
. EXHIBIT B 

rww : Associate Comnis&ioner for Kedical Affiirs 
-_ 

S U BJ ECY: I Investigator, Ed:qard C. Froning, H.D., of San Ilateo, 
Californit--ACTION 

ISSUE 

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

In a Ijarch 28, 1975, telephone conversation with Dr. Edk;ard C. Froning, 
an investigator of the investigational drug , Dr. 
of confirmed that Dr. Fron\nb had performed a reinjec- 
tion of a patient. The information had been given to 0 

on March 27, 1975, by a San ISateo physician \-rho expressed concern about 
Dr. Froning's work with 

In an April 1, 1975, letter to Dr. con firming a telephone 
conversation of that date, Dr. informed Dr. that a revie;q of 
Dr. Froning's case report forms failed to disclose the second injection - 
administered by Dr. Froning to one of his patients. The ca-npany viewed 
such reinjections as being prohibited (Tab A). Dr. also indicated, 
in a second letter dated April 1, 1975, that Dr. Froning had been suspended 
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FrnniprJ ;rr(yjKin?him nf thp decisinn (Tab 8). Dr. 
cc. cs* v..* e.", 

Dr. 1 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 
Snx;tf cjr7tcr nf t!zl ConL nlaa-n a.""., I?-;' j$-d-er cf $rh?2 2 ?9?5, 

Dr. adviied Or. Froningr%;'on the basis of our i;vestiga- 
tion: “‘l-Iq conclude LhdL you trave wpeaL&ly nrld dclibcrately \=lated the 
conditions of the Investigation?1 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 no1 deny that hc had reinjected four patients nor that he had failed to 
report the reinjections to the sponsor. fle argued that rcinjcctions wcrc 
not prohibited under thr ‘conditions of his approved protocol. Ik! fur-tllrr 
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The Conunissionel‘ 2 

srguu.I that the status of reinjcction; was confused because there was no 
single protocol used by all investigators. He also argued that Dr. 

originator of the drug, had advised hfrn to perform a reinjection of 
bne of Dr. .patients. 
whom he reinjected. 

This was Dr. Froning's first of four patlent 
Dr. Fronjng maintained that he viewed Or, 

fulfilling some type of “senior investigator” role In the investlgat{~~ - 
and that he therefore relied heavfly upon Dr. advice. 
also indicated that Or. 

Dr. Frond ng 
I had jnformed him that other Snvestjgators 

were performIng second injections and that *he company was .aware of this 
fact. Dr. Froning maIntained that Dr. 
the reinjectjons because 

had advised him not to report 
“could not handle it” at that tjme, 

: 

Dr. Froning stated that he discussed each relnjection with Dr, and ” 
that he assumed that Dr. was in contact with and was dls- 
cussing the reinjections with the sponsor. Dr. Fronlng did not press 
Dr. regarding the gpparent discrepancy over refnjections nor did 
he attempt to verify Dr. advice or instructIons with the sponsor..* .:_ 

Dr. Froning did deny injecting patients after receiving notiffcation 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 ..I”: 
three patients for treatment. tie maIntained that hc t:as not aware of the : . . 
receipt of the mailgram until the procedures were completed, after which .' 
he went to his office. He maintained that he was not advised of his sus- a-’ 
pension as an investiqator in telephone conversatiohs with. Dr. 
iNarch 28, 7 975 and ?&rch 31, 1975). 

Dr. Froning stated, at his informal conference, that he became clearly 
aware 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. Frking that '*. . .I' cannot f 
a---w+& -0. c--A:Llc. l hn eunlrmrtinn nfintod no .1111v !:, 197-S ” nr, ut&.cp-&. Y.I h,b.Y.Y,C w*.c w..r.-..w*.-.- -. .-. -- w.. --.# 

was further ad4 sed that Dr. 
frwing 

' had recorrcnended iha; he be found .’ 
Ineligible to recejve InvestIgatIonal drugs because he had concluded that 
Dr. Froning had “... repeatedly and de1 iberately failed to comply w1 th the . 
conditions of our regulations...." Dr. Froning was advised of his right to . 
request an fnformal hearing before the Cotwnissioner (Tab E). 

Dr. froning was granted his request for an Informal hearing, an&an 
I4ownGer '1;I. 1975, he and his t;ounsel appeared before ne to djscuss the . 
charges surrounding his conduct as an investigator of the $nvestlgatlonal 
drug, Representative? of the ,Bureau of Drugs and of the 
Office of General Counsel participated in the informal hear,ing. 
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The Commissioner I 3 . 

CHARGES _ 

At the November 11, 1975, informal 'hearfng, the Bureau of Drugs charged: 

a. Dr. Froning had repeatedly or dzliberately failed to comply 
~4th the conditions or regulations in that he performed 

. 

reinjections in four patients after being informed by the . 
sponsor that a second injection of was prohibited, 

b. Dr. Froning submitted false Information to the sponsor fn 
requlred reports In that he did reinject four patients and 
failed to report the rejnjections to the sponsor. __ .: 

T, : 

c. Dr. Fronlng injected three patlents (aii on Aprii 2, i975) : 
after being informed by the sponsor ( 1 
that he was suspended as an investigator and that he was to 
do no further Injections ' 
of thfs communication.” 

. ..subsequest (sic) to the receipt . ’ 

- 

DR. FRONING'S RESPONSE TO THE CHARGES 
: . 

!A 
Dr. Fronfng and his counsel submitted exhibits and argued at the November 11 
informal hearing in support of hfs credibility (challenged in Dr. 
July 31, 1975 letter) and in support of mitigating circumstances surrounding' 
Dr. Fronfng's conduct as an investigator (Tab F--transcript). . 

Dr. Froning note-' + . 

; _ . 

u rhat a draft package jnea ..-rt sent for his corrrments prior -' f 
to an August 1970 investigator meeting fndicated that ' 

_ - 

for Injzct!sn is contrrindice.te? !n,?atiPnts with known sensitivity to 
: -. 

ill.. 
and In patients previousiy tredteo' niiil 

Fr~rlilig's iixii3e-; cjiiec tkit 

(-& q; 

N.Y..W. Y .a.-, w- v-v 
"prohi bited." 

"---L*r;md(*a+aA" 4-c EQ~ cynnnomous rjjth .' ; 
. \ . 

. . - - 
Dr. FronIng acknowledged that he had received several packets of informal :'% 
tion from the sponsor prior to and shortly after he became an investisator 
of ‘in 1970. 
conferen'ce'with 

A i4ay 28, 1970, 1eLLer descr-ihed resd'l?Ls of i 
FDA and 1 isted rweral agreements reached at that confcr- 

cncc, including a statement that: "A second injection of 
prohiblted until an approprlatc sC.in test has been developed-to’detect 

{S 

potential reactors" (Tab H). Dr. Froning also received, some time prior 
to the August 29, 1970, investigator's meeting, a RESEARCH SUKLXARY prepared‘ 

by which stated in the “Contraindications” section, ’ 
refnjected "Patients who have been treated with Injections 
must not be reinjcctcd pending developsent of a satisfactory screen test ’ 
to evaluate sensitivity to the enzyme” (Tab I). 
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Dr. Froning alluded to early problems he had in comnunication with and 
receiving instructions or guidance from 
several changes in 

He pointed out that 

' an investigator, 
personnel occurred about the time he became 

ind these changes led to confusion about whom to contact - 
for help and Consultation. Dr. because of h3s authoritative 
role at the August 29, 1970, meeting.and because of his part in the drug’s 
development, was viersed by Dr. Froning as filling some type of “senior 
investigator" role in the investigation (Tab 3). Based on thfs perceptfon, 
Dr. Fronbg consulted vi th Dr. and acted upon advice received from 
him. Dr. Froning maintained that he felt Dr. , was reflecting an - 
update on the subject of reinjectlons gathered following the August 1970. 
meeting when, fn 1972, Dr. asked Dr. Fronlng to perform a refnjectfon 
of a patient origInally treated by Or. Dr. Froning relnjected four 
patients between June 1.972 and March 1973. 

Dr. Fronfng ma'?*" ,, ,U,ned Sat: he became tMrly a:+are that refnjcctions' " 
were not allowed in telephone conversations in early 1973 with Dr. 
Follo:ring these conversations, Dr. Froning maintafned that he ceased 
performing reinjections and he submitted an affidavit to support this 
contention (Tab K). *. 

'- ...i: 
: 
; . 

, 

Dr. Froning pointed out that his protocol (approved in 1970) did not . ..'I 
expressly preclude reinjections. He noted that there was no uniform ’ 
protocol available until kugust 1974 (the consent form for this protocol) 
expressly forbade reinjectjons with 1. _ 

6. 

Dr. Froning contended that he discussed each reinjection with Dr. i I 
and that he assumed that Dr. was then communicating with 
regarding the reinjections. Dr. purportedly indicated that reinjec- :. 
tions could be’performd and that the sponsor was aware that reInjectIons : 
were being made. Dr. Froninp stated that Dr. advIsed him not to 
i-t+wi t.ilC t~iiltljt$~ itiiij , 

tiii;L;s ai., b+fi'fi i-iiii;t.Dn OtCiii-t;Ed, L - --..-- 
UCLQU3C 

._ 

+!?e tcr,nrny """_. - Frr*llA nn+ hanr(la” rniniortinnc at that timo ..um. ..-..-.- . -...“-- - .a..- WV -..-- - . . . . -- Pr. Frnnini . .- 
follosred the advice but maintadned that he did not prepare or alter hfs '. . 
patient records to hide the refnjectfons. . .. - 

Dr. Froning contended that he did not perform injections of pattents 
follo;ling receipt of official notlficatdon of his suspension as an 
investigator. .Dr. Froning stated that the mallgram advising him of his ., 
suspension did not arrive in his 
(Tab L). 

office unti-1 the morning of ApFj-1 2, 1975 
Dr. Froning maintained that he Fas at the hospital and was In ., 

the process of treating one of three patients previously scheduled to receive 
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the drug (one patient had been rescheduled from April 1 to April 2 in order 
. to allow time for Dr. 

investigator). 
to advise Dr. Froning of his status as an 

Dr. Froning did not become aware uf the mailgram advising 
him not to make additional injection's (I 
this communication, . .." 

. ..subsequest (sic) to receipt of 
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. . . 

Dr. Froning readily admits the reinjection of four patients with the 
investigational drug, - . 
circumstances, 

He argues in his defense .mitigating 
consisting of his misconception of the "role" of Dr. 

in the investigation,'- and 
reinjection. 

that his protocol did not specifically preclude 
Dr. Froning does ackno:lledge receiving a May 28, 1970, letter 

b 

(Tab Hj which sldiL&, irl pt-ti’t, ‘k second irt:ection of 
hibited...." He also acknowledges receipt of a 1970 

ir pro-. 

stated, in part, 
RESEARCH- SJJfTlGRY vihlch 

that *'Patients who have been treated with 
injections must not be reinjected pending development of a satisfactory 
skin test to evaluate sensitivity to the enZyw." Furihe1T;,ore, a Grch 27, 
1972, Investigator Communication Record (Tab I{), prepared by Dr. of 
Travenol states in part, "Has a patient who deserves reinjection. Informed 
Dr. Froning it is absolutely contraindicated." This cowunication was 
obtained from the records of an FDA investigation of investi- 
gators conducted by Food and Drug field staff in mid43rch of 1975. I\'eithel 
Dr. Froning nor the Bureau of Drugs referred to this record i-n either the 
informal conference or in the informal hearing. 

Cr. Froning readily erlmit.s that he did not advise the sponsor of the rein- 
jections he performed. He argues that he assumed that Dr. was advisil 

of the reiniections and that the reinjections were not being repot- 
iJVCClU>tk 

-,..*-I --L L-,-11 - JL, r..r.r...+r a$ +111+ itea LUUIU ,I”& II”lI”~c. %*a- *-II”. Cd “W -.*-- -.-.--. -.. !Y!3 ‘-‘:?Zr! In --. - 

f-b. t,er ; mn hnr omn V. . . . “4 . . . . . c'lo3,c1~ aware .s-w- . ..- -. --. .~ - . . that. rpiniections were orohibited, however 
he did not inform that he had performed reinjections nor did he 
offer to supply information regarding the rcinjcctions to the sponsor. 

FINDINGS . 

I find that Dr. Froning repeatedly or dclibcratcly failed to-comply with 
the conditions of tile cxcmptirq rcgulat.ions in that he performed reinjectio 
of four patients after being informed by the sponsor, In information suppli 
in 1970 and again in a L:arch 1972 telephone conversation, that a second 
injection of was .prohibi ted. There arc, hob:ever, possible 
mitigating circumstances surrounding Dr. Froning's conduct as an investigat 



(his nisconcoplion or the role of Dr. and his reliance upon Dr. 
I do not doubt tillIt Dr. Froning did vicar Dr. as an expert and that 
hc discussed variorls aspects of the 4nvestigation cith Dr. 
ilD;.ICV?l-, 

I cannot, 
accept as crcdi blc that Dr. Froning felt he was refkivi ng an update 

on the reinjoction issue in conversations k:ith Dr. in June 7972. I 
believe that a responsible invcst'igator, following the 1krch 27, 1972, con- 
versation with the sponsor would haw questioned lrhcther reinjection was 
sllowd \chen he \J~s, requested to perform a reinjcction only three months 
later. 

I find that Dr. Froning repeatedly or deliberately submitted false informa- 
tion to the sponsor of the investigation in that he did not report the facts 
of .thc four reinjecticns he performed to Even upon becoming 
clearly atrare in 1973 that reinjections were prohibited, Dr. Froning failed 
*r. -A,,< -CI Cb 8Ab. .>L zk,;: <OiiI*gaJlj tt~jt, !:z !,?:j n=-f.:;-;i+j r'iGjpcti.:z: or to sod;?J;* b,js r-* 
records pertaining to the rcinjcctions. kitnotqh Dr. Fran i ny llldy iI& Vi&"E 
Dr. 2s filling a wSp2cia111 role in the investigation, I believe that 
a prudent investigator sould have questioned any advice leading to his not 
accwat,-?y rcpsrtir 
invcstigztion. 

.9 the fects of his investigation to thtr sponsor of the 

I. 
I find that Dr. Froning ceased pcrfot-ming injections of after 
being officially notified of his suspension as an investigator by the 
sponsor. Thz three injections perforrnod by Dr, Froning oil April 2, 1975, 
W-C ccxpleted before he IXIS made awre of Dr. mailgram, which 
officiaTlp notified him of hi> suspension. 

COrKLUS10;~ - 

The findings against Dr. [ron'ng would support a recommendation that he be - . . . -‘~~r;*~~? (fia@ ac 30 invetrlnainr nT int*r~~lyn; ;i,llFl 4,-G,;;. TL- -1 r-.-r&e-. 0.e “.d . . .-- we -.. . . . 8 .a*. h,, b.IW.2 -uaacc- 
hnwwr ~ nilit.atc aaainst Zhis action. 

A key circunstancc 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 moaning in the context of preventing Dr. Froning from continuir . CL. ;@ r~.yr;-;z ,..c Cxcst$r2?i9nzl dwj, or ?lr\r?n his current status bs an invest' 
gstor because the only Investigation in which he has been frwolved was on 

Disqualification \;oulC k !x;cd C;X the significance of his 
actions as they relate to our regulations and would nol be "corrective" as 
ir, the case of disqualification of an investigator actively engaged in 
the study of an investigational drug or drugs. 



h sl!concl fact militating ir(i3inst disqualification is that Dr. Froning 
cc;(s~A Dzrfornting reirijcctions k,hc"h. in 1973, he bccm clear7y amrc 

’ that such t-cinjcctions b:crc prohibit&. Dr. Froning. at his informal 
hcsring , submitt an affidavit signEd by a patient indicating that he 
had rcfuscd to pet-form a t-einjection of the patient, who in December 1973 
and again in Fehruary 1971, requested a second treatnent with 
ihe affa4avit was subnittcd expressly fo&the purpose of furnishing ado- 
qrmte assurance that the conditions of the investigational study were 
followed by Dr. Froning after he became amrc that reinjections were 
prohibited. Disqualification is, thzrcforc, not necessary to obtain or 
to assure corrective action. 

Disqualification is considered ren-edial and not punitive. Jn.this case, 
there is r-15 longer a nxd to renzdy the possibility of false or inaccurate 
data being generated as the drug is no longer being investigated. Dr. F'roning 
h . . " .A> # ",fJ y gllru d‘-.~!'f-'~ r: ,.), *i,,,<:,-.%+r..< n,-*i-i@l\?, . - . ..__._ . 4 v-c r . 7 ernediil! 3f:f.i 011 ‘Jf’ b‘L-!~~.l~i 1 j !(cf I<,,> 

and disqualificatio: ~~~oultl not contribute further to that pro&;;': 
. 

Because 
disqualification is without a tin? licitation, it lasts until the investi- 
gator applies for reinstztmwt in t-elation to an IND. Dr. Froning, who 
ic ml: a "profes5inr~al" investigator, r.ligllt then never have this crppnrt~trli ty 
av;ilahle to, and used hy, investigator-s V!ho arc routinely or frequently 
involwd in Lhe skc!y 0; ~i1~~stiga;io;;3?-u;~ drugs. 

Finally, the record till show, and Dr. Frorljng will be so sdviscd, that 
my rcqucst that 11 ~1 bc ;Icceptr:d as an invcsiigator of investigational drugs 
will be carefully evaluated and that his prrformncc and his data will be 
subjected to close scrutiny to assure that the conditions of the invcsti- 
gztion are follmrcd and that he prsswLs adequate assurmce that he will 
errploy investigational drugs .solely in compliance with the exempting 
regulations. 

+xrpn.o..r.,rr-v. e... 
T.;t.L’:‘..‘:C;r:;.*; : J ‘c:;? 
- ---. --- -- 

Tiwi iite Cwwiss iunur 5 ign tile di.iocilt'd iYiittr* iu Dc-. Fr~t~Srrg aGvi5irc~~ 
him 0: the decision t-cgarding his StitLM as an investigator of investi- 
gational drugs. 

. . 


