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STAHL, Circuit Judge. On August 24, 1995, after a

twenty-seven day trial, a jury convicted defendants-appellants
Lee H Leichter, John F. Cvinar, and David W Prignore of
conspiring to defraud and inpair the functioning of the United
St at es Food and Drug Adm ni stration (FDA) in connection with its
oversi ght and regul ation of medical devices. See 18 U S.C. 8§
371. The jury sinultaneously acquitted George Ml oney and
Kenneth Thurston of the sanme charge. The district court
thereafter sentenced each convicted defendant to 18 nonths’
i nprisonment and two years of supervised release, but stayed
execution of the sentences pending appeals. In these appeals,
Leichter, Cvinar, and Prigmore ("defendants") raise a host of
argunments challenging the legality of their convictions. In
addition, Prignore clainms that insufficient evidence supports
his conviction and that his sentence is unlawful. W vacate the
convictions and remand for further proceedings.
l.

Because we review the trial record primarily to
ascertain whether an error in the district court’s jury
instructions was harnml ess, see infra Section Il, we | ook at the
evi dence as a whole and not in the light nost favorable to the

government, see Arrieta-Agressot v. United States, 3 F.3d 525,

528 (1st Cir. 1993). Thus, although we give a detail ed account
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of the evidence the governnent relies on to support its case
theory and harnml ess-error argunment, we al so provide an overvi ew
of relevant responsive evidence and argunents. See id. at 528-
29. We note too that this case has a conplicated procedural
hi story which we describe only insofar as is relevant to these
appeal s. Readers interested in additional procedural background

shoul d consult our previous opinioninthis matter. See United

States v. Leichter, 160 F.3d 33, 34 (1st Cir. 1998).

A. Statutory and Requl atory Background

In 1976, Congress anmended t he Food, Drug, and Cosnetics
Act (FDCA), 21 U.S.C. 8 360 et seq., by passing what it
denom nated the Medical Device Amendnments (MDA), 21 U.S.C. 8§
360c et seq. The anmendments nade the FDA responsible for
ensuring the safety and effectiveness of nmedical devices
distributed to the American public. This prosecution proceeded
on the theory that, in testing and marketing nedical devices

known as "heart catheters,” the defendants conspired to violate
provisions of these statutes and regulations pronulgated
t her eunder.

A heart catheter is a tiny instrument consisting
primarily of a thin metal wire with a small inflatable balloon

at or near one end. The device is used in a surgical procedure

call ed angioplasty, which seeks to treat heart disease by
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opening clogged coronary arteries. During angioplasty, a
physician inserts a heart catheter into a patient's body,
typically through an artery in the leg or groin area. The
physician then steers the device +through the patient's
circulatory systemto the site of the blockage and inflates the
balloon with fluid. As it is inflated, the balloon breaks the
"plaque" that is clogging the artery and pushes it against the
artery wall. The physician subsequently withdraws the |iquid,
defl ates the balloon, and renoves it and the catheter, thereby
allowi ng blood to flow freely through the artery.

Regul ations pronul gated pursuant to the FDCA and MDA

desi gnate heart catheters as Class |11l nmedical devices. See
generally 21 C.F. R Part 870. Class IlIl medical devices are the

nost heavily regul ated nedical devices in the country. See 21
U S.C. 8 360c(a). Before a manufacturer may market a new Cl ass
11 nmedical device, the manufacturer nmust apply for and receive
"premar ket approval" (PMA) from the FDA 21 U.S.C. 8§
360c(a) (C). In connection with its PMA application, the
manuf acturer nust submit information sufficient to provide the

FDA with "reasonabl e assurance" that, inter alia, the device is

both "safe" and "effective." 21 U S.C. 8§ 360e(d)(2).
Under the MDA,

[ T he safety and effectiveness of a [Class
I11] device are to be determ ned —
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21 U. S.C. §8 360c(a)(2).

(A) with respect to the
persons for whose use the
devi ce IS represented or
I nt ended,

(B) with respect to the
conditions of use prescribed,
recommended, or suggested in
the |abeling of the device,
and

(C) weighing any probable
benefit to health from use of
t he devi ce agai nst any
probable risk of injury or
i1l ness from such use.

this statute (and ot hers) el aborate:

21 C F. R

I n det er m ni ng t he safety and
effectiveness of a device for purposes of

[ deci di ng whether to grant] . . . premarket
appr oval of cl ass 11 devi ces, t he
Comm ssi oner . . .oow consi der the

fol |l ow ng, anong ot her rel evant factors: (1)
The persons for whose use the device is
represented or intended; (2) The conditions
of use for the device, including conditions
of use prescribed, recommended, or suggested
in the labeling or advertising of the
device, and other intended conditions of
use; (3) The probabl e benefit to health from
the use of the device weighed against any
probable injury or illness from such use;
and (4) The reliability of the device.

§ 860.7(b).

There is reasonabl e assurance that a
device is safe when it can be determ ned
based upon valid scientific evidence, that
t he probabl e benefits to health from use of
the device for its intended uses and
conditions of use, when acconpanied by
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adequate directions and warnings against
unsaf e use, outwei gh any probable risks.

ld. 8§ 860.7(d)(1).
There is reasonabl e assurance that a

device is effective when it can be

determ ned, based wupon wvalid scientific

evidence, that in a significant portion of

the targeted population, the wuse of the

device for its intended uses and conditions

of use, when acconpanied by adequate

directions for use and warnings against

unsafe use, wi || provi de clinically

significant results.
ld. 8§ 860.7(e)(1).

Two additional sets of regul ati ons governing Class |11
surgi cal devices are of particular inportance to this case, so
we describe themin sonme detail. The first requires, insofar as
is relevant, that a manufacturer of a previously approved Cl ass
1l surgical device "submt a PMA supplenent for review and
approval by FDA before making a change affecting the safety or
effectiveness of the device . . . ." 21 CF.R § 814.39(a). As
with an application for initial PMA, the so-called "PMA
suppl ement” nust contain scientific information that provides a
basis for approval of the nodified device. See id. § 814.39(c).
The regulation lists eight "types of changes” for which a PMA
suppl ement nust be filed "if [the changes] affect the safety or

effectiveness of the device," id. 8 814.39(a), including the

fol |l owi ng: “[n]ew indications for use of the device," id
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8§ 814.39(a)(1); "[t]he wuse of a different facility or
establishment to manufacture, process, or package the device,"
id. 8§ 814.39(a)(3); and "[c] hanges in the perfornmance or design
specifications, circuits, conmponents, ingredients, principle of
oper ati on, or physi cal | ayout of t he devi ce, " id.
8§ 814.39(a)(7). By operation of 8 814.39(c) ("All procedures
and actions that apply to [a PMA] application under § 814.20
al so apply to PMA supplenments . . ."), the manufacturer also
must "periodically update [a] pending [ PMA] application with new
safety and effectiveness information |earned about the device
fromon-going or conpl eted studi es that nay reasonably affect an
eval uation of the safety or effectiveness of the device . "
1d. § 814.20(e).

As inplied by the regulations just quoted, a
manuf acturer need not submt a PMA supplenment "if the change
does not affect the device's safety and effectiveness . . .,
e.g., an editorial change in |Iabeling which does not affect the
safety or effectiveness of the device." [d. 8 814.39(b). But
where the FDA has required periodic reports as a condition of
approval of the device, the manufacturer must report any changes
tothe FDA "in [its] postapproval periodic reports . . . ." 1d.

The PMAs of the heart catheters at issue in this case explicitly



required postapproval reports docunenting any and all changes to
t he cat heters.

The second set of regulations wunderlying this
prosecution arise from the background fact that, prior to
subm tting a PVA application or PMA suppl ement, the manufacturer
of a newor nodified Class Il nedical device nmay desire to test

the device in humans. To do so |lawfully, the manufacturer nust

apply to the FDA for an "investigational device exenption”
(1 DE) . An |IDE "permts a device that otherwi se would be
required . . . to have premarket approval to be shipped |awfully

for the purpose of conducting investigations of that device."
21 CF.R § 812.1(a). An IDE thus permts |imted use of an
unapproved device for the purpose of collecting human test dat a.
See id. But the testing regulations thenselves specify a nunber
of situations in which an IDE is not a prerequisite to the
i nvestigational use of unapproved Class Il nedical devices in
humans. See id. 8§ 812.2(a), (c). Such “exenpted
i nvestigations” include "consuner preference testing” and the
"testing of a nmodification" to an approved Class |l nmedical
device, so long as "the testing is not for the purpose of
determ ning [the unapproved device's] safety or effectiveness

and does not put subjects at risk." 1d. 8§ 812.2(c)(4).



B. Rel evant Factual Background

Def endants had | eadership positions at United States
Cat heter and Instrunment, Inc. (USClI), a division of C.R Bard,
Inc. (Bard), for nost or all of the alleged conspiracy period,
whi ch ran from1987 to 1990. Defendant Leichter was USCl's head
of regulatory affairs and quality assurance; defendant Cvinar
was USCl's president; and defendant Prignore, who previously had
been president of USCI, was wuntil Septenber 1989 a vice
president at Bard with authority over USCI's operations. Al
t hree defendants had offices in Billerica, Massachusetts, where
USCI operated a manufacturing plant and maintained its corporate
headquarters.

USCl's chief decision-making body was its Managenent
Boar d. Cvinar presided over the Board and Leichter was a
menmber . Cvinar reported to Prignore. Representatives from
m ddl e managenent at USCI made up an organi zation known as the
"Breakfast Club." The Breakfast Club reported regularly to the
Board and provided the Board with the mnutes of its neetings.
The Breakfast Club had no authority to make decisions w thout
the Board's approval. Leichter was not a nenber of the
Br eakfast Cl ub, but he sonetinmes attended its meetings.

The conspiracy alleged in this case involved two |ines

of heart <catheters manufactured by USCI. In 1987, USCI
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introduced the first Iine, which we shall call the "Probe Line,"
with a catheter known as "Probe A" In 1988, USCI nodified
Probe A and renaned it "Probe B." In early 1989, USCI began
di stributing Probe B comercially. Later in 1989, USClI nodified
Probe B and renaned it "Probe C." At trial, the governnment's
conspiracy theory with respect to the Probe Line was that, under
def endants' |eadership and wth defendants' know edge and
approval, USCI tested Probe B and Probe Cin humans in violation
of the Class IIl nedical device testing regulations; marketed
Probe B and Probe Cin violation of the Class |1l nedical device
mar keti ng regul ati ons; and ot herwi se deceived the FDA in order
to avoid the agency's oversight.

In 1987, the second line of heart catheters, which we
shall call the "M niprofile Line," featured a catheter called
the "Sinplus.” In 1988, the Sinplus evolved into a catheter
called the "Mniprofile,” which, in 1989, evolved into a
catheter called the "Solo." In 1989, USCI also filed a PMA
suppl ement for a catheter called the "Solo Sr.," but the conpany
never manufactured the Solo Sr. and ultimately w thdrew the
filing. Wth respect to the Mniprofile Line, the government's
conspiracy theory once again was that, under defendants’
| eadership and with defendants' know edge and approval, USC

commtted a nunber of violations of the Class Ill nedi cal device
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testing and marketing regul ati ons and otherwise lied to the FDA
to avoid the agency's oversight. The following is a sunmary of
t he evi dence supporting the government's conspiracy theories.

1. The Probe Line

In the early 1980s, when angioplasty first becane
available in this country, USCI controlled 100% of the market
for heart catheters. By the |l ate 1980s, however, USCI's narket
share had declined by about half and the nmarket had beconme very
conpetitive. When USCI introduced the FDA-approved Probe A in
1987, the device initially sold very well. But the device had
a significant limtation. Although USCI marketed Probe A with
a | abel warning that it should not be rotated nore than one full
turn (360 degrees) in the sane direction, physicians performng
angi opl asti es sonmetines saw it as necessary to rotate the device
beyond its warned-against linmtation. Wen this occurred, the
devi ce's ball oon had a tendency to wap itself around the wre,
whi ch prevented deflation. This, in turn, blocked blood flow
t hrough the artery and conplicated efforts to renove the device
fromthe body.

USCl's solution to Probe A's wrappi ng probl emwas Probe
B, a redesigned version of the sane catheter. 1In Probe A the
bal | oon attached at the end of the wire, but in Probe B, the

bal | oon attached to a pol yner tube threaded over the wire. The
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result was that Probe B could be rotated nore than once in the
same direction wthout the balloon becom ng entangled
Unfortunately, however, the new design created different
pr obl ens.

There was evi dence that, in actual use in humans, Probe
B's wire broke 25 tines nmore frequently than Probe A's wre.
There al so was evidence that, when conpared to Probe A, these
breaks were far nore likely to occur when the device was rotat ed
nore than once in the sanme direction. Mor eover, the
consequences of a Probe B wire break tended to be nore serious.
In the relatively unlikely event of a Probe A wire break, the
catheter's nmetal tip typically would not detach and could be
renoved with the wire and ball oon. By contrast, when Probe B
br oke, the broken tip frequently could not be renmoved with the
rest of the catheter. |In such a situation, the physician either
had to leave the tip in the patient or renove it by invasive
surgery. Evidence of these problens poured into USCI in early
1989, but, contrary to the urgings of certain USCI "Crisis Teant
menbers appoi nted by Cvinar to handle the situation, USCI, and
then Bard, declined to order a voluntary recall of Probe B.

The governnent contends that this disastrous state of
affairs was a direct result of USCI violating the regul ations

governing the testing and marketing of Class Il nedical devices
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in connection with bringing Probe Bto narket. W start with a
synopsi s of the evidence of unlawful testing in connection with
Probe B.

a. M sconduct | nvol ving the Probe B

On Novenber 11, 1988, one of Leichter's subordinates
filed a PVA supplenment for Probe B asserting that it should be
approved wi thout being tested in hunmans. Upon receipt of the
suppl ement, the FDA questioned USClI's assertion and asked for
proof that clinical testing was unnecessary. |In a December 13,
1988 letter and in a Decenmber 15, 1988 neeting, certain of
Leichter's subordi nates explained to FDA representatives that
Probe B's safety and effectiveness had been established by
| aboratory "bench" testing and that the FDA could rely on data
submtted in connection with Probe A's PMA application because
the two devices were simlar. The Decenber 13 letter also
expl ained that clinical testing was not necessary because bench
testing had showed that Probe B "allows for nore independent
rotation of the core wire and ball oon" than Probe A Leichter
sent the Managenment Board a copy of the Decenber 13 letter and
a menorandum sunmari zing the Decenber 15 neeting. On these
documents he handwote "Excellent work." On January 19, 1989,
the FDA approved Probe B for commercial distribution wthout

requiring testing in humans.
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In fact, however, notwithstanding its representations
to the FDA and w thout having applied for an IDE, in late
COct ober 1988, USCI began shi ppi ng Probe B cat heters for purposes
of gathering feedback as to how they performed in humans.
Docunmentary evidence suggests that this feedback gathering,
which USCI called "disaster checking,”™ was for purposes of
ascertaining Probe B's rotational capabilities, steerability,
and "performance characteristics . . . as conpared to the [ Probe
Al." The government contends that testing for such purposes was
safety or effectiveness testing, and thus violated a negative
inplication to be found in the Class |11 medical device testing
regul ati ons: that an unapproved Class Il nmedical device nmay not
be tested in humans for safety or effectiveness w thout an |IDE

See generally 21 CF.R Part 812. Wth the exception of

Prignmore, who explicitly challenges the sufficiency of the
governnment's proof linking himwi th this evidence, defendants do
not dispute that they were aware of and approved of this course
of conduct. Rather, pointing to testinonial evidence supporting
their case theory, they (joined by Prignmore arguing in the
alternative) take the position that this "testing" was solely
for purposes of establishing consunmer preferences; was not for

pur poses of determ ning safety or effectiveness as defendants

reasonabl v understood the requl ati ons to defi ne those terns; and
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did not pose risks to humans beyond those associated with Probe
A. Defendants thus understood the testing to be exenmpted from
Part 812's IDE requirenents by § 812.2(c)(4). We shall have
considerably nore to say on the defendants' understandi ng of
Part 812 and the terns "safety" and "effectiveness" later in
t hi s opi nion.

The government al so argues that, in bringing Probe B
to market, USCI violated the Class Il nedical device marketing
violations in two ways. First, USClI failed to report to the FDA
that it was conducting clinical tests in humans in several
documents: the Probe B PMA supplement (which was filed after
clinical tests in humans began in October 1988); the Decenber
13, 1988 letter to the FDA;, the Decenber 15, 1988 neeting wth
FDA representatives; and the subsequent updates required by the
FDA when it approved Probe A See 21 C. F.R 88 814.39(c),
814. 20(e). Moreover, USClI failed to report that, in Probe B's
clinical tests, the device experienced breakage rates far beyond
those reported with respect to Probe A as narketed. See id.
Here too, only Prignore disputes the sufficiency of the evidence
that he was aware of Probe B's test results and the subsequent
failure to share those results wth the FDA, the other

def endants take the position that, under their understandi ng of
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t he regul atory mandates and the typical circunstances of a Probe
B tip break, no reporting was required.

Second, USCI representatives were marketing Probe B
with the claimthat it could be rotated nore than once in the
sane direction even though Probe B s PMA suppl enment represented
that the device would retain Probe A s |abel warning against
nore than a single revolution. There was evidence that, despite
the | abel warning, the device was presented to USCI sales staff
as the solution to Probe A's rotational limtations.
Presentations to sales staff at the conmpany's annual nationa
neeting held at Lake Tahoe, California, from January 15-17
1989, left at | east one salesman with the i npression that "Probe
B could be torqued nore than once, and that was the whol e idea
of freeing the wire [from the balloon]." Also, witten
promotional nmaterials for Probe B explained that "[t]his new
device allows increased torque delivery because of the new
design” and that "with every rotation, it's the wire you're
steering and not the balloon.” In addition, a USClI videotape
desi gned to instruct doctors on use of Probe B contained remarks
froma doctor suggesting that the device could be rotated two or
three tines.

USCI's sales force, which had been instructed to warn

physi ci ans against overrotation of Probe A were not so
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instructed with respect to Probe B. | ndeed, USCI sales staff
i nformed physicians that, although there would be no | abeling
change, Probe B contained inprovenents "that should prevent the
twi sting problenm that occurred with overrotation of Probe A
One USCI representative told a doctor that he could rotate Probe
B as many as 10 tinmes, and another told several doctors at a
physi ci ans' conference that they could rotate the device up to
15 times (although the second representative subsequently was
adnoni shed not to advocate such extreme use).

Def endants do not contest that USClI representatives in
fact told physicians that they could rotate Probe B nore than
once, and that USCI pronotional materials m ght have given the
sane i npression. Defendants vigorously contest, however, that
they thenselves knew of and condoned promotion of Probe B
contrary to its label warning. The evidence as to defendants’
knowl edge and condonati on was thin; Cvinar and Prignore attended
the January 1989 Lake Tahoe conference, but no wi tness placed
themat the presentation in question. All pronotional materials
relating to use of a Class I|ll device were approved by the
regul atory affairs departnment (which Lei chter headed), but there
was evidence that the doctor’s remarks on the videotape were
added after regulatory affairs had approved it. In any event,

no witness or docunment ever directly tied defendants to the
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pronotional materials in question. Finally, there was evi dence
that Leichter insisted that |abel warnings be foll owed when he
| earned that some USCI sal espeopl e had been pronoting Probe B
contrary to its |abel warnings.

b. M sconduct | nvolving the Probe C

The governnment asserts that USCI commtted simlar
regul atory infractions with respect to the testing and marketi ng
of Probe C. In early 1989, at the sanme tine the Crisis Team was
reacting to the problens with Probe B, USCI was wor ki ng urgently
on nodi fications designed to rectify those problens. The result
was Probe C. USClI bench tested eight Probe C prototypes and,
wi t hout havi ng secured an IDE fromthe FDA, shipped two or three
of the prototypes for use in humans to see whet her the changes
i mproved the strength of the catheter's tip and thus reduced the
chance of breakage. Sonme of the prototypes used in humans did
not perform as well as Probe B, but, by March 1989, USCI had
settled on a final version. |Inthis version, USCI increased the
di ameter of the device's core wire by 30% and elimnated a
sol der joint used to attach the wire to a spring. USCl al so
nodi fied the device's assenbly process.

USCI then nmarketed Probe C without filing a PMA
supplenment. In fact, the conpany took steps that can be taken

to evince an intent to conceal Probe C's changes and thus to
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bl ur the differences between Probe C and its predecessor. For
exanpl e, USCI basically retained the Probe B | abel for the new
devi ce but placed on the |abel an inconspicuous dot or snal

letter "C'" so that USClI, and USClI al one, would know t he nodel"'s
identity. 1In the governnent's view, the unapproved testing and
mar keti ng of Probe C was unl awful because the testing was for
pur poses of establishing the device's safety or effectiveness,
see 21 C.F.R Part 812, and because the new product contained
desi gn changes affecting its safety or effectiveness, see id.
8§ 814.39(a), (b). Once nore, Prignore contests the sufficiency
of the evidence establishing his know edge and approval of
USCl ' s conduct with respect to Probe C, and the ot her defendants
assert that their conduct was perfectly |lawful under their

under st andi ng of the applicable regul ations.

c. Additional Deceptions

In the spring of 1989, the FDA | earned that USCI had
nodi fied Probe B so as to create Probe C without filing a PVA
supplement. At the sanme tinme, the FDA canme into possession of
information that caused it to become concerned about Probe Btip
br eaks. On April 25, 1989, an FDA reviewer net with Leichter
and informed him that she was concerned whether Probe B was
sufficiently safe. Leichter denied that there were safety

concerns and failed to reveal the tip breaks that had occurred
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during the investigational use of Probe B in humans. The next
day, Prignore sent Leichter a meno conveying a "personal 'job
wel | done' with regard to your recent dealings on the Probe, and
particularly your neeting with the FDA."

The FDA | at er request ed expl anati ons for both Probe B's
failure rates and USCI's failure to file a PMA supplenent with
respect to Probe C On May 15, 1989, USCI responded to the
FDA's concerns by letter. All three defendants spent severa
hours reviewing the contents of the letter. The letter
expl ained that, following field observation and analysis of
broken catheters, it had beconme clear to USCI that Probe B's
breakage problens were attributable to "overtorque[ing] during
clinical use while the tip was restricted.” 1In other words, the
devi ce was only breaking when it was being used contrary to its
| abel warning against nore than a single revolution in either
direction. The letter also took the position that Probe B was
sufficiently safe because the device's actual breakage rate was
statistically identical to the breakage rate of Probe A observed
in clinical testing and reported to the FDA before the agency
acted favorably on the Probe A PMA application. But the letter
did not reveal that the tip of Probe B had a tendency to remain
in the patient follow ng a break. Nor did it acknow edge that,

in actual use, Probe B in fact broke 25 tines nore frequently
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than did Probe A, and that, during what defendants call the
"consuner preference testing” of Probe B, the device broke many
times more frequently than did Probe A in actual use.
Def endants contend that, wunder their understanding of the
regul ati ons and the circunstances of Probe B tip breaks, none of
the foregoing representations or om ssions was fraudul ent.

The letter also explained that, although the design
nodi fications in Probe C "substantially reduced the risk of
critical tip failure,"” these nodifications did not affect the
device's safety or effectiveness. The asserted basis for these
seem ngly contradictory assertions was a tripartite argument:
(1) the regulations only require the filing of a PMA suppl enent

when a design nodification affects the safety or effectiveness

(2) the nmodifications to Probe B inhering in Probe C only
affected (by inproving) the safety and effectiveness of the
device when it was used in a nmanner contrary to its |abeling
(i.e., when, contrary to its |abel warning, the device was
rotated nore than a single revolution in the same direction);
and (3) the nodified catheter that became Probe C thus could be
mar keted without a PMA suppl enent. This argunent presaged
def endants' trial position in the dispute about the nmeani ng of

the regulations at the core of this case.
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On June 9, 1989, the FDA ordered a recall of Probes B
and C and directed USCI to file a PMA supplenent before
mar keting Probe Cin the future. In August 1989, USClI submtted
such a suppl ement. In the supplenent, USCI asserted that the
Probe C was in fact safe and effective and cited in support of
this claimthe data gathered during its earlier investigational
use of the device in humans, along with additional follow up
data col l ected at the direction of the FDA. The PMA suppl enent
stated without limtation that Probe C had been "distributed
from March 1989 until August 1989" in order "to determ ne the
saf ety and efficacy of the device."

2. The M niprofile Line

During the conspiracy period, the Mniprofile |line was
USCl's second nost profitable |ine of catheters, ranking just
behind the Probe line in sales. At trial, the government
i ntroduced evidence tending to show that, wth defendants’
know edge and approval, USCI engaged in four courses of conduct
with respect tothe Mniprofile line that the governnment sees as
fraudulent: (1) in late 1987, USCI changed the manufacturing
| ocation for the Mniprofile line and then marketed catheters
manuf actured at the new | ocation w thout obtaining the FDA's
prior approval; (2) in 1988, USCI nodified the design of the

M niprofile, tested the nodified catheter in humans wi thout
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having secured an IDE, nmarketed the nodified version wthout
having filed a PMA supplenment, and adopted conplex inventory
sorting and | abel i ng net hods desi gned to conceal the change; (3)
in 1989, in PMA supplenments filed in connection with severa

addi ti onal changes to the Mniprofile, USCI (a) represented that
clinical testing was not necessary to evaluate the safety or
ef fectiveness of the changes at the sane tinme it allegedly was
conducting such testing, and (b) failed to reveal the 1988
design change; and (4) in August 1989, USCI filed a PMA
suppl enment crafted to "legitimze" the 1988 desi gn change. W
el aborate briefly on each of these four blocs of evidence.

a. The Change in Manufacturing Location

As previously detailed, the first catheter in the
Mniprofile line was called the "Sinplus.” Until the end of

1987, USCI manufactured the Sinplus at a plant in Billerica,

Massachusetts. In Septenber 1987, USCI acquired a factory
building in Haverhill, Massachusetts, and began preparations to
nmove its Sinplus manufacturing operations there. The nove

requi red approxi mately six weeks of work froma 25-person crew,
structural changes to the buildings, and the installation of
filters and purifiers to de-ionize the air and water. The idea

was essentially to "replicate” the Billerica Sinplus
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manuf act uri ng operations, although only some Bill erica machines
and workers were transferred to the new pl ant.

On Decenber 15, 1987, USCI filed a PMA suppl enent
requesting FDA approval to manufacture the Sinplus at its
Haverhill facility. On March 3, 1988, the FDA sent inspectors
to the Haverhill plant. After a five-day inspection, the
i nspectors identified a nunmber of problems with various pieces
of equi pnment at the new plant. On March 23, 1988, Cvinar wrote
to the FDA and prom sed to correct the problens. On June 7,
1988, the FDA approved the PMA supplenent for the Haverhill
facility, stating in a cover letter that "[y]lJou may begin
mar keting of the device manufactured at this facility upon
receipt of this letter.” But by that tinme, USCI already had

mar ket ed several t housand catheters manufactured at t he

Haverhill plant.

As noted above, the regulations for Class Il nedical
devices require the filing of a PMA suppl enment when an approved
device is manufactured at "a different facility and

establishment” and the change in |ocation affects the device's
safety or effectiveness. See 21 C.F.R § 814.39(a)(3). The
governnment takes the position that the nove fromBillerica to
Haverhill was one that affected safety or effectiveness and thus

requi red FDA approval prior to the marketing of any catheters
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assembled in Haverhill. Def endants respond that, because the
Haverhill operations were designed to replicate the Billerica
operations, the nove was "safety neutral" and the PMA suppl ement
USClI filed was in fact unnecessary. Defendants al so contest the
sufficiency of the evidence linking themwith the decision to

mar ket Haverhil |l -manufactured catheters prior to FDA approval.

b. The 1988 Desi gn Change

On May 24, 1988, the FDA approved the marketing of the
M niprofile catheter, which evolved from the Sinplus. As
approved, the Mniprofile contained three "lunens,"” which are
the tiny tubes used to inflate and deflate the ball oon.
Oiginally, USCI intended to manufacture the Mniprofile with a

"fast purge" systemthat facilitated quick elimnation of air

fromthe lumens prior to filling themwith the liquid that would
inflate the balloon. The fast purge system was patented,
however, and USCI wultimtely could not wuse it in the
M ni profile.

Following its <commercialization, the Mniprofile
devel oped a reputation for having a deflation problem There
was evi dence that the problemwas |argely traceable to end users

not preparing and purging the catheter in accordance with the
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instructions in its |labeling. But there also was evidence that

the round shape of the Mniprofile's lunens may have been a
contributing factor. In any event, the perception that the
Mniprofile had a deflation problem affected sales, and USC

began investigating the possibility of an aneliorative
nodi fi cati on.

Eventual | y, USClI deci ded that a reduction in the number
of lumens fromthree to two would positively affect Mniprofile
defl ati on issues. The conpany created a two-|umen prototype
and, after bench testing, shipped it for investigational use in
humans. USClI did not secure an IDE prior to its investigation
of the device, the objective of which (as stated in an internal
USCI docunent) was "[t]o evaluate the 2 Lunen M ni/Sinplus
catheter for inproved inflation/deflation tines; and to verify
t hat non-deflation of the balloon will not occur.”™ On Novenber
3, 1988, a USClI enpl oyee sent the Managenent Board and Breakf ast
Club a nmermorandum summarizing the results of the conpany's
testing. On Novenber 7, 1988, Cvinar informed Prignore in
witing that testing of the two-lunmen Mniprofile had been
conpleted, that the testing revealed "significantly better
inflation/deflation times with latest 2 |unmen version," and
that USCI would be changing to the two-lunmen design "post

haste.” On Novenber 17, 1988, Cvinar sent the Managenent Board
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a meno expl ai ning that the changeover to a two-|lumen M niprofile
was a "safety issue"” and linking the decision with the need to
"remain conpetitive in key market areas."

USCI did not file a PMA supplenment prior to marketing
the two-lumen Mniprofile. Mor eover, the conpany took steps
that tend to evince an intent to conceal the change from the
FDA. For exanple, Leichter would not permt USClI's vice
presi dent of marketing to i ssue a brochure with a diagramof the
nodi fi ed catheter because the diagram was "inconsistent wth
what had been submtted to the FDA . . . ." Lei chter also
rejected a subordinate’s suggestion that the |abel of the
nodi fied device reflect the decreased nunber of |unens,
explaining that "[w]e don't want it to be evident to the FDA, so
| would rather have sonething different that would not be so
obvi ous. " | nstead, USCI adopted nore conplicated inventory-
sorting and | abeling nethods. The governnment takes the now
fam liar position that the testing and marketing of the two-
lumen Mniprofile violated the Class 111 nedical device
regul ati ons because the testing was for purposes of determ ning
the nodified device's safety or effectiveness yet was perforned
without an IDE, see 21 C.F.R Part 812, and because the change
from three to two lunmens affected the device's safety or

ef fectiveness yet was inplenented without a PMA suppl ement, see
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id. 8 814.39(a). Here again, Prignore asserts evidentiary
insufficiency and all defendants contend that, wunder their
understanding of the regulations, neither an IDE nor a PMA
suppl enment was required in connection with the testing and
mar keti ng of the two-lunen M niprofile.

C. The 1989 PMA Suppl ements

Thr oughout 1989, USCI nmodified the Mniprofile by
creating versions of the device with (1) a silicone coating, (2)
a balloon bond cured by ultraviolet light, (3) Ilonger and
t hi cker balloons, and (4) a thinner shaft (the so-called "Sol 0"
nodel ) . USCI filed PMA supplenents for these nodifications,
asserting that clinical testing was not required to verify the
continued safety and effectiveness of the device. In fact,
however, USCI investigated how each of these nodels perfornmed in
humans wi t hout having secured an IDE from the FDA. The plans
for and results of these tests were documented in various
menor anda sent to Leichter and Cvinar. |In addition, with the
exception of the Sol o subm ssion (which in one section nentioned
that the device had two lunmens), the PMA supplenents for these
nodi fications did not reveal that the Mniprofile was, by 1989,
a two-lumen catheter. This apparently was not an accident.
There was evidence that Leichter directed that a draft of the

PMA suppl enent for the Mniprofile with the new ball oon sizes be
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altered to renove a passage describing the catheter as having
two | unens because "right nowit wasn't a good tinme" to nmention
the change in |ight of "what had happened with the Probe."

Def endants' response to the governnment's argunent that
this evidence suggests a conspiracy to defraud is basically the
same as that with respect to the three-to-two |unmen change.
Prignore asserts that there is insufficient evidence that he
knew or approved of these events. The other defendants do not
di sclaim the necessary know edge and approval. Rat her, they
assert that the "testing" of these nodifications w thout an |IDE
and the failure to reveal the three-to-two | umen change were not
unl awf ul given their under standi ng  of the regulatory
requi renents.

d. The "Leqgitim zing" 1989 PMA Suppl enent

I n August 1989, USCI allegedly conceived a plan to
obt ai n post hoc FDA approval of the two-lumen Mniprofile. The
conpany decided to file a PMA supplenent for a new catheter in
the Mniprofile line called the "Solo Sr." The suppl enent would
di scl ose and seek approval for the three-to-two | unen change as
if it were not already a done deed. As explained in a
menor andum sunmari zi ng an August 30, 1989 Regul atory Affairs
Meeting attended by Leichter and Prignore, USCI woul d

l egitim ze' the changes [it] ha[d] already made (3 lumen to 2
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)" by submtting a PMA supplenent "within a nonth."
Leichter told a subordinate that the Solo Sr. PMA suppl enent was
designed as a "cleanup" filing to secure FDA approval of a
product already being shipped. As noted previously, the PMA
suppl enment submtted for the Solo Sr. was eventually w t hdrawn.

During the |late sumer of 1989, Leichter wal ked into
a Managenent Board neeting carrying a group of files on the
M niprofile Iine and announced that the files were problematic
and "not clean.” W IIliamLongfield, the Chief Operating Oficer
of Bard, replied by asking whether the records could be
"purged.” In response, Cvinar halted the neeting and sent the
participants out of the room After a break, the neeting
resumed and the subject of purging the files did not arise
agai n.

Despite his presence at the neeting where it was
deci ded that USCI would attenpt to “legitimze” already-nmade
changes to the Mniprofile, Prignore again argues that there is
insufficient evidence to prove that he knew of or condoned
USCl's actions with respect to the Solo Sr. The ot her
def endants contend that the Solo Sr. was not in fact the then-
extant Mniprofile, pointing to evidence that the device was to
have a bl ood-pressure nonitoring capability not then present in

the Mniprofile. 1In other words, defendants take the position
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that the Solo Sr. PMA suppl ement was not fraudulently filed in
an attenpt to legitimze already mde changes to the
M niprofile; rather, it was filed "in order to seek approval of
changes and features other than the nunber of [|unmens.”
Def endants additionally contend that the Solo Sr. PMA suppl enent
was filed at the direction and under the supervision of David
Thomas, USClI's Vice President of Regulatory Affairs and an
i mmuni zed government w tness.

C. Rel evant Procedural History

As i ndicated above, the primry defense thene at tri al
was that, under defendants' understanding of the applicable
statutory and regul atory requirenents, the testing and marketing
efforts at the root of the charged conspiracy were not
fraudulent. This theme had two conponents pressed by defendants
inthe alternative: (1) defendants' understandi ng of the |egal
requi rements was correct; or (2) defendants' understanding of
the legal requirenents, even if incorrect, was objectively
reasonabl e and therefore foreclosed a fraud prosecuti on based on

a stricter reading of the |aw. See, e.qg., United States wv.

Rowe, 144 F.3d 15, 21-23 (1st Cir. 1998) (applying the rule
that, in a fraud prosecution prem sed on an all eged viol ati on of
anmbi guous positive |aw, the defendant is entitled to have his

cul pability assessed against the interpretation of the | aw that
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nost tends to rebut the charge of intentional deceit so | ong as
the interpretation is objectively reasonable).

Al t hough defendants took a number of different | egal
positions based on the specific |anguage of the pertinent
regul ati ons, the foundation supporting their primary defense
theme tracked USCl's earlier argunment, set forth in the May 15,
1989 letter to the FDA, that a Class |1l nedical device
manuf acturer is only required to file a PMA suppl enent when it

nodi fi es an approved device and the nodification affects the

device's safety or effectiveness when the device is used in

accordance with its "intended conditions of use" - i.e., the

conditions of wuse prescribed in the |abeling. Thus, the
argument ran, nodifications affecting the device's safety or
effectiveness only during "unlabeled,” and thus unintended,
conditions of use, such as overrotation with respect to the
Probe line and i nproper preparation and purging with respect to
the Mniprofile line, did not affect the device's safety or

effectiveness within the neaning of the applicable regul ations.

| n support of their argunment, defendants relied heavily
upon 21 U.S.C. 8 360c(a)(2) and 21 C.F.R 8§ 860.7, which by
their terns define for the FDA when a device is to be regarded

as safe and effective. These provisions combine to suggest that

- 33-



the safety and effectiveness of a device are to be determ ned

by, inter alia, weighing its benefits to health against the

probable risks from use of the device for its intended
conditions of use. See id. In a nutshell, defendants' position
was that, if the FDA determines a device's safety and
effectiveness within the context of the device's intended
conditions of use, it was at | east reasonable for themto assune
t hat nodi fications which affect a device's safety or
effectiveness only during unintended conditions of use do not
affect "safety" or "effectiveness" wthin the meaning the

applicable | aw. !

1As to the claimthat the clinical testing described above
violated 21 C F. R Part 812 because it was done w thout an I|IDE
"to determine [the] safety and effectiveness" of the various
device nodifications, 8 812.2(a), defendants in part relied on
a derivative of their argunent responding to the government's
claims of illegal marketing. Wth respect to nodifications for
whi ch, in defendants' view, no PMA supplenment was required
def endants reasonably understood that an IDE also was not
required because an IDE is nothing nore than an "exenption
permt[ting] a device that otherw se would be required . . . to
have premar ket approval to be shipped lawfully," id. 8§ 812.1(a).
Wth respect to the preapproval testing conducted on nodified
devices for which a PMA supplenent admttedly was required
(e.g., Probe B), defendants asserted that they regarded the
testing to be consuner preference testing exenpted fromthe | DE
requi rements by 8§ 812.2(c)(4).

In their subm ssions to this court, defendants al so hint at
an al |l -enconpassi ng argunent that they reasonably did not regard
any of the allegedly unlawful clinical "testing" charged by the
governnment to violate Part 812. According to this argunent, as
we understand it, defendants reasonably read Part 812 as nerely
prescribing the protocols for the gathering of the "valid
scientific evidence" upon which the FDA will assess the safety
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The government did not agree with defendants' asserted
understanding of the crucial statutory and regulatory
provi sions, or with defendants' alternative argument that, even
if not <correct, defendants' understanding was objectively
reasonabl e and therefore the appropriate benchnmark agai nst whi ch
crimnal liability should be judged. Rat her, the government
took the position that any nodification known by the
manufacturer to affect the safety or effectiveness of an
approved Class 11l device — even a nodification only affecting
safety or effectiveness during unlabeled and warned-agai nst
conditions of use — triggers the obligation to file a PMA
suppl ement. The governnment supported this so-called "plain" or
"dictionary" neaning of the phrase "affecting the safety or
ef fecti veness of the device" in 21 CF. R § 814.39(a) with the

testimony of two FDA experts and a Bard executive, all of whom

and effectiveness of new and nodified devices pursuant to 8§

860.7(d) (1) and (e)(1). The testing at issue in this case was
not for purposes of gathering this type of "valid scientific
evidence"; it was nore in the way of informal feedback gathered

on the front lines by USClI sal es representatives and passed back
to corporate headquarters. Thus, the argunment concl udes, while
the prior shipnment of the catheters in question m ght have
violated 8 814.39(a), their actual wuse in humns did not
i ndependently violate Part 812.

What ever nerits this alternative argunment m ght have, we
disregard it for present purposes because defendants did not
sufficiently devel op and preserve it as a defense theory in the
district court. See United States v. Zannino, 895 F.2d 1, 17
(1st Cir. 1990).
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shared with the jury their understandings of the crucial Class
11 nedical device regulations. Al t hough the experts gave
testinmony that generally tended to support the governnent's
case, defendants were able to elicit on cross-exam nation of the
FDA witnesses that a manufacturer attenpting to divine the
meani ng of the phrase "affecting the safety or effectiveness of
t he device" reasonably m ght cross-reference § 860.7, and that
this regulation does indeed circunscribe the concepts of
"safety" and "effectiveness” in ternms of "intended

condi tions of use."

Consi stent with their position on the nmeaning of the
phrase "affecting the safety or effectiveness of the device,"
def endants requested that the district court instruct the jury
to construe the phrase in the light cast by 21 C.F.R § 860.7.
Accordi ngly, defendants asked the court to quote § 860.7(d) (1)
and (e)(1) verbatim and to instruct the jury to "seek the

definition[s] of 'safe' and 'effective in these provisions.
Def endants further asked that the court instruct the jury "to
determine the safety and effectiveness of a device or of a
change to a device, not under any conditions of use, but in
i ght of the conditions of use, directions for use, and warni ngs

agai nst unsafe use contained in the manufacturer's | abeling for

that device." Finally, defendants asked the court to instruct
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the jury that "the defendants' interpretation of the standard
they were to use in determning safety and effectiveness was
reasonabl e. "

The government, by contrast, opposed defendants’
attenpt to link 21 CF. R 8 860.7 to the phrase "affecting the
safety or effectiveness of the device" in § 814.39(a). The
government argued that 8 860.7 is intended only to gui de the EDA
as to whether a device is safe and/or effective;, it is not
intended to advise the manufacturers of Class |1l nedical
devices in connection wth their PMA supplenment filing
obl i gati ons. Accordingly, the governnent asked that, in
instructing the jury, the district court (1) sinply quote the

rel evant portions of & 814.39 (but not & 860.7); (2) define the

terms "safety" and "effectiveness" according to "their plain

ordi nary nmeaning," - i.e., "freedom from danger or risks" and
"having a definite or desired effect,” respectively; and (3)
state that there is no exenption from the relevant filing

requi renments "based upon a m suse of the device by users of the
device," and that "a PMA supplenent nust be filed . . . for a
change that affects safety and efficacy regardl ess of the reason
for the change" — i.e., even if the change affects safety or
effectiveness of the device only in the event of unlabel ed or

war ned- agai nst conditions of use.
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The district court did not adopt either approach.
I nstead, the court advised counsel on the day before closing
arguments that, although it would permt defendants and the
governnment to argue to the jury their respective interpretations
of the applicable Class 111 nmedical device statute and
regul ations, it would only instruct on conspiracy to defraud.
The court thus would not instruct on either the neaning of the
underlying statute and regulations or objectively reasonable
interpretations thereof.

Accordi ngly, counsel for Leichter and Cvinar stressed
in their closing argunents that, as the relevant statute and
regul ati ons were reasonably understood by their clients, a
nodi fication to an approved Class |1l nedical device affected
the device's safety or effectiveness (and triggered the PMA
supplenment filing requirenent) only when the nodification
i npacted safety or effectiveness during the device's intended
condi tions of use. Counsel for Leichter and Cvinar also
enphasi zed that the intended conditions of use were to be found
in the device's |l abeling instructions and warnings. Counsel for
Prigmore primarily focused on whether there was sufficient
evidence totie his client to the conspiracy, but also joined in
Leichter and Cvinar's legal argunments to the district court.

The governnent, for its part, prom nently argued that "safety"
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and "effectiveness" should be given their plain or dictionary
meani ngs, and that nodi fications affecting safety or
ef fectiveness during unlabeled or warned-against uses were
subject to the regulatory filing requirenents. The government
al so suggested that 21 CF. R 8 860.7 is intended only to guide
the FDA in making its safety and effectiveness assessnents, and
has no bearing on a manufacturer's obligation to file a PMA
suppl enment .

Subsequently, as prom sed, the district court declined
to instruct the jury on the neaning of the statute and
regul ati ons. Rat her, the court instructed on the elenents of
conspiracy to defraud, and specified that defendants were
accused of conspiring to defraud the FDA in three respects: (1)
"know ngly and willfully, and with an intent to defraud, failing
to submt applications for product approval and testing [to] the
FDA, which allegedly they were required to submt"; (2)
"concealing or failing to report material facts which allegedly
they were required to report”; and (3) "making fal se statenents
in docunents that they submtted to the FDA. "

The district court also gave detailed state-of-mnd
instructions, enphasizing that the governnment was required to
prove beyond a reasonabl e doubt that defendants had know edge of

their legal duties (on this point, the court sinply provided the
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jury with copies of the applicable Class Il nmedical device
statutory and regul atory provi si ons); t hat def endant s
specifically intended to agree to violate these duties and thus
defraud the FDA; and that defendants "did not act in good faith
or by mstake, accident, or neglect." Def endants tinely
objected to the court's refusal to instruct that the terns
"safety" and "effectiveness" in the provisions spelling out
def endants' |egal duties nust be understood as described and
confined by 21 C.F. R 8§ 860.7 and, alternatively, to the court's
refusal to instruct that defendants' interpretation of the
regul atory requirenents was at the very | east reasonable. On
the sixth day of 1its deliberations, the jury convicted

def endants. These appeals eventually ensued.
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1.

As we stated at the outset, defendants raise a nunber
of issues. All three defendants press various argunments that
t he underlyi ng convictions should be reversed and the conspiracy
charge disnissed. All three defendants al so assert a nunber of
al ternative argunents that their convictions should be vacated
and the matter remanded for further proceedings. Pri gnore
additionally contends, again in the alternative, that his
sentence was unl awf ul . In the end, we are not persuaded by
def endants' argunents for reversal and dism ssal. Yet we are
convinced that the convictions should be vacated and the case
remanded for further proceedings. To sinplify our analysis, we
shall begin by explaining why vacatur is warranted and then
proceed to explain why reversal and dism ssal is not. W do not
reach the merits of any argunents for vacatur beyond the one we
regard as dispositive because, in any retrial, the issues giving
rise to these other argunents are either not likely to arise
again or likely to arise in mterially different contexts. For
the same reason, we do not address the nmerits of Prignore's
sent enci ng chal | enge.

A. The Di spositive |ssue

Def endants contend, inter alia, that the district court

commtted reversible error inrefusing to instruct the jury that
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def endants' asserted understandi ng of when a change should be
regarded as "affecting the safety or effectiveness" of a Class
11 medical device, and thus trigger the PMA supplenent filing
requi rement, was at |east reasonable and therefore the neasure
agai nst which defendants' <crimnal culpability should be
assessed. In defendants' view, the trial record and the logic
of the rule we applied in Rowe, see 144 F.3d at 21-23, entitled
them to such an instruction as a matter of |aw We do not
believe that the court was obliged to discuss the concept of
reasonabl eness inits instructions; an instruction that the jury
should simply apply a definition of the applicable phrase
informed by the limtations of 21 CF. R 8 860.7 and tailored to
the evidence in this case would have covered the point just as
wel I . Nonet heless, on the facts of this case, we agree that the
court erred in not instructing the jury to detern ne defendants'
guilt against the backdrop of such a definition.

We begin by acknow edging that the district court has
consi derable discretion in how it fornulates, structures, and

words its jury instructions. See, e.qg., United States .

Whodward, 149 F.3d 46, 68 n.14 (1st Cir. 1998). Moreover, the
court often acts within its discretion in refusing to el aborate
t he meani ng of even an inportant |egal termor phrase that falls

short of being self-explanatory. | ndeed, we have recognized

-42-



that, in sone instances, attenpts to clarify i nherently nebul ous

concepts can do nore harm than good. Ci. United States .

Anduj ar, 49 F. 3d 16, 23 (1st Cir. 1995) (expl aining our repeated
war ni ngs that district courts within this circuit should avoid
defining the phrase "reasonable doubt™ in their jury
i nstructions). The applicable standard, informed in part by
these principles, is that a court's refusal to give a requested
instruction is reversible error only if the requested
instruction was (1) substantively correct; (2) not substantially
covered elsewhere in the charge; and (3) concerned a
sufficiently inmportant point that the failure to give it
seriously inpaired the defendant's ability to present his or her

defense. See, e.d., United States v. Rose, 104 F.3d 1408, 1416

(st Cir. 1997). In our view, this is the relatively rare case
where all three of these requirenents are net.

As an initial matter, defendants are plainly correct
in asserting that, under settled circuit law, they were entitled
to have their intent assessed in the light of the interpretation
of the underlying filing requirements that is nost congenial to
their case theory and yet also objectively reasonable. See
Rowe, 144 F.3d at 21-23 (bankruptcy fraud case) (applying this
principle to hold that an allegedly false statenment was not

fraudul ent because it was not in fact false under an objectively
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reasonable interpretation of the underlying disclosure

requirement); United States v. Magliaccio, 34 F.3d 1517, 1525

(10th Cir. 1994) (applying the rule in a mail fraud

prosecution); cf. United States v. Bradstreet, 135 F.3d 46, 52

(1st Cir. 1998) (securities fraud case) (endorsing such a rule

in dicta). This rule, rooted in the due process-based "fair

war ni ng requirenment,"” see United States v. Lanier, 520 U S. 259,

265-67 (1997), recognizes that, in a prosecution based on the
t heory that a defendant has defrauded the governnent by naking
false statenents in information defendant was duty-bound to
di vul ge to the governnment (or by failing to divulge information
def endant was duty-bound to divulge), there has been no crinme if
the statements were not false (or if there was no duty to
di vul ge) under an objectively reasonable interpretation of the
| aw inposing the duty. See Rowe, 144 F.3d at 21. The
government does not take issue with this general principle; in

fact, it makes no nmention at all of Rowe or Bradstreet despite

def endants' significant reliance on them

W also think it apparent that, if the evidence at
trial gives rise to a genuine and material dispute as to the
reasonabl eness of a defendant's asserted understanding of
applicable law, the judge, and not the jury, nust resolve the

di spute. See United States v. Cheek, 498 U S. 192, 203 (1991)
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(tax fraud case) (observing that the objective reasonabl eness of
defendant's view of the law is a |legal question); Rowe, 144
F.3d at 21-23 (treating the reasonabl eness question raised in
that case as a matter of law).? On this general point, the
governnment's agreenent is explicit.

| ndeed, despite its position at trial, the governnent
no | onger affirmatively takes i ssue with the general proposition
that it was reasonable for defendants to have regarded the
definition of the phrase "affecting the safety or effectiveness

of the device" in 21 C.F.R 8 814.39(a) as properly informed by

°To be sure, a reasonableness deternm nation sonetines
requires prelimnary resolution of underlying factual disputes,
and the court alnost certainly acts within its rights in asking
the jury to resol ve these disputes. Cf. Bradstreet, 135 F. 3d at
50-52 (suggesting in dicta that, had there been a genuine
di spute as to which of several "revenue recognition policies"
def endant had been "booki ng" revenue under, and had an all egedly
fraudul ent booking of revenue been appropriate under an
obj ectively reasonable interpretation of one such policy, then
t he court woul d have been obliged to instruct the jury to assess
cul pability in the light of that reasonable interpretation so
long as it first found defendant to have been using that policy
in booking the revenue in question); St. Hilaire v. City of
Laconia, 71 F.3d 20, 24 n.1 (1st Cir. 1995) (civil rights
damages action) (observing in a discussion of the qualified
immunity defense and its "objective reasonabl eness" criterion
that it is an open question whether the judge may decide
underlying factual disputes bearing on reasonabl eness or nust
ask the jury to resolve such disputes). But as a | egal
question, the reasonabl eness of defendants' wunderstanding is
ultimately a question for the judge. See N eves-Villanueva v.
Soto-Ri vera, 133 F.3d 92, 99 (1st Cir. 1997) (noting that, in
our | egal system purely | egal questions are exclusively wthin
t he domain of the judge).
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the context-providing qualifications set forth in § 860.7.
Al t hough at oral argunment the governnent declined to di savow t he
"plain meaning" or "dictionary" definitions of the terns
"safety" and "effectiveness"” that it pressed at trial and inits
cl osing argunents, the government makes no real effort to defend
those definitions in its brief to this court. Perhaps this is
because the Suprenme Court recently recognized that "virtually
every drug or device poses dangers under certain conditions,"”

FDA v. Brown & Wlliamson Tobacco Corp., 120 S. Ct. 1291, 1305

(2000), and repeatedly enphasi zed that a drug or device is safe
within the nmeaning of the FDCA when, in connection with its

i nt ended uses and conditi ons of use, see generally id. at 1301-

06, its "therapeutic benefits outweigh the risk of harm" id. at
1305. Perhaps this is because, on cross-exam nation, the FDA
experts who testified concerning the meaning of the applicable
regul ati ons conceded that it was reasonable to refer to the
phrase "intended . . . conditions of use" in § 860.7(d)(1) and
(e)(1) in ascertaining the neaning of the phrase "affecting the

safety or effectiveness of the device" in 8§ 814.39(a).3® Perhaps

5In referring to the experts' testinony regarding the
meani ng of the applicable | aws, we do not wi sh to be understood
as nmore generally endorsing the use of expert testinony on | egal

meani ng. Nei ther side contests the appropriateness of the
expert testinmony that took place in this case, so we do not
address its adm ssibility. W feel it inportant to note,

however, that expert testinony proffered solely to establish the
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t he governnent has sinply changed its position because it now
agrees with defendants' argunent that ternms and phrases repeated
t hroughout a given |aw generally carry the same neaning. See,

e.d., United States v. Ni ppon Paper |Indus. Co.., Ltd., 109 F. 3d

1, 4-5 (1st Cir. 1997). In any event, to the extent that the
government may have tacitly conceded the general point, we
regard the concession as proper. For the reasons just stated,
and regardless how the phrase "affecting the safety or
effecti veness of the device" in 8§ 814.39(a) ultimtely ought to
be understood, it was objectively reasonable for defendants to
regard the phrase as definitionally <circunscribed by the
"intended . . . conditions of use" qualification found in, anong
ot her places, § 860.7(d)(1) and (e)(1).

That said, the government does not concede that the
district court conmtted reversible error in declining to give
the instruction defendants requested. Put in the |anguage of
the three-part test under which we reviewthe court's refusal to

instruct, see Rose, 104 F. 3d at 1416, the governnent's argunent,

meaning of a law is presunptively inproper. See Nieves-
Villanueva v. Soto-Rivera, 133 F. 3d at 99-101; see also Benjamn
J. Vernia, Annotation, Admssibility of Expert Testinony
Regar di ng Questions of Donestic Law, 66 A L.R 5th 135 (1999)
(detailing how, despite the inroads courts have made into the
rul e against expert testinmony on questions of |aw, such
testinmony is still usually excluded).
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in essence, is that there has been no error because the
instruction defendants requested was neither substantively
correct nor concerned a sufficiently inportant point that the
court's failure to give it seriously inpaired defendants'
ability to present their defense, see id.* W disagree.

As to the first Rose factor, substantive correctness,
t he governnent points out that defendants requested that the
court instruct the jury not only that it should Iink the phrase
"affecting the safety or effectiveness of the device" in 21
C.F.R 8 814.39(a) with the phrase "intended . . . conditions of
use" in 8 860.7(d)(1) and (e)(1), but that it also should
understand "intended . . . conditions of use" in terns of the
device's labeling. Such a definition was too narrow, according
to the governnent, because there was evidence that, with respect
to Probe B, defendants knew of and acquiesced in USCl's on-the-
side pronotion of the overrotation against which the device's
| abel warned. As the governnment sees it, all actual conditions
of use that the manufacturer intends or even knows of are

rel evant to t he safety-or-effectiveness i nquiry, and

nodi fications affecting a device's safety or effectiveness

4't is undisputed that the instruction defendants requested
was not substantially covered elsewhere in the charge. See
Rose, 104 F.3d at 1416. Thus, we address only the first and
third prongs of the Rose standard.
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during such conditions of use trigger the PVA supplenent-filing
requirenments even if they are specifically warned agai nst on the
| abel . In making this argunent, the government points out that
8§ 860.7(b)(2) specifies that "[t]he conditions of use for [a]
device[] includ[e] conditions of use prescribed, recommended, or

suggested in the |abeling or advertising of the device, and

ot her intended conditions of use." (enphasis supplied).?®

G venthe explicit references tointentionin?2l1 C F.R
8§ 860.7(d)(1) and (e)(1), and in the absence of sonme clarifying
regulatory or judicial gloss to support the governnment's

position, see Lanier, 520 U S. at 266 (recognizing that

"uncertain” | aws can be clarified by authoritative

construction), we are not persuaded that a crimnal fraud

The governnent al so draws support for this argunent from21
C.F.R. 8 801.4, which was neither the subject of trial argunent
nor given to the jury. 1In relevant part, 8 801.4 states:

The words "intended uses" or words of simlar
import in [three regulations not relevant to this
case] refer to the objective intent of the persons
|l egally responsible for the | abeling of devices. The
intent is determ ned by such persons' expressions or
may be shown by the circunstances surrounding the
distribution of the article. The objective intent
may, for exanple, be shown by Ilabeling clains,
advertising matter, or oral or witten statenents by

such persons or their representatives. It may be
shown by the circunstances that the article is, with
t he know edge of such per sons or their

representatives, offered and used for a purpose for
which it is neither |abeled nor advertised .
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prosecution can be prem sed upon a failure to file a PMA
suppl ement in connection with a nodification to an approved
device that affects the device's safety or effectiveness only
with respect to a sincerely unintended and warned-against,
al beit known, condition of wuse.® Yet we think that the
regul atory text does accommpdate the governnment's argunent that
a manuf acturer nust take i nto account unl abel ed, though pronoted
(and thus “intended”), conditions of use in determ ning whet her
a nodification affects safety or effectiveness. Moreover, given
the evidence of USCI's pronotion of Probe B overrotation, such
a jury instruction mght well be necessary at any retrial if
there is sufficient evidence that defendants knew of or

acqui esced to such pronotion.

®We of course recognize that, if a nodification nakes an
approved device more dangerous in the event of a condition of
use that sometimes occurs despite the manufacturer's best
efforts to prevent it, there nmay be sound policy reasons for
requiring the manufacturer to file a PMA suppl enent. But we are
concerned here not with the nost socially useful interpretation
of the relevant regul ations; we are concerned with whet her those
regul ations gave fair warning that a failure to file a PMA
suppl enment in such a circunstance is a felony under federal |aw.
See Lanier, 520 U S. at 265-67. Because the npst relevant
regul ati on defines device safety in terns of "intended . . .
conditions of use," 8 860(d) (1) (enphasis supplied), and because
there has been no authoritative judicial or regulatory
pronouncenent clarifying that a sincerely warned-agai nst but
known condition of use should be regarded as "intended," see
Lanier, 520 U.S. at 266, we reject the governnent's argunent on
this narrow point.
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But under the circunstances of this case, we do not
think it appropriate to hold that the defendants' reference to
| abeling in their requested instruction effectively waived their
right to an instruction that, for purposes of this prosecution,

the "intended . . . conditions of wuse" qualification in 21
C.F.R 8860.7(d)(1) and (e)(1) limts the nmeani ng of the phrase
"affecting safety or effectiveness"” in 8 814.39(a). Although
def endants' proposed instruction did request that the jury be
instructed in terns of labeling, it nore generally requested
(over the governnent's objection) that the jury be instructed in

t he specific | anguage of 8 860.7(d)(1) and (e)(1), both of which

state broadly, w thout specific reference to |abeling, that

"intended . . . conditions of use" are relevant to safety and
effectiveness determ nations. In other words, but for a
proposed refinement suggesting that the |abel instructions

reveal the manufacturer’s intended conditions of use (as in nost
cases they woul d), defendants' request was sufficiently close to
the mark. Moreover, and nore to the point, we think it evident
that the governnent's pronotion at trial of an overly broad (at
| east for purposes of assessing crimnal liability) definition
of the relevant statutory and regulatory ternms had as rmuch, if
not nore, to do with this issue not energing in sharp relief as

did any |apse on defendants' part. Def endants' requested
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instruction was thus adequate to preserve the issue. Cf. United

States v. Sanborn, 563 F.2d 488, 490-91 (1st Cir. 1977)
(vacating a conviction on the basis of a rule of law slightly
different, and | ess defendant-friendly, than that sought by the
def endant in his requested instruction).

As to the third Rose factor, whether the requested
instruction concerned a sufficiently inportant point that the
district court's failure to give it seriously inpaired
def endants' ability to present their defense, the governnment
appears to nake two argunents. First, the governnment makes a
hal fhearted claim that the court's good-faith instructions
"adequately articul ated” the no-nens-rea defense theory and t hus
rendered uni nportant the court's failure to define the disputed
underlying regulatory requirenents. See Gov't Br. at 111. W
di sagr ee. While the court's good-faith instructions were
conprehensive, articul ate, and beyond reproach insofar as they
general ly described the concept of good faith, the jury's good-
faith finding may well have been affected by its view of what
the wunderlying |aw required. The trial evidence, closing
argunments, and the jury instructions mght well have |left the
jury with an erroneous belief that manufacturers face crim nal
liability for failing to file a PMA suppl enent when they nake a

nodi fication to an approved device that has an effect only
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during a sincerely unintended and specifically warned-against
condition of use. This erroneous belief, in turn, mght wel

have been the basis upon which the jury rejected the good-faith
def ense. The good-faith instruction thus did not undo the harm
caused by the court’s failure to give the requested instruction

in and of itself. See M gliaccio, 34 F.3d at 1525.

Second, the government in substance contends that, even
if erroneous, the district court's failure to define the
underlying regulatory terns was uninportant because it was
harm ess beyond a reasonabl e doubt within the nmeaning of Neder

v. United States, 527 U. S. 1, 16-20 (1999) (hol ding harm ess the

trial court's erroneous failure to instruct the jury to
determine whether a failure to report taxable income was
"material" where the failure to report involved over $5 m | li on,
the evidence regarding the failure to report was not
controverted, and defendant did not argue to the jury that his
failure to report was immterial). The governnment suggests
that, as in Neder, it is here "clear beyond a reasonabl e doubt
that a rational jury would have found" defendants guilty even if

properly instructed. 1d. at 18 (enphasis supplied).’

I'n arguing that any error here was harnl ess “beyond a
reasonabl e doubt,” the governnent appears to take the position
that instructional error of the type we have identified is
constitutional in dinmension. See Chapman v. California, 386
u. S. 18, 24 (1967) (holding that, “before a federa
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| ndeed, in the governnent's view, "[t]his case
presents a stronger candidate for a finding of harmn essness”
than did Neder because the legal error in Neder affected the
jury's consideration wth respect to all of defendant's
allegedly illegal acts. Gov't Br. at 80. |In contrast to Neder,
t he governnment asserts, the error in this case only affected the
jury's deliberations with respect to those acts pertaining to
the failure to obtain a PVA suppl enent; the error did not affect
the jury's consideration of the evidence of the testing
vi ol ati ons, the evidence that defendants failed to disclose the
three-to-two |lunen change in the 1989 Mniprofile PMA

suppl enments, the evidence regarding deceptive intentions with

respect to the filing of the Solo Sr. PMA supplenment, the

constitutional error can be held harm ess, the court nust be
able to declare a belief that it was harmess beyond a
reasonabl e doubt”). One nenber of the panel, however, believes
that the error likely was not constitutional, and that the
applicable harm ess-error standard therefore cones from
Kott eakos . United States, 328 U. S. 750, 776 (1946)
(interpreting the predecessor to the federal harm ess-error
statute, 28 U.S.C. 8 2111, to require reversal only when the
error “had substantial and injurious effect or influence in
determning the jury's verdict”). See Brecht v. Abrahanson, 507
US 619, 630-32 (1993) (noting that the Chapman standard
applies to direct review of constitutional errors and that the
Kott eakos standard applies to direct review of non-

constitutional errors). Because the panel unani nously agrees
that the error we discern cannot be said to be harm ess under
either test, we do not decide which test applies or,

concomtantly, whether the error deprived defendants of a
constitutional right.
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evidence of USCl's failure to report nodifications in mandatory
foll owup reports, or the evidence of other assorted deceit and
trickery (e.g., pronoting Probe B contrary to its | abel warnings
and adopting conplicated i nventory and | abel i ng net hods desi gned
to conceal device nodifications from the FDA). And, the
argunment concl udes, the evidence with respect to these matters
was "overwhelmng." |d.

In our view, the evidence of guilt in this case is
quite substantial; certainly, it is nore than sufficient to
permt aretrial on a properly fornmul ated theory that defendants
conspired to defraud the FDA with respect to its oversight and
regul ati on of nedi cal devices. W do not believe, however, that
the evidence is so one-sided as to render harmess the
underlying instructional error we have identified. Unlike the
governnment, we do not see this as a case, |ike Neder, where it
is far-fetched to conclude that a properly instructed jury m ght
have returned different verdicts than those returned. I n
expl ai ning, we follow the government's |ead and focus upon the
nature and weight of the evidence asserted to have been
unaffected by the instructional defect.

The government first asserts that the trial evidence
showed conclusively that defendants tested their device

nodi fications for the purpose of determning safety and
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ef fectiveness with respect to intended conditions of use and in
such a way as to put patients at prohibited risks. I n
responding to this argunent, we |limt ourselves to the factual
nature of the evidence presented and put to the side defendants’
| egal argunment that, because an IDE is an exenption permtting
the clinical testing of unapproved devices that otherw se could
not lawfully be shipped w thout premarket approval, the
| awf ul ness of nost of the testing at issue in this case turns in
the first place on whether the nodification at i ssue was subj ect
to the PMA suppl enent requirenment. See supra note 1.

As to the nature of the testing evidence, we think
that, while the factual inference the governnent would have us
draw surely would be perm ssible on the present record, see,

e.g., supra at 13, 20, 23-24 (summarizing docunentary evi dence

suggesting that the testing was for purposes of evaluating
saf ety and/or efficacy during intended conditions of use), it is
not the only rational inference. Unlike Neder, the governnment's
evidence as to the purpose of the testing was contested by
def endants; as we have stated, defendants i ntroduced testi noni al
evidence that the purposes of this testing were to detern ne
whet her the nodifications were aneliorating safety concerns
during uni ntended condi ti ons of use and/or to establish consuner

preferences within the meaning of 21 C.F.R 8 812(c)(4). See

-56-



supra at 13-14. G ven Neder's repeated enphasis on the
"uncontested"” nature of the evidence of materiality in that
case, see 527 U.S. at 15, 17, 17 n.2, & 19, the contested nature
of the testing evidence in this case mght well suffice to

di stingui sh it from Neder in and of itself.

In any event, while the government's evidence of the
pur pose behind the testing was strong, the conpeting evidence
was not inherently incredible. That effectively ends the
matter. As an appellate court, we are not equi pped to make the
credibility determ nations that nust be made i n choosi ng bet ween
t hese cl ashing bl ocs of evidence, each of which is sufficient to
render rational a finding in favor of its proponent. See Neder,
527 U.S. at 19. W also are mndful that, 1in denying
def endants' notions for judgnents of acquittal, the trial court
t hought it a very "close" call whether the notions should be
granted, and that, in overruling defendants’ objections to its
failure to give the requested safety-and-efficacy instruction,
the court opined that instructing the jury as the defendants
requested would be tantamount to directing a verdict for them
In sum we do not regard the government's evidence of the

purpose of the testing, alone or conmbination with the other
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evi dence di scussed below, to be of such a nature as to render
the court's instructional error harnl ess.

Qur analysis with respect to the other evidence
menti oned by the governnment in support of its harm ess-error
argument follows a simlar path. As we have observed,
def endants explained the failure to file a PVMA supplenment with
respect to the three-to-two [ unen change in the Mniprofile with
evi dence and argunment that a filing was unnecessary because the
change was designed to aneliorate safety issues caused by
uni nt ended preparation and purging techni ques by end users. See
supra at 23. The evidence on this point was not inherently
i ncredi bl e. If a correctly instructed jury were to have
accepted this evidence and line of defense (as it m ght have),
we think it mght well al so have regarded the subsequent failure
to report the three-to-two |umen change in the 1989 Mniprofile
PMA suppl enents as inconsequential. So too with the Solo Sr.
we think it possible that the jury mght have accepted
def endants' supported and argued contention that USCI filed the
Solo Sr. PMA supplenment in order to seek approval of changes
other than those pertaining to lunmen nunber and/or at the
direction and under the supervision of David Thomas, and not

def endant s.
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Finally, with respect to the evidence of failure to
submt followup reports and the evidence of other assorted
deceptions and trickery, it suffices to note that such evi dence
was either largely tangential to the primary trial themes or not
particul arly probative of any of the principal fraud theories as
to which the jury was instructed. See supra at 34. As we have
expl ai ned, instructional error and the absence of one-sided and
overwhel m ng evidence of guilt conbine to prevent us from
affirm ng defendants' convictions on the basis of the primary
crimnal liability theories advanced at trial: fraudulent
mar keti ng and fraudul ent testing. Mor eover, the experienced
trial judge who presided over the case stated on the record that
he was not sure he was correct in even sending the case to the
jury. Gven this state of affairs, it would be inproper to
af firmdefendants' convictions on the basis of evidence that, on
the whole, played a supporting rather than a starring role at
trial.

B. O her | ssues

As noted, defendants press various argunents for
reversal and dismssal of the conspiracy charge. These
arguments do not nerit extended di scussion.

First, all three defendants argued in their initial

briefs that the regul ati ons under which they were prosecuted did
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not give fair warning of the "dictionary" or "plain |anguage"
interpretation that the governnent relied upon in pressing this
prosecution. Then, when defendants perceived in the
governnment's brief a shift in position towards (if not all the
way to) the interpretation of the regul ations they have advanced
all along (and we herein confirmas objectively reasonable), all
three defendants suggested in their reply briefs that the
conspiracy charge should be dism ssed outright because the
government's "switch . . . confirms t he

unconstitutionality of this prosecution.” Defendants do not,
however, place this argument within the context of a recognized
| egal theory; nor do they cite authority which supports the
drastic renmedy they seek. W therefore reject the argunent as

insufficiently el aborated. See Zannino, 895 F.2d at 17.

Second, defendants Cvinar and Prignore contend that
they are entitled to dism ssal of the conspiracy charge because
the FDA did not provide themw th notice and an opportunity to
present to the FDA their "views" as to the events underlying
this case prior to reporting their alleged violations of the
FDCA to a United States Attorney for prosecution. 21 U S.C. 8§
335. But even assum ng that Cvinar and Prignore were entitled
to such notice and opportunity, the Suprene Court has made it

clear that they are not entitled to dismssal of the
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prosecution. See United States v. Dotterweich, 320 U S. 277,
279 (1943).

Third, and finally, Prignore asserts that there was
insufficient evidence to link himto the conspiracy charged and
thus to sustain his conviction. Frankly, in review ng those
portions of the record the government points to in response to
Prignore's sufficiency argument, we are not particularly
i mpressed by the strength of the case against him Nonet hel ess,
m ndful that "in a crimnal conspiracy, culpability nmay be
constant even though responsibilities are divided," United
States v. Sepulveda, 15 F.3d 1161, 1173 (1st Cir. 1993), and
that a successful sufficiency claimrequires a showing that "no
rational jury could have found [defendant] guilty beyond a

reasonabl e doubt," United States v. Scharon, 187 F.3d 17, 21

(1st Cir. 1999) (enphasis supplied), we are persuaded that there
was sufficient evidence to tie Prignore to the conspiracy.

As we have noted, there was evidence that, on Novenber
7, 1988, Cvinar informed Prignore that testing of the nodified
two-lumen Mniprofile had been conpleted, that the testing
reveal ed "significantly better inflation/deflationtinmes" inthe
new nodel, and that USCI woul d be adopting the two-lunmen design
"post haste." See supra at 23-24. There thus was evidence to

ground a conclusion that Prignore knew that the three-to-two
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lumen change was a change affecting the safety and/or the
effectiveness of the Mniprofile — at least with respect to its
uni nt ended conditions of use.

Further, there was evidence that Prignore revi ewed for
several hours the May 15, 1989 letter in which USCI took the
position that the nodifications to Probe B that becanme Probe C
did not require a PVA suppl enent because they did not affect the
safety or effectiveness of the catheter during its i ntended uses

and conditions of use. See supra at 18-20. There thus was

evi dence to ground a conclusion that, by May 1989, Prignore knew
that USCI was under a regulatory obligation to file a PMA
suppl ement with respect to all changes affecting the safety or
effectiveness of its approved heart catheters during their
i ntended uses and conditions of use prior to marketing the
al tered product.

Mor eover, there was evidence that, on August 30, 1989,
Prignore participated in the neeting where it was deci ded that
USCI, according to a menorandum nenori alizing the nmeeting, would
file a PVA suppl enent for the Solo Sr. designed to "'legitim ze'
the changes [it] already ha[d] nade (3 lumento 2 . . .)" to the
M niprofile by submtting to the FDA a cl eanup PMA suppl ement.
See supra at 26. There is no indication that Prignmore, who then

was a Bard vice president with authority over USCI operations,

-62-



di ssented fromthe proposed course of conduct, which eventually
was i npl ement ed. In our view, the menorandum describing the
August 30 nmeeting suggests that Prignmore acquiesced in an
unlawful plan to conceal from the FDA a dubious course of
conduct, particularly in light of Prignore's authority, his
know edge of the three-to-two | umen change, and hi s awar eness of
the relevant regulatory requirenents. This evidence is
sufficient to inplicate Prignore in the conspiracy of which he
was convi ct ed.
M.

As we have stated, there was substantial evidence that
defendants in fact commtted the serious crinme of which the jury
convicted them But there is too great a possibility that the
jury’s verdicts were affected by an erroneous failure to define
crucial and disputed regulatory terns for us to affirm the
convictions under the harm ess-error doctrine. W thus vacate
def endants' convictions and remand for further proceedings
consistent with this opinion.

Vacat ed and renmanded.
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