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I. INTRCDUCTION
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This w purscant to 21 CFR Part 16 in which the

o]
(Q

&

3ureat 0I Drugs sought to have Dr. Maurice Lippmenn cdiszguclified
from further receiving investicgaticnal new druus. The Eureau

llegec that Dr. Lippmann, the principzl investigetcr in two

fu

clinical trials, {(a) submitted false information to the sczonsors
in violaticn of 21 CFR 312.1(c)(2); &nd (b) £failed to comply with
the conditions of the exempting regulations, also in violation of
21 CFR 312.1(c){(2), in thet he (1) feilzd to prepare and maintaln
acdecuate and accurate cese histories in violation of 21 CrR
312.1(&)(12)(6c) and 21 CFR 312.1(e)()l23)(xc); and (2) Zailed to
obtzin informed consent from the subjects in vicolation of 21 CFR

312.1(a)(12)(d6g), 21 CFR 312.1(a){l3){4+:z), and 21 CFR 310.:02.

The Bureau based its cese on an ©DL zudit (inspsction) of two

v



investigaticnal new drug studies conducted by Dr. Lipohan on the
analcesic drugs, and.
At the hezaring, the Bureau presented testimony of
Dr. Michael Henslev concerning his audit of the and
studies and alleged discrerancies bestween

Dr. Lippiann's case report forms and patient records at )

ficspital, where the studies were conducted. FDA
investigator Mr. Xenneth Nelson testified ccncetnlng his
interviews with various of Dr. Lippmann's exgerimental subjects,

he

especially as to their recollection abcut participating in ¢

their signatures on certain consent forms.

~

“r. Helson also testified concerning his search for hospital

reccrds which, he testified, he never located Thiraly,

Dr. » an anesthesiologist, testified concerning the

ncies which ne observed in the
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tified as to what he considers the prcoper role of an
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investigator in supervising study personnel and obtaining

informed consent.
Dr. Lippmznn testified in his own behclf, znd Ms.
+ &n attorney with the firm representing Dr. Lippmann,
testified to her investigational findings.
Following the hearing, the Bureau and Dr. Lippm nn sgbmitted
priefs. The Bureau's brief consisted of a lencihy and cetziled

recounting Of the allecaticns end the proof acdduced in support cf
tirem. However, Dr. Lippmann chose, for the most pari, nct to
ettempt & detailed refutation of the allegations. Although

or. Lippmann made the pro forma statement that the Bureau has not




proved repeated and deliberate violations, he apparently concedes
that reerly zall cf the 2lleged violations actually occurreagd.

In this memorancdum respondent will not address
the specific inaccuracies ang discrepancies
between patient records ang ceése report forms
allaged in tha NOH. Indesd, Dr. Lippmann has
conceced that there were meny inaccuracies.
Respondent will rely on the reccerd made at the
hearing for his response tc those charges,
Respondent addresses here the more ceneral
concerns of the Burezu that patients in these
studies did not participate &as reported in the
case report forms, as well as the steps Dr.
Lippmann has taken to prevent future errors.

Lippmann PCst-hearing memorancdum at 4.
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Because I, as presiding officer, must make detaile

findings, conclusions, and recommendaticns, I will first ctat
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fincéings as to which viclations Oof FDA regulations that occurred

in the study might have occurred ang then proceed to
co the same thing as chncsrns the scucy.
II.- THE STUDY
Dr. Lipomann's study, for which the sponscr wes

was an orel, cdcublie-blind, Placebo-

controlled study of the énalgesics, : and

'+ in patients with mcderate *o severe posi-

Tne Bureau audited the case reccrt forms and in-patient
hospitel recorés of twelve . subjects selected a:t

rancom. It alleges that it found significent discreparncies
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bz2tween case reoort forms ang hospital ipm-pati



avery one of the twelve patients cudited. The Bureau classified

thes2 violations in five crouds: (1) failure to accurately

report conccmitant and other medication in the case veport forms;

(2Y €ailure to zccuratelyv reonort significant surgical inforoztion
\ ~17 Pl & % SRl © R ney LS S _-uiL v 4y B et oSl h e aiais - -F =4 -od A NI LAY
such as typre and date of surcgzeryv &and whethsr surgery was
oerforized at all; (3) failure to obtain informed consent of
subijects; (4) non-existence of aprcropriate patient hospital
JURPREEN. I S N PP - T SO G- ISR, R FE Y £ Y demm
LeCLIUsS DY willCia de CcCoulag o voallCLaltcoclu, aclid \>2] salliUurlre TO
enter into the hospital records the administration of the study

¢rug. The deficiencies &and discregpancies which the Bureau

cf the Bureau's
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glleged are listed in &
post-hearing brief. I will discuss in orcer by gSroup each set of
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A. Feilure To iccurately KReport
Concomitant Cr Cthsr Medication

The Burezu clleges that, Icr nine 9f the twelve subjects
audited, Dr. Lippmann £feciled to rezort accurately concemitent or

at ¢
Qacv on

e subject received
than the test drug, whereas hespital records shcecwed either that

the drug wés never given or it was given at a time significantly

ciiferent Irom that reported cn the case report forms. In four
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nmedication that the hespital records showed that the subject

received within one zné one-nzlf hours of the time when the study

érug was reporiecly edminlstered.



I makxe the following findings as to the patients incicated:

(z) Patient No. 1 received at 0815, according
s report, which &2lso stated that no aéditioneal
pain medication was reguested during the Zour-hour obszrvation
period. However, the nursing notes state that the patient was
medicatéd for pain at 0930 on the same cday, well within the
four-hour period. Dr. Lippman did not report that concomitant
mecicaticn, |

(b) DPr. Lippmann reported that Patient ic. 1 received
general anesthetics, while the discharge summary gtates that only
local znesthesia was used. G-9, p. 1, 11. Dr. Lipomann re;ortedv
Tylencl 23 &s having been given at 0130 on the day cf surcerv (as
previcus analgesic medication), whereas the msdicztion record

shows that Tylenol £#3 was given =% 1700 and Z130 on that cey but

(c) Dr. Lippmenn reported thet Petient No. 1 received the

stuly drug only once, on the date cf surgery, whiie the medica-
Y g Y r cery.
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tion reccra shows that the study éruc w
deay before and the day after. C-2, zp. 1, 5.

2. Pztilent No. 11l:

() ©Dr. Lippmenn feported thet this patient received

£ 0900 on Aaugust 11, 1¢78. However, the heospitel

[s1]

medicaticn records reflect that this petient received easpirin at

1600 con the seme dey. G-10, pp. 2-3, T. I-4¢. Dr. Lipzmenn did



)

nct report this concomitant madiceticn even though the protocol
required him to do so. G-10, pp. 1-2.

that thls patlent had a

ct

(b) Dr. Ligpmann:failed to reper

nistory of alccholism and "DTs" wien the prctocol called for

4e)

exclusicon of perscns who had a history of "developed tolerance or
addiction to drugs, including elcohol." G-4, p. 8. G-10 at 1,

S; T. I-48. Although the Bureau cdid not allege this violation of
the protocol, failure to report this nistory represents & failure

to kXxeep accurate case histories.
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3. Patient No. 18: Dr. Lippmenn reported that this

B

received the test drug at 0900 on Rucust 16, 1978, eand that she

S

received concomitant medication in the form of Rheomacrodex at
0800 on the same Gay. He further reported that a pre-operative
medication, morpghine, was admilnistered et 0800 on August 15.
dowever, hospital medication records c¢o not show acministration
1, 2. 5;
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4, Patient No. 20: Dr. Lippwmenn reported that patient
No. 20 received the test drug at 0825 on Aaugust 18 and was
remedicated for peain with Tylernol 3 &zt 1025. EKowever, the
hcspital's mediczticon record shows that the patient was given
Tylenol §# 3 at 1200 and at 2015. G-12, pp. 2, 4.

S. Patient No. 33: Dr. Lipcmenn reported thet this patient

drug at 0930 on September 13 and was given the

cr

received the tes

previous analcesic medication, Tylenol £3, at 0430 as well as a

19}
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concomitant medication, Gentamicin, at 0500, following which the
patient was remedicated for pain with Tylenol £3 at 1230. G-13

at 1. Eowever, the medication rscord and nursing notes show that

Tyvlenol £3 was given cnly at 1215 and 2200 on September 13 but do

nct show that Gentamicin was ever administered. G-13, pp. 1-3;
T. I-54-6.
6. Patient No. 38: This patient recsived at

1000 on September 19. Although Dr. Lipomann 4id not report any

conccmitant medication, hospital medicaticn records reflect that
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anelgesic medication was Harbogesic 3 (acetcminophen),

zdministered at 0330 on September 19, the medficaticn records chow
that this drug was given at 0100. G-13 at 1, 3.

7. Patlent No. 48: This petient zzceivegd at
0200 on September 28. Hospitzl records anc nursing notes show

that this patient received Harborgesic % {i3AX), an znalgesic, at
0810 ard 1030 on the same day, but Dr. Ligpmann did nct report

any interfering concomitant medication. G-17, at 1-3, 10;

09600, but the medication record agzin <oes rot show that these

drags were given. G-17, pp. 1, 3; T. I-69-70.
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8. Patient No. 58: This pztient haa an anelgssic,
m & - 2 == o A - = IS < A h
Tylerncl £3, &t 2330 the night bsfore thz patiient received the



ication record shows thet
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he test drug. EHowever, the
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errol #3 was only given at G100 on October 4. G-18 at 1, 3,
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Pztient No. 73: This patient,; who received
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gt 1400 cn October 11, had rrevicus con

Rhecomacrodex, at 0800 and a previcus anzalgesic medication,

Tylenol £3 at 1000. G-20 at 1. However, hospitzl medication
records do not show that either of these drugs was given. G-20

W
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The Bureau correctly points cut that Dr. Liopmznn cffered

)

cdefense or explanation concerning these allegations, either at

-

the nhearing or in his brief. Therefore, I deem them admitted,

3 £ . - . . t 'y ST~ e e d o A
and I £ind that the Bureau of Drugs has susteined its burden ¢
proci on all of them. Dr. Lipcmann does not arcue that the

with respect to the allegation that he failed to nocte certain

interfering concomitant medication and that he noted otner

medication that was not in fact given, I find that °r. Lippman

failed to keep adeguate and accurate case histories.

1/ £s I focund in my decision regarding the disgualification
Dr. Mok {p. 12}, the existence of significant unexplained
Giscrepancies between case reports and hospital records
censtitutes a failure to keep accurate and adecuate case
histories.

o



B. Failure To Report Accurately
Significant Surcgicel Informaticn -
The Burszu alleges that, for nine of twelve subjects whose
rzcorés were audited, Dr. Lippmann failed to report aceguately

v Detdanme WA 1. Ammnrdimea A Dy T.imrm=nn thic HWEEyand
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nad an incision and drainage of an zbcess on the left arm, but
the patient's hospital record shows that the lesion was on the

nand, not the arm, and does not incicate that any surgery weas
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sostoperative pain, this subject was not suiteble for the study.
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Dr. Lippmann's description of the date of surgery cauvsed the time

L



Y

Fi

of administraticn of the drug to aopear to be closer to the time

cf surgery than 1t really was.

¥4

4. DPatient No. 38: There 1s no evidence whatever that this
patient had surgery at zll, other than Dr. Lipomann's report,
which dated surgery as September 15. Neither the Bureau nor
Dr. Lippmann could prcduce any records to cenfirm eany surgery
althouygh the hospital consent form for surcery was signed and

cGated August 23, 1978. The hospital recovery room log has no

record of this patient being there on September 15, 1978. G-21,

5. Patient No. 45: Dr. Lippmann's revpcrt’ that patient

No. 45 had surgery on September 22 is contredicted by the
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ital's dischearge suvmamary, which shows that he was not
egémitted to the hospital until September 25. The hospital

ch ed without ever heving head
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s thet he was a
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surgery. Obviously, this petient could not have been evaluated
for gein postoperatively.

6. Patient No. 48: Again, zlthough Dr. Lippmann nctes
perfornance of surcery (a left medial meniscectomy), hospiteal
records do not show that any surcery was ever performed. G-17 at
€-92; G-21 at 29; T. I-57-8.

7. Peatient No. 58: Dr. Lippmenn reported thet this patient
had surgery on October 2 and recesived on October 5.
G-13, pp. 1, 3. BHowever, the hcspital records show that he was

acrmitted on October 3 and hzd suryery &nd was discharged on

o
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October S. G-18, pp. 4-5; T. 1I-72-3.
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reported the surgery as having occurred on Octodber 5. G-19,
pp. 1-2, 7-8; G-21, p. 31; T. I-76.

6. Patient No. 73: Whereas hospital recoxés for this
patient show that surgery was performed on September 26, -
Dr. Lippmann reported that surgery occurred cn Cctobar 6 and that
the study drug was aéministered on October 11, fifteen days after
hospital records record that surgery was performed.

Dr. Lippmznn's description of the date of surgery‘mafe the time
of administration of the drug appear to be closer to the time of

s. G-20, cop. 1-2, 5-5; G-21, o. 26;

v

surgery than it apperently w
T. I-78-9.
Cnce &gain, for all of these discrepanciss, Tr. Lippmann

made no exglanziion and offerreé no defense. Therzfcre, with

=

respect to &ll, the discrepancies constituted the preceration
and/cr maintenance of inadecuzte case histories in violation of

21 CFR 312.1(a)(l2)(6c).

C. Feilure To Cb:tain Informed Consentc

ziled to obtein the
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The Bureau zlleces that Dr. Lippmann
informed consent oI eleven subjects. It presenied

a2 great deal of evidence to show that pztient sigrnztures ¢n stucy
consent forms were different from sicnatures for the same PDersons

on various nospitel records. G-134-i3, Mr. Xelson attempzed O

view twelve sudliecits to escertain whether <their
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signatures were cenuine and whether their informed ccnsent had
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r. Nelson testified that,
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been obtained. T. II-6-9, G-133-4
of the twelve wersons interviewed, ten did not recall
participating in the study and stated that the signatures on the
consant form were not theirs. Patient ¥Yo. 26, in a signed

e

ted that the signeture cn the consent

fu

gifidavit, st
form was not his and that he was never asked to particirate in 2
érug study during his hospitalization. G-134, pp. 9-10.
T. II-9.

2lso in a signed affidavit, patient No. 27 stated that the
signeature on the study consent fcrm was not hers, that she did
not remember reading a coansent form or discussing a pain study
during her hospitalization, and that she did not give her consent

to try & new drug. This patient &

Jooe

d Icentify her sicnature on
the surgery consent form, which signature was significantly
different IZrom the signature on :Zze study consent form. G-135,
-11, T. II-S-10.

Patient No. 29 also signed an afficdevit to the effect that
the signature on the study consenﬁ form was not his, that he did

red 1in the signature on the

»

not have a middle initial (which appe
study consent form), and that he was not asked to perticipate in
the study. G-136, pp. 12-13. T. II-11l.

Patient No. 36 &also signec¢ an afficavit to the effect that
the signature on the study ccnsent form was not his, that the
micddle initiel appearing on the fcrm was not his, that no one

ciscussec a drug study with him during nis hospitalization, and’
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“ipate in a study. G-137,
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Patient No. 47 told ¥r. Nelson that the signature on the
study consent form was not his, that the signature on that form

luded the wrong middle initial, and that he &id not use “Jr.,"

0

i rh annma ars LR O A Nl - e P S e ~_1720 . 191 4
qJ1n aeppe in the consent rorm signature. e—1l506, Pp. 1lo3—1il<,
T. II-12.

The Bureau adduced evidence to the effect that the ccnsent

forms for patient Nos. 50 and 54 were for the same patient.

C-139 at 5-11. The patient agreed that cre consent form dces
beer his signature but denied that the other forml wnich bezrs
his signed name in other handwriting, bezrs his signature.

T. Ii-12-14£. However, the Bureau fails to supuvort with evidence
its gument that the patient's alleged mentzl I irment

P:f“\'-:.nf‘ W K7 cirnal 2n 2afFiRAaui+ ¢+ o mffamAr thad Ll
LLalTiie INU e Ve oiuwlitu Gl oo lLavati [ T TLLlTUC Uil L Jlle
consent form signature is nct his and that no one asked him to

participaete in a drug study. G-140, pp. 9-10, T. II-1l4.

Rlthough he could not say whether the initizls on the

it O pDarticinate in +the c+2ndy 2nhd #hat he A1A mAt ~Ancans &4 Sa
ii oA LY il lLivapl oo o R il 2 Luud (=R LS LddcQ L i CT JUalu IR A LCllle Tl e [ W e

so. C-141, pp. 8-9, T. I1II-14.
Patient No. €8 stated that the signature on the study

consent form was not hers and that she doces not use the middle
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ifiltladl <Caacd &poears on Tne 1corn. rurtnher, sSne gtEcczga tinheéec she
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Patient No. 79 gstated tha

he concsen
is not hers, that she signs hsr nzanme, ' " not "
that the false signature misspells her last nane, that no cne had
praviously discussed this drug study with her, and that she dig
not consent to participate in it. G-143, pp. 10-11,

T. II-15-16.

Patient No. 73 stated that the sicnature on the consent form
attributed to her is not hers z2nd that she had never before seen
the consent form. G-145, at 8, T. II-17.

Dr. Lippmann presented no significant rebuttal to any of

these allegations. Ms. an &ssociate 1in the firm of

-

gdyman & Phelps, P.C., stated that she had interviewed three
individual patients who either did not remember talking to
¥r. Nelson or who did not remember signing an &

is obvious that the signatures on the consent forms and

H

on the effidavits provide convincing DLoof that these sicnatures

Mg 'gs ctatements
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not those of the patients involved

T s

ére not an effective rebuttal tc the allegations, which are well
cccumented and completely convincing. The Bureau's evidence, on
the otner hand, is convincing. Tnerefore, I find that

Dr. Lippmann fazilsd to obtain informad consent for all of the

ta)

above subjects in violation of 21 CFR 312.1(2)(12)(6qg)

are extremely serious violations because they constitute the

gravest Xind of misrepresentation.



For all repcrted subjects, including lhe ones
wine denied signing consent forms, Dr. Lippmznn attested by his
sigrnature to the follcwing statement as it appears in paragraph
10 of each ccnsent form:

I certify that I have reviewed the contents
of this portloﬂ with the person signing
above, who, in my opinion, understood the
explanation. I have explained the known side
effects and benefits of the study. &ny
significant change in the nature of the
study, from that described zbove, will be
fully explained to the person signing it.

fu

lly cb

cr

Therefore, Dr. Lippmann attested that he percon girned the

consent and that he personally reviewed and expiained the form to
each subject. PDespite this certificetion, Dr. Lippmann Zenied
that he psrsonally participated in the consent process or that he
spoke to any of the patients. Instezd, he secid that hs sicned
paragrapn 10 on the consent forms in bSatches during meetings with
the study nurse. 1In many instances, he szid, he backdeted his
signature. T. II-153-6.

Therefore, I find that Dr. Lippmann fal lsely certified to the
fzcts in pzracraph 10, thus submitiing false information to the
gponsor. Dr. Lippmann counters that he was permitted to calegzte

the cuty to obtain informed ccnsent to his study nurse,
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Miss » True, 'he may delegate the du:iv Lo cbtain in
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consent, but he cannot celecate the responsibility for doin
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The existence of an agency relationship herz is irrelevant.



fact is that Dr. Lippmann certified that he himself had obtainegd

infcrmed consent, and that was & fzlce certification.
D. Feailure To Verify Participation
In The Study.
The 3ureau alleges that in two instances, pzatients reported
to have been in the study were not at fospital

during the time when Dr. Lippmann reported that they were on the
study at that hospital. G-16, 18. Also, in five

additional instances, the Bureau alleged that no records could be

ey L~ Lo~ £ erm ~& e e e - _.L_‘-_,_,,_ - ) .
found to the effect that five of the reported subjectis were aver
patlents at the hospital at all. Finally, in nine aéditional

particivate in the study. -G-134-45.

With respect to patients Wos. 435 &nd 4€, hospitzl records
show that they were discharged home before study evaluations
could have been cocmpleted.

In addition, HMr. Nelson testified that for five réported
subjects of the study, patients No. 52, 69, 71, znd 82, he was
unable to find any hospital record that shows that thev ever

entered Hospital. T. II-32-40. Recauvuse these

subjects were not identified in the Notice of Opportunity for

...... e T S A, : PR — . ~ ~ n - s
ncax;nu, I am unable to take cognrzance O these elilegations

c 3 . ~ ri ATk s A AF
inscfar as mwmy determination as to whethsr or not violeations of

DA reculations occurred.
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1 evidence proves conclusively that the absence

of these records cannot mean that the hospital simply lcost them.

, Assistant Director of the Medical Record Service
at the nhospital, signed an affidavit (G-162, pp. 25-31) to the
effect that the surgical procedures described in the case report

forms for these patients would nhave reguired hospitalization and

assignment of a unigue hospital petient number. Further, she

stzted thet the hospital can retrieve records if an accurate name
and date of birth are provided. She noted that the hospital 1is
accredited by the Joint Comnmission on Accreditation of Hospiteals,
and that accreditation implies satisfactory record keeping. She

concluced that the hospital's msdical record system is accurate

and well meintained.

A s e A | W =1 e m o~ e ~ - = 4 ~ = =
Seceuse hoszpital records are impoertant perts of case

- S S - . Fa— -~ —~ - -
histories, Dr. Lippmznn feiled to prepare and malncain acegueace

and accurzte case histcries. I find that, &lthough an occesional
record can be lost, the chances of losing an entire case history

are small. The availebility
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missing, but 21l evicence of the hospitalization of five subjects

ms+tantial evicdence

c

wae ebsent. This record's absence is circ

that Dr. Lippmann prepared case reports for patients that never

‘g

existed. Therefcre, Dr. Lippmann either 1) failed to prepare and
maintain adeguate case histories or 2) subnitted false
information to the sponsor in that the case report forms
misrepresent patients as actual participeants in the

study when they were not. I find that the latter conclusionAis
more prcbably correct.

E. Failure To Chart The Study Drug .

For patients Nos. 11, 18, 20, 38, 48, 58, and
73, the Bureau alleges that Dr. Lipprann failed to record thé
sdministration of the study drug in the ratients' hospital
charts. Thus, he failed to prepere and maintein adeguate case
wigtories. The medication records and nursing notes for these
subjects do not contain entries for the administration of

a fact that Dr. Lippmann cdoes not contest. Indeed,
pr. Lippmann aémitted that he did not instruct his nurse to chart
the study medication. T. II-145-6.

The importance of charting the patients' medication is to
zssure that medical staff know of potentially interfering or even
life-threatening medication. Further, cstudy personnel must bear
+he burden of carrying out this responéibility. T. I-141-2,
193-9; T. II-218-20.

Therefore, either Dr. Lippmann failed to chart the study

drug or he did not acdminister the stuéy érug at all. 1In either

-18-



case, he failed to prepare and maintain adeguate and zccurate

se histories. If the drug was nct administered, then

(@]
f

Ur. Lippmann made false statements to the sponsor.

F. Cocnclusion for Study

For the reasons stated above, I £ind that Dr. Lipomann

N

d to ksep adequate and accurate case histories in that he

o
’.
|.-l
M

th
[{t]
'—l-
’—J
1]
c.

to report accurately concomitant or other medication; he

Fh
]
[
ot
®
Q.

to report accurately significent surgical information; he

iled to verify participation in the study; end he failed to

i
i
-

chart the study drug. In addition, he failed :o octain infcrmed
consent and, by signing paragraph 19, submitted false information

tc the sponsor.

13

he Bureau argues that these violations were deliberate

within the meaning of United States v. Mondzy, ¢42) F.26 1210 (7tn

970), cert. denied 400 U.S. 821, in thet they wzre willful

@]
Fa
1e

}.—l

and showed a careless disregard for FDA's regulations. &Zccording
to the Bureau's position, in the conzext of 21 CFR 212, a
"deliberate™ action is a willful acticn that need not entail

knowledge that it is a violation of law as long as there is some

L)

perception of wrongdoing or reckless disregard for obvious or
xnown risks. Dr. Lippmann argues for a much narrower definition

cf "deliberate," that is, having knowledge of and intent to .

<
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violate the law. 1In my opinion in the !

-

stated thet a "deliberate"™ violation could include & reckless
disregard for obvious or known risks. I rezffirm this

cefinition. Dr. Lippmann, an experierced investicateor, weas



acmittedly grossly ne

study nurse. Lippman

Therefore, I agree wi

study, th
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lse report to the s
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within the meaning cf

T

the effect that Dr.
potential subjects of

i
w

he stucy
nature of his failure

narrow definition of

the study
to obtain informed co
I

The second study

a phese-three, double-

.

“esigned to determine

a@ministered

ponsor) coastituted a deliberate

and supervision of a

choice
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clige
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memorandum and 15.

th the Bureau that, with respect to the

e were deliberate.

I‘n

2 DN

violaticn

Yonday. The statement of Nurse to
Dpn had instructed her not to inform
the risks or of the experimentzl nature of’
(G-154) 1s evidence cf thes celiberats

to obteain informed consent even under a

"deliberate.” Therefore, with respect to

I find that violations involving failure

14

nsent were adeliberzte.
II. TEE STUDY
zt isswve is Pr. Lippmann's study,

tlind, single-dose parallel study

the relative analgesic efficiency cf orally

 Darvocet-N100, and plzcebc in patients

with moderate to severe pcst-operative pain following back,

zbdoninal, pelvic,

The Bureau's charges on the

those which

y &nd

accurately significan

chest,

it brought

limb, or plastic surgery.

study clcsely parallel

for the study: (1) fzilure to

accurately concomitant or cther medication

ade

s~

(<

u

) failvre to report ely and

t surgicel information such es type of
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surgery, date of surgeré, of whether the surgery was performed at
all; (3) fzilure to ocbain informed consent; (4) the
non-existence of appropfiate Datient hospital records by which
study data could be validated; eand (5) fzilure to chart in
hospital records the administration of the study drug. As with

dese classes of

[+]]
0
jog
o]
Hh
t

the study, T will review e
allegations in turn.

A. Failure To Accurately Report
Concomitant or Other Medication

ct the

h

The subject—selectign criteria in the nrozocol
rac study reguired that "aspirin, non-sterofdal
anti-inflammatory agents, and analgesics including prcpoxvpnene,
codeine, acetaminophen, and pentazocine will be discontinued

ely four hours prior to the stucy." The orotocol also

=
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approxima

t

ha

cr
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rcvides

'

Throughout the study, all concomitant
medications such as nonsteroigal
anti-inflammatory agents, salicylates, eand
analgesics, including Propoxyohene,
acetaminophen, codeine, hyéroxyzine, and
pentazocine will be excluded. If other
conditions, present at the start of “he
stucy, require drug therepy during tris
study, those conditions &ng &V concomitant
riedication prescribed will be recorded on
the case report form in the "Concomitant
Medication section.” G-5 zt 8.
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whose rescords were eudited, Dr. Lipomenn fzileé to report

adecgueatelv and éccurately concomitant or other medicetion:

1030 on Ncovermber 13 according to Dr. Lippmann's report, which
4 - & r
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stzted that the most recent post-opsrative zanalgesic was
Tylencl 3 at 0600 on the same dzy. However,. hospital medication

show that the most recent post-ozoerative analgesic wes

ith

3, was administered at 0130 on Novembar 9 and thet

3

ylerol
Tylenol 3 was next given at 1300 on Novemter 13. G-81, p..6.
Dr. Lippmann did not report the Tylenol £3 given at 1300 on
November 13 as concomitant medication.

2. Patient KWo. 10053: This patient received at
0200 on November 14. Dr. Lippmann reported that the most recent
brecperative analgesic was Darvocet-N-100 at 0230 eon the scame cay
following which the patient was remedicated for pain with
Dervocet-N-100 at 1400. G-82, pp. 1-2. BEHowever, hospital
medication records show that the only Darvocet administered was

&t 1806. T. 1-92-3.

o]

3. Pztient No. 10054: Dr. Lippmann reported that this
patient received at 1000 on Ncvember 14 and that the
most recent post-operztive analgesic was Tylenol 23, given at
0200 of that day. Further, he lists as a
concomitant medication. G-83, p. 1. However, the hospital
medication record shows that Tylenol £3 was not given at 0400 but
at 0630, less than four hours prior to administra;ion of the
study drug. Dr. Lippmenn did not report that concomitant
medication. ~fFurther, the hospital record@s do not show that the
patient veceived. GC-83, p. 9; T. I-96-7.

4. Patient Wo. 1CC55: Accoxding to Dr. Lippmann, this

catient received at 12C3J cn Wovember 16, whereas the

=22



mcst recent post-operative analgesic administered was Tylenol £3

at 0800 on the same day. The hospital's records, however, show

that the patient was discharged the previous day and received no
medication as an in-patient on November 16. G-84 azt 5-6, 10;
T. 157-101. 3

5. Patient No. 10056: The study case report form shows
thet this patient received .at 0845 on November 16, that

the most recent post-operative analgesic was Tylenol 23 at 0100
on the same cay, and that the petient was later remadicated at
1350 with Tylenol £3. G-85, pp. i-2. On the other hand. the
hospital records show that Tylenol £ 3 was only given at 1115 on
of

Yovember 16, 1978, 1 than three hours zfter administratic

4]

3

S

n

hat, further, Demerol 50 mg. was given at

cr

the study crug, andg
date, thus making it a prior unrecorted conccmitant

medication. T. I-101-3.

(o))
"y
Wl

ct

ient No. 10060: This patient received at
1200 on Wovember 13, accoréing to Dr. Lippmann, and received the
post-operative analgesic, Tzlwin 50 mg. &t 0730 thet day. The
patient was later given Talwin 50 mg. again &t 1409. G-8¢,
pp. 1-2. On the other hand, hosritel records show that Telwin
was not given the patient on Novembsr 13 at &ll, but that
Tylenol £3 was given &t 1125, less than an hour prior. to the
alleged edrinistretion of the study drug. <Lr. Lippmann did not
report the Tvlenol #3 administration. G-86 at 1, 4-5.

7. Tatient Nc. 1006S: This peatient received at

1100 on November 22, accoréincg to Tr. Lioppmenn, who also reportad
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chat the patient received Tylenol # 3 at 0630 that day~and-later
2gain at 1500. G-87, pp. 1-2. Eowever, the hospitel recorcés do
~ot show azdministration of Tylenol #3 zt any time on that day.
G-87, p. 6.

8. Patient No. 1008l: whereas the hcspital records show

that Tylenol #3 was given this patient at 0830, only two hours

[y

rior to Dr. Lippmann's reported time of a3ministration of the

'd

study érug, Dr. Lippmann éid not report that concomitant
medication at all. T. I-109-10.
9. patient Wo. 10091: This patient received at

1000 on Dacember 15 acccrding to Dr. Lippmann and received as a

opsrative analgesic Tylenol £3 at 0430 that day znd the

'
O
n
Pt
(v

i

catient wzs again given Tylenol £3 azt noon. However, hospital
recorés snow that Darvocet NT was given at 0340, a mere twenty
minutaes prior to &zlleged administration of the study drug, and
thet Tylenol £3 was not given at any time on that date.
Dr. Lipopmann did not report the Darvocet zdministration. G-89 at
1, 16.

10. DPatient No. 10102: Dr. Lippmann reported that this

patient received - at 0900 on Jenuary 2, 1979, and that

th

(1)

catient had received Tylenol =3 at 0030 ané 1300. G-90 at
i-2. Herver, the hospital records show that the patienp
received Tylenol at 0030, 0800, ard 1100. Dr. Lippmann did not
report as the administration of Tylenol at either 0800 or 1100 as

corcomitant medication. G-%0, po. 1-2, T. I-14-15.

ar
cr

11. pPatient No. 10126: This patient received

1230 on January 23 and Tylenol £ 3 at 0800 and again at 1730,



W,

eccording to Dr. Lippmann. G-94 at 1-2. However, hospital
medication records do not show that Tylenol £3 was given on
January 23 at all but do show that the patient received Demerol

it

wm
o

rt

. at 0930 and Valium 5 mg. at 1100, but Dr. Lippmann dié not

Q

L
(d

port the administration of either Valium or Demerol. G-94 at
1, 5.

Dr. Liopmann did not seek to rebut any of these
zllegations. Therefore, with resosct to the patients listed
above, I find that Dr. Lippmenn failed :o keep adeguzie ang
eaccurate case histories. The recorés of Dr. Lipémann and those
of the hosritel differ markedly. Dr. Lippmann has failed to keep
acdeguate and accurate case histories with respsct to zll of these

Dztients and has submitted false information to the sponsor.

3. O Report iccurately

-~ -
ificant Surcicel Informetion

The Burezu alleges that, for seven of the fifteen subjeqts
whose records were aﬁdited, Pr. Lippmenn failed to revort
acequately and accurately significent surcical informetion such
as type of surgery, date of surgerv, and whether surcery weas

performed at all.
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1. Patient Wo. 10052: Fcor this patien
shcw that surgery took place Novermber 14, wherees Dr. Lippmann

reported surgery as taking place cn Wovember 10. Furthermore,

u

the study drug was reportedly administered on November 13, the
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cav before surgery, indicating chat the Patient ceoulg not have
been evaluateg for pain post Cperatively. G-81, po. 1, 14, 15,
T. I-88-90.

2. Patient No. 10053: wx

(1]

reas hceoital records show
that Surgery was perfeormegd on Novemder £, pr, Lippmann Teported
SuUrdery on November 9 and the stucy drug having been
édministered on November 14, pr. Lippmann's incorrect
Statement of the date of Surgery makxes the tinme of
administration of the drug eppear closer to ihat of'surgery.
G-82, pp. 1, 3, 7. I-91. :

3. Patient No. 10054: The hospital records for this
pPatient show that SUrgery was performed on November- 9, while
Dr. Lippmann reported surgery as having occurred cn the next
dav. G-83, pp- 1, 5, 6, T. I-95-¢.

4. DPatient No. 10065 Although Dr. Lippmann reported thet
this patient hag Surgery on November 19, there is no evidence in
the hospital records showing Surgery for this Patient on that

date. Rather, the acspital's FTe€covery room log reccrds tre

J

patient as having had Surgery on Necvember 2. G¢-¢£7, . 7,
T. I-107-8.

5. DPatient No. 10091}: Bospitel recorgs for this patient
show thet Surdgery wes performed On December 13, byt D:..Libpnann
reported surgery as Occurring on December 14, Mcrecver,

Dr. Lippmann reported having adéministered the study 2rug on

. . B

DeC,e:’nber 13. chAawrda~ o«



evalcated for pain post operativelv. G-89, pp. 1, 3, 4,
T. I-111-12.

6. Pzatient No. 10102: Dr. Lizpmann reported this patient
as having had surgery on December 31, but hospital records show
that the patient was not admitted until the next day. Further-
more, hospital records c¢o not show that surgery was ever
periormed on this patient. G-90, pp. 1, 3, T. I-113-4.

7. Patient No. 10104: This patient had surcery on
December 30, according to Dr. Lippmann, but the hospital records
show that surgery had been performed ten davs p_gfious to that

and that the patient was dischargeé on December 23. Moreover,

ﬁ
I

study drug was reportedly acdministered on January 2, tzn days

(V5]

afit=r the discharge date. G-91, po. 1, 5, 10, 11.

u

As with mest cof the Bureau's allecaticns, Dr. Lippmann di
not actempt to reconcile the discrepancles concerning the dates
of surgery for the seven patients which reportedly exist between

the ncspital records and his reports. Therefore, with respect to

h

1 of the above patients, I find thet Dr. Lippmenn faziled to

fu
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in adeguate and accurate case histories. Furthermore, 1
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Lipcmann's cese report forms
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in

rh

the discrepancies between Dr.

anc the hospiteal recorés to be so serious &s to call into

cr
cr
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guesticn whether thece patients ever actually periicipated in

n
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y. &t the very least, Dr. Ligprneann has failsd to prepare an

=
"
Je
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tain adeguete and accurate case histories and hes supplied

4

fu

felse information to the sponsor. Beceause of the widespre



nhature of the discrepancies, I ¢o not accept the argument that
the hospital records are wrong end Dr. Lippmann's are correct,

C. Failure To Obtein Infermed Consent

The Bureau alleges that bDr. Lippmenn fa2ilegd to obtain the

informed consent of eicht Latieats. Mr. Nelson

rr

estified that all of the eight satients he interviewed either
did not recall Participating in the study or stated that the
signatures on the study consent form were not theirs.

Patient No. 10055 signed an afficdavit to tﬂe effect that the

signzture on the consent form was not his, that "he 4ig not have a

middle initial (one @ppeared on the consert form), that he gig

o1

not receall Participating in the study, and that he weas unable to
tzXe capsules after Surgery because his jaw was wired saut.
G-146, pp. 15, 16, 7. II-20-1. vc. testified that
+ Patient 10055, tolgd her that he neither remembered being
visited by an FDA investigator nor signing an affidavit for an
FDA investigator. . ITI-5, 6.
' Patient No. 10076 stated that he had never before seen the
consent form that Mr. Nelson showed him ang tkat he dié not
recall participating in the study. Zowever, he could not
positively state that the initials éopearing on the consent form
were nct his. G-147, p. 12, T. II-21. s,

testified -r Patient 10076, tclé her that he remembared the

TCA investigator but did not remezbar whether or not he signed an

'h

fadavit fcr the investigator. 7. ITI-6.

f
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Pztient No. 1007% stated that no one discussed the
the consent form with her and that she did not give her

although th2 consent form bears the notation by Dr.

the effect that both aras were “"casted" and thet the pe

fu

unable to sign. G-148 at 4. However, the patient told

Mr. Nelson that she éid have the use of her fingers and

have sicned her name at the tim=a. G-148, pp. 10, 11,

T. II-21-2.

Patient No. 10081 stated that the signature on the

was not hers and that she Gié not recall rezding t
or discussing it with anyone or even being on the

- ~_14Q 1 -
wud v=i127, PP. LO, l}., T. II-22

-
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10084 she verbel ree
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stated that
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Patient No.
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in the dr:»g study, signed an effi

effect that the signature on the consent Iorm is rnot he

pp. 11, 12, T. I1-22-3.
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Also in a signed affidavit,

1]

the signature on the consent form was nct his, that h

before seen that he &iéd rnot recell disc

¢

never

{

the drug study with anyone during his hospitalizatiocn,

he 6id not consent tc participate in it. G-131, p. 8,

T. I1-23-4.

Patient No. 10104 likewise cenied that the signatu

consent fcrm was his, that he heac ever the ccnsent

that anyore had ever discussed and
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consent,

Lippmann to
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could
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he consent
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hzd agreed to participate in a study. The patient also stated
that he was discharced from the hospital on December 23, whereas
the consent form is dated Januzry 2. G-152, pop. 7, 3, T. II-24.

The hospital's discharge notes sidow that he was discharged on
Decembar 23. G-152, p. 12.

Patient No. 10115 signed zn zffidavit steting that the

signature on the consent form was not hers, that she never saw
the consent form, that no one had discussed the study with her,
and that she did not consent to participate in a drug study.
G-153, p. 10, T. II-24-5.

Ms. 's attempt, on Dr. Licpmann's cc%alf to contact
the eight patients, althoucgh successful in two instences, did not

Therefore, I f£ind that Dr. Licomann d to obktain
informed consent of these eignt petients in violation of 21 CFR
312.1(a)(13)(4g). As with the study, he mace false

statements in the certification paragraohs of all of the consent
forms regarding his role in the consent process (see discussion

zt pp. 14-15).

, patients were -not at
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Eospital at the time thet Dr. Lippmann reported

that they were in the hospital arnd on the study. In nine



zdditionzl instances, the Bureau alleges that, after a thQrbugh
znd gocd faith sezrch, no hospital records could be found that
showed that the subjects were ever in the hospital. 1In six
additionzal instances, the Bureau alleged that the patients were
naver asked to participate in the study. These patients were as
follows: N

1. Patient No. 10055 received the drug on November 16
according to Dr. Lippmenn, and gave written consent on the same
day. FEowever, hospital records show that he was discherged from
the hospital the day before. G-146, Dp. 5, 11, T. I-99-100.

2. Patient No. 10104 received the study drug on January 2

Qu

and ceve written consent on the same cay, according to

Dr. Lippmann. However, the hospital records show that he was
discharged from the hospital on December 23. G-132, op. 3, 4, 5,
12, T. I-115-6. "

3. Patient No. 10106 received the study drug at 1245 hours
on January 3 with observation for two hcurs thereafter, but
nospital records show that he was discharged home with no
nedication at 1500 hours on the same day and that the last time
of administration of meéication was at 1000 hours. G-92.

Mr. Nelson searched the hospital records for nine reported

subjects: patients Nos. 10071, 16073, 10075, 10085,
10090, 10092, 10694, 10096, 10097. Unlike the | séudy,
the case report forms identify subjects by becth neame

znd hospital number, and ¥r. Kelson searched fcr the hospitel

-31-
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records by bcth means of identification. T. II-33, 42.

Mr. Nelzon stated that he requast2d and obtazined from the Medical
Records Department hcspital cherts corresponding %o the hospital

numbers reported in Dr, Lippmann's caése reror: fomms. In every

c he said, the chart showei that the b :tel nuaber belonged

o
[
1Y
-
(o]
(6]
'
v

to someone othesxr than the perscn described in the cazse report

form. G-1i57, pp. 5, 6, 7, T. Ii-42-5. 1In six of the nine

-

instances, Mr. Nelson testified that even the sex of the person
whose chart was provided was different from the sex of the operson
whom Dr. Lippmann r2ported &5 & subiect with that ncspizal
number.

As with most of the allegztions, Dr. Lippmann has attempted

\

nc refutation, nor has he attempted to show that any of these
nine patients existed.

Finally, Mr. Nelson testifizd to having interviewed six
patients who statad that they Gid not give their informed consent
and did not participate in the study (patients Nes. 10055, 10076,
10079, 10088, 10104, 10115).

Therefore, with respect to ell of the pazients discussed in
this section, I f£ind that Dr. Lippmann failed to prepare and
maintain adequate and sccurate case histories. Again, as with
the study, I find that it is necessary to the

adequate maintenance of case histories to assure the existence cf

2]

-

nospital records for the petisnts allegedly participating in the

study or at least to explain why these records are zbsent. (See
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Gelfand hearing decision, pp. 8-9.) I also find that, by failing

to cbtain informed consent while purporting to do so znd by

submitting cconsent forms with apparently forged signeatures,
Dr. Lippmann submitted false informaticn to the sponsor.
E. Failure To Chart The Study Drug
Bs with the study, the Bureau alleged tha£

Dr. Liprmann failed to prepare adecuate and accurate case
histories in that he failed to record in the patients' hosrital

arts the admi

16052, 10053, 10054, 10055, 10060, 10065, 10G31, 10031, 1GJOo2,
10104, 10106, 1C115, and 10125.) s with the study,

I £ird that 1t was Dr. Lippmann's obligation to assure that

administration of the study drug wzs reflected in the hospital
records of each patient who received it.
F. Cornclusion: Study
————————,
Therefore, with respect to the stucy, I find that

Cr. Lippmann failed to prepare znd mzintzin adeguate 2nd accurecte

surgical information; failed to verify petient participation in
the study; and failed to chart the ctudy drug. 2also, I find that

Dr. Lippmann failed to obtain infcrmed consent as reguired by 21

‘l
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CrR 312.1(a) and that he submitted false informatiocn to the
sponsor when he submitted the cass veport forms which ¢id not

include cconcomitant medicetion &nd hed erroneous detes of surcery

and administraticn of the drug, anc¢ fzlsified informed concsent

rh

forms.



IV. ASSURANWCES

Dr. Lippmann has repcrted the fcilowing zactions and given
the following assurances:
1. He has replaced Ms. with a different nurse

cbserver who, he states, is professional in every sense of the

word ...." T. II-185.

s
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th
<

2. H2 examines the hospital records of patients to ve
the accuracy of information on czse report forms.

3. Dr. Lippmaan personally selects the patients who are
asked to participate in the studv.

4. He explainz the study and obtains the pa&ient's
signature on the ccnsent form. T. IT-186.

5. FEe signs the informed consent form twice--once as
witness to the patient's signature and cnce as clinical
investigator attésting to kis explanation of the nature of the
study to the patient.

Dr. Lippmann states that he continues and will continue to
deiegate to the study nurse certaiﬁ tasks such as drawing of
blood, charting of medication, rating pain severity, and
completing case report forms. T. II-187-8. In addition,

Dr. Lipomann contends that he has implemented all of the steps
suvgcested by Dr. in the latter's testimony at the hearing.
T. TI-244. Dr. Lippmzann contends that, given the measufes~he has
teken end promises to take, it is hichly unlikely that the
violations that I have found occurred in the and
studies wculd occur again. Dr. Lippmann points to the

parenterz]l studies as evidence that he can be a



horough and diligent clinical investigator. Without hesitation,
he blames his study nurse for zll violations and recognizes, he
says, that reliance on her was a mistaxe &and a result of
"overcdelegation of responsibility." Liopmann brief a2t 15. He
promises that this delegation will nct occur again.

V. DISCUSSION

It is important to remember that, whereas the Bureau has the
purden of proof of showing that violations of the FDA IND
exemption regulations occurr=é, the investizator has the burden
of proof of showing the acdeguacy of zsszurances. Uéder 21 CFR
312.1(c) (2),

AZter evaluating all availzble information,

including any explanation znd assurance pre-—
sented by the investigator, if the Commissioner

determines that the 1nves-zga-or has repeat-
edly or deliberately fzilsd <o comply with the
conéditions of the exempting regulations in
this section or has rep eatedly or deliberately
submitted false information to the sponsor of
an investigation and has fziled to furnish
adegquate assurance that the conditions of =he

exemption will be meit, the Commissioner will
notify the investigator znd the sponsor
... that the investigator is not entitled to
receive investigational-use érugs ....
Thus, if an investigator's assurances are adeguate, the
Commissioner may not disgualify him. Howaver, the regulations do
not say that assurances must be taken at face value because the

word, "adequacy," is a broad iferm which allows the Conmmissioner o

of the vicvlations
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consider many factors such zs the
that the investigator committed as thet reflects on his
credibility and the sinceritv with which the assurances are

offered.
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fcilowing facts peramount in my

recommendetions:

1. Based upon the evidence and testimcny presented,
Dr. Lippmann has nct persuaded me that a2ll of the blame (much
less the responsibility) can be placed on his nurse. Without
either t active encouragement or the tacit approval of
Dr. Lippmann, it is unclear what motive Ms would have
hzd tc produce ZIraudulent studies such as the and

studies were. Not only were signztures on consent

o

forms cpparently forged, but cocrroborative evidence of the
existence of some alleged subjects was missing altogether.

2. Dr. Lippmznn's many false statements made when he signed
paragr#ph 10 for each of the conssnt forms constitute serious

the statements.

This conclusion

he rezally beiieved that

obtain even i1f I were to assume

he wzs telling the truth in signing

- 3. Nurse stated to Mr. Nelson that Dr. Lippmann had
instructed her not to inform potential subjects of the risks or
of the experimentzl nature of the drug study. G-154. Even

though I undercs

tand that Nurse

-serving exculpatory statement

may have been maxing a

to avoid any blame, I still

sonewhat in light of the fact that it is
we know about the wav that these stvdies

were conducted.
4. In my Jjudgment, Dr. Lippmann's attitude toward cbtaining
inicrmed consent in the and studies act oniy

-36-
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y of the study but actuzlly presented a
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cempreomised the inte
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nd infrinced upon their rights to know that
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danger to the patien

(44

they wsre being given experimental dérugs.
5. Dr. Lippmann points with pride to his parenteral
study as evidence of the f£ine work that he is capable

of coing. However, an audit of this study by the sponsor,

Lo i aom = [ T T N 2 T T:_.._-.._ L s 1 -~ 3 P,

r LOUllQ rliasilcclCes w el UL . Ll ppitlailil 1Laliedad To
renort a patient's history of zlcoholism f2iled to chart
POYc a patlent s nlstory Or elconholism, ralied to chartc

eaéministration of the study drug, failed to report concomitant

medicatior, and failed tc document the obtaining of informed consent.
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soma records were not available during

e T {eommeramem bha A2 cmiiall£lad Lonm swmmampemisrsomm Seomsrmebimadsmncmal _teen
Or. L1DDWmann e CisGualillieda Lrom reCelving Invesitligactionaa se
druas. I conclude that Dr .imrDma 'gs 2ssurances are no:i adeauate:
arugs. i concluaZe That Dr, LlTpmann § assurances &re noc agequate;

that he made many false statements to the sponsor; that, by failing
to obtezin informed consent, he endangered the safety of hic patients:

and that he is responsible for two fraudulent studies. Dr. Lioppaann

1
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Regpectfully submitted
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Pvaciding Of€icer

Fresilaing Viricer
Dated:



