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P-R-OCEEDI-NGS
8:07 a.m

DR. GLENN: Good norning, |adies and gentlenen.
| am pleased to wel cone you to Rockville, Maryland on behal f
of the Advisory Commttee on the Medical Use of |Isotopes. M
nanme is John Genn. | am Chief of the Medical, Academ c, and
Commercial Use Safety Branch of the Nucl ear Regul atory
Comm ssi on.

This is an announced neeting of the Advisory
Committee and is being held in accordance with the rules and
regul ations of the General Services Adm nistration and the
Nucl ear Regul atory Conmm ssion. This meeting was announced in

the Federal Reqgister on October 11th, 1994, and that notice

stated that the neeting would begin at 8:00 a.m

The function of the Advisory Commttee is to
advi se the NRC staff on issues and questions that arise in the
medi cal use of byproduct material. The Comm ttee provides
counsel to the staff but does not determ ne or direct the
actual decisions. The NRC solicits the opinions of counse
and val ues the opinions of this commttee very nuch.

The staff requests the Conmmttee reach a
consensus if possible, but also values well stated mnority or
di ssenting opinions. Therefore, any nmenbers who do have
differing opinions as to the direction NRC policy should take

are encouraged to state those opinions.
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The agenda is full and | request that menbers of
the commttee direct their remarks as briefly and succinctly
as possi bl e.

As part of the preparation of this neeting, |
have revi ewed the agenda for nenmbers financial and enpl oynment
interests. | have not identified any conflicts fromthat
revi ew based on the very general nature of the discussion
we're having this tine. | don't see anything that involves
any specific institution where there mght be a conflict, nor
am | aware of any of you who have been -- raised any of the
items that are on the agenda as part of a petition for rule
maki ng. So, to the best of ny know edge, there are no
conflicts. However, should any nenber of the commttee becone
aware of a potential conflict of interest with regard to a
topi ¢ of discussion, you are obligated to informthe chairnman
and nysel f, and recuse yourself from a discussion of that
topic as a conm ttee nenber.

| would like now to introduce those nenbers of
the Advisory Commttee and a soon to be nenber of the Advisory
Committee who are seated at the table. To ny |left we have
Davi d Whodbury who is our representative fromthe Food and
Drug Adm nistration. W have Louis Wagner who is our physics
specialist. W have Dennis Swanson who represents the
specialty of pharmacy. W have Judith Stitt who represents

the specialty of radiation therapy. W have Robert Quillin
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who represents the states. Larry Canper who is the section
| eader of the nedical and academ c section of the NRC. Barry
Siegel who is the chairman of the commttee. W have WI Nelp
who is our specialist with regards to nedical research. A
soon to be nenber but not officially on board yet, John
Graham who represents hospital adnm nistration. He has been
sel ected but the paper work hasn't been conpleted yet so he
can participate in discussions but he will not be able to help
the Commttee reach a consensus or participate in any votes.
Dani el Flynn who is also a representative of the specialty of
radi ati on therapy and Judith Brown who represents the public
I nt erest.

Just a few adm nistrative itenms. W do have
cof fee and doughnuts for the Advisory Comm ttee nenmbers. They
are not available for the public. There are restroons at the
end of the hall. As you're going down the hall, the nmen's
roomis to the left and the wonen's roomto the right. Also
to the left there is a vending roomand so if you don't w sh
to have coffee but would prefer a cold drink, there are
vendi ng machi nes that can satisfy that need.

And with those -- Ch, the last thing, with regard
to the m crophones, they're very sensitive and if you wish to
talk to one of your neighbors, you should nove the m crophone

aside so that you don't have a public conversation
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7

And with those comments, | will turn it over to
Dr. Siegel.

CHAI RMAN SI EGEL: Thanks, John.

Good norning, everyone. W have a full agenda
and a ot of fairly neaty topics. W're scheduled to go
t hrough m d-day tomorrow. M guess is that wi thout Carol here
we probably will be done by noon today because -- but we
budgeted the time as if she were here and we're going to m ss
her at this neeting.

The -- Larry has received no notification that
there are nenbers of the public who wish to make statenents
before this Advisory Conmttee. And | would just ask the
audience if there's anyone who has not so declared that has a
desire to address the Advisory Commttee sone tinme during the
course of this neeting? Seeing none, we wll proceed.

As has been true in the past, depending on how
we're doing on tinme and depending on the nature of the
di scussion, the Chair will reserve the right to recognize
menbers of the public to participate in a discussion or to
provide information during the course of a discussion as it
seens appropriate.

Dan Berman sends his regrets and is sorry he
couldn't join us today but he had a double collision on his
cal endar and had to deal with it. And for those of you who

have still not figured out what your E-mail addresses are so



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

8

that | can communicate with all of you at 3:00 in the norning,
| really would | ove to get your Internet addresses or that of
a secretary who can get a nessage to you.

And with that, let's begin. And our first topic
this norning for the first couple of hours actually will be
presented by Dr. G enn discussing the radio pharmacy rul e and
how it is to be resol ved.

DR. GLENN: Actually, I'll change that coment a
little bit to howit has been resolved. So |let nme update you
on the current status of the radi o pharmacy rule.

On Tuesday of this week the three conmm ssioners
did affirmthe radio pharmacy rule. So, with some m nor
changes they have directed the staff to nake in a staff
requi rements nmenorandum the rule will be published in the

Federal Reqgister. That publishing will take place before the

end of this nonth. And so by January 1st of 1995 the rule
wi |l be effective.

So what |' m di scussi ng today has now becone for
the nost part reality. There may be a few changes and ||
try to nmention those as we go al ong.

Let me do a little editorializing first. Gve
you ny view of how dramatic this change is going to be for the
Nucl ear Regul atory Conm ssion. This represents ny own
personal vision of what's going on. But | think it is a

dramati c change in philosophy. | think it will help focus our
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attention on the -- where it needs to be and also | think it
wi Il provide the comunity with the flexibility that they
need.

In the early days of nuclear nedicine, the AEC
and the community worked very close together and there was
al nost a daily working relationship. The AEC provided the
training for the physicians. New procedures came into the AEC
for approval. The drug approval, the Advisory Commttee, the
predecessor to this commttee, would approve new uses,a nd so
forth. However, in the '"60s and '70s certain procedures
became to be routine and the AEC created sonething called the
group concept. And the group concept said, well, if you have
a certain basic |level of know edge, you can do anything of a
certain type of nuclear nedicine. And then we had groups 1, 2,
and 3. Goups 1 were uptake and dilution. Group 2 was
di agnostic imaging. G oup 3 was generators. So we were
considered to require a little nore know edge than sinply
i magi ng.

| think we made a critical mstake in the m ddle
'80s when we changed our regulations in Part 35 in a dramatic
way. And this group concept that we created within the
original Part 35 as a limted set and you only had to have a
limted set of training. You could do any procedure. In the
m ddl e ' 80s we made that Part 35 and we forgot about the fact

that there had been another group out there that we had been
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licensing all along that did other things. Like conpounded
new drugs, did human research. W called those |icensees
medi cal |icensees of broad scope. But 1986 the rule we
publ i shed was silent on the existence of anything other than
what was really the group concept.

And that flushed out some other problens as well.

This rule, | think, resolves all of those
problenms. | makes clear that medical |icensees do in fact
have the flexibility to do things with drugs so long as state
boards of pharmacy and the Food and Drug Adm nistration don't
have an objection. It recognizes that pharnacists have a
prof essional job to do and should be allowed to do it. It
clarifies what the difference between a broad scope and a
specific license of limted scope are. The regul ation now
takes care of that. So we've got sonme fixes in here.

In particular, I'mgoing to talk about how we've
recogni zed the right of both an authorized user physician and
an aut hori zed nucl ear pharmaci st to prepare drugs. |11
di scuss in detail the criteria that we've set for recognizing
a pharmaci st as an authorized nucl ear pharmacist. A brief
di scussi on of how we're going to | ook at human research, human
subj ects. Sone sinplifications we've made in the process.
We've actually, | think, nade a big step forward in all ow ng
clearly qualified people to go ahead and participate as

aut hori zed users and aut horized nucl ear pharmaci sts w t hout
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goi ng through a big paper review process when in fact the
paper review is very sinple. |It's are you certified? Have
you been listed on a previous |license? Sonething that anyone
can easily do. And then finally, the specific parts of Part
35 that don't apply to broad scope |icensees.

Today radi oactive drug preparation is controlled
by Section 35.49 of our regulations. And it restricts the
materials to be used in drugs or reagent kits, that they be
manuf act ured, | abell ed, packaged, and distributed in
accordance with a |icense issued pursuant to Sections 32.72,
32.73, or 32.74, or equival ent agreenent state regul ations.

It does not provide for any institutional preparation of

radi oactive materials. It says that if it's for radioactive
drug, it has to have been prepared by either a manufacturer
i censed by the NRC or an agreenent state or a pharnmacy

i censed by the NRC or an agreenent state.

How does this rule change that? The new 35. 49
says nothing at all about the preparation or the suppliers of
drugs. Instead, within the sections that have to do with the
uses of radioactive material, we have these kinds of
conditions or these kinds of regulations. It can either be
obtai ned from a manufacturer preparer licensed pursuant to 10
CFR 32.72, the old way. O, it can be prepared by an
aut hori zed nucl ear pharmaci st or an authorized user who neets

the requirements of 10 CFR 35.920 for training experience or
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under the supervision of either. Now, there is still sone
restriction on the physicians. You have to have the training
and experience equivalent to what's required for 35.200 uses.
So, it requires a little nore training than would be required
for using 35.100 materials for uptake and dil ution.

The current regul ati ons went beyond just supply.
It also restricted use of prepared materials. Currently
35.100 you can only use IND or NDA materials. Current 35.200
you can only use IND or NDA materials, and in addition, you
have to follow the manufacturer's instructions or kits and
generators, or as nodified in the interimfinal rule, you can
make departures under the directions of an authorized user.
And current 35.300, it's got to be IND or NDA material. You
have to conmply with the packaging insert regarding indications
and net hods of adm nistration or base don the interimfinal
rule, the directions of the authorized user in the witten
di rective.

DR. WOODBURY: John?

DR. GLENN: Yes?

DR. WOODBURY: \What about PLAs?

DR. GLENN: Oh, that's a deficiency in the
current regulation which the new regul ati on, of course, by not
having these restrictions in it takes care of.

So, right now there is a problem that PLAs are

not recognized in the regulation as it's read today. However,
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as the -- when the new regul ation goes into effect, if FDA's
approved it, they can use it.

MR. SWANSON: Excuse ne, Doctor. Florence
Kal t ovich wi shes to be recogni zed.

Announce yourself just so the transcriptionist
can get it.

MS. KALTOVICH: |I'm Florence Kaltovich. | work
at the FDA Center for Biologics.

My maj or concern that it doesn't specifically
state PLA here could be problens because they are -- there is
a total different regulations under our CFRs than under NDA or
I ND.

DR. GLENN: | have not gotten into what the
current wording is but we don't refer to INDs or NDAs, either.

MS. KALTOVICH: In here it listed that it was and
| was concerned.

DR. GLENN: Well, ny next line is that as it's
received from 35.100, 200, 300, it's received froma supplier
who is licensed under Part 32 or prepared by qualified,
aut hori zed nucl ear pharnmaci st, or authorized user. And what
we're silent on its FDA credentials. So we will not restrict
it.

MS. KALTOVICH. Okay. Thank you.

MR. SWANSON:  And John, doesn't also the new term

radi oactive drug as opposed to the term radi opharmaceuti cal
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partially address that issue? Because you define it to nean
phar maceuti cal or radiol abelled biologic.

DR. GLENN: Right. And that's in Part 32 we
define -- Well, | guess, no, we define it in Part 35. But
yes, we have incorporated the FDA's definition of a
radi oactive drug. And in fact, in nost places in Part 35 we
don't even use the termradi oactive drug, we just use the term
byproduct material to avoid that problem of any inplied
restriction in terns of the term nol ogy.

We're al so changing Part 32 which is the
regul ati on under which we |license nucl ear pharnmaci es,
conform ng changes. Currently under 32.72 they have to
receive the material as an NDA material, a biologic product
license material, or material subject to an IND. O, they
have to denonstrate to us that they' re not subject to FDA's
regulations. So far as |'m aware, we have never had a
pharmacy cone in and say they want to do anything other than
di stri bute already approved FDA materials on the basis that
they're not subject to FDA regulation. There have been
argunents about that but so far as |I know that has never been
the basis of a license that we have issued.

CHAI RMAN SI EGEL: | m ght just point out that
that's because you only regul ate byproduct material. And if
positron emtters were under discussion, that m ght be a nore

i nteresting discussion.
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DR. GLENN: Currently we have a regulation, Part
32, section 32.73, and again, it restricts generators and
reagent kits to FDA approved materials, or with the sane
caveat, denonstrate that you're not subject to FDA's
regul ations.

"1l mention that 32.73 goes away in this
revision of the regulations. Generators, under the new
definition of radioactive drug, go into 32.72 and the NRC has
renoved itself conpletely fromthe regulation of kits that do
not contain radioactive material. So, 32.73 disappears
conpl etely.

The new 32.72 says that we will grant
di stribution |licenses for drugs and generators prepared by FDA
or state |licensed, or registered, manufacturers or pharnacies,
or nucl ear pharmacies within a federal nmedical institution.
Now, we had to include them because they m ght fall outside
all of these other categories and so a VA hospital could conme
in and ask to be |licensed pursuant to Part 32.

There was a letter that was distributed to the
menbers of the commttee with comments from Dr. Carol Marcus
that did express sonme concerns about the proposed | abeling
requi rements in the regulation. Currently the NRC s | abeling
requi renments are that the radionuclide be specified, the
gquantity of activity, the date of assay, the Part 35 listed

use. That's whether it's for a use that's in 35.100, 200,
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300, so forth. And the regulation says it may be conbi ned
with any required FDA | abeling.

The new | abeling does not differ greatly from
that. Rather than the radionuclide, we do say radi oactive

drug or abbreviation. We still require the quantity. We

require the date of assay. Controversial one, we also require

the time of assay. That's in addition. However, in the rule

as approved by the Conmm ssion, that has been |imted so that

If the isotope has a half-life greater than 100 days, the tine

of assay is not inportant. It doesn't have to b eon the
| abeling. That, | think, involves very few drugs but it does
avoid the inconsistency of requiring a tine to be noted when
the time isn't that inportant, where the date is sufficient
information to be able to conply with our regul ations.

Still requires that the Part 35 use be |isted.
And the regulation says that it is independent of FDA
| abeling. |If the pharmacy or the manufacturer w shes to
include it with the required FDA | abeling, that's fine.
However, this labeling is NRC s Part 20 | abeling requirenment
and it does not have to be conbined with FDA's.

DR. WOODBURY: Does this mean the provider then
has then two different |abeling things to be concerned about?
Isn'"t that overkill?

DR. GLENN: We tried to word this such that we

don't restrict themin any way. Anything that nmeets our
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requi renments and neet your requirenents, it can be conbi ned.
It can be separate. Whatever neets the requirenments of Part
20 plus whatever neets the requirenents of the FDA is
acceptable. W' re not requiring two | abels.

John Telford just clarified for ne. There is one
sentence that says clearly that one |label will be fine if it
has the information that we require.

DR. NELP: What do you perceive you would require
that isn't already required? | nean, why do you want to get
into this arena? | would presune that everything that cones
into our hospital and our |aboratory, and to our research
unit, is |abeled appropriately by the current guidelines and
FDA, and users guidelines, and so forth. Wy don't you just
accept what there is out there.

DR. GLENN: This is the labeling that is required
for the nmedical use |licensee to be able to conply with the
NRC s radiation safety requirenments and m sadm nistration
requirements. That's the only reason for this |abeling.

DR. NELP: That already exists was my point.

DR. GLENN: | guess we don't know that that
exists. There is a Part 20 requirenent that applies to al
NRC | i censees.

CHAI RMAN SI EGEL: Buzz, I'mnot sure that this is
a practical problemin the final analysis and | would be

interested to see what Dennis thinks about that. | -- This
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information for the nost part is already on the | abel of
sonmething that arrives at your shop froma Part 32 supplier.
And this applies to Part 32 suppliers.

DR. GLENN: This is the Part 32 requirenent,
right.

CHAI RMAN SI EGEL: Correct. If you are nmking
sonet hing down the hall in your own radi opharmacy and it's
going to go fromyour lab directly into a patient, you don't
have to generate this conplicated |abel to go right into the
patient. This is when it's being shipped into your facility
by a commercial supplier

That's correct, John?

DR. GLENN: Yes, this particular requirenent.
Now, there are sonme Part 35 --

CHAI RMAN SI EGEL: Absol utely.

DR. GLENN: \What has to be on a syringe.

CHAl RMAN SI EGEL: Correct.

Do you agree, Dennis? O do you still see a
probl em here?

MR. SWANSON:  Well, | have several specific
comment s regarding | abeling and what appears in this
regul atory guide. And | don't know if you want to address
t hose now or come back to it later on?

DR. GLENN: | would be fine. | guess |let nme make

one other comment in terns of the labelling. W had in the
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proposed | anguage a requirenent that there be a statenment on
the | abeling that said that this did not relieve people from
conplying with any other regulations that m ght apply to a
drug manufacturer or a pharmacy. 1In the rule as approved by
t he Comm ssion, that sentence is no |onger required. So just
to make that clarification.

MR. SWANSON: Specifically, why do you require
the Part 35 |listed uses on the label? It seens that the
centralized nucl ear pharnmacy, according to their license, is
restricted to distribute the drugs to people that are
appropriately licensed. Likew se, the Part 35 |icensees
according to their license, are restricted to receive drugs
from people that are appropriately licensed. It seens

ridiculous to require that statenment on a | abel.

If I can illustrate an exanple here of why |I'm
concer ned.

DR. GLENN: Well, | guess one thing | wll note,
I will be showing you a license |ater and that is the basic--

that is the way in which we actually list on a |icense what a
medi cal use |icensee may do, is by those 35.100, 35.200,
35. 300.

MR. SWANSON: Yes. M concern is that | don't
think that needs to appear on the unit dose | abel that goes

fromthe centralized nuclear pharmacy to the Part 35 |icensee.
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If | can pass these around to the ACMUI, | would just like to
illustrate a point here.

And what 1'd really like you to do when you get
these is just focus on the top two |abels, if you would. The
top two | abels are actually sanples of |abels fromtwo
centralized nuclear pharmacies. 1'd like you just to | ook at
the top two |labels and tell nme which one is easier to read and
specifically find a piece of information. For exanple, the
nane of the radioisotope or the patient's nanme, or the
prescription nunber? And just focus on the top two. And |
think you can readily see that it's nuch easier to find the
i nformation on the second | abel. And the reason why is because
t he second | abel has nuch | ess material type don that | abel.
And the point I'mtrying to make is, | think you really need
to |l ook at what your requirements are for |abeling very
carefully because as you begin to require nmore material on the
| abel, it actually beconmes nmuch nore difficult to find the
critical material that you need. And in fact, | think that
can have a significant bearing on m sadm nistrations and
saf ety because, again, if you can't find, for exanple, the
name of the isotope or the patient's nane very readily, that
can have a significant inpact. And that is an inportant
point, a very inportant point that | would like to make to the

NRC in its |abeling requirenents in general.
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Secondly, | have concerns about for the syringes,
and maybe you can answer this question. You require the
clinical procedure, or patient, or human subject's nanme. |If
centralized nucl ear pharnmacy | abels a syringe with a patient's
name. Let's say they |abel a syringe of Technetium MDP for
bone imaging with a human subject's nane. They send that to a
hospi tal for eventual adm nistration to the patient. And
let's say for sone reason that particular patient study is
cancel ed. At the nuclear nedicine departnment of the hospital
t hey reschedul e anot her patient for a bone scan. And in
traditional practice would be to use that dose that was
cancel ed, we could use it for the other scan. Wbuld that be
considered a m sadm nistration by the NRC since that syringe
was originally | abeled for another patient?

DR. GLENN: Well, certainly the answer about the
m sadni ni stration woul d not be because | think if you do the
test, was it the right drug? Ws this the right route of
adm ni stration? Dah, dah, dah.

MR. SWANSON: But wrong patient. The point |I'm
trying to make is | don't think syringes ought to be | abel ed
with the clinical procedure or patient's nane. Probably nore
appropriately | abeled with the abbreviation or name of the
radi opharmaceutical and a particular |ot nunmber referring back
to the prescription.

Anot her poi nt, okay, on your specific requirenents.
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DR. GLENN: Well, since we have the "or" in

there, is it really a problenf

MR. SWANSON: | don't think you have an "or" in
there at this point in time. You have on the --

DR. GLENN: Can you give a reference?

MR. CAMPER: \What are you reading fronf

MR. SWANSON: |I'mreading from page 46 of the
regul atory guide. Top of the page. Actually, the first
conpl ete sentence. "The syringe or syringe radiation shield
| abel should al so specify the clinical procedure to be forned
or the name of the patient or human research subject in order

to prevent errors that lead to m sadm nistration.”" It does

not refer to an "or" with regard to using the name of the
radi ophar maceuti cal .

Al so, later on, if you go down to the second
paragraph, it says, "That because of the linmted surface area
on the unit dose syringe, the syringe | abel may bear the
radi ati on caution synmbol, the words 'caution, radioactive
material,' and a prescription nunber that |links the |abel to
conplete form" | think it would probably be wise there to
i ncl ude abbrevi ated nane of the radi opharmaceutical al so.

DR. GLENN: John, do you -- Is John Telford -- In
the rule itself, exactly what -- | didn't bring -- | don't

have it.
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MR. CAMPER: | can read to you, John. [|I'm

reading from32.72. A.4. It says, "A label is affixed to each
contai ner of a radioactive drug to be transferred for
comrercial distribution. The [abel nust include the nanme of
the radi oactive drug or its abbreviation, quantity of

radi oactivity, and date and time of assay.” New words
inserted just in the last few days. "For drugs with a half-
life greater than 100 days, the tinme of assay may be onmitted.
In addition, the |abel for the syringe or syringe radiation
shield nmust also contain the clinical procedure to be
perfornmed or the patient's or the human research subject's
name. "

DR. NELP: Wy would you want to do that? That's
not convention. First place, that's not the conventi onal
practice and is not a requirenent in the practice of either
di agnostic or research uses of these things. W never --
Well, we could but ordinarily don't put the patient's name on
the syringe. And we ordinarily do not put the procedure on
t he | abel .

CHAI RMAN SIEGEL: | think we've got three things
goi ng on simultaneously here. And |I think we need to make
sure we're clear about this.

This is the distribution of a dose of a
radi oactive drug froma comercial supplier, and for the nost

part, in fulfillment of a prescription, inplicit or otherw se,
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for use in a patient. And if we forgot for the noment that
this was a radioactive drug, nost of the tinme the prescription
woul d be very specific. It would be a prescription for a
specific patient with specific instructions. And it would be

very clearly linked physician, pharmacy, patient. And that's
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true of the average prescription.

Now, we ove

that commerci al nucl ear

drugs with inplicit patients in mnd wthout

stating who the patient

r the years

it has clearly evol ved

phar maci es di stribute radi oactive

is that's going to get the particular

dose of drug delivered to the hospital that norning.

al ways explicitly

And so stating that Technetium MDP was nmeant for

a bone scan sol ves t hat

probl em

patient's name on there. It just

does of Technetium MDP and it's intended for

scan. Now, the aut hor

DR. NELP:
CHAI RMAN SI

user wanted to use it f

Vel |, what

EGEL: What

or. And t he aut hori zed user

right to alter that prescription.

MR. SWANSON: Correct.

differentiates traditional

phar macy di spensing is

di spensi ng, we di spense the drug directly to the patient for

the patient's own use.

You don't have to have the

says this is a 20 mllicurie

el se would you use it

use in a bone

for?

ever else the authorized

The big thing that

that in traditional pharnmacy

I n nucl ear

phar macy di spensi ng,

has t he

phar macy di spensing from nucl ear

we
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di spense the drug basically to the nuclear medicine clinic for
use in patients under the direction of the physician. There
is a difference there.

MR. GRAHAM  Well, | don't think it's a
difference. |It's a sequence. A commercial manufacturer is
| abeling a drug that is being sent to a |icensed
phar maceuti cal distributor and then there are state
requi rements that kick in that cover the | abeling, when it's
going to go fromthat licensed, controlled entry point to a
patient. And this seens to be backing up the | abeling process
a step further than it needs to. So it is -- It's placing a
limtation in the | abel that doesn't seemto apply once you
get to an authorized user.

DR. NELP: The physician, the materials are

di spensed to the physician. He uses it according to his

aut horization. |If | have ten bone scans to do tonorrow, |
will order ten unit doses of that material and when they
arrive in ny |aboratory, | will use themas | see fit under

the discretion of the timng and the cancell ations, and the
add-ons, et cetera, et cetera. And | may order nore and
sonetinmes |1'l1 have sone that are not used.

DR. GLENN: | guess I'm m ssing the point of what
in this requirement prohibits you from doing that?

DR. NELP: My -- It was ny understanding that |

had to say that what the purpose of the radi opharnaceutica
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was and that it had to have the patient's name on the syringe.
That's not correct?
MR. CAMPER: Let nme make a clarification, too,

for the commttee's benefit.

DR. NELP: | thought that's what Larry was
readi ng.

MR. CAMPER: No, it's an or. Currently in 35.60
the requirements are to identify -- and this is for Part 35
i censees, obviously. "To identify its contents, a |licensee

shal | conspicuously | abel each syringe or syringe radiation
shield that contains a syringe with a radi opharnmaceuti cal.
The | abel must show the radi opharmaceutical name or its
abbreviation, the clinical procedure to be performed, or the
patient's nane."”

DR. NELP: Well, why do you want the clinical
procedure to be --

MR. SWANSON: That's an or.

MR. CAMPER: | guess | would -- Well, | think
fundanmental reason would be that the technol ogi st needs to
know what's in the syringe.

DR. NELP: The technol ogi st does know what's in
the syringe.

MR. CAMPER: Well, if it's |abeled they do.
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DR. NELP: But not the clinical procedure. You

need to know what the radioactive material is. Wy do you --
| didn't hear an or.

MR. SWANSON: Point of clarification. Part 35
actually specifies it the way it should be specified. Part 35
says you can | abel the syringe with the name of the patient,
with the clinical procedure, or with the nanme of the
radi opharmaceutical. And appropriately, if | were in our |ab,
we | abel it with the radi opharmaceuti cal .

My problemis in this regulatory guide for Part
32, it specifically states that they have to | abel the syringe
with the name of the patient or the clinical procedure. It
does not specify that they can label it with the nane of the
radi opharmaceutical. The specific point, that needs to be
nodified to be consistent with Part 35. In that they can
| abel it or with the nane of the radi opharmaceutical is the
specific point.

Also, if you read on further on Part 32, it says
| abel s for containers of radioactive drugs tagged wth
Technetium 99M shoul d specify the total activity or
concentration of Ml ybdenum 99. That's another | abeling
requi rement that you don't have on your slide that appears
here and again, nore information that nust be on the |abel.
And | question why. |If they have an expiration time for the

radi opharmaceutical which we traditionally put on | abels, then
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why do we need to specifically put the Ml ybdenum 99
concentration on the | abel? When we receive a Technetium
generator froma manufacturer, we don't receive information
about the results of their testing on Ml ybdenum breakt hr ough
on that manufacturer's label. [If you |look at the bottom | abel
on the hand out | gave you which is iodine 123, which you
don't regulate, a significant consideration with the use of
iodine 123 is that you get build up of I 125 or | 124

contam nants. That's why they have 24 hour expiration period.

The manufacturer is not required to put the
concentration of | 125 or | 124 contam nants on their | abel.
VWhy are you requiring the centralized nuclear pharmacies to
put the limt for Ml ybdenum 99 breakthrough on their product
| abel i ng?

DR. GLENN: | think, if you -- again, if you go
back to Part 35, there is a requirenment that nedical use
licensee in fact know t he Mol ybdenum content of the dose
that's to be delivered. And so | don't think actually that
that's in the regulation. | guess that's in the guide as a
shoul d that that be included there. So that's not an absol ute
requirenment. That is a suggestion that in order for the
medi cal use |icensee to know the Ml ybdenum content of the
dose at any given time, that that information be provided.

But | don't think that's in the regulation itself.

Am | correct on that, John?
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DR. FLYNN: Do your inspectors look for it?

DR. GLENN: No.

CHAI RMAN SI EGEL: \What was the answer? John said
that is correct?

DR. GLENN: He shook his head yes.

So, that would be something that the reviewer in
the |licensing process may raise, how are your customers goi ng
to know what the Ml ybdenum content is. But it would not be a
basis for denying the license. And it would not -- if it's
not incorporated into the license, it would not be an
i nspection item

CHAl RMAN SI EGEL: Dennis, | guess I'mstil
having trouble. You're --1'"m having trouble decidi ng whet her
you' re objecting to new changes in | abeling requirenents which
we're learning are relatively m nor versus objecting to
exi sting changes in |abeling requirements and wi shing to
retrench. Because very little is changing here fromwhat is
currently required.

MR. SWANSON: | think the requiring that Part 35
listed uses is a significant change fromwhat's currently
required. For exanple, |I'm concerned about Ml ybdenum 99
br eakt hr ough, for exanple. | was also concerned about the
requi rement that appeared in the original proposed rul e about

requiring that that |abel also notes other regulatory
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approval s which you' ve taken care and it doesn't appear in the
new Part, so that was part of nmy original concerns.

In general, | guess |I'mconcerned that really,
again, the NRC is getting into the whole issue of product
| abel ing when in fact those issues are adequately regul ated by
state boards of pharmacy and by our nucl ear pharmacy practice
standards. One of your criteria for recognizing and
aut hori zi ng nucl ear pharmacy is board certification and if you
| ook at the nuclear pharmacy practice standards that led to
the exam nation for board certification, labeling is one of
the issues that's addressed.

And so again, it seens like they're stepping into
an area that really is probably nore of a professional area at
this point in tine.

DR. GLENN: | think there is a fundanent al
probl em here in that when we tal k about |abeling, we're
tal king Part 20 type labeling. In other words, that
information that needs to be on a contai ner of byproduct
material that allows our licensees to conply with our
regul ations. W are not using the termin the sane sense that
FDA uses the term We are talking about a tag to a container
that permts the person who uses that container to use it
safely.

CHAI RMAN SIEGEL: So | guess |I'm having trouble

deci di ng whet her we've got a specific -- it's probably too
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| ate, but whether we have a specific recomendation that he
wants clarification.

DR. GLENN: Well, | guess | hear one and that's
why in the -- W had three "ors" apparently in 35. W only
have two "ors" in 32, and | can't renmenber any reason for
droppi ng the third.

CHAI RMAN SI EGEL: |s that addressable or is it
too late to deal with?

DR. GLENN: | don't know. | think it's -- the
affirmati on has already taken place.

MR. SWANSON: And again, | do have problemwith

the Part 35 listed uses on the label. | just can't understand

why that's required.

DR. GLENN: Most of the |abeling that we have in
Part 35 is that information we think it necessary to prevent
m sadm ni stration.

CHAl RMAN SI EGEL: And yet, Dennis, it's on this
| abel for Thallium The non-Part 35 listed use is on the
| abel. So why does it bother you?

MR. SWANSON: Tell nme specifically what you nean
by Part 35 |isted use?

CHAI RVAN SI EGEL: Where it says there, cardi ac
prof usi on study, and where it says on the cardiolite |abel,

cardi ac study.
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MR. SWANSON: No, |I'mrequesting the NRC to tell

me what they nmean by Part 35 |listed use on the | abel.

DR. GLENN: Is it for use under 35.100, is it for
use under 35.200.

MR. SWANSON: Do we have to specifically state on
the | abel, then, this product is approved for use under
35.100, 35.200, 35.300, is that what you're saying that you
want on that | abel?

DR. GLENN: Can we read what the actual
regulation is there?

MR. CAMPER: It says, "In addition, the |abel for
the syringe or syringe radiation shield nust also contain the
clinical procedure to be perfornmed, or the patient's nanme, or
t he human research subject’'s nane."

DR. GLENN: Now where is the part that talks
about the | abel that says the Part 35 use? Does that have to
be on the | abel or is that information that has to be
ot herwi se provi ded?

MR. CAMPER: It goes on to say, "Furthernore, the
| abel or the leaflet or brochure, that acconpanies the
radi oactive drug nust contain a statenment that the U S.

Nucl ear Regul atory Conm ssion has approved distribution of the
byproduct material to persons |licensed to use byproduct
mat eri al pursuant to 35.100, 200, or 300, as appropriate, and

to persons who hold an equivalent |license issued by an



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

33

agreenent state. The Conm ssion's |abeling requirenents are
I ndependent of requirenents of the U S. Food and Drug

Adm ni stration. One |abel is acceptable to NRC provided that
it contains all of the information which NRC requires.™

MR. SWANSON:  And that's my objection. | don't
know why that has to appear on the | abeling, because, again,
you have specifically stated in the license of the
di stributors that they only can distribute to certain
i censees. You've specifically stated in the Part 35 that
they can only receive them-- | don't know why that has to
appear on the | abel.

Al so, we do not routinely --

MR. CAMPER: |t appears on the |abel, the
| eafl et, or the brochure that acconpany.

MR. SWANSON: We don't routinely distribute
| eafl ets or brochures with unit doses of radi opharnaceuticals.

And if you require that, that's an additional expense that
must be accrued by the centralized nucl ear pharmacy and
eventually the public. | don't know why that's required.

DR. GLENN: Because that's -- the reason it's
required is because that's the licensing basis. That's how we
i cense nedical use licensees is on the basis of 35.100,
35.200, 35.300. So this identifies the class of |icensees

that can receive that material.
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CHAI RMAN SIEGEL: So, if | understand what you're

sayi ng, John, and what Dennis is saying, this |abel that he
gave us for Technetium Cardiolite, the sanple that's the top
one there, would not be in conpliance with that | abeling
requirement if there was not also a "package insert”

di stributed with the drug?

DR. GLENN: A statenent is distributed with it
that said that is for uses under 35.200, right.

CHAl RMAN SI EGEL: All right. So that clearly is--
Now, and that is a new | abeling requirement or that's
sonething that's been there all al ong?

DR. GLENN: No, that's been in Part 32 all al ong.
Now, | guess the difference is that in the past when you were
tied to the materials that were com ng from a manufacturer,
the manufacturer had in fact been the distributor who had that
requirenment. Now we're allow ng the pharmacies to be the
original preparers of the material and so they are the ones
who woul d have to meke that call

CHAl RMAN SI EGEL: Fl orence.

MS. KALTOVICH: MW question is about adding that
particul ar | anguage to a package insert. Are you saying that
i f that sentence or so were put into a package insert which is
reviewed by the FDA for each of its products, that that would
conmply with this regulation? But then you would say the

package insert itself would have to be handed to the patient?
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DR. GLENN: We're not saying anything about the

package insert being handed to the patient. This is
information that's necessary for our licensees, not for the
pati ent.

MS. KALTOVICH: Not for the patient. So, within
t he package insert would suffice but --

CHAI RMAN SI EGEL: |'m not sure it woul d.

DR. GLENN: Well, actually, that's how it is done
today, is that it's in the FDA approved package insert.
That's how it's handl ed today.

CHAI RVAN SI EGEL: Which is not distributed with
every single dose of the drug. | guarantee it.

MR. SWANSON: There is also a difference between
t he FDA and centralized nucl ear pharnmaci es.

DR. NELP: We'IIl have a package insert binder
that's available to people if they want to | ook up sone
details. But it certainly is a source of information but it
doesn't conme with a | abel ed dose for a patient.

CHAI RMAN SIEGEL: 1'Il recognize the nenber of
t he public who needs to introduce herself.

MS. SEIFERT: |'m Kathy Seifert. | amthe
Director of Regulatory Affairs for Syncor International and
can represent about half the nuclear pharmacies in the

country.
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In our labeling in this portion that you're

referring to, in the leaflet, what do we call this, leaflet or

brochure, my question is, would a packing list that
acconpani es the package of the radi opharmaceutical be
considered to be a leaflet or a brochure?

DR. GLENN: That would be perfectly acceptable.

MS. SEI FERT: Because it's easy to put that one
as part of the conputer generated |eaflet although as far as
bei ng something you give to the patient, it really isn't that.

Also, if that's all right, | nean, that's what we
do al ready.

CHAI RVAN SI EGEL: Patients don't get this
| abel ing information anyway.

DR. GLENN: That is perfect.

MS. SEI FERT: Ckay.

DR. GLENN: That's perfectly in accord with what
the intent of that regulation is. |Is that the medical use
| icensee receives the information as to what use in Part 35
this material has been prepared for.

MR. GRAHAM But if | understand this, if you
ordered ten doses of the drug to be legally | abeled, each of
those ten doses would have to have that attached package

insert? 1It's equivalent inside a hospital setting that every

unit dose drug theoretically would have to be | abeled with the

package insert com ng off the manufacturer?
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DR. GLENN: To be legally | abeled. See, | don't

think that's what it says --

MR. GRAHAM |'m tal king about a quantity.

DR. NELP: | don't think --

DR. GLENN: Could we read the | anguage agai n?

DR. NELP: We don't have the final regs and you
have to talk to Larry, and Larry has to get out his pen. |I'm
not sure we know what we're tal king about.

CHAI RMAN SI EGEL: Let's hear it again.

MR. CAMPER: Well, | can read it for you

DR. GLENN: Let's hear it again.

MR. CAMPER: "Furthernore, the |abel or the
| eafl et or brochure, that acconpani es the radi oactive drug
must contain a statenent that the U S. Nucl ear Regul atory
Comm ssi on has approved distribution of the byproduct materi al
to persons licensed to use byproduct materials pursuant to
35.100, 200, and 300, as appropriate, and to persons who hold
an equivalent license issued by an agreenent state. The
Comm ssion's | abeling requirenents are independent of
requi rements of the U S. Food and Drug Adm nistration. One
| abel is acceptable to NRC provided that it contains all of
the informati on which NRC requires.”

DR. GLENN: | don't that inplies every container.

It applies every transfer includes that statenent.
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MR. GRAHAM Well, but to assure that as a

comerci al | aboratory, I'mconplying with the letter of the
law, | can't afford the risk that sonebody in ny packagi ng
area is going to put five of those doses together and toss
t hat package insert in. So, |I'm probably going to have to
attach it to each and every dose. |It's just redundant

i nformation that we've got floating around.

MR. SWANSON: You woul d al so have to have a
different |l abel if you distributed I 131 for therapy than you
woul d for Technetium 99 MDP for diagnosis. So you're going to
have to keep track --

DR. GLENN: That in fact is our intent. It is
our intent that if it's for therapy uses, that it be | abel ed
as such. If it's for diagnostic uses, it be | abeled as such.
That is in fact our intention.

MR. SWANSON: No, your intent is not that it's
| abel ed for therapeutic uses and di agnostic uses. Your intent
is that the | abel says that it's approved for use under 35.300
or 35.200. The question I'masking is, what is the purpose of
that requirenent? What does it add to the safety of the dose?

What does it add to the safety of the public?

DR. GLENN: Well, let ne go back. | think, in
fact, that is exactly what that |abeling requires. It
requires you to say whether it's for therapeutic -- | nean,

for a therapeutic use or whether it's for a diagnostic imging
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use. That is what 35.200 and 35.300 nean within the context

of Part 35. |It's the structure of our regulations. | guess
we could revisit that at another time, whether we shoul d have

35.100, 200, 300, but that in fact is the way regul ate.

MR. SWANSON: |I'm not arguing with 35.100, 200,
and 300. I'marguing with the point that you're requiring
that statenment on the product labeling. I1t's a very different

argunment .

DR. GLENN: And we're saying it can have a
serious consequences if a material that is for use under
35.300 were transferred and used for a 35.200 purpose.

DR. NELP: Could you translate that in to
Engl i sh, please?

CHAl RMAN SI EGEL: Well, that's not true, John.

DR. NELP: And not nunbers.

CHAI RMAN SIEGEL: If a 5 miIlicurie capsule of I
131 that was intended for treatnent of hyperthyroidi smwas
used instead for imging, for imaging of a thyroid--

DR. NELP: One is therapy and one is diagnosis.

DR. GLENN: Correct.

CHAI RMAN SIEGEL: It wouldn't make any
difference. Admttedly, if a doses of Strontium 89 that was
i ntended for therapy was tried to be used for cardiac inmaging,

t hat woul d be unsuccessful and would be inappropriate. But --
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MR. SWANSON: If you're really concerned about

pati ent safety, then have the product |abeled |I 131, sodium
i odi de for therapy, Technetium 99 MDP for diagnosis. Don't
have the | abel say approved for use for 35.300. That --
unl ess you know specifically what 35.300 is, that's not adding
anything to the safety of the product. That's just conplying
with your regulatory issues.

DR. GLENN: Again, though, | think it is
information that we think is inmportant in order for the
medi cal use |licensee to conply with our regulation. Now,
let's take a different exanple. A medical use licensee is
aut hori zed to receive for 35.200 but is not authorized --

DR. NELP: Could you instead of talking in
nunbers, could you say what the differences are?

DR. GLENN: We have a licensee -- But --

DR. NELP: 35.200 versus 35 --

DR. GLENN: 200 is diagnostic inmaging. So, we
have a |icensee who is authorized for --

DR. NELP: Di agnosi s.

DR. GLENN: -- diagnostic imaging. But they're
not authorized for radi opharnmaceutical therapy. |If the drug
is not |abeled as to what its appropriate use is and Strontium
89 is sent to the diagnostic imging |licensee, and they -- due
to the fact that there is m scomunication and the medical use

| i censee does not pick up this is for a type of activity for
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which | am not authorized, there could be serious
consequences.
MR. SWANSON: Let nme ask you this question.
DR. NELP: How did he get it in the first place?
MR. SWANSON: Yes. Do you require the --

DR. NELP: He did not prescribe it hinself so how

did he get it? | nean, he would not prescribe Strontium 89.
DR. GLENN: Well, we have errors occurring al
the tine.
DR. NELP: So this is an error at -- the

pharmacy's error?

DR. GLENN: O, you could have a nedical use
i censee who requests sonething that they' re not authorized
for.

MR. SWANSON: Do you require the Part 32
|icensees to verify that the materials that they ship --

CHAI RVAN SI EGEL:  Yes.

MR. SWANSON: -- to an end user are appropriately
l'icensed to receive that material ?

CHAI RMAN SI EGEL: Yes. They do, right?

MR. SWANSON: Ri ght.

CHAI RVAN SI EGEL: That's why the Syncor asks for
a copy of your license to know what you're licensed to

receive.
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MR. SWANSON: And you require that the end users

under their |license conditions, have requirenents as to what
t hey can use?

CHAI RVAN SI EGEL:  Yes.

DR. GLENN: But you --

MR. SWANSON: So why are you requiring this to
appear on the | abel ?

DR. GLENN: Well, the way our licenses are
written, the way you know what they are authorized to do, is
by this nomencl ature of 35.100 which is update and dil ution,
35.200 which is diagnostic imaging, and 35.300 which is
radi opharmaceutical therapy. It is in fact the basis of our
regul ati ons and the way we wite |icenses.

MR. CAMPER: Well, it's also, two -- there are
two different things going on at the same tinme here. One hand
you have information which nust appear upon a syringe. This
i's your radiopharnmaceutical, its abbreviation, the clinical
procedure, or the patient's nanme. That's the end use, if you
will. At the sanme tine, the |anguage that you're referring
to, though, Dennis, focuses nore upon the distribution of the
product by a Part 32 licensee to a Part 35 |licensee.

So, two different phenonmenon going on all ending
up, of course, in the same place. But the reason this
| anguage is in here, and arguably | understand your point

about being overbearing, but the inportant thing is it is
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about distribution to nmedical |icensees authorized under the
35. 100, 200, and 300 schene.

MR. GRAHAM  And | think Dennis' fundanmental
point was, is it going to inprove the distribution process?
Is it going to reduce the error? And so the fundanent al
gquestion that he raised originally was, is it information that
reduces that error rate? And by adding the restriction that
you have 35.100, 35.200, you' ve added nore stuff you have to
sort out and work around to get to the nore rel evant
i nformation given that you are indeed |licensed under Section
35 to have received it in the first place. 1It's noi se.

So in an age of information, you' re always asking
is the value of the new information being required greater
than the turbulence that it may create? And |I'm hearing a | ot
of concern froma pharmacists that -- elimnate the thing.

MR. CAMPER: And to elimnate it, then, that
assunes that the limted specific licensee, this is a licensee
of 35.100, 200, 300, which is diagnostic and therapy,
under st ands and confidently assunmes that the product has been
di stributed in accordance with a Part 32 distribution |icense.

MR. GRAHAM The regul ations that govern their
license set up the systens to assure that. So, fromthe
perspective of the |abeling, this becomes redundant.

CHAI RMAN SI EGEL.: Kat hy?

VR. GRAHAM But | think it's npot.
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CHAI RMAN SIEGEL: It may be npot.

MR. CAMPER: Well, it's nmoot in the sense that
this rule has ben affirmed. It is not noot in the sense that
it could not go undergo further consideration. O perhaps
even recomended changes by the staff.

MR. GRAHAM One brief procedural question.

Havi ng recei ved an i npressive amount of, poundage of paper for
today, can we receive a set of those final regul ations that
you're reading fron? | mean, we have everything but that.

DR. GLENN: Let ne explain why you do not in fact
have a final set of the regulations. And that, because the
staff does not currently have the final set. That will be
bei ng generated in the next few days and we certainly will get
that out to the commttee.

But we're coming to the commttee in real tine.
| mean, things are happening and we do not have, in fact, ah
hard copy of the final rule as it will be published in the

Federal Reqi ster.

MR. GRAHAM But even a marked up draft would
have hel ped.

CHAI RMAN SI EGEL: Well, we've got the next best
t hi ng. We've got Larry here to hel p us.

DR. GLENN: Larry will continue to read.

CHAI RMAN SI EGEL: Kat hy.
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MS. SEIFERT: 1'd like to nake one nore point.

As | said before, it's not hard for us to conmply with this
l'icensing or this requirenment for labeling if we can put it on
a packing slip. And in that regard, we can conply with it. |
agree 100 percent with Dennis' point earlier that the nore you
put on the |abel, the nore noise there is, the nore chance
there is for msadm nistrations. And we track

m sadmi ni strations very closely for m sadm nistrations that
occur based on sonething that happened in the pharmacy as wel |
as what happened in the nucl ear medicine departnent if we are
aware of it. And probably the npbst commopn cause of

m sadm ni stration is |ooking at the |abel incorrectly. And as
Dennis said earlier, the nore you have on the | abel, the nore
difficult it is to see exactly what it is there. Even though
you put in all the human factors that may neke it easier to
read, it's very difficult. Labeling is very inportant in
pharmacy and | agree 100 percent with the fact that the nore
you have on the | abel, the nore difficult it is to read.

CHAI RMAN SI EGEL: Bob had a comment.

MR. QUILLIN: John, do you have m sadm nistration
data whi ch denonstrates a need for this type of labeling in
this particular issue?

DR. GLENN: Certainly I think we do on the point
of view of the syringe having sufficient information on it to

be able to identify what it is. | mean, people picking up the
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wrong syringe and not checking the information, having -- not
havi ng enough information on the syringe. That kind of thing
has caused --

CHAI RVAN SI EGEL: OF course, maybe they couldn't
read it because the letters were so small to get in all that
ot her stuff.

DR. GLENN: Again, there's this business about
the 35 -- Part 35 listed use is sonmething that's been in there
for ages and we certainly did not consider that we were
changing anything in requiring that this a part of the
information that goes with the distributed material.

And again, it's very clear that it doesn't have
to be on the | abel on the container. It just has to be
information that is transferred with the shipnment. It's for
regul at ory purposes.

MR. CAMPER: Just a point of clarification, too.

In | ooking at the | anguage in the existing 32.72 or-- there is
a relaxation going on in this new verbiage. Perhaps not
enough in the mnds of sonme but there is a relaxation going on
in the sense that the current verbiage in 32.72.4.1 says the
following. And, by the way, you do have a copy of Part 35 in
the front of your books which will help you. | don't think
you have Part 32 but we can get it for you if you like.

MR. SWANSON: We do now.
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MR. CAMPER: It says currently, "The | abel

affi xed to each package of the radi opharnmaceutical contains

i nformation on" the sane things. And then goes on to nake the
statenment that it is authorized for distribution to Part 35

i censees. So, this |anguage, believe it or not, was a

rel axation of the current requirenent. And | don't know what
you' ve been doing functionally out there with the current

requi renments or how nmuch of a burden it's posed, but this was
an attenpt to relax that sonmewhat.

MR. SWANSON: To ny know edge, this information
is not being included on materials currently being shipped to
us fromcentralized nucl ear pharmacies. Never is.

CHAI RMAN SIEGEL: All right. Well, we got
di verted here. Probably appropriately.

Let me summari ze what | think we've heard. |
think we've heard that |l ess may be nore. And that it's
appropriate for you at least to consider along the |ine,
whet her everything that you ve got on the |abel is absolutely
required for a patient's safety as opposed to satisfy sone
| egal requirenment so that you feel you've communicated
appropriately with your suppliers and your medical |icensees,
and | think otherwi se that captures -- | think that pretty

much captures the main points.
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| think given that this is essentially a done
deal, it's unlikely that this is going to change but it's
worth reexam ning at sonme point down the road.

MR. CAMPER: Just a comment on the done deal part
of it. | agree that it is a done deal for now But | would
reenphasi ze what | said a few nmonents ago. And that, comments
on the guidance docunent, for exanple, we're in the stage with
t he gui dance docunments were we're asking our regents to take a
| ook at them provide coments and analysis. W certainly can
revisit the guidance docunent. That's easy to do.

Wth regards to the rule | anguage itself, we do
have a major revision to Part 35 planned and there's
absolutely no reason why we couldn't | ook at these kinds of
i ssues and problens as part of that process. O, for that
matter, if they were serious enough and could be handl ed
sinmply and qui ckly enough, we m ght consider sone other way of
dealing with it.

So it is a done deal, | agree, but it's not a
done deal with a capital D

MS. BROWN: |'m wondering about the tim ng of the
deal. Wiy the vote needed to be taken before this commttee
met to | ook at the material ?

DR. GLENN: The timng, this is not a rushed
rule. You -- Maybe we're kind of behind the ball on this one.

But, I will tell you why the timng was extrenely inportant in
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this case. The interimfinal rule expires Decenber 31lst, 1994
at mdnight. |If we don't have this rule ready to go, then we
have to have another rule making to do sonmething in order to
keep the current rule going or else we drop back to a very
restrictive literally by the package insert kind of

regul ation.

MR. CAMPER: Also, | would add to that. In
addition, that we have reviewed this rule at great length with
this commttee. |In fact, we spent probably on the order of
half a day to three-quarters of a day going through the rule
| anguage line itemby line item And we have nmet with
numer ous representatives of the radi opharmaceutical industry
and vari ous workshops around the country, and generally got
very positive feedback on it. Some of these |abeling issues,
for exanple, have not come up until now.

MR. SWANSON: Well, a little bit about ny
confusion on this. The Part 35 rule is basically a rule that
applies to the end user. \Where ny problens are not with the
Part 35 rule but with the licensing guideline for the
centralized nucl ear pharnmacy that appear in our packet which
is a Part 32 problem not a Part 35 problem

CHAI RMAN SI EGEL: Just a quick clarification. In
ternms of the syringe |abeling that says clinical procedure, or
patient, or a human subject's nanme, what -- do you have any

i nternal guidance as to what you define as an acceptable
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description of a clinical procedure? Could it sinply say
di agnostic imging? |Is that a clinical procedure?

DR. GLENN: | don't think we have a regul atory
definition. M gut instinct that we neant something a little
nore than that. But we don't have a regulatory definition.

CHAI RMAN SIEGEL: | guess that is intended to
address the question that asked if |I chose to divert that does
to some other indication, does that make it easier for me to
do that. |, frankly, am not sure | see the problemthat Buzz
and Dennis raised which is that as a physician, | don't have
any problenms diverting a dose that says it was for a bone scan
to myocardial infarc imaging if that's what | want to use it
for.

MR. SWANSON: | think nmy only problemthere is,

and | think you identified it, it could be easily corrected by

just sinply putting or radi opharmaceutical there. |[|f you put
the name of the radi opharmaceutical, | think that that
addresses the identity problem It also permts the

flexibility to do with that dose what you want to do.

CHAI RMAN SI EGEL: You can speak to us, John.

DR. FLYNN: Well, John is nentioning that we have
defined clinical procedures manual in Part 35. And I'mtrying
to think whether that provides any gui dance or not.

MR. TELFORD: John Telford, research. The point

| was trying to make is that in 35.2 there is a definition of
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di agnostic clinical procedures manual. And in that manual are
all of the clinical procedures, exactly the point, which have
to have been approved by the physician authorized user. So
that if in your institution, in your diagnostic clinical
procedures manual you have a list of all the clinical
procedures that you do. So you have defined for yourself what
the clinical procedures are.

CHAI RMAN SI EGEL: | understand that and that's --
Right. But that's why adding the third "or" also solves the
problem Because ny clinical procedure manual says that in
order to do a renal scan, you take a syringe full of
Technetium DTPA, therefore the syringe full of Technetium DTPA
doesn't have to say renal scan on it. It could sinply say
Technetium DPTA. Then, if | also choose to use that syringe
instead for a brain death study, | got the option. [It's not
even nmonentarily mislabeled if you restrict it to the drug
nanme.

| think I sort of agree with Dennis although I
al so sense that this is not a budget buster in ternms of a
maj or earth shattering problemthat |eads to clinical
di sasters.

MR. SWANSON: | think I'"'m-- a mpjor concern |
have is it goes back to a m sadm nistration rule. [If the
syringe is |abeled with a patient's nanme or a clinical

procedure and you use it for a different patient or a
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different clinical procedure, are we going to get hanged on
that? And --

MR. CAMPER: Well, certainly not in the
di agnosti c arena because of the threshol d.

MR. SWANSON: Wong. In msadmnistration the
di agnostic area is defined as wong patient, wong procedure,
wrong drug.

CHAI RMAN SIEGEL: Wth a neeting a dose
t hreshol d.

DR. GLENN: Only if it exceeds 5 and 50.

CHAI RMAN SI EGEL: That's correct.

DR. WAGNER: Yes, but -- that still does cause
you a problemin terns of the procedures you have to go
through. To file a report, you have to got through vari ous

procedures to make sure things were available. That you did

have a m sadm nistration, it didn't exceed the level. But you
still have to go through a |Iot of procedures.
That may actually be the fact that I'min an

agreenent state and the agreenent state has those rules in
t here.

MR. CAMPER: | was going to say, we have no such
rule. Qurs is strictly at a thresholder's reporting
requirement. There is nothing -- For diagnostic
m sadm ni strations, there's nothing other than that reporting

threshold at 5 and 50.
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DR. WAGNER: We don't have to report it but we

have to investigate it.

MR. SWANSON: AlIl I'mreally saying is a sinple
"or radiopharmaceutical" is going to solve your whol e problem
here. If you just go back to the Part 35.

DR. GLENN: And | don't renmenber why it does not

exactly parallel Part 35. It seenms like it should have.
John, | guess just one question. Clarify with
you, | do not think we got any coments on this particular

i ssue about the clinical procedure and the --

MR. TELFORD: | don't believe we did, either,
because it is in basically current |anguage.

MR. SWANSON: It's stated correctly in Part 35.
Again let nme enphasize the point. It's state incorrectly in
the regulatory guide. It is stated correctly in Part 35.

MR. TELFORD: Your comrents are -- will be wel
received on the regulatory guide. There is tinme to do
sonet hi ng about the guide.

CHAI RMAN SI EGEL: |Is anyone on the comm ttee who
feels we shouldn't make the reconmmendation that this issue be
| ooked at and that adding that third "or" as either in rule
| anguage or at least in the regulatory guide at that |evel be
addressed sonehow?

MR. CAMPER: Dennis, would you, for the record,

you have it right there in front of you, don't you, still
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where you're reading fron? Wuld you cite the page and the--

so we can focus on it carefully?

on.

If you don't, we can carry

MR. SWANSON: It's page 46.

DR. GLENN: Page 46.

And |

think we will also

| ook at the other information that we said there and make it -

- and try to clarify the various means by which you can neet

this regulation. That a packing slip with the statenment on

it, all of those would be acceptable ways of neeting this

requirement.

CHAI RMAN SI EGEL:  Now,

to me like the only other mjor

to the regul atory gui de was whet

the only other -- Sounds

I ssue you raised with respect

her or

| abel i ng needed to be in the | abel.

not the Mdl ybdenum

And | guess the collision

there is whether or not the Part 35 licensee will be able to

know they're in conmpliance with their

requi renent if sonething

they get fromthe commercial pharmacy doesn't tell themthat

it's okay and Mol ybdenum  And Denni s’

answer was the

expiration date addresses the problemif the Part 32 |licensee

is followi ng the rules.

DR. GLENN: | guess one issue that | know did

come up in the discussion of this rule making is that in fact

expiration tines and expiration dates may be one of the things

that is changed by the pharnacy.

concern on that.

So,

guess we have sone
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CHAI RMAN SI EGEL: But they won't be changed to

result in a violation of the Ml ybdenum requirenent.

DR. GLENN: Maybe that's what the guide shoul d
say is that the pharmacy can have procedures to assure that if
it's used within the stated tinme that's put on the | abel, or
what ever happens, that it would not exceed.

MR. SWANSON: Actually, the guide does say that.
That the centralized nuclear pharmacy is required to put an
expiration date and tinme based upon fulfilling the Ml ybdenum
99 breakthrough. If that expiration and date, and tinme, is on
the | abel, there ought not to be a requirenent that they
actually put the Ml ybdenum concentration on that |abel.

CHAl RMAN SI EGEL: In current Part 35, 35.204A
reads, "A licensee nmay not adm nister to humans a
radi opharmaceuti cal containing nore than 0.015 m crocurie of
Mol ybdenum 99 per millicurie or Technetium 99M " And then
this part B tal ks about if you do -- if you aliquot your own
generator, you have to neasure it.

| would interpret Ato nean, Dennis, that if you
don't have the information, you don't know and consequently it
really does need to be in the information provided to the Part
35 licensee. Because this is putting a responsibility-- you
could argue that the way 35 is worded is incorrect. And that
may be one issue. But currently the Part 35 |licensee has to

know t he Mol ybdenum concentration in order to know that they
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are in conpliance with 35. 204A. And adnmittedly, it could be
done by an understanding of the underlying procedures but
having it in the label is nmore explicit.

MR. SWANSON: Well, | think a better way to
address the problem actually, would be to require in the
i censing guide to have the centralized nucl ear pharmaci es put
on their |abel a Ml ybdenum 99 expiration date/time rather
t han the actual concentration of Ml ybdenum 99 breakthrough in
t he generator aliquot which would then require the end user to
performa cal culation that would al so increase substantially
t he amount of information on the label. So, sinply on the
| abel it said, Ml ybdenum 99 expiration, tine.

CHAI RMAN SI EGEL: You actually wouldn't want to
have that. | nmean, you wouldn't want it to be a different
nunmber than the expiration time for other reasons.

MR. SWANSON: You coul d have the shortest of the
t wo.

CHAl RMAN SI EGEL: Correct.

Kat hy.

MS. SEI FERT: Kathy Seifert again.

| agree with you, Barry, that the expiration tinme
of the drug should include the expiration of the Ml ybdenum 99
and typically the drug expires before the Moly ever gets to
any point that it would be in effect. So, to add that

addi ti onal |abeling requirenment would be overkill
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CHAl RMAN SI EGEL: At any rate, there's sone

concern about the way you' re addressing that one as well,
al t hough - -

DR. GLENN: But that is within the guide and we
can certainly work on that.

CHAI RMAN SI EGEL: Continue. So we had our little
five mnute diversion for questions there.

MR. SWANSON: It was either now or |later, okay?

CHAI RVAN SI EGEL: No argunent.

DR. GLENN: No, | think -- Hopefully that was the
maj or di scussion we'll have.

In terms of who can be an authorized nucl ear
pharmaci st, the regulation, both Part 35 and Part 32, state
that an "an authorized nucl ear pharmacist is a person who is
either a board certified nuclear pharmacist, is naned as an
aut hori zed nucl ear pharnmaci st on an NRC or agreenment state
| i censee aut horizing nuclear pharmacy, or is nanmed as an
aut hori zed nucl ear pharnmaci st on a permt of a |license of
br oad scope.”

So, anyone who had bene previously approved can
be used as an authorized nucl ear pharnmaci st, anyone who is
board certified can be. And then we have criteria for people
who aren't any of those things. How you can get yourself
i sted as an aut horized nucl ear pharmaci sts on an NRC |icense

if you're not previously listed and if you're not board



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

58

certified. The first way is obviously the current
certification or a 700 hour structured programthat consists
of both didactic and supervi sed experience, and a signed
preceptor statenment of conpetency by an al ready approved
aut hori zed nucl ear pharmaci st.

Some of the coments that we received based on
t he proposal rule was, would we grandfather, particularly
t hose peopl e who have been working on broad scope |icenses for
years and years and have never been listed on a |icence,
obvi ously have the training and experience. What we said here
is, you don't have to go back and find the person who taught
them 20 or 30 years ago to sign a preceptor statenment. We
will recognize their existing training and experience w thout
a preceptor statenent.

DR. SIEGEL: So Bill Biner does not have to get a
preceptor statenent.

DR. GLENN: That's right. Wo would he ask?

DR. SIEGEL: As long as we're tal king about
aut hori zed nucl ear pharnmaci sts, we probably ought to just get
on the table for at |east nonentary di scussion the issue of
character, since that is a point that we've addressed in
previ ous di scussions at the AECMJI and certainly Carol's
|l etter that you provided to us raises indignant concerns about

the i ssue of character
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Just for the sake of getting it on the table,
John, can you explain the rationale for having that in the
preanbl e and how the NRC sees it m ght use that information
that you've built into the preanble.

DR. GLENN: W thin the Atom c Energy Act itself,
it does provide that one of the bases for licensing is
character. The Conm ssion can take into account a person's
character in determ ning whether to issue or not issue
perm ssion to use byproduct material.

We have also in the last -- | think it was '92 --
within part 30, 40, 70 and 50, we published a Deliberate
M sconduct Rule. So we have now in our regul ations codified
t hat when an individual is responsible for providing false
i nformation or deliberately causing violations of the NRC s
requi renments that we can take actions against individuals as
wel | as actions against |icensees.

That is, in fact, in effect today for al
i censees, not just nedical, not just pharmacist, not just
doctors, but anyone who is |licensed by the NRC who provides
the Comm ssion with false information or by deliberate act
causes a violation of our regul ations, that person can be
removed fromlicenced activities. That person can be banned
fromlicensed activities. That's really all that the preanble

I's maki ng cl ear.
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DR. SIEGEL: Have there been applications of the

character provision in mcro licensing activities?

DR. GLENN: Yes. There are individuals, doctors
and technol ogi sts, who have been banned from NRC |icense
activities.

DR. PAPERI ELLO. | mght add. When it is done,

it is done by order, it's done by due process of |aw, hearing

rights. 1It's done for a period of time and it's not a very
common sort of thing. It's not arbitrary that you're
sonewhere on a |ist somewhere that nobody knows about. It's a

wel | - publicized thing.

DR. GLENN: We're very sensitive to the idea of
bl ackl i sting and that kind of thing. Wenever this action is
taken, it's done in public with full rights.

DR. SIEGEL: |I'm personally not unconfortable
with it. | just wanted to get it on the table here so that
you all could say what you just said since it has been a point
that's been raised publicly.

Conti nue.

DR. GLENN: One of the other major changes is
that the current Part 35 is absolutely silent about human
subj ects used in research. The fact is, you can say Part 35
does not even reach to human subjects because it defines
medi cal use and that's diagnosis and therapy. There is no

menti on of human subjects.
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The new Part 35 renmedies that. In nultiple
| ocations the regulation has had to be changed to put in
paral |l el patient and human subject so that everywhere where
there's a requirenment for nmeasuring dosages to protect
patients, there's a requirenent to nmeasure dosages to protect
human subj ects. Were we have notification requirenments for
m sadm ni stered patients, we now have notification, we stuck
i n human subj ects so that the human subj ect has the sane
rights as the patient. So multiple places within the
regul ati ons that change has been nade and our definition of
medi cal use has been expanded to incl ude.

There are two cases in terns of how we're going
to regul ate human subjects in medical research. One is that
we think the majority of cases, it's going to be research that
is either conducted, funded, supported or regul ated by another
federal agency who has inplenmented the federal policy for the
protection of human subjects. \Which case, all we require is
that the research you do in fact nmeet those conditions.

In the inspection process we will |look to see
that in fact two aspects of that have been inplenented. That
is, the use of Institutional Review Boards and the inforned
consent. But we're not going any further. W're not
approving the Institutional Review Boards under those

circunstances. We're not reviewi ng infornmed consent. W are
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saying that the appropriate federal agency is responsible for
seeing that that policy is carried out.

DR. SIEGEL: Let ne just seek a point of
clarification on this. There is a substantial anmount of
research done with byproduct material that is not funded or
supported or directly regul ated by another federal agency, but
It is conducted at institutions that have filed general
assurances with the Departnment of Health and Human Services
that all of the research conducted within their walls, whether
DHSS- supported or not, will be conducted in accordance with
the federal policies on protection of human subjects.

One concern that | have is that an inspector
m ght go to an institution, see a research project, |ook on
the Institutional Review Board form where it shows what the
source of funding is, see that there is no federal funding and
t hen m ght get caught into thinking that this is research
that's not regul ated by another federal agency.

Are you confortable that you all have addressed
that in your thinking and understand that well, that that's
not going to be a problem because there's a |ot of research
that you won't be able to directly link the research to
anot her federal agency that already has this in its rules,
there's an indirect |ink.

DR. GLENN: But there is actually a docunent that

woul d say that they're --
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DR. SIEGEL: Unequivocally.

DR. GLENN: | think maybe we need to beef up our
gui dance to nake sure that that's clear, that where that
agreenent is, in fact, clear, that that brings them under the
federal policy. | have no doubt in ny mnd that it does, but
| guess we do need to namke clear how you can determ ne that
and what to | ook for.

DR. SIEGEL: 1'd be curious to know if anyone
el se on the commttee is aware of any institutions who file
t heir DHSS assurance and say, And by the way, we're going to
exclude things that aren't funded by the DHSS and we're not
going to bother doing this. | think the standard of care is
to, once you have a DHSS assurance in place, that you nake it
an unbrella that covers all the research conducted w thin your
wal | s.

Does everybody agree that that's the way our
Institutions operate? Okay. So | agree. | think this is not
going to be nmuch of a problem but you inspectors need to know
t hat, too.

DR. GLENN: Now, we don't know that there's not
sonet hing el se out there that, in fact, doesn't fall under the
federal unbrella through one of these nechani sns and we have
provided that if such a case is identified, that there nust be
a specific application to the Nucl ear Regul atory Comm ssion to

conduct that research. M guess is if we get such
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applications, we'll probably be conmng to this commttee
| ooki ng for advice.

What we have said is that certainly key el enents
of any approval we grant would be an Institutional Review
Board and infornmed consent.

DR. SIEGEL: |I'mgoing to ask you an even nore
difficult question. Unless sonmeone cane to you and said, |
want to do research and |I'm not conducted, funded, supported
or regul ated by anot her federal agency, would you have any way
of knowi ng that the activity was research? Construct. An
i ndi vi dual practitioner who has an |license for an office
practice is doing sonmething that is not defined in a package
| abel as an approved indication and gets in their mnd, |'ve
never heard of this before. This nust be research. And Cod,
it wasn't covered by this.

s that too far fetched to conceive of?

DR. GLENN: | think that's reaching a little too
far because | think that is diagnosis and therapy for a
patient. The nore likely thing to cone up i s sonebody says,
Well, I want to do a screening and so |'mgoing to test every
third person who cones in here for sonething, whether | think
t hey have a problemor not. Those are the kinds of things, I
think, that mght trigger our interest. W0 approved this?

Is there a federal agency involved?
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DR. SIEGEL: Again, | don't think this is going

to come up very often, but | just would be curious to see how
you' ve thought through these particul ar kinds of problens.

DR. GLENN: But | don't think this is the back
door way for us to get back into off |abel uses of material.
That falls under the normal regulatory scheme of fDA

DR. SIEGEL: And | would just add to what |
poi nted out about that individual practitioner. Again, the
standard of care is that, irrespective of whether you have
DHSS assurance or not, the standard of care of protection of
human rights is that you foll ow the Hel si nki Doctrines and you
have your research peer reviewed and you obtain an inforned
consent. So you've just codified it in the case of an NRC
i censee by saying that they have to |l et you know that they're
doing that. That's okay.

DR. GLENN: | nmentioned briefly when | started
off this nmorning that we did stick a few things into the
regulation to make life easier really for both pharmacies and
for nmedical use |icensees.

An anmendnment is not required to add users to the
license if either the authorized user or the authorized
nucl ear pharmacist is certified by one of the organizations
listed in Sub-part J nor if the licensee has a copy of a
docunent that shows the individual is identified as an

aut hori zed user, an authorized nucl ear pharmaci st on an NRC or
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agreenent state license nor if you have a docunent that shows
that the individual is identified as an authorized user, an
aut hori zed nucl ear pharnmaci st on a permt issued by an NRC or
agreenent state licensee of broad scope.

Now, the cost for that is that you do have to
tell us who these people are and that there is a notification
requi renment. But you don't have to delay the use of the
i ndi vi dual and you don't have to pay any fees or wait for any
approval. You just need to |let us know so that in our own
docunent ati on we know who the authorized people are at your
institution.

| mentioned before that we have explicitly stated
t hose parts of the regulation that no | onger apply to broad
scope licensees, particularly Type A broad scope |icensees.
No anmendnent is needed to name an authorized user an
aut hori zed nucl ear pharnmacist. That's above and beyond what |
was saying before. |In fact, the broad scope licensee can
apply the Sub-part J criteria and approve users.

No anmendnment is required to add or change areas
of use of specified addresses. The current Part 35 says that
if you make any changes in your facility, you have to get an
amendnment first. That, in fact, is not the standard of
practice with broad scope licensees. This sinply gives that a
regul atory basis. Unfortunately, we've been running broad

scope licensees for the last five years by exenption fromthe
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regul ation rather than by the regulation. This fixes that
problem And, in addition, the broad scope |licensees, since
t hey can approve users, don't need to tell us about the users
when t hey change users. So if a broad scope |licensee adds a
physi ci an or a pharmaci st, they don't have to notify us of

t hat .

DR. WAGNER: John, on the pervious page then why
is the notification required there because if the person neets
these criteria, are you going to do sone policing action to
make sure that we didn't make a m stake or sonething?

DR. GLENN: It's not policing action. There is a
current requirenent that you tell us when sonebody | eaves.
This is so that we know that you still have qualified persons
for the activities that are authorized by the |icense.

DR. WAGNER: We checked that. We just did that.
We did that in those three things above there. W already
know t hat because they neet these criteria.

DR. GLENN: No, no.

DR. WAGNER: Why do we have to notify you?

DR. GLENN: Let's take a limted scope |icense
for nedical use. W nmay have authorized radi o pharmaceuti cal
t herapy based on a person who is trained, has received the
training necessary for that. W currently require a
notification if one of those people leaves. So if you send in

a notification that person | eaves and you haven't sent in a
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notification that someone has replaced them the question is
whet her you are still qualified for the activities that you're

authorized for. That's the purpose of the notification.

During inspection, that will be reviewed. The
notifications will be reviewed to determ ne that you're in
conpliance. |It's not going to be a big deal because it should

be relatively mnor to determ ne that those conditions have
been met. But it will be reviewed.
DR. WAGNER: | presunme those notifications wll

have to include the qualifications of the individual and

everything el se. A package will have to be sent to you.
DR. GLENN: | think what it requires is that you
send a copy of the basis docunment that you used. |In other

wor ds, copy of certification, copy of the |icense.

DR. WAGNER: | still don't understand it then.
nmean if it's that sinple, | don't understand the need for the
notification. |If that's sinple, we can do that. That's

sinple. But what are you doing over and beyond that? Wy do

we have to notify you? | don't understand what the need is

for you to know when we do this as |ong as we make sure that

this person is qualified. | don't see the point. 1Is that

just for your records? Are we just pushing paper or what?
DR. GLENN: No, no. The basis of a license is

t hat you have people who are qualified. You have to have

facilities. You have to have equi pnment. You have to have
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trai ned personnel. W need to know at any given tinme that, in
fact, you still nmeet those requirenents. |If you don't, then
the |icense authorization needs to be changed.

DR. WAGNER: | understand your point and | agree
with that, but it seems to me that we've done that.

DR. GLENN: What you're telling us is that
everybody will always conply with their |license and there is
no need for us to have any verification process. | w sh that
were true. But experience has been that we do need to nonitor
what goes on.

MR. CAMPER: In witing this rule, too, there was
sonme di scussion anongst the teamand so forth that this is a
change for limted specific licensees. They have not
heretof ore had this authority whereas broad scope |licensees
have.

DR. WAGNER: | wunder st and.

MR. CAMPER: Therefore, again may it's overkil
in the mnds of sonme, but we felt that it was appropriate to
moni tor how this goes for a while and see how they do. In
time, we may have a body of evidence that shows that this has
not been a problemfor limted specific |icensees to exercise
this new nam ng authority and things nmay change, but we
wanted to see how it's being done.

We wanted to give them on the one hand,

flexibility to name users and to avoid an anmendnment cost when
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soneone is clearly qualified by virtue of board certification
and the |like. But, on the other hand, we felt a need to
nonitor this, at |east for sonme period of tine.

DR. GLENN: O her changes. The m sadm nistration
definitions have been nodified to include human subj ects.
There is now a specific requirenent for measurenent of beta
al pha or beta emtting radio nuclides. |It's not applicable to
unit doses received froma 3272 distributor. So a nedical use
| i censee who receives unit doses previously calibrated, either
by a manufacturer or a pharnmacy, does not have to have a
nmet hod of assayi ng dose.

Al so, we permt a conbination of nmeasurenents and
calculations in order to determ ne the dose. So we are not
I mplying that you have to have a single instrument which you
can drop the total dose into and get a single assay. You can
take an aliquot. You can use liquid scintillation counting
for that aliquot and then, based on specific activity,
cal cul ate the dose.

DR. Sl EGEL: Davi d.

DR. WOODBURG: Do you have standards for
measuring the al pha emtters? N ST didn't have standards.
What standards are you going to use?

DR. GLENN: Well, no, we do not have standards

and, in fact, people who are going to do this, rather than
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giving them a standard, we're saying, You have to describe how
you're going to do your measurenents.

The thing is, with liquid scintillation counting,
if that's the nmethod, the physics is rather straightforward
and | think anyone can do it. | guess we had a recent go
round on strontium 89 where there wasn't a standard, but it
turned out that both AMERSHAM and NI ST used the same net hod,
which was liquid scintillation counting, and had very
conparabl e results and so it really didn't appear to be a
probl em

DR. WOODBURG: | guess the problemis because if
you have different measurenents or different calculations from
one institution to another, then you don't know what is used
as a standard and what you're neasuring is the right thing.

DR. GLENN: Maybe if the other conmttee nenbers
want to address that, but we felt that there were techni ques
out there that we could, in fact, review based on |icensee
subm ssi ons.

DR. SIEGEL: Maybe it m ght be worthwhile to have
Larry read us the specific | anguage that relates to alpha in
particul ar.

Wil e he | ooks, let nme divert us for a second and
ask Judy and Dan whet her they perceive any problem at the
interface between clinical radiation oncol ogy and the new

approaches in radiation oncol ogy where there's research being
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conducted while patient care is actually being delivered in
ternms of m sadm nistration reporting and how any of this stuff
m ght be changi ng here.

An exanmple would be the first 100 patients who
recei ved hi dose rate brachytherapy were actually getting
clinical care but in a research node. The research was, we
didn't know if that was going to work but, by the sane token,
the intent of the research and, hence, the reason for bearing
the risk was that there was expected benefit.

Do you all see a problemwi th the fact that
m sadni ni stration reporting now extends into the research
environnent? | don't, but | want to see if you do.

DR. STITT: | think it always has. That woul d be
my attitude, and maybe it's easier to contenplate it in
therapy than in diagnosis because in diagnosis, | assume human
subj ects was put in because sone of these are not patients.
That is, they're folks that are having an i sotope given but
not because they need a steady donor treatnent.

DR. GLENN: By human subjects, we're nmainly, |
think, referring to vol unteers.

DR. SIEGEL: To volunteers.

DR. STITT: Right. Okay. Because you sure don't
have volunteers for therapy, at least | couldn't think of any.
It's interesting because when we just got in the hi dose rate

busi ness, there's not a protocol in our institution that would
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i ndi cate that that was experinental therapy. The hinge there
I's, what's innovative therapy versus experinmental, and there
are sone pretty specific descriptions of that. So hi dose
rate brachytherapy in nost institutions is not referred to as
experimental. But no matter how you want to | ook at that word
versus innovative therapy still would come any kind of
m sadm ni stration rule.

DR. SIEGEL: | agree with that. | just wanted to
make sure that you all didn't think there was a problem

DR. STITT: It may not |look like it, but I'mkind
of contenplating these things to see where they cross ny
territory and where they don't.

DR. FLYNN: | agree with Judy. | nmean the
I sotope used in HTR is radium 192 nostly and that's not new.
The dosinetry is not new So the fraction size or the tine
the dose is delivered is new and the biological effects may be
sonmet hi ng of concern.

But what my question would be is -- maybe |I'm
m ssing a point here. Wiich pure alphamtter are you talking
about? Can you help me with that?

DR. SIEGEL: Not at the nonent.

DR. FLYNN: Because all the alphamtters that |I'm
t hi nking of also would emt other --

DR. SIEGEL: These are for unseal ed sources

anyway. This is for radioactive drugs so we're not talking
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about Californium 252 for external therapy at the nonent.
This is in anticipation of an astatine | abel ed nonocl odal

anti body that doesn't exist yet that will be used for therapy
at some time in the future. O bisnuth.

DR. GLENN: And clearly, | think, the exanple
that is real world is strontium 89.

DR. SIEGEL: For beta but not for al pha.

Did you find it, Larry?

MR. CAMPER: Yes. For the Part 32 licensee, it
says the follow ng, the rule | anguage. "The licensee shal
possess and use instrunentation to measure the radioactivity
of radioactive drugs. The licensee shall have procedures for
use of the instrunentation. The |icensee shall measure by
di rect neasurenent or by conbination of nmeasurenents and
cal cul ati ons the ampbunt of radioactivity in dosages of al pha,
beta or photon enmitting radi oactive drugs prior to transfer
for commercial distribution.

In addition, the |licensee shall performtests
before initial use, periodically and follow ng repair on each
i nstrunent for accuracy, linearity, geonetry dependence and so
forth."

Wth regards to the guidance for the Part 32
i censee, the pharmacy or the manufacturer in 10.1.2. under
Radi oactive Drugs Instrunmentation it says, "You nust describe

the instrumentation procedures and nmethod of neasurenent used
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to determ ne the ampbunt of radioactivity in dosages of al pha,
beta or photon emtting radioactive drugs prior to transfer
for comrercial distribution. Measurenent nay be done by

di rect measurenent or a conbination of direct measurenment and
cal cul ation.”

Now here's a note for the reviewer. This is
avai |l abl e, of course, in the guidance. "The regulations do
not require comrercial nuclear pharmacy and nedi cal use
| i censees to neasure the activity of al pha or beta emtting
radi oactive drugs if they are received fromthe manufacturer
in unit dosages. Therefore, it is critical that the
manuf acturer's nmeasurenments are accurate and match the
activities on the |abels of unit dosage contai ners.

Those cal i brator procedures for nost photon
emtting radio nuclides are well known and standardi zed.
However, you will have to use your professional expertise and
j udgnment when eval uating instrunmentation, procedures and
measur ement net hods for | ow energy photon, beta and al pha
emtting radio nuclides.”

DR. SIEGEL: | think that's reasonably clear,
certainly fromthe FDA's perspective. You all wouldn't permt
a manufacturer to distribute a beta emtting radio nuclide in
interstate comerce if they didn't know how nuch was in the
vial and the USP wouldn't allow that in its pharnmacopoei a

st andards either
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So | think that at the manufacturer's side, that
is not a problem At the pharmacy side, as long as it's a
pass through of a unit dose, it's not a problem |If a
pharmacy is going to be doing though what this rule
potentially allows, which is producing a beta emtting
radi opharmaceuti cal in-house fromscratch and then
distributing it to Part 35 licensees, that commercial pharmacy
has to know that they've distributed a mllicurie when they
say they've distributed a mllicurie. There has to be a
measur enment met hod, whether it's al pha or beta, and they have
to devise and conme up with such a nmethod before they can do
it.

Then at the Part 35 end, right now the intent

wll be that the Part 35 |licensees can accept whatever the
Part 32 supplier tells themfor al pha and beta. |Is that
correct?

DR. GLENN: That's correct. And again, for the
Part 32 licensee, we would | ook at their method of measurenent
but it is true that for many of these isotopes standards don't
exist. | guess going back to Dan's comment. For radium 192,
in fact, a standard does not exist although there is a working
standard anong the major users.

" mgoing to propose that this be the |ast slide

and then we take a break. This will finish the review of the
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regul ati ons and then we can talk about the actual |icense that
we'll prepare after the break

One other change that's in the regulations is we
have updated the regulations with regards to sone of the
certifications that can be recogni zed, sone of the Osteopathic
Board certifications. These are things that over the | ast
five years we have recognized as the staff and sone of these
we have brought to the Advisory Commttee. So we're updating
the regulations to match the actual practice, as we've
i nstructed our reviewers.

The one in the mddle, I'll note that the |ast
time we had a neeting we did discuss this. The Advisory
Commi ttee gave us sone advice in terns of additional
i nformati on we needed to get fromthe board They supplied it,
and the conclusion is that for certifications of the Anerican
Ost eopat hi ¢ Board of Radi ology after 1984, in fact, they did
have requirenent for the procedures that the Advisory
Committee told us to look at. So the regulation will, in
fact, note that that certification is good after 1984. And
al so included, the Royal College of Physicians and Surgeons
which is one that we did bring to the Advisory Committee a
coupl e of years ago.

DR. FLYNN: Can | bring up a point? | amsorry |
wasn't at the last nmeeting. | was on reserve duty, mlitary

reserve duty. But Osteopathic Board of Radiology, it's ny
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under st anding that there were two prograns in radiation

oncol ogy several years ago. Both programs have cl osed so |
woul d have specific concerns about the Osteopathic Board of
Radi ol ogy exam ning and certifying in radiati on oncol ogy.
They' ve exam ned and certified people in radiation oncol ogy
very infrequently. In the past when |I've contacted the board,
several years ago | had sonme questions, | asked themthe
number of people being certified per year. Sonmetines it's
zero.

So | have a sort of concern about that. [1'd like
to express a mnority opinion that that should be | ooked into
further. [|I'mnot saying that their standards are not as high
as Anerican Board of Radiology but | would have concerns in
the area of radiation oncology that they are not certifying
enough individuals to make it clear to me that it's
equi val ent .

DR. GLENN: | will nention. Certainly this rule
making, this was too big a topic to take on in addition to the
I ssues that were on the floor. But a mpjor part of this
rel ook at Part 35 over the next few years is going to be to
try for once and all to resolve this training experience issue
and get it so that we have a systemwhich is clear and the
criteria are clear and we don't have these issues. One

problemis we add sonmeone and we don't have a way to know when
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t he program changes, for exanple. W're going to have to | ook
at that.

MR. CAMPER: Let ne only add to that. W' ve
heard a |l ot of comments, somewhat to our surprise, of recent
about board certification, what's actually going on, residency
prograns which are actually going on and so forth. W, as
John is alluding to, are going to be | ooking at and have
commtted to going out and | ooking at this T&E issue as part
of the revision of FAR 35. W do intend to go out starting
next year and | ook at sonme of these 200 hour programs. W
intend to | ook at some residency prograns. W anticipate
using Dr. Pallico to assist us in |ooking at sonme of these
resi dency prograns.

| woul d envision neetings and di scussions with
the board certifying groups to talk about what's actually
goi ng on to address sonme of the criticisns that have arisen.
So we certainly can | ook at your issue as well at that tine.

DR. FLYNN: Well, it's normally the American
Board of Radi ol ogy which certifies individuals. But the
Resi dency Review Conm ttee of the ACGVE, which accredits
prograns -- |'mon the Residency Review Committee for
Radi ati on Oncol ogy and we put through sonme additional
requi renents. For exanple, if a facility has HDR
brachyt herapy, the facility must offer training, including

safety specifically for their residents in training.
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" mjust concerned that for a board
certification, in the board certification area, that sone
peopl e who have difficulty achieving Anerican Board of
Radi ol ogy certification my use shortcut nmethods to obtain
quote "board certification from sonebody” and that the NRC
shoul d be very cautious about what is recognizes as equi val ent
certification.

MR. CAMPER: It's certainly fair to say, | think,
that the NRC has operated under the philosophy in dealing with
the certifying boards over the years. W view that as a
quality pedigree, if you will. But clearly as we | ook at the
T&E issue and its sensitivity in today's market place, we need
to go back and revisit that whole question of the board
certifications and what they really nean, what the boards are
commtting to us, that we end up placing those board
certifications in our regulations and so forth across the
board. Across the board.

DR. SIEGEL: Yes and no. Let nme just coment on
that even though it's not part of what we're tal king about
now. It sounds to ne |ike you'll address whether the current
systemis rotten or not as opposed to tackling head on what
your objectives are. | think that's the backwards way of
doing it. | think rather than trying to say that 20 percent
of radiology residents really don't provide six nonths of

training or really don't provide the 200 hours, you ought sit
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down -- as |'ve said nine times now and told the Comm ssion
three weeks ago -- once and for all decide what it is you want
to assure. Then figure out what it takes to assure it. And

t hen design the progranms to neet that.

And that will extricate you fromthis turf war
stuff because what you're tal king about and what you're
alluding is turf war. One way you attack people who are
trying to prevent you from achieving a particular kind of
practice is to say, Well, your training progranms aren't any
good either. And then you get the NRC all riled up wondering,
Gee, maybe we shouldn't be licensing any of these people, and
that's the wong way to evaluate this problem You ought to
start at the beginning, figure out what the public health and
safety issues are, and design the system fromthe ground up
rat her than | ooking at the current system and figuring out
what's wrong with it. | really encourage you to do it that
way .

DR. FLYNN: But if there are no osteopathic
training prograns, it's ludicrous to have a board
certification method.

DR. SIEGEL: Well, | nmay be suggesting that board
certification mght not be the nmethod to do any of this for
anybody. We really ought to | ook and see what the right way
to achieve the NRC s objectives is rather than assum ng that

we've got to investigate what is going on at the Residency



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

82

Revi ew Committee for Radi ol ogy and for Nucl ear Medicine and
t he American Osteopathic Association's review of its prograns.
| think it's tackling the problem backwards.

MR. CAMPER: | didn't nean to inply that that's
how we're going to approach the problem As you know, we've
talked with this committee on a nunber of occasions. The T&E
issue is a big one. W're going to look at it fromthe ground
floor up. W have an open mnd. But, as part of that
process, one of the things we want to do is to | ook at these
ot her training prograns that exist, |ook at the residency
prograns, nmeet with the board certifying groups, preferably at
sonme point get the various representatives of the various
boards together and tal k about this issue face to face.

But it's only an element of a nmuch | arger
process. | agree with you totally. | nmean if that was the
approach and the end onto itself, it would be the wong
approach, but it's just not that. |It's only part of the
overal |l process.

DR. GLENN: And any change we bring about, we're
going to have to be able to say what's wrong with the current
system

DR. SIEGEL: | understand.

Any ot her coments about this |last slide before

we take a 10 m nute break? Let's do it.
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(Wher eupon, off the record for a 17 mnute break
at 10:02 a.m)

DR. SIEGEL: | think we can go back on the
record. Before we start, Tory asked nme to just briefly
announce that some nenbers of the public appear not to have
signed in and she would appreciate it if you would do so. |
al so had a request to allow the tenperature to conme up a
little bit and, even though it's against ny better judgnent, |
deci ded we could do that a little bit. Keep nme posted if it's
still too cold.

John, conti nue.

DR. GLENN: For the next part of my presentation,
what | want to do is discuss sone of the licensing issues and
nost of the conversation that 1'll present will be focused
around how we're going to be witing licenses based on this
new rule. | think that will allow you to bring up any issues
that are in the guide with respect to the new rule.

It presents both an opportunity and a chall enge,
the newrule, in ternms of the way we wite |licenses.
Automatically the licenses are going to be providing nore
flexibility with respect to both the uses and fornms.
Essentially, all limted scope licenses of the NRC for nedical
use are now going to become any formlicenses. The old group
concept is gone. Everybody can receive material in any form

As | nmentioned to Dr. Whodbury during the break, we are
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conpl etely out of the business of interpreting FDA s | abeling
as far as the uses. That is an issue that is to be handl ed
bet ween the user and the FDA as to whether the indications of
use and the procedures are correct. So that aspect of our
former regulation is gone.

However, we still have the fundamental need to,
when we license a facility, know the radiation safety aspects
of that operation. And so sonehow we have to be able to
provide all this flexibility plus put sone sort of bounds in
terms of the radiation safety. W don't want to have a snal
communi ty hospital that has only a technol ogi st and no physic
support, pharmacy support all of a sudden going into
nonocl odal |abeling in a big way. W would want to know t hat
they in fact brought on the qualified people before we would
permt that to happen. Sonmehow the |icense needs to take into
account the activities, the operations, so that we can
properly bound the radi ati on safety aspects.

We' ve already had sone di scussions that the new
procedures required for al pha and beta neasurenments and
unusual operations, we're going to have to be review ng those
really on a case by case basis for radiation safety aspects.
There is not an existing set of standards out there that we
can rely upon. We're going to have to | ook at the credentials
of the people in the program W're going to have to | ook at

facilities, the equipnent on a case by case basis.
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DR. Sl EGEL: Denni s.

DR. SWANSON: A comment. As | read the
regul atory gui des again, a concern that comes to ny mnd is
how specific do you see the requirenents for informtion about
uses of a prepared radi opharnmaceutical? Also, for exanple,
types of preparation procedures, etcetera? The reason for ny
concern is because if it's a detailed type of information that
you want very specific uses and detail preparation procedures
for specific agents, then that basically is going to prevent
ext enpor aneous conpoundi ng or extenporaneous preparation of
these materials without first having the |icensing anendnment.

DR. GLENN: Sonet hing that has been devel oped
since the guide and which | only signed out to the regions as
drafts for comments this week is what we call a standard
review plan which is based on the guide. 1In there, you have
notes to the reviewers in terns of what to be | ooking for.
Specific to the comment you just made, we're telling themthey
"shoul d not seek detailed preparation procedure information
about the chem cal conponents or reactions having only to do
with the drug safety and efficacy. These issues are the
responsibility of the FDA and state authorities. You should
only seek detailed commtnments fromthe application as our
necessary to limt the scope and | evel of radiation hazard
likely to encountered in the preparation and the use of

radi oacti ve material ."



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

86

So we woul d hope not to in fact confine you to
any drug preparation but if you' re going to need a funme hood,
if you're going to need a glove box, if you're going to need
sonme special kind of nmonitoring, we'll try to get you to
define those paranmeters of how you're going to do things and
comm tments that when you' re handling, say, nore than 500
mllicuries of Vidine 131 it will be done in a glove box with
a certain kind of filtration, charcoal of a certain efficiency
and your nmonitoring system Those are the kinds of
comm tnments we're trying to get through the process.

DR. SIEGEL: So, for example, for uses we coul d
put down -- again, this applies to the on-site preparation,
let's say -- lodine 131 and as a use preparation of
radi oactive drugs for inmaging studies.

DR. GLENN: Yes, and probably we'd go a little
bit beyond that. W'd want to know, what's the maxi mum
activity you'll have in any one container at any one tinme?
And then, based on that, what are the handling procedures? |Is
It going to always be done in a hood? 1Is it going to be done
in a glove box? How often are you going to do w pe surveys?
Those ki nd of things.

DR. SWANSON: But what you're not | ooking for
is, for exanple, use of lodine 131 for the preparation of tag

3 nonocl odal anti body.
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DR. GLENN: No. We're not interested in that

detail .

DR. SIEGEL: This thing that you're show ng us
here, this is fromyour |icensing guide.

DR. GLENN: Right. And that was handed out this
norni ng. That was the docunent that was handed out this
nor ni ng.

DR. SIEGEL: Okay. Maybe | mssed it.

DR. GLENN: It's hot off the press.

DR. SIEGEL: | give up.

DR. GLENN: It will ook alnost identical to the
Errata CGuide for 10. 8.

DR. SIEGEL: It's this thing here that says
Errata on the front page?

DR. GLENN: Yes, that's it.

DR. SIEGEL: Ckay. Fine. All right. | didn't
see that. ©Oh, and this has the sanple licenses init. GCot
it.

DR. GLENN: It has sanple licenses and in bold
face it has the notes to the reviewer. | wll nention one
thing. Carl is not here right now He is very concerned that
in the future we probably should only have one set of
gui dance. There shouldn't be the set of guidance for the
community and then that set of guidance with additional

information for the revi ewers. We shoul d have one set that
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everybody knows about. And also if we could maybe sinmplify

the process. Maybe we don't need the formality of a licensing
gui de. Maybe the standard revi ew pl ans devel oped by the staff
but put out for comment would in fact be sufficient. W don't
really need the nore cunbersone process that we go through for

t he regul atory gui des.

DR. SIEGEL: And | think I agree with that
concept. | think there's always the concern that you put one
thing in a regulatory guide but you're telling your internal
fol ks sonmething different, even though the docunent is one
that is accessible through FOA | think it is, isn't it?

DR. GLENN: Yes. It's all avail abl e.

DR. SIEGEL: So that there m ght be two sets of
standards. | know Carl's goal quite clearly is not to have
two sets of standards, and | |ove that.

DR. GLENN: Carl just walked in. W're
mentioning that we don't need both |icensing guides and
standards. We had not settled on exactly the nechanismwe're
going to use in the future. But | amvery sensitive to your
concern that in the need to understand the operations and
needi ng sonme detail about what's going to go on, we don't
sonehow tie you into a particular way of nmaking a radioactive

drug. That's not what we're interested in doing.
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DR. SWANSON: | don't know if this is an

appropriate time to bring this up. Again, in |ooking at the
regulatory guide in Table 1, it tal ks about types of materials
and for those materials that are obtained froma Part 32
supplier, it had a limt of 100 mlIlicuries on the container
and | question why the 100 mllicurie limt because obviously
we receive 131 sodiumiodide for therapy froma Part 32
supplier that nmay be 200 millicuries or we could receive a
bul k vial of tekeishium MDP froma supplier that woul d exceed
100 mllicuries.

DR. GLENN: The 100 mllicuries isn't etched in
stone. That's sort of a default guiding line. Let ne
describe a little bit about how we envisage in the standard
review plan a license being witten, and then maybe we can
di scuss sone of the details.

One thing that we need to do. Currently our
licenses are written in such a way that it's essentially any
byproduct material in 35.100, any formin 35.100 and as

needed. There are reasons why we don't want to wite |icenses

that way any nore, but we still want to preserve the
sinplicity of licensing for those people who aren't doing
anyt hing unusual. So what | propose to do here is first, to

di vi de byproduct material by half |ife because anythi ng over
120 days may be subject to decomm ssioning rules. So that is

a natural thing that we need to have a dividing line in our
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i censing for because we have to eval uate for deconm ssi oning
criteria.

DR. SWANSON: Just a point before you go on. You
tal ked earlier about specifying a half |life for whether or not
to be on the container and you picked 100 days. Just to keep
t hi ngs sinple, you mght want to consider 120 days for that
al so.

DR. GLENN: Well, we had a discussion. | tell
you where we cane down is we assuned that if you don't put the
time on you' ve got a possible slops 48 hours. The 48 hours
out of 100 days anmpunted to about one percent.

DR. SWANSON: I'mjust trying to renmenber all
these numbers is all.

DR. GLENN: This isn't too inportant because this
is on the license but this was chosen because of the
decomm ssioning rule. This would permt any form That's so
that, even though it says received as initially distributed in
accordance with the Part 32 |icense, we are no |onger
restricting the nmedical use |licensee to keep it in that form
In other words, your pharmacist can add Vitamn C, if they
want to, to the drug in order to make it | ast |onger and that
woul d not be in violation of this regulation. You receive it
froma pharmacy. You receive it froma manufacturer. You

make changes as directed by the pharmaci st or by the ANP or by
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t he authorized user and that's still covered by this bl anket
aut hori zati on.

And then as needed but with alimt so that we
can know when the quantities are beginning to get |arge enough
that we need to | ook for unusual radiation safety hazards.
Maybe 100 millicuries isn't the right number in every case,
and we would listen to reason as to what it should be. But we
chose 100 as one where you're pretty sure that if they are
usi ng the common everyday drugs as received from manufacturers
and it's not nore than 100 millicuries in any one container,
that you have limted the radiation safety consequences
sufficiently that you really don't need to worry about asking
nore questions about the processes that are going to be used.

For those |icensees who, in fact, want to
conpound from scratch, we woul d aut horize what ever isotopes
they tell us about, any unsealed formfor preparation and
adm ni stration as specified in 35.300. Now, before we would
i ssue this, we would need to know that they do either have an
ANP or an authorized user with the appropriate training and
the 1.5 curies for iodine here would tell us ventilation,
effluent rel eases. These are issues that have to be | ooked at
in this |license.

So we're using these possession limts as the

clue to when we need to | ook farther into the radiation safety
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program They're not neant to limt the radi opharnmaceuti cal
uses but to get to the radiation safety issues.

DR. SIEGEL: John, just a point of clarification.
You' ve shown the licensee here as St. Nowhere Hospital. Are
you describing a Part 32 license to us or a Part 35?

DR. GLENN: This is a Part 35 license. |[|'Il have
a Part 32 license |ater.

DR. NELP: | mssed the comment fully, | believe,
on the 100 mllicuries per container. | know you said that
was a gui deline.

DR. GLENN: Essentially in the guidance what
we're saying is if a nedical use licensee cones in, they're

going to get prepared materials. They're not going to have

nore than 100 mllicuries in any one container. The current
Part 35 10.8 procedures will be adequate. You really don't
need to |l ook any further. However, if it's nore than that,

then you need to |look to see if there are any special handling
ef fl uent nmonitoring requirements for conpliance with Part 20.
DR. SWANSON: So basically the 100 mllicuries is
kind of an internal NRC action |evel.
DR. GLENN: Ri ght.

DR. NELP: Because if you have your own
generator, typically you' re pulling off tech that's nmany tinmes

t hat anmount every day.
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DR. GLENN: Yes, and that could be authorized in

various ways. Either we can |list nolybadenmum generator as a

separate itemor we could put in here, except generators with

a higher activity, sonething of that nature.

DR. Sl EGEL: In fact, this license as witten

here, the way it's witten, would not authorize the possession

of a one curie nolybadenum gener at or

DR. GLENN: That's true. That's what they

request ed.

DR. SIEGEL: But the way your |license would read

Is you' d have Item B woul d say nol ybadenum 99/t ekei shl um

generator 3.6 curies.
DR. GLENN: Yes.
DR. SIEGEL: So it's done by |icensing.

DR. NELP: This is an exanpl e.

DR. SIEGEL: And this is the way it's been going

on for the last 30 years.

DR. GLENN: Now, we've also included here in sone

of the seal ed source uses and the seal ed source woul d stay

pretty much the same way that it is today. You can receive it

if it's been manufactured by someone licensed by either the

NRC or an agreenent state would have to be materi al

listed in 35.400.

that's
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The sanple license |'ve given you here is very
|l ong. This was sort of, | guess, to make the drug people
happy to know that we're really | eaning on the seal ed source
t herapy people a | ot nore nowadays than we are on the
radi oactive drugs. This license is so |long because of this
particul ar authorization. Radium 192, a particular seal ed
source, two sources not to exceed 10 curies and it's to be
used in an HDR device. This license is so conplicated because
it has an HDR device on it.

But for the sanple license for the reviewers |
wanted to include this because we're putting a | ot of reliance
on our reviewers in fact making sure that the HDRs are
i censed properly because we had not fixed Part 35 for HDR
So we're really doing it through license conditions.

Li cense condition 10 would be very nmuch the sane.
You can use material at a facility |ocated at a given place.
For a broad scope licensee, you can nmake changes wi thin that
listed facility wi thout an anmendnent. For a limted scope
i censee, you would have to cone and tell us about changes of
the facilities within the facility that's |isted.

The Radi ation Safety O ficer is named and then
we've |listed all different kinds of possibilities here for
aut horizing users. This catches the fact that you can nane
your own users. So a physician, dentist or podiatrist is

defined in 35.32, working as authorized users in accordance
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with 35.13. So that says you can nanme your own users provided
that they're certified, listed on another |icense or on a
broad scope permt. Again, sanme thing with the pharnmacist.

If they nmeet any of those conditions in the definition and in
the regulation, you can use them wi t hout anendnment. O you
could submt a nanme and they can be approved. So the
pharmaci st could be naned specifically. Likewse wth

aut hori zed users. You can have physicians and the nmateri al
and uses for which they're authorized.

DR. SIEGEL: Just a question of process. Filling
out a license is sonetines not an easy thing for particularly
new applicants to do because it's a conplicated process and
sonetimes even for existing applicants. |If soneone cones in
the way you see this now wth 12 and only has D, only lists
the actual people who are currently practicing in that
hospital, would you encourage them under the way you're
currently planning it to add paragraphs A and B?

DR. GLENN: This is to be automatic. Any
amendnment that conmes in, we would add these.

DR. Sl EGEL: Fi ne.

DR. GLENN: That raises an interesting question
t hough. What about current |icensees who don't conme in for an
amendnment and you can, in fact, go ahead and do this. This
just nmakes it clear to everyone that, in fact, you're allowed

to do that.
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DR. SIEGEL: Got it.

DR. GLENN: But the regulation, in fact, is
sufficient to allow you to nane those users.

The nmedi cal physicist is named in this case.
This is not a teletherapy physicist. This is a nedical
physi ci st because in our guidance for HDR we, in fact, require
a nmedi cal physicist and we hope to renedy the regulation and
get that fixed so that we have within our regul ati ons both the
tel etherapy and the brachyt herapy physicist well defined.

Then we start a whole series of special
conditions that had to do with the HDR device, about
i nterl ocks, about radiation surveys that have to be made,
about servicing the device, about the roomthat it's |ocated
I n.

DR. SIEGEL: At the risk of being presunptuous,
t hese look |like draft regulations for HDR. Right?

DR. GLENN: | think certainly many of them w ||
show up in whatever conmes out in Part 35.

DR. PAPERI ELLO. We're going to discuss that
later, | think, in a session but you're right. You re exactly
right. That stuff ought to be in the regulations and we
shouldn't be witing this as license conditions one after
anot her.

DR. STITT: Let ne just throwin a comment. |'ve

been mulling it over since you described the brachytherapy
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physi ci st versus the tel etherapy physicist versus the nedical
physi ci st and you know that that will be com ng up. There's
no such thing as a brachytherapy radi ati on oncol ogi st versus a
radi ati on oncol ogi st versus a tel etherapy radiati on oncol ogi st
and we, neaning the NRC, is getting in some turf | don't think
that is necessarily appropriate to start breaking that sort of
thing dowmn. We'll revisit that.

DR. GLENN: Yes, and one thing, naybe we only
want nmedi cal physicists. W don't want teletherapy
physi ci sts.

DR. STITT: | would suggest that's true. W'l
get there later.

DR. GLENN: We'Il| get there later.

Agai n, prescriptive requirenents that are being
done by license condition for HDR.  Anot her thing we have,
because of the m smatch between Part 35 as is currently
written and HDR, we have to have such things in |ieu of an
exi sting regul ation, you can do this instead. So we have to
grant exenptions to the regulations in order to have them make
sense for the particular application.

And still it goes on. Let ne skip to the end
here. Some other conditions that have been added on here.
There were sonme seal ed sources on this license that were not
for medical use and so sone of the standard not for nedica

use conditions are also included on this |license.
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Currently we will be keeping the tie down
condition the way it exists today, and that is that your
application and any letters that change the application are
referenced in a serial chronological date format and that you
are tied to the statenments and representations and procedures
contained in those docunents with the provision that
m ni sterial changes can be made in accordance with Part 35.

Just to let you know. As we're going into this
rethink of the way Part 35 is witten and the way we do
licensing, we're trying to see if we can't cone up with a
better way of doing this so that there is not this series of
|l etters that sonmehow taken together constitute the comm tnents
of a licensee but rather have separate conpartnents,
procedures for receipt of material, procedures for dispensing.
Segregate the license into clear parts, each of which has to
be nodified in its entirety when you make change. That way
there is always one set of procedures, one set of comm tnents
that clearly apply to the license at any one tine. That's
just thinking ahead. We're not there yet. W' re talking
about a | ot of changes and we can't make them all happen at
once.

DR. SIEGEL: The problemwith this as it rel ates
to the question Dennis asked earlier is, is the potential trap
that a licensee m ght get itself into of overly describing in

too nuch detail how they're going to nake | 131 | abel ed
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nonocl odal anti body and then they realize six nonths | ater
that they need to do sonething different chemcally and then
they've got to file a license anendnment or, nore |ikely, they
forget that they need to do it and then soneone cones al ong
and says, Oh, you violated your license. So in a way you need
to get the people who review the licenses to work with peopl e
writing these unique licenses to get themnot to be too
specific. They need to be nore general and |less specific to
give themthe flexibility to maintain radiation safety while
practicing nedicine and pharmacy with enough flexibility to do
it well.

DR. PAPERI ELLO. It goes beyond just the nedical
area. It goes into the entire materials area. 1In the reactor
side of the house, we have sonething we call 5059 which allows
reactor people wide latitude to make changes in our procedures
wi t hout our approval. You have to bal ance that with the
practical matter that we have two to three inspectors living
at every reactor site in the country so if we had a concern,
we woul d know about it. But when we | ook at how we're
i censing, we are | ooking at everything including the question
of whether or not we'll create -- and we put parenthesis
around this -- "a 3059." W are far from changing the
process and | would tell you by the time we're right now doing
the systens anal ysis to understand oursel ves what the process

really is and every variation anong the regions. W wll not
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be changi ng anything. You won't be caught short. And of

course, what we're doing is going to apply to all materi al

| i censes.

We don't know what we're going to do yet because
we're still in the very, very initial stages of the process.
But we will let you know where we are going once we even have

an i dea ourselves of where we're going. But some of things to
t hi nk about is why do we have a five year |icense? Wen you
| ook into that, you find out it's tradition. No other basis.
These things |ike this, why do you need anendnents to change a
procedure when, if you have your staff that can |look at it and
say, Hey, it's okay. That way we save people the cost of
filing an amendnent and save ourselves work in doing it. All
these things are going to be considered but right now we're in
the stages of just trying to find out what happens when you
send an application in and a |icense goes out the other end?
How many people have their fingers in the pie?

DR. GLENN: Dennis will be interested in this.
This is a pharmacy license. Sone of the sane thinking goes in
her e.

DR. SIEGEL: Do we have this exanple, John?

DR. GLENN: No, | don't think we have that
exampl e yet. You do? Okay.

DR. SIEGEL: | don't have this exanple. Now |I've

got many of them
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DR. GLENN: Again, we want to provide the

flexibility that for a pharmacy that is going to continue only

di stributing prepared material froma manufacture |icense

pursuant to Part 32, that they can rather sinply define that

for us and ask for that authorization. We have not made the

cut here though in ternms of 120 day, half life and activities

because we are assum ng that the pharmacy is going to need

nore material and they're going to be handling nore at any one

time. So we're proposing, you give us a list of the isotopes

and activities you need and then we'll|l evaluate that as to

whet her we see any particul ar radiation safety handling

pr obl ens.

But then just as in the nedical use license, if

t he pharmacy is going to be conpounding from scratch, just

tell us what isotopes you need, authorize any form and then

list again the isotopes. |If you're doing it this way,

obviously we're going to be probably asking a little nore

i nformati on about what you plan to do because this says you're

doi ng sonet hi ng unusual. You're going to be having nore

processi ng than you would with already prepared material s.

More processing raises the question of nmore changes for

ef fl uence contam nati on and so forth.

We' || keep sonmething in here for in vitro kits

for what's called redistribution. We have to be a little

car ef ul

about sonme of these things where essentially the
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pharmacy is just a pass through for the manufacturer. W want
to keep the right description and |abeling with the materi al
because we don't want specific licensees getting instructions
for general licensees and we don't want general |icensees
getting instruction for specific licensees. So we have sone
special conditions to keep that part of the program straight.

Sonme ot her types of authorizations here. Sone
phar maci es al so pass on calibration sources and ot her kinds of
seal ed sources that nedical use |licensees may want to use. W
woul d not approve the manufacture of seal ed sources on a
pharmacy |license. W would nake them get a different kind of
license for that. But sonme of these are pass throughs. You
can see here, we talk about "E) Redistribution of seal ed
sources as received fromthe manufacturer."” So pharmacies are
all owed to redistribute those things that we would require a
different kind of |icense for manufacture.

Depl eted uranium Any questions on anything?

Most of the rest of these conditions are standard
conditions. |If you're an authorized user condition, the one
t hat recogni zes the pharmacy can nanme its own users if they
nmeet certain conditions or you can have a |listed names of
aut hori zed nucl ear pharmaci sts. Radiation Safety Officers
al so to be stated.

This is a standard | eak test condition that we

put on all |icenses that have seal ed source and aren't Part
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35. Part 35 has built into it a leak test requirenment. Part
30 does not. So if it's a non-nedical use we're doing it by
condition. Obviously that's sonmething we need to renmedy in
our regul ation so that sonething that we put on every license
in fact is in the regulation and not on the |icense.

Li kewi se, there's a general prohibition. If it's
di stributed as a seal ed source, credit is taken for the fact
that it's a seal ed source, has integrity. You're not allowed
to open those things. Inventories, transportation. Again,
Part 30 and Part 20 only have a very general decay and storage
condition. W essentially give to non-Part 35 |licensees the
sanme aut horization that is given to Part 35 |licensees.

This is a unique condition that appears on
nucl ear pharmacy |icenses. Many of the pharmacy |licenses
offer as a service to their custoners that they will pick up
used syringes and vials and so forth and save themthe
di sposal hassle. W wll allow that provided that the
pharmacy is only picking up their own materi al.

This is a standard condition that is used if a
licensee requests it that elimnates them having to submt a
decomm ssiong plan. |In other words, they say that they're
going to apply the conditions of the regul ation and keep their
possession |imts down bel ow what requires a deconm ssioning

or energency plan.
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Then the standard tie down condition except again
for Part 30 licenses, there is no mnisterial change rule and
so there is not the sanme flexibility that's provided to
medi cal use |icenses to make m nor changes. Again, sonething
that needs to be fixed.

DR. SWANSON: One of the things |I noted again in
the regul atory gui dance specifically discussed the ability of
centralized nuclear pharmacies to distribute to Part 35
licensees. It didn't specifically address their ability to
di stribute to broad Iicensees which, in fact, does occur.

DR. GLENN: | think the rule change we have nakes
it clear now that broad and |imted scope licensees are both
clearly covered by Part 35.

MR. CAMPER: |1'd nake a comment at this point as
John is winding dowmn. We did recently participate in the al
agreenment states neeting and nyself and some ot her nenbers of
the staff met with a task force of the CRCPD that's working on
revi sing existing nodel regul ations. These regulations are
prepared by the CRCPD in such a fashion that they could be
used by agreenent states and, of course, while we were neeting
with themprimarily to tal k about |anguage associated with the
qual ity managenment rule, we did at one point get into a
di scussi on about this particular rule and then that evening we

met with actual programdirectors of the states.
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An i ssue was brought up by one of the program
directors that | intended to bring up and that is is that cone
January there will be a substantial disparity in our C
controll ed states and agreenent states with regards to this
flexibility in this regulation, authorized nucl ear pharnmaci st
and the like. Now, this rule does have a Division 1
definition conmpatibility. M. Gahamis a new nenber. That
means the definitions have to be identical. And the rest of
the contents of the rule is Division 2 conpatibility which
means that they need to put in place processes that neet the
obj ectives and requirenments of this rule but they can do it in
a way that's flexible. It doesn't necessarily have to be in
rul e anguage. It can be in guidance approach and so forth
and they have three years to do that.

Now, as a practical matter, what's already
starting to happen -- in fact, Don Flater of the State of |owa
brought it up. He had been contacted, | guess, by the
University of lowa. People who are nucl ear pharmacists in
agreenent states are probably going to want to becone
aut hori zed nucl ear pharmacists fairly quickly, if for no other
reason than sinply this credentialing type of approach.

"Well, nmy friend who lives in Virginiais an ANP and | live in
Maryl and and I'm not" type of thing.
Now, we did offer to work with the CRCPD fol ks as

t hey nove ahead at sone point to devel op nodel regulations for
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use by the agreenent states, but now that's not going to
happen in the imediate future. W did sinply make the offer.
They agreed that at sonme point they would want to do it. So
my point is, just for the record, that recogni ze cone January,
there's substantial disparity between the NRC states and the
agreenment states and | think that it is something that
practitioners are going to want the agreenent states to nove
toward or sone variation thereof. 1t |ooks an awful lot Iike
it because of the flexibility provided. So, just for the
record, be aware of that.

DR. GLENN: M final slide just nakes some of the
points that | think 1've already nade that sone changes on
pharmacy |licenses. Currently, authorized users may be
phar maci sts or people who have nedical technol ogy background.
Wth this rule change, the only people who will be listed as
users on pharmacy |icenses are pharmaci sts who neet the
qual i fications of an ANP.

Phar maci sts who are currently listed on pharnacy
l'icenses, in fact, will be ANPs because if you |l ook at the
requi rements we have to be a user, the hours and everything
are the sanme as in the new regulation. And the only
additional requirenent is the fact that there are pharnmacists
and we put in the grand-fathering condition for the preceptor.

So, any pharmacist who's |isted as a user today will be an ANP
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on January 1st. And board certified nucl ear pharmacists are
not required to be listed on the |icense.

CHAI RMAN SI EGEL: Kat hy?

MS. SEI FERT: A question on pharmaci sts' ANP.

OCccasionally, we get into a situation where we
have a staff turnover and we hire soneone who is licensed in a
state who is not yet qualified to be an ANP. W usually have
t hat person work in conjunct with soneone el se, perhaps maybe
not licensed in that state as a pharnmaci st but woul d be
i censed in another state. So, that person would sort of
serve as the preceptor in the nuclear pharmacy regard while
t he other person may have the state pharmacy licensure.

Woul d that still be acceptabl e?

DR. GLENN: [I'mnot sure | followed everything.
But | guess the preceptor nust be an ANP.

MS. SEIFERT: Okay. |Is it required that that ANP
necessarily be licensed in the state in which the practice is
goi ng on?

DR. GLENN: No. Qur regulations, | don't think,
woul d reach to that.

MS. SElI FERT: Okay.

DR. GLENN: Now whether you'd run into trouble
with pharmacy law, | don't know.

MS. SEIFERT: Well, that's the reason that we

al ways have a pharmacist that's licensed in the state and
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that's the question where these people are working together.
One has the ANP qualifications; the other one has the pharmacy
license and is in training to be an ANP.

MR. CAMPER: Let ne give you a parallel that I
think will help clarify this.

| f you | ook today -- bear in mnd, renenber the
di scussi ons where the radi opharmaci sts, by virtue of this
rule, now parallels, if you will, the authorized physician
user, part 35.

MS. SEI FERT:  Yes.

MR. CAMPER: Today, one of our criteria is that
to be an authorized user, one nust be licensed to practice
medi ci ne. You do not necessarily have to be licensed to
practice nmedicine in the state where you're requesting to be
an aut horized user.

MS. SEI FERT: Ckay.

MR. CAMPER: You sinply have to be licensed to
practice medicine.

CHAl RMAN SI EGEL: But you'd better not practice
medicine in that state if you' re not |icensed.

MR. CAMPER: | neant NRC space.

MS. SEI FERT: Yes. Yes, okay.

MR. SWANSON: Just to clarify for the public
record, | think what Kathy is saying is, in that case, the

aut hori zed nucl ear pharmaci st woul d be working under the
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supervi sion of the |icensed pharmacists in the state which
woul d cover our Board of Pharmacy regul ations. And vi ce-
versa, the pharnmacist who is licensed in the state woul d be
wor ki ng under the supervision of the authorized nucl ear
pharmaci st to address the NRC regul ati ons.

MS. SEI FERT: Exactly. That's exactly what we
do. And as long as that person is |licensed as a pharmacist in
sone state and we're covered on the state pharmacy regs, we're
okay.

CHAI RMAN SI EGEL: [It's cool.

MS. SEIFERT: All right.

DR. GLENN: We're mainly concerned about the
conpetency of the preceptor.

CHAl RMAN SI EGEL: All right. So, that's your
| ast slide, correct, John?

DR. GLENN: That's ny | ast slide.

CHAI RMAN SI EGEL: | know that | had a few itens -
- no, actually, there's about ten of them They're not so
bad. A fewitens that were probably just worth questions.
Some of them you've addressed al ready.

Denni s, do you have additional things in the
| i censi ng gui dance that caught your attention?

MR. SWANSON: Yes, several additional things.
Some of them nore housekeepi ng things, and sone of them

general issues.
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CHAI RMAN SIEGEL: It's probably worth, | think,

spending a couple of mnutes just to address sone of these.
So, why don't we open to -- just do it this way.

John, do you have your docunent there? Let's
start with the "Draft Guide for the Preparation of
Applications for Commercial Nucl ear Pharmacy Licenses", which

was the first docunent in the package. The first question I

have -- and it's just an information item-- is on page 11.
So, if anybody has sonet hing before page 11, we'll do them
first.

Dennis, you didn't mark your pages?

Ckay, ny question on page 11 is, it states that
"if the State Board of Pharmacy requires a pharmacist to be
physically present at the facility during the preparation and
di spensing of prescriptions, then you should confirmthat the
phar maci st present during the use of licensed radioactive
materials is an authorized nucl ear pharnmacist."”

It wasn't clear to me why those were |inked.
That a pharmaci st who is not an authorized nucl ear pharmaci st
coul d work under the supervision of an authorized nucl ear
phar maci st who m ght be responsible for several facilities,
but the person who is physically there watching drugs being
di spensed at that nonment didn't necessarily have to be an ANP.

MR. SWANSON: Yes, | had exactly the sane

question, especially if you go back to the first sentence of
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t hat section where it says that "each comercial nucl ear
pharmacy nust have an authori zed nucl ear pharmaci st to prepare
radi oactive drugs for nedical use.”

So, it seens to ne that that particul ar statenent
just doesn't need to be there.

DR. GLENN: Needs to be under the supervision of.
If there's a pharmaci st present, that pharmacist has to be
t hen under the supervision. But | see what you're saying. It
doesn't have to be the ANP, right?

CHAI RMAN SI EGEL: But this does say it has to be
t he ANP.

DR. GLENN: Yes, okay.

CHAI RMAN SIEGEL: So, | think this may need a
little technical direction on that one item

| guess | wasn't aware that the RSO has to be
physically present during the operation of the pharmacy. Does
it say that?

DR. NELP: What page is that, please?

CHAl RMAN SI EGEL: Well, it says "the radiation
safety officer you designate” -- this is on page 12 at the top
-- "should be present daily at the facility."

DR. GLENN: Okay, that is a true use of the word
"should.” We're saying that we think the standard is that the
radi ati on safety officer is someone who is really invol ved

with the program W have cases where we have absentee RSOCs.
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We're saying that is not the normthat we want to accept for
licensing. But it's not, as a requirenment, if there's a day
that the RSO doesn't show up, that you're in violation. It's
that we expect that this is a real enployee of the |icensee
who, in fact, does participate in daily activities.

MR. SWANSON: And of little less concern, it also
goes on to further state that "the authorized nucl ear
pharmaci st can serve the functions of the RSO in the absence
of the RSO." So, | had | ess concern at that point.

CHAI RMAN SI EGEL: Okay. | skip next to page 61,
SO quite a junp.

MR. SWANSON: | actually have concerns before
that with regard to 31, 32, 33. All of the issues related to
calibration of dose calibrators. The requirenents that are
listed there are different substantially fromthe Part 35
requi rements for calibration and QC of dose calibrators. |
think it needs to be | ooked at as to why those differences
exist. Do they really need to exist, so on and so forth?

DR. GLENN: Is there anything in particular? |
guess we do have the five percents in there when the
regulation is ten percent. | guess that's what we're trying
to say --

MR. SWANSON: The activity |level of the reference
standards are different. Another difference is the Part 35

accuracy fromthe highest dose to adm nister to the patient to



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

113

the | owest, and you're using vials here -- highest activity in
a vial.

CHAlI RMAN S| EGEL: Because it's tied to what's

di spensed.

MR. SWANSON: It's tied to what's di spensed.

CHAI RMAN SIEGEL: Right. And if you dispense a
dose --

MR. SWANSON: But you're neasuring the dose as
di spensed.

CHAI RMAN SI EGEL: -- then you want the dose to be
accurate. If you dispense a vial, you want that reading to be

accurate, don't you agree?

MR. SWANSON: True. |'mjust asking that these
all be | ooked at. You've got a two percent l[imt on a
geonetrical error, that's pretty tight, okay?

CHAI RVAN SI EGEL: \Where is that, Dennis? |
m ssed that one.

MR. SWANSON: Under geonetrical error.

MR. GRAHAM Page 33, |FP

MR. SWANSON: Yes, "geonetrical variations are
significant, greater than two percent."

DR. GLENN: Yes, well, we probably should have
caught them These are com ng out of the existing guide and
so, we probably should have changed themto nmatch the current

Part 35, yes.



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

114
MR. SWANSON: Yes, | think that's the point |I'm

trying to make. We need to go |look at Part 35 and make sure
where we're differing there, okay, and that they're
conpati bl e.

CHAI RMAN SI EGEL: And if you differ that there's
a rationale for differing. Because | nmean, | do agree that
you don't want to be off by 30 percent if you ship a vial that
says it's got 200 mllicuries in, just because you only did
linearity up to 30 mllicuries.

MR. SWANSON: Correct, and | would agree with

t hat, too.

DR. PAPERI ELLO. | have a question. |Is there an
i ndustrial standard -- in other words, sonme kind of consensus
standard -- that either AAPM has or sonebody has for those

calibrators that we could enbrace, rather than create our own
gui dance?

MR. CAMPER: There is an ANSI standard and the
requi rements of the ANSI standard and those in Part 35 are
very cl ose.

Just a comment on the guidance, in general. |
think something I would make here in defense of some of these
errors -- and | agree with what John told you. W should
caught this. What has happened here is that in this
particular rule, we are preparing guidance docunents, standard

revi ew plans, inspection guidance, to acconpany the effective
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date of the rule. It was a pressed effort, if you will, and
' msure that we have overl ooked sone things. So, all the
errors that you're pointing out and any that you will point
out are greatly appreciated, in fact.

CHAI RMAN SI EGEL: AIl right, nore, Dennis, before
page 617

MR. SWANSON: | think I've covered sonme of them

CHAI RMAN SI EGEL: All right, just a mnor --
maybe a m nor item on page 61 under "Anmendnents.” In the
fourth paragraph it says, "in the past, anmendnents were
usually to add a new nucl ear pharnmaci st or change the RSO. In
the future, anmendnment requests to prepare radioactive drugs
from sources other than prepared radi oactive drugs are al so
expected to be common. "

That confused ne because it sounded |ike you're
likely to be saying that every tine you want to do somet hing
that the rule now says an authorized nucl ear pharmaci st can
do, you're going to need a license anendnent.

DR. GLENN: That's not true, but anytine a new
i sotope would cone along or sonething |ike that, we woul d
expect that the people are comng in and getting anendnments in
order to use that isotope.

CHAI RMAN SIEGEL: Okay. This is alittle bit
confusing, for whatever it's worth.

DR. GLENN: Okay.



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

116
CHAI RMAN SIEGEL: | skip way down the |line here.

Appendi x F, page 1.

So, Dennis, if you or anyone el se has anything
first --

MR. SWANSON: The only thing, again, would be
Appendi x E is the sane thing, one dose calibrators, which
needs to be | ooked at.

CHAI RMAN SI EGEL: Right. Appendix Fis --

DR. NELP: WMay | ask why you think the future is
going to be different than in the past?

DR. GLENN: ©Oh, because we didn't authorize it
before, so that we expect being authorized for that is going
to be nore conmmon in the future.

DR. NELP: Okay.

CHAI RMAN SI EGEL: Pl acing an order for
radi oactive material. Wiy does that have to be done by an ANP
or a radiation safety officer? 1Isn't that a supervised
activity?

DR. GLENN: Don't we say either/or under
supervi si on?

CHAI RMAN SIEGEL: It's F-1. No, it says "ANP or
RSO will place all orders.” | interpret that to nean that the
pharmaci st or the RSO has to be the one who physically types
out the purchase order, who picks up the tel ephone and calls

Mal | i nckrodt and says, "lI'd like to order a curie generator."”
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Do we really nmean that |evel of scrutiny?

DR. GLENN: We nean "will place" in a broader
context, that being nonitoring the activity. The follow on
words are what's the nost inportant, "to ensure that the
requested materials and quantities are authorized by the
i cense and the possession |imts are not exceeded."

| mean, we don't literally mean you'll pick up
t he tel ephone and make the call and so forth and so on.

CHAI RVMAN SIEGEL: | think you may want to --

DR. GLENN: We can certainly clarify that.

CHAI RMAN SI EGEL: You nay want to do a little
wordi ng fix on that one.

Ckay, that's all | had on that docunent and |
really did not have very nmuch on the --

MR. SWANSON: 1'd just like to say Appendi x H- -

CHAI RMAN SI EGEL: Ckay.

MR. SWANSON: -- has the old standards for --

br eakt hr ough, which kind of gave ne the preview that this cane

fromthe old --

DR. GLENN: Onh, okay. | thought we had found
that and fixed that one because | did identify that one.

CHAI RVAN SI EGEL: Yes, one mcrocurie per
mllicurie. ©Oh, excellent.

DR. GLENN: That was supposedly fixed once.

CHAI RVAN S| EGEL:  Good pi ck- up.
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MR. SWANSON: Just to point out | actually read

CHAI RMAN SIEGEL: | don't have anything on the
other licensing guide, and then | skip to the errata on Reg
Gui de 10. 8.

So, Dennis, if you had anything on that other
gui de.

On page 2 of the errata docunment that we got in
our packages as distinct fromthe one that came this norning -
- because | think they're different -- | just had a question
at the bottom This is under itemfive. How was a |licensee
necessarily supposed to decide that preparation of a
radi oactive drug presents radiation safety hazards greater
t han those normal ly encountered by the use of radioactive
drugs that are prepared either commercially or by the nedical
use licensee fromcomrercially avail abl e generators and
reagent kits? You may need to submt preparation
nmet hodol ogi es. "

It seenmed to nme a little vague in terns of when a
i cense amendnment was going to be required. |I'm wondering if
t he gui dance document needs to give sonme nore specific
exanmples of "if you're currently doing this and plan to do
this, you' re okay. |If you're currently doing this and plan to

do that, you'd better file a |icense anendnent because there's
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an order of magnitude change in radiation safety."” So, |
t hi nk some exanpl es that show what you've got in mnd --

DR. GLENN: Yes, | think we were sort of
dependi ng on the table to help people tell us enough about
what they were doing that we could make that call.

CHAI RMAN SI EGEL: Ckay.

DR. GLENN: But certainly, | agree. |If the
gui dance isn't giving guidance, then there's sonmethi ng wong.

MR. SWANSON: Right. And it conmes back to the
sanme concern | expressed before that | would hate to see
sonebody through their license | ock thensel ves into not being
abl e to extenporaneously conpound sonething that was truly
needed for the patient. W need to be very careful about
t hat .

CHAI RMAN SI EGEL: Now, there is an exanple, |
guess, on page 7 that does give a few exanples. That second
paragraph, and | did notice that, okay. |'m alnobst done. No,
| did that already. That's all | had actually.

Denni s, anything else? O anyone el se?

MR. SWANSON: Just, again, under that section,
you refer to either a pharmaci st or an authorized user, and |
thi nk what you're referring to is an authorized pharmci st or
an authorized user.

CHAI RVAN SI EGEL: \What page?

MR. SWANSON: It would be on page 3 of the --
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CHAl RMAN SI EGEL: Errata?

MR. SWANSON: -- of the Part 35. | didn't |ook
at the errata, I'msorry, of this guidance docunment that we
received in our packet.

DR. GLENN: The first one?

MR. SWANSON: No, excuse me, it's the errata, the
10. 8, page 3, you refer to pharnmaci st throughout there, but I
think you're really referring to authorized pharnmacist. To go
down to the | ast paragraph, for exanple, on that page?

CHAl RMAN SI EGEL: Onh, "either by a pharnmaci st or
an aut horized user."

MR. SWANSON: It says "or an authorized user."”

DR. GLENN: Yes, yes. The parentheses makes them
an ANP, but --

CHAI RMAN SI EGEL: Okay, got it.

Anyt hi ng el se? Kathy, do you have a comrent?

MS. SEIFERT: | have one nore question.

CHAI RVAN SI EGEL:  Yes.

MS. SEI FERT: The qualifications for an
aut hori zed nucl ear pharmacist, are they parallel, exactly the
sane as an RSO? Could an authorized nucl ear pharmaci st
qualify as an RSO? |Is there anything in --

CHAI RMAN SIEGEL: It actually says that it is
anticipated that an ANP will virtually, automatically qualify

to be an RSO in a nucl ear pharmacy.
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MS. SEI FERT: Okay, great.

CHAI RMAN SIEGEL: Did | interpret correctly?

DR. GLENN: Yes, that's correct. It says that.

CHAI RVAN SI EGEL: Any ot her questions? Okay,
good.

DR. GLENN: But it wouldn't work the other way.

CHAI RVAN SI EGEL: Ri ght .

DR. GLENN: An RSO woul d not qualify as an ANP.

CHAI RMAN SI EGEL: You nean they m ght actually
have to be a pharnmaci st?

DR. GLENN: That's right.

CHAI RVAN SI EGEL: Understand. All right, good.
Productive discussion. W're only 15 m nutes overti ne.

Unl ess there are further questions on this issue, we'll nove
on to a |l ess contentious issue, which is the quality
managenent rul e.

MS. SEIFERT: All right.

CHAI RMAN SI EGEL: Sonet hi ng everyone at the table
can get their teeth into. It's nmy favorite rule. | like it
al rost as nuch as Internal Revenue Code.

MS. MERCHANT: As Barry said, I'"'mgoing to talk
about the inplenentation of quality managenment in this
adm ni stration rule. For those of you who don't know nme, |I'm
Sally Merchant. |I'mwth the Medical Section here at NRC.

Here's ny nunber if anyone wants to reach ne.
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CHAI RMAN SI EGEL: She didn't |leave it up there

long. But I'll give you her E-mail address if you want to
reach her.

MS. MERCHANT: Actually, what 1'"mgoing to talk
about is our continued assessnment for the next two years of
t he overall inplementation of the rule. 1'mgoing to talk
about the contractor reviews, the results of the inspections,
the results of reactive inspections, enforcenment actions and
the TI field notes. Now, we're collecting data fromall of
these sources so that over the next two years, we can really
do an assessnent of what we have and where we're going with
this regul ation.

Currently, we have two contracts that are
supporting the rule. Lawence Livernore National Lab which is
rolling dowmn toward an end. They've conpleted the review of
1,709 Qws that were submtted by the |icensees. Then | NEL
who has a contract with us to react to certain events that we
call themin on. Usually, it will be a serious
m sadm ni stration or other event, and we have a contract with
themto evaluate it. Both of those findings will be used to
eval uate the rule.

The QW review findings, there were 1,709 letters
generated, as we said. There were three categories of
letters. Letters nunber one, which said that the QW, as

written, appears to neet the objectives. There were 35 of
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those letters sent out, out of the 1,709. Letters nunmber two,
which said that the QW, as witten, has weaknesses, but
appears to neet the objectives listed in 10 CFR 35.32. There
were 278 of those sent out. Letters nunber three, the QW, as
written, fails to neet at | east one of the objectives |isted.
There were 1,228 of those letters sent out.

We had 168 negative decl arations, those who were
i censees, who were approved for or had the material listed on
their license, but for some reason, were not using it. \What
it says is that it's not being adm ni stered and that they
woul d not use it without sending in a QW. |If they intend to
start using the material, they have to send in a quality
managenent program before they can start.

|"d like to clarify the 72 percent of the
| i censees who got category nunber three letters. They varied
in their safety significance. | wanted to be clear on that.
I nmean, we don't want to give the inpression that 72 percent
of the submtted QWs literally failed to meet. It could have
been as sinple as a | ack of one of the elenments in a required
directive, witten directive. The definitions in 35.2, which
gives very specific prescriptive definitions as to what the
written directive for each nodality has to contain, if a
licensee failed to list one of those, we rem nded himthat he

did not list it. Now, that did not mean that the sane
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licensee wasn't listing all of those on the witten directives
that he's using, but he failed to commt to do it.

Keeping in mnd that these were not really
deficiency letters. People take them as deficiency letters.
Once we conmitted to review these QWs, we were responsible to
tell them everything we found. So, as | said, they do vary in
their safety significance. So, it could be Iack of one
el ement, as conpared to failure to do a treatnent plan for
brachy therapy, which we woul d consi der somewhat unsafe,
under st at enent .

The graphic slides that 1've included come from
the draft report that Lawence Livernore provided to us. W
haven't got the final report as yet. W are told that the
graphs will not change significantly, if at all, but these are
fromthe draft. They show basically what the findings were.
And for |ike radi opharmaceutical therapy -- well, | nmean,
they're pretty self-explanatory. You can see that a | arge
number of licensees failed to -- 1'd like to say that they
failed to have at | east one portion of the witten directive.
| don't think that those are |licensees that failed to have a
written directive, but failed to have a conplete witten
di rective.

As you can see, no one, or very few, m ssed
obj ective two, which says that you have to identify the

pati ent each time. Everybody did that really well. For
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radi opharmaceuti cal therapy, you don't have to neet objective
three, which is calculations and conputer acceptance testing
and that sort of thing. Objective four is the objective that
says that you have to assure that what the physician ordered
IS what the patient got. The others are review processes.
Obj ective five says that you have to identify any
m sadm ni stration or recordable events and eval uate them

MR. CAMPER: And actual ly, any unintended
devi ati on.

MS. MERCHANT: Yes, thank you, Larry.

MR. CAMPER: A comment, too, while you're

changi ng slides there.

If you'll notice -- and you'll see it throughout
the slides that Sally is going to show you -- under recordable
events and periodic review, those will show up across the

board. Arguably, some |icensees probably didn't say anything
about recordabl e events or about doing the periodic reviews
because, in fact, it exists in regulatory |anguage.

Therefore, they may have assuned they didn't need to say

anyt hing about it, and that's a valid assunption. However, if
they did not mention it in their submtted QWs, there were
sone standard paragraphs that were used by the contractor to
rem nd them of that.

MS. MERCHANT: Yes.
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| ncidentally, we had been review ng that |anguage
yesterday and in fact, the rule does say that they have to
have procedures and had to submt procedures to do that
eval uation. That was an argunent that we got back froma | ot
of the |icensees that because it was prescriptive, that they
did not think they needed to include it in their QW. But in
fact, the rule says that they nust submt procedures.

For 1-125 and 1-131, you could al nost superi npose
t he radi opharmaceutical therapy on this one. The findings are
just about the sanme and | think that you woul d expect themto
be.

DR. GLENN: Sally, maybe 1'Il make one coment.

| think at |east early-on, in reality, one of the
true problenms we found with QWs was that many |icensees
failed to recognize that in this very limted set of
di agnosti c procedures -- which involve nore than 30
m crocuries of iodine 125, or 131, did require a witten
directive. And in fact, that has been, | think, one of the
maj or failures that we've actually detected with |icensees
meeting the objectives.

MS. MERCHANT: Yes, yes.

Actually, for tinme, I'mgoing to skip. You have
these in -- does anybody want me to go through all of then?

No, | didn't think so because you had themright in your book.
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Ckay, on August 1, 1994, we issued a tenporary
instruction for review of the Quality Managenent Prograns by
the inspectors. It will be in effect for two years fromthat
date. The inspectors receive training in using the Tl to do
t he i nspections.

One m sconception that has kind of come out of
this whole thing is that |icensees believe that their QWS
have been being reviewed since the rule went into effect. But
in fact, we didn't start inspecting the QWs until August the
1st. The only thing that the inspector did when he went there
was to assure that there was a QW and that people had been
trained init. Oher than that, he did not delve into
anyone's QW. So, argunents that we've gotten back were that
we found problens with their QW after they were inspected is
a m sunder standi ng because their QW was not inspected.

MR. CAMPER: Right. The only exception to that,
of course, is in reactive inspections.

MS. MERCHANT: Oh, in reactive, that's true.

Yes, thank you.

MR. CAMPER. Ri ght.

MS. MERCHANT: This tenporary instruction is
going to be conpletely entered into a database. W' re going
to gather all of the information that we find fromit. It's
I nportant to us because we would like to find out which things

are net absolutely all of the tinme, which things are not net
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at all. It will have a big inpact on what we do with it at
the end of the two years.

DR. GLENN: Sally, again, let nme nention, it wll
record data other than whether there is conpliance or not
conpliance either. It will give us information about how
people are neeting it --

MS. MERCHANT: Oh, yes.

DR. GLENN: -- as well as whether they're neeting

MS. MERCHANT: Yes, | guess | wasn't clear. Even
very good, very positive inspections, the whole thing is going
to be entered. Not just negative findings, even positive
findi ngs.

Additionally, we're getting ready to issue a
standard review plan for the review of new and revi sed QWPs.
We're revising the one that the contractor used. Several
things: for instance, since all of the licensees failed to
sone extent, as far as the review process is concerned. W're
going to nmake that as a standard part of the letter rather
than a part of the checklist. Just a rem nder that you have
to do it rather than to check it off as you go. But the
review of the new and revised QWs will occur -- well, the
revised that have been sent in as a result of the letters wll
be reviewed prior to the inspection by the inspector. It's

part of the Tl that | just described, and the inspector wll
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review the revised QW prior to going out. Then all QWs will
be reviewed as part of the |license renewal process when new

i censes cone in, or if you need an anmendnent. If you're
going to add a nodality, then the QW woul d be revi ewed.

Actually, I didit. That's it!

CHAI RMAN SI EGEL: Comment s?

| have a few general coments. Wth respect to
t he exercise, and |I'm not shooting the nessenger. | guess the
way | would characterize what |'ve observed with this QW
witing is something I mght call as something like "if you
can't take a joke, you shouldn't be an NRC |licensee."

| " mwondering, and |I'll ask you this question,
Carl. If you had the opportunity to do this over again, would
you have done it this way?

DR. PAPERI ELLO: No.

CHAI RMAN SI EGEL: Okay, good. | agree. Because
I think what you've discovered is that |icensees, although
they are perfectly capable in nost cases, of follow ng what's
in Part 35, are not as good as John Telford in translating it
into policies and procedures.

And so, you've said to people, "we're going to
create a performance based role and here's what we expect you
to do. Now, you go and set a set of procedures in place to
achi eve that goal and turn your plan into us.” WIlIl then when

the plan came and it didn't contain the exact |anguage that
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was in the prescriptive rule, you turn around and say, "no,
your plan's no good," even though that |icensee nmay never have
had a m sadm ni stration, may never have had a recordabl e event
ever, and may never in the future. To me, that's a plan
that's working quite effectively.

And so, | think I really -- I'lIl go on record as
saying this, and maybe the Comm ttee would like to join ne,
that when it conmes time for the Comm ssion to reexam ne this
rule in two years hence as you're supposed to report back,
that you might just want to reduce it to the prescriptive
requi renments that are necessary to achieve your safety goa
and get rid of this huge paperwork burden that you've created
by forcing people to rewite your rules into their procedures,
and then sl apping their hands when you say, "oops, you didn't
do that right because this i wasn't dotted and this t wasn't
crossed. "

MS. MERCHANT: Barry, you will get no argunent
fromus on that. W have |earned a great deal, | believe, and
| think a denponstration of it, when the standard review pl an
comes out for the re-review, it's considerably cut down. |
mean, you know, it's sonething nmore -- you would be surprised
at how -- not prescriptive, how --

MR. CAMPER: Basi c.

MS. MERCHANT: -- yes, how basic it is.

CHAI RMAN SI EGEL: Right.
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MS. MERCHANT: Did they meet objective one, and

anyway they want to do it? That's the way we're, you know --
MS. MERCHANT: | would al so add, please don't
interpret nmy comments as being pejoratively critical because
they're not neant to be. | think this was a very interesting
experinment in rule-mking. And | think the experinent
provi ded useful data, but | don't think this is the right way
to make rul es.
MS. MERCHANT: -- that you are right. W have
comment ed upon the fact that | ooking at performance base

versus prescriptive rule-nmaking, the | essons |learned fromthis

wi |l inpact upon future actions. It was a |lot of work that we
went to. | think, as Carl said, if we had it to do again, we
woul d have done it differently. | would -- and this is nyself
speaking -- but | believe we are trying to do a good thing.

The way we had gone about it may have been sonmewhat overKil
before, but | think we're on the right track now.

MR. CAMPER:. A comment if | may, and again, this
is a personal observation

You know, this rule has really been a tough one.
| can't tell you how nuch Dr. @ enn and | have westled with
this and Carl, since inheriting this rule. One of the things
that's interesting about it fromny perspective is this.

| f one goes back to this performance based

concept, you probably recall that that approach grew out of a
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recommendation by the ACMJI. It said that if you're going to
go forward with this type of rule, it should be a performance
based rul e and you shoul d conduct a pilot program Well, we
did that. Now, the problem-- and this is just ne,
personal |y, speaking --

CHAI RMAN SIEGEL: Can | just correct you by
saying it was a different ACMUJI .

MR. CAMPER: Well, that is true. But it was the
ACMUI .

CHAI RMAN SI EGEL: We were doing a character check
here. It was an ACMJI of a different character.

MR. CAMPER: You're trying to say this was not
during your watch?

CHAI RMAN SI EGEL: That's correct.

MR. CAMPER: So, we had this performnce base
rule. Now, the problemw th performance base rules are that
it sounds good. It sounds workable. It sounds warm and
fuzzy, if you will, to the regulated comunity. But the
problemis is when you try to interpret what that neans. When
licensees try to interpret it, when we try to interpret it,
when the contractor tries to interpret it, you get into a real
ni ght mar e.

And here's the observation | want to share with
you, which | was somewhat struck by. Sally was there when it

happened. We were with the contractor, participating in a
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training session at the subcontractor's facility in a roonful

of physicians and physicists who were going to assist the

contractor

in reviewing the program Because renenber, we had

a great deal of interest in having therapy, physicists and

physi cians and so forth review.

The thing that | found interesting was that |

kept trying to hold themin abeyance in the sense that they

were going nore and nore prescriptive, although I kept saying

performance base, exercise judgnent and the like. If | didn't

know better, | would have thought that I was instructing a

room of our |icense reviewers, our inspectors. But

wasn't. |

was instructing a roomreview, a roonfu

i ke yoursel ves.

regul at or,

in fact, |

of peopl e

| think the dilemma is that when you're the

or you're the person who's ultimtely responsible

for saying sonmething does or does not pass nuster, there's a

tendency t

0 be prescriptive. There's a tendency to say that |

can wal k away fromthis, and if 1'mever challenged, | can say
that | held the line. | took the tight approach. And therein
lies the dil emm.

| guess my point in the final analysis, | think

i n many ways, you're just best to go through a reasonable

rul e-maki ng process. Lay it out, get comment, discuss it with

this Comm

you want,

ttee and the like. In the final analysis,

stick with it and be done with it.

say what
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CHAI RMAN SIEGEL: | couldn't agree nore.
Bob?
MR. QUILLEN: | have to ask a question fromthe

agreenent state perspective. That is, if you |earned
something fromthis exercise, howis it going to be applied in
i mpl enmenting this in the agreement states?

MS. MERCHANT: Well, I'mthe wong one to ask
t hat question. As | said, that was a coment from nyself,
just nmy feelings on it. | think that's being worked out now.

I think that you all are negotiating it out.

Let me put it this way. | know what the feeling
is, but I"'mnot really in a position to say just because |I'm
staff. | don't make the decisions.

MR. CAMPER: Well, I'monly managenent. |'m not
sure | know either.

"1l tell you what | can tell you at this point
intime. We did neet with the CRCPD task group that's witing
t he nodel regulation to try to inplenment this rule. W had
sonme contentious discussions and we had sonme extrenely, you
know, friendly discussions. There were a couple of issues. |
mean, the definitions are division one conpatibility. Like it
or not, | understand the sensitivities there. It speaks for
itself. And the task group said, "okay, if the definitions

are division one, so be it, we'll nmake the changes."
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Wth regards to the rest of the rule which is
di vision two, they were able to find it workable, with the
exception of one thing. That is the idea of submtting the
QWws. Now, a nunmber of the state representatives attending
this nmeeting on the task force said, "look, we sinply can't do
t hat because, for exanple, our state |laws say that if we
receive sonmething fromthe |icensee, we have to review it and
respond within 30 days.” Well, if we're suddenly going to get
an onsl aught of these submtted QWs, what are we going to do
about other |icensing actions and the |ike?

VWhere that stands is, is that we suggested to the
task group that they would wite a letter to the Ofice of
State Prograns and say, "look, come January the 25th, this QW
Is an item of conpatibility, division two. It poses a burden
and we would offer recommendations to deal with it in the
following way." Now, | have seen a draft of that letter from
that task group which Terry Prizee chairs. | have not seen it
in final yet, nor have | heard from OSP to take a |look at it.
But 1"msure we will work with OSP to see what can be done to
make whatever appropriate recommendati ons and so forth that
can take place, to allow sonme flexibility there.

But with regards to the rest of the rule, you
know, we have the division one and division two. W have
offered to work with the agreement states, the CRCPD, in

trying to develop guidance. | did participate in the
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Agreenment States Meeting and shared with them | essons | earned
from a managenent perspective. Sonme of which, you know,
caused ne to have a lot of bruises and scars. W're willing
to do that nore, to the extent that it's practical and wl
hel p t hem

But you raise a good point. | nmean, we would
just as soon not have to see them go through the same thing we
di d.

CHAl RMAN SI EGEL: O her coments?

MS. MERCHANT: Yes. | would just have one nore
and that's that as far as the inspection is concerned, we

don't have any expectation that there are going to be a | ot of

violations. W are not seeing themand we don't expect -- so
t hat when we say 72 percent of the letters fall into the
category three, it's not -- you know, part of what it is, we

need to find out whether it's going to bear out on inspection.
But at this point in tim, we have no reason to think that
we're going to have a huge nunmber of violations as far as this
IS concerned.

CHAI RMAN SI EGEL: A general question in ternms of
el ements of QWs that go beyond what's in Part 35. [It's ny
under st andi ng that you are not treating those as |icense
comm tments, or are you?

MS. MERCHANT: No.

DR. GLENN: No. There is no tie-down of the QW.
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MS. NMERCHANT: None at all, none.
CHAl RMAN SI EGEL: Okay, well, that's fairly

i nport ant.

Any other coments on this? Good.

Thanks, Sally.

MS. MERCHANT: Thank you.

CHAlI RMAN SI EGEL: We'll nmpove on to our last item
before lunch, the issue of re-examnm nati on of NRC s enforcenent

policy, another very popular item

M. Brach will present this to us.
MR. BRACH. Good norning. I'mBill Brach. [|I'm
the Deputy Director to Carl Paperiello. | guess this norning

I have the honor of being in the hurry up and finish so we can
go to lunch time slot, but I'll try to keep within the
reasonable tinme slot, the 30 m nutes here.

VWhat |'Il be tal king about this norning is the
NRC s re-exam nation of the enforcenent policy. | want to
stress this is an agency-wi de effort, where we're | ooking at
t he enforcenent policy which is contained in 10 CFR, Part 2,
Appendi x C, and stress that it applies to all NRC |licensees.
That's commerci al power reactors, materials, fuel facilities,
as well as nedical |icensees.

Not like Sally, | didn't have ny tel ephone nunber
up here. But I'"'msure if you call Sally's number, she'l

relay a nessage to ne.
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DR. GLENN: He's already got your Internet
address. He figured it out.

MR. BRACH. This past July, the Executive
Director for Operations forned a task force to conduct this
review of the enforcenent policy. The task force is chaired
by Jim Li eberman, who is head of the Director of the O fice of
Enforcenent. The review team consists of the Deputy Regi onal
Adm ni strator fromour Region 2 office in Atlanta, the
director of the Ofice of Investigations, the associate
director for reactor projects in NRR Reactor O fice, the
deputy assi stant general counsel for enforcenment and nyself,
representing the NMSS materials and fuels and nedical |icensee
progr ans.

Sinply stated, the objective of the reviewis
identified in the billets here. One is asking, are the
defi ned purposes of the program appropriate? Then secondly,
are those purposes being inplenmented through the procedures
and prograns that NRC has in place? And then thirdly, of
course, to be recommending fromthe task force review
activities changes to the enforcenent program Now, to help
you as far as understandi ng what these purposes are, the next
slide, slide two, | have out of 10 CFR, part 2, Appendix C,
provided a brief summary of what the defined purposes of the

enf orcenent program are.
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You'll recognize the first billet is a fairly
standard statement within NRC purview on programs. Qur basic
responsibility of protecting public health and safety, common
defense, security and the environment. What |'ve listed in
the four itens as far as the four objectives are, really what
are the focus of our review activities. That is, is the
enf orcenent program assisting and ensuring conpliance?
Obt ai ni ng or achi eving pronpt corrective action? Deterring
li censees from future violations, as well as encouraging
| i censees for inproved performnce?

Now, in addition to our executive director's
charge to the task force to | ook at the purpose of the
enf orcenent programin concert with those four objectives, we
had five additional areas identified that we were asked to
review. Now, as you're |ooking at these five tasks, you'l
note the very first billet. O the five billets, sonme of
these are a little easier to assess than others. Just for
exampl e, in |ooking at assessing or determ ning the bal ance
bet ween deterrence and i ncentives. At best, you m ght say
that's a qualitative and maybe, perhaps, a subjective
determ nation. And contrast that to say, for exanple, the
third billet dealing with amounts of civil penalties, there
you have sonmething that's quantifiable. And to sonme extent,
you may be able to assess the effect of a civil penalty

nonetarily on the well being of a conpany. Again, stressing
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that we're looking at policy as it applies to large
facilities, such as |arge comercial reactors, large electric
utilities, and as well as a supply to small conpani es such as
a small radiology -- a one or two person organi zation or
| i censee.

| want to stress the fourth point. This is one
area that's really of inportance on the NMSS side of the house
where there are -- differences in the size of our |licensees.
Some institutions, sonme fuel facilities, clearly are fairly
| arge, but a nunber of our |icensees, sone nedical |icensees
are fairly small in nunbers of people and size of the program
So, we want to, in |ooking at the enforcenment program be
specifically | ooking at should the continuation of a single
policy as applied across all NRC prograns be the sane, or
shoul d there be differences?

| want to identify the very last item the open
enforcenment conferences. That was one that was added on. The
Agency, throughout the last two years, | believe it is now,
has had what |I'Il call a pilot program of having a few
enf orcenent conferences open to the public. Heretofore, those
were neetings that were closed. They were neetings before the
NRC and the |icensee where there woul d be di scussions of the
vi ol ation, the corrective actions. It would be an informtion
gathering on the part of NRC and an opportunity for the

i censee to discuss their perspectives as far as why the
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violation, and also the actions they've taken. Over the | ast
about two years now, we've had a pilot programwhere a few of
t hese have been open. W were asked as part of our overal
review, to try to bring closure to that activity as well.
Cl osure fromthe standpoint of a recomendati on of how best to
proceed.

| want to spend a few m nutes now just going over
what the approach of our review team has been for conducting
this review. As | noted, we started |last July when the team
was fornmed and we put together an overall strategy that ||
say identifies three separate prongs. One is, we're
interested in learning fromwhat other federal agencies do in
a regulation of their prograns. Not that we'll be trying to
necessarily copy or replicate other programs, but fromthe
standpoint if they are placed in very simlar situations as we
are in regulating an industry, and to the extent they have
experiences or |essons |earned that we should be | ooking at
and trying to learn from we want to try to do that.

In that context, we sent over 20 letters to other
federal agencies to ask them questions and ask for input on
t heir enforcenment program Right now, we're in the process of
arrangi ng neetings with a select few of those agencies to sit
down and get a better understanding with regard to particul ars
of their enforcenment program and how we m ght have | essons

| earned for ourself fromthat part of the review
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t he standpoi nt

The second part is we

we wanted to,
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wanted to | ook internally.

within the Agency, touch base with our

and with our programoffices with regard to i nput from

on the NRC side of this equation, as far as our

experiences frominplenmenting and using the program W

visited

the program offices directly,

all four of our regional

of fices and have net with all

as well as receive witten

response on input as to reconmendations, suggestions on

changes to the enforcenent

menber s

i ssued a Federal

program

The third prong is to get and solicit input from

of the public.

As not ed

Reqgi ster notice

60 day comrent peri od.

we' ve done on a | ot
this particular
i censee as wel |
associ ati ons,

soliciting public coment.

requesti

noti ce,

in the fourth billet, we

in August of this year, had a

We did sonething differently than

of past Feder

al Reqgister notices. On

ng their input. As a not

cl ose | ate October on

t he Federal

we sent out letters to every NRC
as a large nunber of industry organizations,
public interest groups, and agreenent states,

We sent out over 8,000 letters

e, the coment period did

Reqi ster noti ce.

Now, | want to spend a few m nutes going over

some of the questions and issues that were raised in | ooking

at the enforcement

Regi ster noti ce.

| ook at

page 6 as far

as what our

policy and are included in the Federal

If a few of you all have junped ahead to

reconmmendati ons and
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concl usions are, there's not an omi ssion in the paper. |

wanted to stress, we're right now are in the mddle of the

review. At the end, 1'll discuss our
But we are in the process right now,

comment s.

pl ans

of revi

and schedul es.

ew ng public

"Il note that as with regard to comments

received, as | nentioned, we mail ed out over

organi zations and |icensees, and the comment

closed. W received approximtely 50 comments. O that

breakdown of the 50, we received about five comments from

medi cal |icensees, nedical facilities

associated with nedical facilities; three comments from

agreenment states -- well, three comments fromstates: two

agreenment states, one non-agreenment state.

personal |y revi ewed about one-third of those coments. So,

sone of the comments |I'Il be offering

some of the issues will reflect what

one is not an final nor exhaustive review of al

yet .

8,000 letters to
peri od has
, or individuals
And so far, |'ve
as | run now through
|'"ve seen so far. The - -

the comments

CHAI RMAN SI EGEL: Are you surprised you got only

50 coments?

MR. BRACH. In all honesty, | thought we woul d

receive nore, yes. That's one reason

| nmentioned, we did send

letters out to every licensee. And realizing that to take

time to review the NRC s enforcenent

policy,

it's a nunber

of
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pages of the 10 CFR, as well as the Federal Register notice

itself, it contained over 100 questions. W were not trying
to fashion such a long, detailed questionnaire that would be
too onerous or burdensone, but we were trying to ask open-
ended questions to solicit input or coment fromlicensees,
the industry, the public on different aspects of the
enf orcenent program genuinely asking for input. | honestly
had expected we woul d receive nore.

CHAI RVAN SI EGEL: Yes, | would have thought so,
t oo.

MR. BRACH: Qut of the Federal Reqgister notice,

|"ve picked seven topics that were really nore germane to
NMSS, Nucl ear Material Safety and Safeguard program s nedica
i censee programs, and areas of interest. There were sone
others that dealt nore principally on the reactor side of the
house, asking questions on enforcenent discretion in program
areas on the reactor side.

What | want to do is run over these seven. |'l|
gi ve sone perspectives on sone of the questions asked and
al so, just an initial indication of some of the comments
received. Again, this is just based on ny personally having
revi ewed roughly about a third of the coments and it's not at
all a conclusionary in any regard.

First, we started off with a very basic question:

what's the purpose and objective of the enforcenment progran?
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Does it appear appropriate? GCenerally, the comments were
qui te supportive. Now, there were one or two comments that |
read so far that were not at all in that vein. But the
majority of the coments that |'ve read were generally
supportive that the purpose and objectives of the enforcenent
program are right. But what they did raise -- and | think
this is an inportant point -- is that with regard to
i npl enmentati on of the program that sonetinmes the safety focus
of the NRC could use sharpening and I'l| say, being pulled
back nore to keeping a focus on safety and less with regard to
i mpl enmentation of a rigid proceduralized type of program |
think that's an inportant point.

On the issue of severity levels, if you're
famliar in the enforcenent program there are five severity
|l evels. We classify violations in five severity levels, with
severity one being the npbst severe, severity five being the
| east severe. Generally, the comments were supportive that
that's roughly an adequate breakdown of classification of
violations. But there were comments that asked that we
provide nore definition, nore guidance, nore exanples on the
severity levels to help get a better understanding as far as
the types of violations and how they're classified.

Coupled with one coment that came from a reactor
i censee, but | think it's inportant. |If you're famliar with

the enforcenment program we have what's called a suppl enent
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t hat gives exanpl es of severity levels for different types of
operations and different program areas. One of the coments
that | was reading | ate yesterday was pointing out a need to
keep a safety focus as you walk from one programarea to
another. The exanple was raised on the reactor side of the
house, dealt with safeguard security violations as contrasted
to radiation protection and operational type violations.

t hi nk, again, that was an inportant nmessage to receive, that
we need to keep that safety focus so we're consistent across
t he board.

The third topic dealing with enforcenent
conferences. The comments that |'ve received were all in
favor of open enforcenent conferences for coments received
fromnon-licensees. That is nmenbers of the public, industry
organi zations, public interest industry organizations.
Generally, coments fromlicensees were identifying difficult
and frankness in exchange of information in an open forum
There is one point on the enforcenment conferences in the
comments that | have seen that | think also is inportant. W
generally hold an enforcenment conference when there are one or
three objectives to be obtained. One, that NRC feels that we
need to learn nore informtion about the violation; need to
| earn nore about the corrective actions taken by the |icensee;

or third, 1'll say a nessage or the safety significance of the
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findi ngs needs to be nore clearly and directly conveyed to the
| i censee managenent.

| mentioned that because a good nunber of the
comments |'ve seen were observations -- and these were from
licensees -- that they felt enforcenent conferences, while
i nportant and necessary, NRC needs to keep an open mind with
regard to the enforcenment conference in that the perceptions
that the NRC has already reached a decision and the
enf orcenent conference was just a step in the process that had
to be conducted. So, | think, again, that was another
i nportant commrent that |'ve seen in the comments today.

| included a fourth item notices of violation,
mai nly to point out that between the reactor program and the
non-reactor program there is a difference in how notices of
violation are oftentimes communicated. In the materials
program the use of what's called a Form 591 is a form which |
I magi ne a nunber of you all have seen, where the inspector may
at the end of the inspection, |leave with |icensee managenent a
pre-printed formthat the inspector has filled out and checked
of f whet her violations occurred, what the violations were; or
whet her it was a clear inspection, no violation; or if there
were violations, a brief sunmary of the violation and a
comm tment on the part of the |icensee managenent to take
corrective actions and what those actions fromthe standpoint

of it having been explained to the inspector.



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

148

That, oftentinmes, will be the end of the
docunent ati on of the inspection with regard to what the
i nspect or generates, or what the |icensee may see. That
contrasts to the reactor side of the Agency where, for every
i nspection, an inspection report, a detailed report is
written, a formal notice of violation is witten and prepared
for every violation, including | evel four's and oftentines,
| evel five's.

I n asking the question to the public on the use
of notices of violations, again, one of the coments dealt
with the safety significance of violations and don't be solely
al ways conpliance-oriented to keep us focused on safety. But
al so, we were | ooking for the standpoint of any coment with
regard to increased use of the Form 591 in other program
areas. There again, |I've only |ooked at about a third of the

comments and it's kind of a m xed bag. Some |like it, sone

don't.

The fifth category is civil penalties, one that's
gained -- clearly, that's the one that you read about in the
press. That's oftentines what will make a -- not a headline,

but the lead-in for an article with regard to the amount of

the civil penalty assessed to a |icensee. Comments here were
reasonably expected fromthe standpoint of both |icensees and
menbers of the public, dealing with the questions with regard

to the ampunts and the disparity of civil penalties with
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regard to the type of licensee to which the civil penalty is
bei ng appli ed.
There is an aspect, again, going back to the

comment |'d offered about | ooking at the enforcenment policy

with regard to its application to small |icensees and | arge
licensees. | was interested, a nunber of the |licensee
comments, as well, pointed out that some civil penalties,

dependi ng on the size of the conpany, are | won't say a
nui sance, but they don't have as mmjor of an inpact as they
do, clearly, for small |licensees where a civil penalty has not
only the media attention, but also the direct financial inpact
on the livelihood of the conpany.

We al so asked questions about the amounts of the
civil penalty and are the amounts right? Should they be
escal ated? Should they be indexed to inflation? Should there
be ot her indications that we should be | ooking at as to base
ampunts of civil penalties? There, fromwhat |'ve seen, it is
pretty a consensus. Of course, it's |like asking, do you want
to receive a larger civil penalty? But pretty nuch the
consensus was that with the exception of smaller licensees
where the financial inpact clearly has a direct inpact, it's
not so nmuch the size of the civil penalty, but it's the
occurrence of a violation at that level that requires the
Agency's attention to proceed with what we call escal ated

action that will result in a civil penalty.
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The next item dealing with adjustnment factors.
This is the one area I'lIl identify, if we go back again, to
measuri ng deterrence and measuring incentive. Adjustnent
factors is the one aspect of the enforcenent programthat
clearly lays out an area for incentives to the |icensees,
based on one, the occurrence of a violation. That violation
may be, in part, mtigated based on licensee identification
versus NRC identification. It mght be mtigated in whole or
in part based on the adequacy and pronptness of corrective
actions to fix the problem and also based on past
performance. Comments that |'ve seen in the coments so far
all clearly support the continued use of adjustnent factors.
As | point out,t hat's the one area where the incentive to
i nprove as a result of NRC enforcenent actions is present.

The last itemdealing with tinmeliness of actions.
This is one area | had expected we'd see nore in the way of
public comment. The only comments |'ve seen so far have dealt
with questions/concerns raised where as a result of a
viol ation, the NRC conducted an investigation, or Departnment
of Justice was perhaps involved, to review. They were just
rai sing questions about, sinply put, the amount of time it
takes fromthe identification of the violation to the NRC
conpl eti ng an enforcenment action.

Now, that's a very brief overview of the Federal

Regi ster notice and sone of the coments received to date. As
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| mentioned, there is not a page 6. W 're right nowin the

m ddl e of the review. Qur schedule as currently laid out,
calls for conpletion of the effort by January. M personal
observation is that | think it will be alittle bit later than
that. As | nentioned, we have neetings that we are right now
int he process of trying to arrange over the next few weeks

Wi th representatives from other federal agencies. That,
coupled with conpletion of our review of all the public
comments and then leading to a consensus within the team and
then going outside to our various offices for recommendati ons
and changes, ny guess is it will be after the January date.

Let ne stop there. ['ll answer or respond to any
questions if anybody has any.

CHAI RMAN SI EGEL.: Dan?

DR. FLYNN: | have a question or a conment.

I n radiati on oncology, let's take an exanple
where you have a large |licensee who has well staffed. And
let's say in tel etherapy, they have a program by which a
prescription is witten, calculations are done, doses are
being delivered daily. And let's say a big physics staff has
physi ci sts who are doubl e-checki ng other physicists. The
initial calculations are done by one physicist. They're being
reviewed on a weekly basis by a second and then a third

physicist. This large |licensee has a well devel oped quality
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managenent program They are nore apt to discover problens
occasionally as they have thousands of treatnments per nonth.

As opposed now to a small |icensee which is not
wel | staffed, has one physicist or dosinmetrist. The
cal culation is done once. |It's checked by the same person who
has done the cal culation, who is less likely to discover their
own error. Violations occur, but the |licensee either doesn't
di scover them or discovers them and doesn't realize it
qualifies as sonething that's reportable. But as you coll ect
information, you will get the false inpression that the | arge
licensee is deficient in the quality point of view. Yet the
smal | licensee who doesn't report anything nust be doing a
great | ob.

So, my question would be, as you discover, let's
say, a m sadm nistration, but you discover the
m sadni ni strati on not because the |icensee has reported it,
but because it becomes known for sonme other reason like a
source setting off alarmin Chio froma facility in Indiana.
O let's say, the NRC inspector goes to the facility and asks
to read the Radi ation Safety Commttee m nutes and di scovers
t hat things were being discussed in those neetings that were
actual reportable m sadm nistration by the definition, but
weren't being reported, how do you define in terns of severity
| evel -- because | can't quite renmenber the definitions way

back when when | first read them-- if a licensee voluntarily
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reports a problemand in terns of civil penalty versus a

i censee who doesn't report a problem It may be that they
didn't realize it was a reportable problem O let's say in
anot her scenario where they should have realized it was
reportable. It was clear that it should have been reported
but wasn't. \When | first read the severity | evel several
years ago, it seened to nme that failure to report, in sone

i nstances, was |less of a severity |evel than the actual
problemitsel f.

MR. BRACH. Well, there are two aspects. One,
failure to report would be another violation of what it was
they were to have reported. W need to | ook at those --

CHAl RMAN SIEGEL: Step a little closer to the
m crophone so the transcriptionist can hear you.

MR. BRACH:. Oh, sorry.

Wth regard to the failure to report, there's an
event or an activity that they failed to report, so that both
the failure to report and the occurrence on whatever the
activity was or event they should have reported, would be
| ooked at in concert.

Now, your other point with regard to
I dentification, say, by the licensee and their inplenmentation
of the program versus identification by the NRC i nspector
during an inspection, or if it was self-exposing as a result

of some other event, that -- when |I was tal king before about
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t he adjustnent factors with regard to the, if you wll,
mtigation or escalation? That would be addressed in | ooking
at the adjustnent factors with regard to -- or would be
considered with regard to who identified the event and how it
was identified.

DR. FLYNN: | think if the licensee has a very
aggressive programto identify reportable events, let's say,
you shoul d encourage that. |In other words, what you want to
do i s encourage reporting.

MR. BRACH. Well, that's what I"'mtrying to say.

One of the adjustnment factor -- actually, the very first
adj ustment factor, | believe, is called a debt |icensee
identification. That's in there, I'll say, froman incentive

standpoint that if the event were to occur and is identified
by the |icensee, that one of the considerations for
det erm ni ng should there be a penalty would be the
consi deration of the adjustnment factor of who identified it.
If it was identified by the |licensee, that clearly is the
incentive to the licensee to identify it because that would
al so, perhaps then, be a mtigation of any penalty that m ght
result fromthe occurrence of that violation.

There are other factors that woul d be
i ncorporated too, as well as corrective actions. |If it's
identified by the |icensee, but then subsequent events are

al so identified, but corrective actions on the first or second
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ei ther were deficient or not conplete, that would al so be part
of what woul d be | ooked at. But who identified the violation,
clearly, is one aspect that's | ooked at. The incentive would
be for the licensee to identify as far as perhaps mtigating
any resulted penalty that m ght cone fromthe event having
occurr ed.

DR. FLYNN: My opinion would be that that should
be a very strong factor.

MR. BRACH: In sone of our deliberations, there
are three of the factors that we spent quite a bit of tine on,
| ooking at, with regard to incentive, I'll say. It deals with
|'icensee identification -- who identified it, NRC or the
i censee? Corrective actions being not only pronpt, but
conplete or, let's say, adequate, and the third one being
| ooki ng back froma repetitive standpoint. |Is this a repeat
problem or violation in the same area, which would give you an
i ndi cation on the adequacy of prior corrective actions. So,
those three all need to be | ooked at together.

CHAI RMAN SI EGEL.: Lou?

DR. WAGNER: 1'd like to just make a comment
about the severity level issues. |'ve been a proponent for
sonme time that excessive paperwork and docunentation, record-
keepi ng and paper exchanging is contrary to the principles of
ALARA. ALARA says we nust keep our exposures as | ow as

reasonably achi evable and we can't do that if we have to spend
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too nmuch time in our office docunenting things galore, that
are needl ess. This happens continually.

The severity level five issues are often just
paperwor k problens that do not really inpact any safety issue,
but they are non-conpliance issues. | would strongly
encourage that they not be issued as violations. Your idea of
non-cited violations is very good. | would even go further
and | would just say they are itens of non-conpliance. In
t hat case, they can be corrected very sinply and should use a
very m ni mal of record-keeping to docunment such violations.

MR. BRACH. Okay. You've pointed out one of the
areas we had asked questions on, dealt with severity |evel
five violations and the extent to which and how NRC woul d
conmmuni cate that to a licensee, whether through a normal --
"1l say normal -- the past routine practice of a notice of
violation, if that were to be docunmented in the inspection
report as a non-cited violation. That also would be
contingent upon appropriate corrective actions either already
taken or commtted to be taken by the |icensee at that point
intime. But that is one area we were | ooking at.

Specially, again, |evels one through five with
five being the | east safety significant to all the violations.
Oftentines, the nore the procedural paper type of violations

are in that |ower category.
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CHAI RMAN SI EGEL: Question. A lot of the data

you're gathering in discussions with other federal agencies is
going to be | ooking at opinions and subjective inpressions.
Are there better scientific nmeasurenent tools to figure out
whet her an enforcenent programis set at the right |evel?

Have you all considered random zi ng your enforcenent options
to control the experiments to find out what would happen if we
deregul ated or de-enforced this half of the licensees, and we
conti nued where we are with this half of the |icensees?

It seens to ne that the regulator's viewpoint on
this has got to always be, we can't possibly retrench. And
so, consequently, you never |learn the consequences of what
woul d happen if you backed off. General history teaches us
that you'll continue to ratchet upwards over tine.

MR. BRACH: A couple of questions have been
asked. The first one, in our going to the other federal
agencies, is to genuinely learn how they've gotten to where
they are in their enforcenent program and what they nmay be
doing -- they, being the other agencies -- that we ought to be
considering in ours. |It's not solely fromthe perspective of
what can we add to our program-- you know, a new wrinkle, a
new enf orcenent tool -- but fromthe standpoint, stepping back

fromthe fundanmental policy, should we, NRC, revanp?
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Your second question on a pilot sanple, no.
Personally, 1've not considered that. |I'mnot aware of it
bei ng a candi date. That m ght be --

CHAl RMAN SI EGEL: Well, maybe | earn sonet hing
fromyour Medical Advisory Commttee. | mean, an enforcenent
programis a therapeutic intervention, correct? And the way
i n nmedicine we docunent that therapeutic interventions work
is, we do random zed controlled trials to find out what
happens with the drug versus the placebo, or the radiation
therapy -- not so often -- versus the placebo, but perhaps
Versus surgery.

| woul d encourage you to consider actually
gat hering sone real data about whether these enforcenent
progranms work. Now, a lot of the tinme, you're operating
al rost at the noise level and you're operating at event
frequencies that are so low that you'd have a hard tine
proving statistically that your therapeutic intervention is
worth a darn. | recognize that scientific problem but I
suspect there are scientific tools that could be brought to
bear rather than just finding out that |icensees don't
particularly like large fines, which | think you already knew.

MR. BRACH. Yes. | appreciate it and I'll carry
the coment back. As we're talking, there have been occasions
in the past where maybe NRC has i nplenmented a new rul e or

regul ati on or made a substantial change in a particular
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program area or an aspect of the program where enforcenent has
been held in abeyance for sone given period of tine to allow
i npl enentati on of the new program requirenments. but that,
really, was not along those sane |lines as far as a sanpling,
as far as a controll ed sanpling of popul ations of sanples or
groups to sonehow try to nmeasure or assess. But I'll carry
the coment back

CHAI RMAN SI EGEL: W shful thinking.

MR. BRACH. It mght be a very difficult one to
go forward with, yes.

CHAI RMAN SI EGEL: Denni s?

MR. SWANSON: Just as another comment and it goes
al ong the line of deterrence and incentives. W always see
t he NRC publications and notifications of violations. It
woul d be really helpful to the community, as inspectors go out
and see things that are done better at one place versus
another, if we got that information. Certainly -- identify
good practices or things that are bei ng done perhaps
differently that you recogni ze as good practice, to let us
know that information. That would be a real help to us as a
community. And that would be an incentive because it would be
a positive thing, a positive identification.

MR. BRACH:. | appreciate your conment. The one
difficulty that puts us inis, as a regulator we are all the

time guarded agai nst putting ourselves in the role of either
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an advisor to, or a consultant -- not directly consulting, but
putting us in a role where we are suggesting to a |icensee how
they could do their activity, I'll say, better as opposed to

drawi ng the distinction between conpliance and non-conpli ance.

| understand your comment. Sonetinmes an
information notice is perhaps the opposite of what's being
told in an information notice where we'll identify an
experience of one or two or three licensees in a respective
area and the difficulties they ran into. The corollary of
t hat woul d be the exanple of the |licensee that did those
things in a better, or did the opposite, perhaps, of what was
described. It puts us in a difficult situation if we're
advising -- if we're communicating to a |licensee in a way that
m ght be advising themon a "better way to do" whatever it is
t hey're doi ng when their current nethods and activities are in
conpliance with our rules.

| understand your comment, but it puts us in a
difficult quandary.

CHAI RMAN SI EGEL: But only because that's your
m nd-set. | nmean, we've told the Comm ssion at a briefing a
coupl e of years ago that the whole concept of quality by
i nspection isn't necessarily the way to achi eve what you want

to achieve. Quality by TOM CQ, continuous quality
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i nprovenent m ght get you exactly where you want to be with a
much | ess adversarial nature.

The notion that the way you get people to comply
is to scare themw th respect to the consequences nmay not be
t he best way to get people perform ng where you want themto
be, especially since it has a high cost. The high cost is, as
we' ve said before, it takes the good actors and forces themto
do an awful lot to prove that they're in conpliance that they
m ght not have to have done otherwi se. It creates a huge
paper trail and a substantial personnel cost and resource
all ocation cost that may have nothing to do with the ultinmate
quality of the activity.

So, maybe once again, we'll encourage you to | ook

at the paper by Berwick in the New Engl and Journal of Medicine
about six years and at |east think through that concept again.
DR. FLYNN: You know, one way you could do this
wi t hout actually trying to endorse soneone's practice is that
if you went to a large |licensee and you found that their
program was outstanding -- you can't nmaybe come out and say
that as an endorsing of their practice. Maybe with your
limted resources, you could inspect themslightly |ess
frequently and focus your attention on, let's say, the drunk
driver who is always getting in trouble. Focus your limted
nunber of resources and i nspections on prograns that may be

probl em prograns.
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DR. PAPERI ELLO. W are doing that. There's a

draft version of our Inspection Manual, Chapter 2800, that's
goi ng out to comrents about the agreenment states in our
regional offices. |In fact, that's what we are going to do.
We are going to stretch out the interval for licensees who
ei ther have clear inspections or nmerely a violation noted on
591s.

Actual ly, there's a subjective inclination with
the inspectors to go out nore often for people who clearly
have problens, and an unwillingness to back off on people who
are performng well. Wat I'"mgoing to do is change the
procedures to coerce themto do that. So, yes, you're right.

CHAI RMAN SI EGEL:  Good.

DR. WAGNER: Is there a way we can get a copy of
that, that was sent out to the states? Could | get a copy of
t hat somehow?

DR. PAPERI ELLO: | don't see why not.

MR. CAMPER: Yes, it's to the regions, not the
st at es.

DR. WAGNER: Ckay, but could I --

DR. PAPERIELLC: | believe we did distribute it
to the agreenment states, too.

MR. CAMPER: Oh, have we? Oh, good, okay.

MR. BRACH:. Yes, a copy went to the agreenent

st ates.
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l'"d like to

her comments, question?

|, thank you very nmuch.

We are adjourned for

m nutes |ate, we wll

p.

m,

DR. GLENN:
CHAI RVAN SI
(Wher eupon,

to reconvene at

resune at

| unch. Since we are 15

1: 15, John? |Is

Sounds good to ne.

EGEL: 1:

15.

t hat okay?

t he nmeeting was recessed at 12: 14

1:15 p.m,

this sanme day.)
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A-F-T-E-R-N-OON S-E-S-S-1-ON

(1:20 p.m)

CHAI RMAN SI EGEL: Larry has one announcenent he
needs to make before we resune.

MR. CAMPER: Toward the end of the discission
this norning, we were tal king about the inspection guidance
that Dr. Paperiello referred to in terns of maki ng changes as
far as lengthening the tinme for good perfornmers and the I|ink.

Now, that information has gone to the regions.

It has gone to the states. And in the back of ny mnd, | was
operating under the assunption that that was going to be

rel easable in January publicly. As it turns out, it is nowin
the PDR. So we will nmake a copy available to you pronptly.

CHAI RVAN SI EGEL: And Judy rem nded nme if any of
you didn't get ny E-mail nmessage or fax, this is the book,
"Breaking the Vicious Circle" by our newest Supreme Court
Justice Stephen Breyer. | urge everybody on the Commttee
and, actually, everybody in this building to read this book.

DR. WAGNER: | did look into that, Barry. And ny
secretary told nme that the only place she could find it was at
the Li brary of Congress.

DR. STITT: Oh, no. Borders Book Store has it.

DR. WAGNER: | nmean in a library.

CHAl RMAN SI EGEL: It actually briefly went out of
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DR. STITT: Oh, in a library.

CHAI RMAN SI EGEL: -- print because it had to be
reprinted because it sold so well when he was affirmed for the
Suprenme Court, but it's back in print again.

DR. STITT: Several people asked nme if "Breaking
the Vicious Circle" was sone sort of sociology or psychol ogy
or dysfunctional famly book, and | said "Yes."

CHAl RMAN SI EGEL: Yes. Okay. Let's go back.

DR. POLLYCOVE: Barry?

CHAI RVAN SI EGEL:  Yes?

DR. POLLYCOVE: Just one quick conment about
this. Did anyone see Joe Biden's response on McNeil-Lehrer
when t hey were being confirmed? He spontaneously without
Breyer saying anything junped on himand said "Who are you to
be substituting," tal king about the book, "your elitist view
when the public feels differently?" And it was a five-mnute
tenper outburst in Congress. So maybe that's why.

CHAI RMAN SI EGEL: Were those Joe Biden's origina
words or did he borrow them from sonmeone el se?

DR. POLLYCOVE: | don't know.

CHAI RMAN SIEGEL: | don't report to Congress.

Let us continue. Now, next is a progress report
on the National Acadeny of Sciences Institute of Medicine
study. Pat is going to tell us what's going on.

NAS PROGRESS REPORT
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DR. RATHBUN:. Good afternoon. Thank you for the

opportunity to report on the progress of the study being
carried out by the National Academnmy of Science. |1'mgoing to
just talk about three things that are underway with the NAS.
One is their neetings. Two is the commttees, the

subcomm ttees, that they have comm ssioned. And then the
third is the papers that they have comm ssioned to date.

They held their second conmmttee nmeeting on July
10th through 12th. At that tinme they introduced two conmttee
menbers that are relatively noteworthy. One is John
Villforth, who is a former executive fromthe FDA. And then
the other is Ted Phillips, whomyou may know, from UCSF. So
t hose were significant additions.

There were two presentations of special note.

Dr. Siegel gave his presentation representing the ACMJ . And
Bob Al varez, forner Senate staffer, gave his position. It was
really very interesting because Barry gave the normal talk on
how hard we are on the regulation community and Al varez gave
the normal talk on how easy we are. So it gave the conmttee
an interesting perspective, | thought. And I know Barry is
going to tell you nore about that in a ninute.

They had their third commttee neeting Cctober
13th and 14th. That was al so an especially interesting
meeti ng because each one of the NRC comm ssioners personally

went down and spoke to them They all encouraged the NAS to
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be fair and objective and stressed that they were not | ooking
for any pat answers or preordained answers, that it was up to
the NAS. And they were asking for a fair and objective
report, but it was whatever they thought would conme out.

In ny view, that was a critical neeting. And I
al nost saw t he NAS kind of change at that point. They had
been kind of, frankly, mlling around a little bit in nmy view
And at this point they sort of took off, marching smartly down
the road in pursuit of something.

(Laughter.)

DR. RATHBUN: They al so held a workshop at that
time. And the transcript fromthat workshop will be avail able
to you. Barry is going to speak to that later. And they held
a full-day session on the quality managenent rule, which John
G enn represented the NRC as our person down there.

The next neeting is going to be in California in
January. \What a shanme. But this is a critical, pivotal
neeting. This is their last neeting before they've got to
come up with their draft or -- let me say it another way --
when t hey cone together again after January, they will have to
have the draft in their hand because by June of next year,
they have to go into the National Research Council peer review
process. So, really, they don't have nuch nore tinme. Thus
far, | have no reason to believe that they're not on schedul e,

and they're certainly well within their budget.
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They have commi ssioned four subcomm ttees, which
are very interesting and parallel to a | arge extent what we
asked themto do. They have a commttee on data and ri sk
They have one on regul atory issues. And they have one on
qual ity management. And then they have another one, which is
pretty much their creation. And that is on education and
traini ng.

Thus far they have comm ssioned four papers. One
is the risk of exposure to |low1level radiation, a second paper
on the cost of NRC regulation, a third paper of
m sadni ni strations, and a fourth paper on regul atory issues.
And they are still in the progress of comm ssioning sone nore.
| spoke to them actually, this norning. And they're hoping
to play sonme nore, but they weren't willing to discuss yet
what they were.

They've had a | ot of talks fromthe NRC in
addition to the comm ssioners relating back to your
presentation this norning by Bill Brock. JimLieberman gave
thema talk on the enforcenment program Stewart Treby, who is
the OGC attorney, gave thema talk on the whole issue of OGC s
role in regulating, and then Richard Bangert on the agreenment
st at es.

That's really all | have to tell you about the
NAS, but | would be happy to answer any questions that you

m ght have about their study.
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MEMBER NELP: It wasn't clear to ne who the heavy

hitters mght be in the NAS that are relating to the nedical
use issues that we ordinarily address in this Commttee. |
know | saw the nane Hendlee. | presune that was Bill Hendl ee.
Were there other people that we would be famliar with?

CHAI RMAN SIEGEL: It's a broadly based group that
has all different kinds of expertise, as we heard at the | ast
neeting. The chairman is Charles Putnam who is a diagnostic
radi ol ogi st and actually now a Vice Chancellor for Medica
Affairs at Duke University. | think that's what he is these
days. He keeps changi ng j obs.

Barbara Croft is on the commttee, -- so she's
quite famliar with our issues or nuclear nedicine issues --
Ted Phillips for radiation therapy, a physicist nanmed Dave
Goodin from Ckl ahoma City. And then there's a m xed group of
ot her people that | really have not known rmuch about, but they
were very interesting folks to listen to their kinds of
questions. There's sone --

DR. RATHBUN: Cardiologist. \What's the name of
the cardiologist, Dr. Pollycove?

DR. POLLYCOVE: Barry Zarret.

CHAl RMAN SI EGEL: Onh, Barry Zarret; right.

DR. RATHBUN: Barry Zarret.
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CHAI RMAN SI EGEL: There's a couple of |awyers.

There are sone people who are into -- risk assessnent-type
folks. So it's a good --

DR. RATHBUN: Lester Lave, who is an econom st,
who has done a | ot of work on nuclear power plant risk, is
working with themon that. He's had a |ot of experience with
t he NAS.

| can bring you the conposition of the group. |
didn't realize --

MEMBER NELP: | think it was probably passed out.

CHAI RMAN SIEGEL: It was at the |ast neeting.

DR. RATHBUN: Ckay.

CHAI RMAN SIEGEL: In my hunbl e opinion, | think
that it's a very well-put-together group to provide a broadly
based answer that isn't going to come up with any one
constituency's agenda. |It's going to give an answer that
"This is our critical analysis of the situation.” And | think
that's the way it shoul d be.

DR. RATHBUN: Well, they've brought the right
peopl e together. Their nmethodol ogy of hol di ng wor kshops and
-- oh, they also have taken two site visits. So they're going
out in the field. They're going to hospitals. They're going
to licensees. They're doing the right kinds of things that it
shoul d work out.

MEMBER NELP: Good.
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DR. WAGNER: Are they visiting any facilities in

agreenment states? Do you know?

DR. RATHBUN: Yes, they are.

CHAI RMAN SIEGEL: | would just point out that in
your packages, you should have had a copy of the transcript of
my presentation as well as the slides, which many of you, nopst
of you, saw before | gave the talk there. And | really didn't
present anything that we had not presently presented to the
Comm ssi oners because | figured that was the best source of
materials to use as the ACMJ briefing.

VWhet her it canme with this package or whet her |
inserted it, you also should have received the sort of press
rel ease versions of the comments nade by each of three
Comm ssi oners at the COctober neeting. And | have the
transcript of the public nmeeting that was held on October
12t h, a couple of hundred pages worth, which I'mgoing to turn
over to Tori. And any of you who wants to have a copy of this
transcript can get it copied and sent to you.

MEMBER BROWN: Barry?

CHAI RMAN SI EGEL: Yes, Pat, you can have it.

MEMBER BROWN: Barry?

CHAI RVAN SI EGEL:  Yes?

MEMBER BROWN: The only thing |I noticed in using
the slides and readi ng your presentation was that when we gave

the presentation to the Comm ssioners, in several cases where
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there was a dissenting opinion, that appeared. But in here it
seened |like there was a pretty uniform group.

CHAI RMAN SIEGEL: | actually made a few
statenments, | thought, where | said that "Not everybody on the

ACMJ agrees with this viewpoint."

MEMBER BROWN: Okay. |I'll read those cl oser.

CHAI RVAN SIEGEL: | tried ny best to be sensitive
to that.

MEMBER BROWN: | just wanted to point that out

because the slides were the overall group opinion.

CHAI RMAN SI EGEL: Correct. Okay. Next. W're
on brachytherapy issues, fractionation in particular, plus
ot her therapy issues. Trish Holahan and Judy are going to
hel p us out here.

BRACHYTHERAPY FRACTI ONATI ON | SSUES

DR. HOLAHAN: Dr. Stitt has been working with me,
and we've had some numerous discussions in terms of what's
goi ng on and hel pi ng devel op the questionnaire and those
I ssues. Since the |ast neeting, we have been devel oping a
program where we're | ooking sort of specifically at sone of
t hese brachytherapy issues. And, as the slide shows, |I'mthe
proj ect manager for sone of these and working on that.

This slide is an update of what you saw at the
| ast nmeeting, basically |ooking at the trendi ng of the nunber

of m sadm nistrations since '91. Basically, again we have
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seen a spike in the nunmber of teletherapy m sadm nistration in
"92, but that has been pretty nmuch | eveled off. Manual

brachyt herapy has been relatively constant. As | say, that's

up to the end of June in '94. And there have been a coupl e of
nore since then.

Renmot e afterl oadi ng brachytherapy. These are
m sadm ni strations, as defined. And I'll get into it alittle
bit more. This doesn't include errors in a single fraction of
an HDR treat nent.

Strontium 90, the eye applicators, we' ve had two
up to the end of June. And | believe there has been one since
that tinme. And in the radi opharmaceutical therapy, there have
been at | east one nore since the end of June, one in August.
What |'d like to do is go through some of them

You should have all found at your places, | think
you all now have a copy of the slides that |I'musing. And
al so you have a copy of sonme of the case summari es of sone of
the recent m sadm nistrations and al so other events that have
not been classified as m sadm nistrations but focus on sone of
the areas that we do have concerns and that we're | ooking sort
of for some input.

These are sone of the types of brachytherapy
events that we have seen in the conputer errors, both in data
entry and also either defaults within the conputers or actual

mal functions in the conputer.
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Treat ment planni ng, m splaced sources and
di sl odged sources. |I'mgoing to sort of differentiate a
little bit between that. M splaced is sort of where they' ve
actually been inplanted in the wong |ocation or they have
fallen out of the applicator, the applicator has been
i nserted, source has been | oaded, source has fallen out
wi t hout the authorized user recognizing it and has either lain
in the patient's bed next to the patient or sonmething |ike
that. Dislodged sources is where we're seeing that the
applicator or the ribbons have shifted slightly: The
applicator slips by a centimeter or two; the ribbons nmove, but
they're still within the treatnment vol une.

Patient intervention. W have had numerous cases
where either the patient has noved about in bed and the
sources becone di sl odged or the patient has actually pulled
the source or the ribbons out of the treatnent site.

And finally and in many of these is human error
is also involved, either in the data entry, |oading the
applicators, the sources that have been selected for
treat ment.

VWhat |'d like to do is -- and | know that a
nunmber of you have been consultants on recent
m sadni ni strations, but some of you may not be famliar with

some of the recent cases. And I'd just like to highlight a
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few just to sort of give you the spectrum of what we're
| ooki ng at.

| n manual brachytherapy, we recently had a case
where the patient -- it was a prostate inplant -- was to have
112 seeds inplanted. The seeds that were inplanted were 10
times the activity that was prescribed. The dose consequences
were significantly mtigated fromif they had just left the
seeds there. The original planned dose was 160 G ay.

The sanme day of the inplant, they renmoved 69 of
t he seeds by doing a prostatectony. And then they were able a
coupl e of days later to surgically renove 15 additional seeds.

There are nedi cal consequences in that case. The
pati ent has had problens, especially with where sone of the
remai ni ng seeds have been localized. One or two have
remai ned. And so we're continuing to follow that case.

The direct cause was the failure of the
dosinetrist to verify the activity of the seeds prior to
bringing themup to inplant. The sources were ordered
tel ephonically. Apparently there was a m sconmuni cation in
the ordering. So what was received was 10 tines the activity.
However, the shipping |abel did indicate the correct activity.
When it was entered in, it was |logged in correctly, but when
the dosinmetrist pulled the sources out, he just believed it

was an error in the entry.
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So that's one case. As | say, that one is also
witten up in alittle bit nore detail in the case summry
you've got. A second one is several patients received
brachyt herapy doses greater than intended because of errors
that were in a treatnent planning conputer in the dose
cal cul ations. And 11 patients received doses 5 to 30 percent
greater than prescribed. So not all of the cases were
m sadm ni strations.

What happened is a conputer file had been | ost.
They had manually reentered the data. There was a default in
the computer that the users were not aware of. The output of
the computer system was i nadequately verified. They used the
incorrect table to verify the output. And, therefore, they
weren't able to detect the error. It appeared that it was
within five percent, when in actual fact it was on the order
of 25 percent.

In both of these two cases, part of the
conplicating factor was it was a | ack of managenent oversi ght
of the programon the part of the |icensee managenent. There
were contractors involved, and the licensees relied entirely
on the contractors.

DR. STITT: Trish, let me toss a comment in here.
She gets to do all of the work, and | think we agreed that
"Il sort of interject sonme things here and there.

DR. HOLAHAN: Pl ease.
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DR. STITT: Al | want to do, | want to make a

comment because it's going to conme up later. Certainly the
first case that she described, this man has mj or sequel a,

i ncluding a perineal-urethral fistula that will probably never
heal and sone ot her mmjor problenms. So the nedical
consequences of this particular prostrate inplant are
significant.

There's sonething that's ironic about the second
group of cases that are m sadmnistrations. At |east a
portion of them were by definition. However, the interesting
thing is that because of these increased doses that all of
these patients received, it put themw thin a much better
t her apeuti c range.

This whole group of patients is treated at what
nost institutions -- 1'll be very careful, but I will say
woul d be called under-dosed. Their practice is very |ow dose
totry to control these early stages of cervical cancer.

Again, |I'm bringing those up as coments because
then they come up a little bit later as we try to |ook at sone
of those issues.

DR. HOLAHAN: In addition, too, this was also, in
addition to external beam

DR. STITT: Right. That's right, another
I nportant point because we'll get to that later. For a |ot of

the issues in therapeutic radiation oncol ogy, we're tal king
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about conbi ni ng brachyt herapy, be it high dose, |ow dose,
pul sed dose. It doesn't matter, just isotope work with
external beam therapy. And it makes it even nore conplicated,
but there may be sone truth to be found in trying to put sone
of those doses together as we devel op new regs.

MEMBER NELP: Dr. Stitt, in your work as a
general rule, how close do you think your estimtes are? And
what variance do you have from your estimates putting it on a
wor kday basi s?

DR. STITT: As far as what you're actually giving
or where you want to be?

MEMBER NELP: Well, you calcul ate the dose, and
it's an estimted dose. How close do you ordinarily think
t hose doses are to reality? They vary plus or m nus 10
percent of the facts or --

DR. STITT: Well, the problemw th brachytherapy

MEMBER NELP: It's hard to confirmit.

DR. STITT: -- that, nunber one, | amat the
total good graces of ny physicist, which is why I try to work
very closely with him because | in general have no way of
verifying other than going through check sheets.

The bi ggest problemw th brachytherapy is that

you nove two mllinmeters away froma source. And your dose is



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

179

just dramatically different. So it becones hard to answer
t hat .

In the overall scheme of things, clinically as a
physician I'm | ooking at a range of doses. And you're
commonly using external beam therapy plus brachytherapy to
conme up with sonme places where you want to get to as an end
result. And there are different ways, different pernutations.
It's very common that you're going to adjust some portion of
that, either your brachytherapy or your teletherapy or sonme of
bot h, depending on a variety of things.

Even t hough somet hing as sinple as Thanksgi vi ng
weekend is com ng up, clinicians across the country are making
adj ustnments in their doses. This is nothing to do with
m sadm ni strations, but this is the practice of nedicine. And
so we need to if we're | ooking at regul ati on make sure we
don't have sonething that's so mnutely detailed that you
simply can't carry out nedical care.

MEMBER NELP: The reason | nention this is plus
or m nus 25 percent may be the real world.

DR. STITT: You're right.

MEMBER NELP: That's why ny --

DR. STITT: And Trish will get to the
questionnaire. The questionnaire -- | nean, | hel ped her

develop this. |I'mnot saying, "Trish, you did this all by
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yourself. Don't look at me." But it's very hard to answer
t he questionnaire.

And that's one of the things we've gotten back
fromthe fol ks who have tried to. W' ve asked you to pick a
line, 10 percent, 20 percent, 30 percent. And the responses
that are nost hel pful are "Wait a mnute. W can't do that.
We can't mark a box" because you're right. And plus or m nus
25 percent may wel|l be perfectly acceptable.

MEMBER NELP: \When we were --

DR. STITT: That's why | brought up this coment
about the m sadm nistration which got these people a |ot of
forms to fill out, site visits, fines, actually put these
patients at a dose |evel that nost people in the country would
name as their |ower end of the dose rate.

MEMBER FLYNN: | know when | was in the task
force with ny prior physics training, | was concerned
initially when the quality managenent was witten that we
woul d be | ooking at dose gradients, for exanple, |like Judith
was al luding to, but we went to the concept of cal cul ated
adm ni strative dose or instead of worrying about if you're
going to prescribe your dose point on a very steep dose
gradient with the doses changing very rapidly, we've got
anot her way of prescribing. An alternate way of prescribing
the dose or the prescription was the total source strength in

the tinme that you intended to have the sources in place.
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| think generally the calibration of sources --
I's that what you're asking? The physics people | think assune
plus or mnus five percent is a --

MEMBER NELP: No. That's easy. That part of
it's easy. |I'mtal king about what you think actually arrives
in terns of interview deposit in the tissues, like | do a |ot
of internal radiation dosinetry estimtes and correlating with
bi opsies. And if | get within 20 percent, | think |I've done a
great job. And that's a different ball gane. But |'m sure
that's why we enphasize the word "estimates.” | just wondered
what sort of the rule of thunmb is on a working day basis, how
cl ose you really think you are when you nake an esti mate.

DR. HOLAHAN: Ckay. As | say, | don't want to
bel abor some of these too nmuch. | just want to sort of point
out the different types of things that we're saying and where
Il"mcomng up with a list of the various areas that we're
| ooki ng at.

This is a series of HDR brachytherapy
m sadm nistrations at one facility where eight patients who
were to be treated for cervical cancer inadvertently received
an exposure to their knees. What had happened was the
hospital was using the wong | ength connector tube on the HDR
device. And so when they set up the source distance and

everything else, it remained outside the patient, instead of
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goi ng inside, the transfer tubes. They were 50 centinmeters
| onger than expected.

I n nost cases there were no consequences except
for one patient denonstrated definite erythema. And, again,
this was a failure to verify the treatnent paraneters. |t was
sonebody that was different. A second independent check
wasn't being done that everything was verified.

CHAI RMAN SI EGEL: Were the cancers being
under-treated?

DR. STITT: Yes. They got zero dose. | was a
consultant on this one, too. Actually, the wonman who had the
nost significant injury, she has a third degree injury there,
fairly good size of deep npoist desquamati on and necrosi s of
t he skin.

They were all post-op endonetrial cases, and none
of themreceived treatnment to the treatnent site. They al
came back for repeated treatnents. And this brings up a whole
i ssue of know ng what your equipnent is doing.

DR. HOLAHAN: Ckay. And then, obviously, as we
menti oned before, we wanted to | ook at dose fractionation. In
the regulations in ternms of the definitions, the definition
for witten directive for teletherapy includes the dose per
fraction be included on the witten directive. 1In the
definitions for m sadm nistrations, one of the criteria for

m sadnmi nistration is | ooking at the difference between the
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cal cul at ed weekly dose, weekly adm ni stered, versus your
weekly prescribed dose. And, again, this is getting at the

i ssues recognizing that it's given over nultiple fractions,
that you could have a series of errors that the dose in a week
could be significantly different and could have sone

i nplications or consequences.

However, for brachytherapy, radi opharnaceuti cal
t herapy, and ganma stereotactic radiosurgery, there is no
mention in the regulations of dealing with fractionated
treatments. The definitions for brachytherapy and ganma
stereotactic radiosurgery talk about total dose. For
radi opharmaceutical therapy, it's the adm ni stered dosage.
There is no reference to total dosage, but, again, there's
al so no reference dose per fraction.

So we | ooked into this a little bit nmore. And we
have had a couple of instances where there is infractionated
treatment. And it can be an error either in tenporal or
spatial in terns of fractionation. ['ll get into that in the
gamma kni fe case.

This is a fractionated HDR error where there was
an error in the treatnment paraneters. The HDR device accepted
information in the European date format. It was entered in
the Anerican date format, which is nonth-day-year, as opposed

to day-nont h-year. And so the cal cul ation was done for the
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decay of the source at a longer tine. And so the prescribed
was 6 Gray, and they actually adm nistered 10.4 G ay.

However, it was caught after that treatnent. And
so the total dose was still within -- it was to be two 6 G ay
fractions, and it was within 20 percent of the total dose. So
it is not by definition a msadm nistration, but it was a
significant error. And, again, a contributing factor was no
verification of the data entry.

We' ve seen this in radiopharmaceutical therapy.

And I'Ill discuss a little bit further as to why this is a

m sadm ni stration and the others are classified as incidents
or errors. This was three adm nistrations of rhenium 188

anti body. And for the second treatnent, the authorized user
had changed the witten directive to reduce the adm nistered
dosage, but it wasn't verified. The technician didn't verify
t he dosage against the witten directive and actually gave the
hi gher dosage. Follow ng that because of the possible dose to
t he bone marrow, the third injection was cancelled. And,
again, it was poor communi cation and failure to verify the
dosage.

Just recently there was an incident with a gama
knife, gamma stereotactic radiosurgery, that in one treatnment
there were to be 10 treatnents within one period of tinme where
it was spatially noved. And during the 6th of these 10 target

positions, the couch failed to withdraw fromthe unit. And so
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the patient was treated for longer than intended at this one
particul ar site.

Actually, in this case the backup unit also -- it
was a failure of the hydraulic valve. And that also operated
the backup energency. And so eventually they had to manually
extract the patient.

Overall dose consequences were m ni mal because
t he uni ntended dose was only about five percent of the total
dose for the day. So there were no expected consequences.
And, again, because it was only five percent, it was not
determ ned to be a m sadm nistration. But it obviously has
significant inplications in other cases.

| know these are brachytherapy issues, but |
wanted to address very briefly radi opharmaceutical therapy,

t oo, because the list of issues and questions that you have
al so addresses it.

This was just a recent m sadm nistration in which
the wong patient received four mllicuries of strontium 89.
And so there was significant dose to the bone marrow and the
bone surface. And it was a failure of the technol ogist to
read the syringe | abel.

Ckay. Well, we went out to the ASTRO neeting and
had an exhibit out there. And we had a |list of issues and

guestions which, as Dr. Stitt --
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MEMBER NELP: May | make a comrent at this point?

| was consulted on this inadvertent adm nistration of a 24
percent over-adm nistration of rhenium 188. | think this
falls into the category of "nuch ado over nothing." It was
absolutely a very small anount that was over-adm nistered in
terns of the therapy dose, like 8 miIlicuries, instead of 31
mllicuries, or sonething in that range.

DR. HOLAHAN: Yes. It was to be 40. And they
gave 32. You're right. It's --

MEMBER NELP: And they cancell ed the subsequent
t herapy for reasons that partially related to this, but for
ot her medi cal reasons. And they must have spent 20 hours of
sonebody's tinme cal cul ati ng, questioning. The total dose that
the patient got ended up being less than the intended total
dose in the beginning. And it was an exam nation of the facts
surroundi ng. And the people at that site said they had
determ ned that it wasn't a m sadm nistrati on because they
weren't adding up the fractions, they were adding up the
total .

So, really, it was an exanple of being costly
i nspection of sonething that was very mnor. |t should not be
classified as a msadmnistration in the ordinary sense of the
word at all.

DR. HOLAHAN: Yes.
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MEMBER NELP: | don't know if that was your -- it

certainly wasn't the inpression at the NRC. They took the
whol e thing to task but would not listen to the | ogic of the
Site.

DR. HOLAHAN: Yes. Well, | think in terns of
defining it as a msadm nistration, it went back to | ooking at
what the definition for witten directive --

MEMBER NELP: Right, exactly.

DR. HOLAHAN: -- and the question of: --

MEMBER NELP: The question about it --

DR. HOLAHAN: -- Is radi opharmaceutical therapy
typically fractionated? | don't know if --

MEMBER NELP: In that setting it was an
experinental treatnment of an antibody. And it typically is
given or may well be given in split doses. But the whole
thing was a very mnor thing, and it was treated as if it had
maj or consequences.

DR. HOLAHAN: Well, | think, too, when we're
| ooki ng at sone of these things -- and the consequences do
cone into play in terms of when we're |ooking at the

enf orcenent action to a certain degree. But also --

MEMBER NELP: | sinply wanted to put it into --
DR. HOLAHAN: -- the generic inplication isn't --
MEMBER NELP: | wanted to put it into perspective

for the Committee.
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DR. HOLAHAN: Yes. | appreciate that.

MEMBER NELP: But | got very involved in it.

MR. CAMPER: Let nme add a comment to that on the
perspective. Your point is very well-nmade that many
m sadmi nistrations; in fact, I'd say nost m sadm ni strations,
do not carry with them del eteri ous consequences. And in nmany
of the cases, the dose that is inadvertently or m stakenly
delivered through a m sadmnistration still falls within a
range of clinical acceptability.

The perspectives point, though, is remenber that
the m sadnministration is an error in the delivery process. In
ot her words, what was adm nistered to the patient, albeit it
non- consequential, was not what was intended to be delivered
by a percentage threshold. So it's an error in the delivery
process.

DR. HOLAHAN: That's a good point. Thank you,
Larry.

Anyway, we did develop a list of issues and
guestions to try and flush out where there nay be real
problems. As we're proceedi ng | ooking down at sone of these,
primarily again brachytherapy issues, is what is perceived as
a problem Are there voluntary standards and gui del i nes out
there? 1Is there a need to revise the regulations? 1Is there a

need for additional regulations and gui dance? And at this
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neeting last May, this Commttee sort of advised us to go out
to the community and find out if there is such need.

We published the |Iist of issues and questions
t hat you have in your briefing books. W did publish in the
"Federal Register”™ on Novenmber the 3rd.

And primarily we're addressi ng HDR manual
brachyt herapy. And there are just a few questions on
radi opharmaceuti cal therapy. W're focusing on this dose
fractionation issue, source calibration, source placenent,
| ocali zati ons, assay of sources, and then training and
experience. | had to bring that in at |east.

Ckay. In ternms of the brachytherapy, one of the
things we're trying to find out is: The existing
brachyt herapy regul ations that are currently in Part 35, are
t hey adequate? We've discussed before the need for additional
regul ations for high-dose-rate brachytherapy. Also what is
the availability and the adequacy of industry standards and
procedur es?

And when | have been going out and talking to
peopl e, some of the feedback that | have been getting back is
in terns that although there may be voluntary standards
devel oped, very often the only way that all |icensees are
really going to adopt themis to put theminto the
requi rements, into the regulations. | have received this

comment from nore than one i ndivi dual. So let the
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pr of essi onal organi zati ons devel op the standards, but then
t hey should be considered to go into the regul ations.
Anot her question is whether we should have

qual ity assurance checks in calibrations for brachytherapy

simlar to teletherapy. And | handed out to you -- it's in
Part 35, but just for your ease because we'll get to this
question again later -- the requirenents for teletherapy

versus brachytherapy so you can reference those quickly.

And then this issue of fractionated
brachyt herapy: Should we revise the definitions to include an
error in a specific fraction? W are going out nowwith a
generic letter to request licensees to report all errors in
fractionated brachytherapy so that we can get a better handle
on how frequently this occurs and what, if any, are the
consequences.

Some of the other issues that we're |ooking at
are training and experience. Should there be additional
trai ni ng and experience for physicists and for physicians who
are specifically doing HDR? As we nentioned earlier, there is
a definition for a tel etherapy physicist, but should we expand
this to either have it as a nmedical physicist or specific
requi rements for physicists who are doi ng HDR?

Also in ternms of a |lot of the treatnents that are
now done through conputers, treatnent planning, what sort of

acceptance testing is there? How do licensees verify that
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what's conmi ng out of their conmputer is what they want? |
mean, is that information adequate? | think that

m sadni nistration with a series of 11 patients is: \What do
| i censees need to do to verify their conputer treatnent

pl anni ng systens?

And anot her question is the characterization of
treatment site. W' ve had nunmerous cases recently where --
and this gets into the dislodged sources -- the applicator
slips slightly but one or two centinmeters. So it's still
within the overall treatnment volunme, recently a case in which
out of 12 ribbons, one of the ribbons slipped. It was in an
area that would have received a dose of radiation within the
normal tissue volume. Should that be classified as wong
treatment site? |Is there a definition of what is the right
treatment site? So how do we differentiate to know when we're
in the wong treatnent site space?

So these are some of the questions that we're
trying to flush out. Wth radi opharmaceutical therapy, sone
of the issues -- and this is not in the |ist of issues and
questions -- are the adequacy of training and experience, how
beta-em tting patient dosages are assayed, -- and that
di scussion came up this norning in Dr. Gdenn's talk -- and
al so this whole issue of the fractionated radi opharnaceuti cal
therapy. 1Is it only sort of in the experinental that you

woul d see fractionated? |Is it normally typical that one
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written directive would be prepared for every adm nistration
or would a witten directive be prepared for a series of
fractions? What is standard in nuclear nedicine and in
radi opharmaceuti cal use?

CHAI RMAN SI EGEL: Trish, you have the questions
at the end; right?

DR. HOLAHAN: Yes.

CHAI RMAN SI EGEL: Okay. Good. Just to keep
track of it.

DR. HOLAHAN: |'mjust going to give ny lead-in
as |' m going.

CHAI RVAN SI EGEL: No probl em

DR. HOLAHAN: Anyway, you have a copy of the
draft generic letter in your briefing books. That gets into

the issue we'll nmention that fractionation can either be

tenmporal and/or spatial. |In the case of the gammma knife, nore

often than no