in the investigation, and that his protocol did not specifically preclude
reinjection. Dr. Froning does acknowledge receiving a lMay 28, 1970, letter
{fab H) which 5tdted, in pairt, “A second injection of is pro-
hibited...." He also acknow1edges 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 enzyma.* Furtherwmore, a March 27,
1972, Investigator Communication Record (Tab M), prepared by Dr. of
Travenol states in part, "Has a patient who deserves re1n3ect1on. Informed

Dr. Froning it is absolutely contraindicated." This comnunication was

T i O I P, 2. £ . NN Jauanc 3t lan. aAfF S a2
obtdainea 1rom tne recordas O1 dan ruvA nvestuviyatlion vi tnvesti-
cnbae momAdnbad his Cand amd Newisn £3014 c4a3fFfF sn midA Vavercrh AF 1070 NMas+hAy
gators Longuiicu Uy FroOuvU agiil Uruy 11ty ostari il snlv=naren v 1279, noiLhc
N+ Froning nor the Rurean of Druas referred to this record in either the
Ul o llUllllls [R19 A1 LIIT LUI CTau vt UlUYa 1 CICiiCuU LV it o 1Cvvi U [ KB = I 3§ oy Wil
informal conference or in the informal hearing.

r. Froning readily admits that he did not advise the sponsor of the rein-
ections he performed. He argues that he assumed that Or. vias advisi
of the reiniections and that the reinjections were not being repor

- - -d amdVla 0~ vl lewe | 2 TUT - ot
brLause COuUIo not handic ac reporte 2t that tima, In 14732 whan

D-, Froaing bocamo clearly aware that reinjections were prohibited, however
he did not inform that he had performed reinjections nor did he

offer to supply information regarding the reinjections to the sponsor.
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in 1970 and again in a March 1972 telephone conversation, that a secon
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mitigating circumstances surrounding Dr. Froning®s conduct as an investigat
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The Cormissianer 6

(his misconceplion of the role of Dr. and his reliance upon Dr.

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

he discussed various aspects of the <investigation with Dr. I cannot,
hozev5r, accept as credible that Dr. Fron]ng felt he was recelv1ng an updatc

on the reinjection issue in conversations with Dr. in June 1972. 1
believe that a responsible investigator, following the March 27, 1972, con-
versation with the sponsor would have questioned whether reinjection was
AallAad vvhon o w1ae vanuanctnd tn norfAarm a maThATArt S An AT 3L e st

G iUnlU vt i wdS TOquloleu WU poiiUdal a Teingeeion onty wnree montns
later.

I find that Dr. Froning repcatedly or deliberately submitted false informa-
tion to the sponsor of the investigation in that he did not report the facts
of the Tour lelnje;ticu, he performzd to Even upon becoming

clearly awvare in 1973 that re1n3ect1ons viere pron1bi£ d, Dr. Froning failed

tc 3dvise the Coipary what be had performzd rainiectionz or to SU.’JS]. kis
records pertaining to th° rL1nJcct1ons Altnougn Or. rroniny may nave viewe
Dr. as f ec1al role in the investigation, 1 believe that

ve questioned any advice leading to his not
r
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his investigation to the sponsor of the
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against Dr. Fron ng vou]d support a recormendation that he be

4 € 2an InvecTigator of inveslivalion= $vuas. Tao oiroumstsncos
hovever .ate against this action.
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ir the case of disqualification of an 1nvestlgauor actively engaged in
the study of an investigational drug or drugs.
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The Cozmissioner

h sccond Tact wmilitating against disqualification is that Dr. Froning
ceased performing reinjections when, in 1973, he becam2 clearly aware
that such reinjections were 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, rveaquested a second treatment with

The affadavit was subnitted exprcssly for the purpose of furnishing ade-
quate assurance that the conditions of the lnvestigat1ona1 study were
followed by Dr. Fronlng after he became aviare that reinjections were
prohibited. Disqualification is, thercfore, not necessary to obtain or
to assure corrective action.

Disqualification is considered remedial and not punitive. In. this case,

there is no longer a ncad to remady the possibility of false or inaccurate
data being generated as the drug is no longcr being investigated. Dr. Froning
"!;;3’ "l'l L Qs r-'t_-g! e luuunn(.\,.-r - nun \nn‘». )’e_ﬁ‘geéi‘;iz %{;!.‘:0“ on h%!‘;bi‘:‘;’,'jz't‘f\!,
and disqualification would.not contribute further to that process. Because
disqualification is without a time limitation, it lasts until the investi-

gator applies for reinstetement in rvelation to an IND. Dr. Froning, who

i< mot a "profeszional” jnvestigator, might then never have this opportunity
available to, and used by, 1nvest19ators vho are routinely or frequenu1y
involved in Lthe study o invastigational-use drugs.

Finally, the record will show, and Dr. Froring vill be so advised, that
any request that he be accepled as an investigator of 1nv~st1gatmona] drugs
will be carcfu]]y evaluated and that his performance and his data will be
subjected to close scrutiny to assure that the conditions of the investi-
gation are followed and that he presenls adequate assurence that he will
employ investigational drugs solely in compliance with the exempting
regulations.
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Tnat iie Covmnissioner siyn tile aliothed feiier v Do Froning advisiny
him of the decision regarding his stalus as an investigator of investi-
gational drugs. ) (’)
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coavarsations with Dr Horeavar, I find it irrasponsible for
an invasticator to pursus advica waich explicitly involves cencealment
of information frem the Food and Drug Administration.

concTLcﬁd that you r¢p=a+=d1j or delibarately failed to

12 conditions of the exempting reguletions [21 CFR 312.1(c)]

in that you did not repert the facts of the four reiniections you performed™
to th2 sponsor. You ra*?ad to rapeort thess reinjections even after bacoming -
clearly aware in 1973 that such reinjections were prohibited. This con- T
tinued ceoncealment is {nconsistent with your argurent that you were misled =
by Or. and ceased your imprecoer behayior in 1973.

T hava turth
LS ]
[

Turther
ceroly with t

I, tharefore, find that your vesporses to tine Bureau of Drugs® allegations
recarding your conduct as an investigator of the investigational drug,

and your presentation at the Hovember 11 hearing are un-
satistactory o ﬂitiaate the charge. Therefore, in accord with 21 CF2

312.1{(c), you are nareby declared ine2ligible to recaiva invastigational-
us2 drugs.

Aiaserely youms.
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