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U.S. Nuclear R'egulatory Commission- !

Region I
475 Allendale Road -

,

King of Prussia, PA 19406 :

;

RE: License NO. 37-00062-07

Dear Sir:

-Please amend our by-product. material-license to include the following: ;

I'.A possession limit'of 1. mci of C-14 labelled d-xylose for' human use for
'the diagnosis ~of gastrointestinal bacterial overgrowth. FDA' approval has !

~

been obtained'(see enclosed-IND 32,777). Enclosed for your review;is a $ ';
brief description of the procedure and the protocol, which has beena

''

.

!approved by both the. Radiation Safety Committee our facility's' Research
and Development-Cona.1ttee. -

1
'

If you have any questions concerning this-request, please contact..the
'!Radiation ~ Safety Officer at (215) 823-5859.-- No amendment fee is re' quired,

as we are a Federal facility. '

!Sincerely,

( .$6 r .,

! #?')(
I {I - g (/ '*

-

,

# R'0BERT F. ST0TT !

Director , ,

wmu .

, ,

1
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'
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CARBON-14
l

Chemical and/or
Physical Form: D-xylose

Possession Limit: 1 mci

Description: For diagnosis in humans of gastrointestinal-bacterial
. overgrowth in the small bowel.
l

Patients:- -To be used as-an on-going diagnostic test in our
facility's Nuclear Medicine Service on patients 18 years
of age or older. . Informed Consent will:be received.'

Dose: Approximately 10 microcuries of Carbon-14 labelled.
D-xylose will be be-orally administered to the-patient.

Authorized User: Radioactive material will be administered under the
supervision of~Dr. John Hansell. (Approved by Radiation
Safety Committee, certified by the American Board of-
Nuclear Medicine, 1974).

Brief Description: The patient will- arrive fasting; Following, obtaining,

L- pre-test-Expiratory Air Sample, the patient will receive
| an oral dose containing 10 microcuries.of Carbon-14
L labelled D-xylose and 1 gram of D-xylose in 250 ml of

water. Following this administration, the patient-will ~
submit Expiratory Air Samples at 1/2. 1 andL2 hours. The-

samples will be calculated via scintillation- counting as
percent dose /mmol CO -2

I

1

!

!

, - .
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NOTICE FOR CIAIMED I!WESTIGATIONAL DGMPTION ,

POR A NEW DRUG .

i

FORM 1571
|

.

Name of Investigator - John R. Hansell, M.D. ,

Institution Names . Veteran Medical-Mninistration Medical Center |

Address: . University and M3 odland Avenues ,

Philadelphia, PA 19104 ,

,

-e

Date: March 27, 1987
'
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I. The best descriptive nano of the drug (s) ist
Carbon-14 D-xylose. }

*
.

:|-
o II. Complete list of w w ents:

i
,

;_ -1. D-xylose .

! 2. Carbon-14 D-xylose

3. Water ;
3

III. Final Quantitative Camposition of drugs
,

,

1.10 uCi of Carbon-14 I> xylose -

2.1 gm D-xylose

.q-

IV. Description of the Source Camponents of tho' New Drug
,

1. Carbon-14 D-xylose

[;
,

| Amershan Corporation

(- 2636 Clearbrook Drive
Arlington Heights, IL 60005

,

2. D-xylose

Sigma Chemical Canpany

P.O. Box 14508 ,

Saint touis, MO 63178

4

,-. , , , , , - , . , . . - ~ . - . . . , - - -
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. V. Methods,. Facilities, and Controls used for Synthesis, Processing ;

of the New Drug ,

1
.

1. Method of Synthesis
,

Preparations are received fran manufacturer with the {
'

tD-xylose /ml,specifications of 200 uCi of 14C
587.5 uCiAng. Aliquots of this material are prepared byi ,

: ?

h diluting with water such that each ml contains 10 uCi 14C
!

| D-xylose (17 meg).

The orally administered dose is prepared by adding to the .

aliquot (containing 10 uCi:14C D-xylose), 1-gm of D-xylose.

'

| Re resultant mixture is diluted with water to a total volune
of 250 ml. Unused aliquots are stored at -20 C until
subsequently needed.

.

2. Facilities and Equipnent4

i

!
I' he preparation will be in the radiopharmaceutical
L preparative razn of the Nuclear Medicine Service;
; Philadelphia VAMC, University and Mxxiland- Avenues,

L Philadelphia, PA 19104.
i
;

'

Se work will be under the supervision of investigator.;.

Sterile precautions are unnecessary for the preparation of
,

the oral dose.

a) Mettler Analytic Balance

b) Packard Tricarb Liquid Scintilliation Counter
'

c) Miscellaneous - piquettes, volanetric flasks,
,

gloves.
i

!
e

i

,

. . . .-. , . -. .-- - ... - . . .- -. . .-.
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32 Process Control
-1

a) Quantity'of radioactivity will be verified
by using liquid scintillation counting using-
carenercially available standards of carbon-14
(Packard Ccmpany) correcting for relative |

efficiency of counting systen.
|
.

b) *1he specif1 cations of the caponents used are as i

follows:

.1. D-( U-14C-) xylose *
,

Amershan Capany

(Typical Shipnent)
Specific Activity: 89.9 nCi/mMol '

587.5 uCi/mg,

i
i
!

Molecular Weight: 153;

:
:

mdioactive concentration: 200 uCi/ml
Radiochemical purity -

!.
by paper chranatography in -

a) n_'- butanol: ethanol: water.(52:33:15) 994

b) n_ - butanol: pyridine: water (1:1:1) 99%

c) ethyl acetate: acetic acid: 24 phenol
' boronic acid (9:2:2) 994

,

i

I 2. D-xylose
|

*

Sigma chemical campany

X1500

Sigma Grade 99-1006 ('pfs )
White Crystals

I'
l

|
:

,

!
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4.' Dispensing and Processing ;
^

!

a) Wose doses will be prepared by the. Nuclear

| Medicine Service, Philadelphia VAMC as de-

scribed in Section V, 2.
*'

)
5b) Dispensing and processing will be done by .

! the investigator.

u

!

; c) Records will be kept to insure identity of +

.

reagents, preparation sequence, and the.'individ- .

'

ual performing the study. >

!

!
d) It will be the responsibility of the investigator or

| his designee to obtain informed consent of the
' subject undergoing the procedure ( Appendix ).
:
I

'

e) Packaging and labeling: Individual doses will
be prepared at initiation of each procedure. :

,

he dose will be administered in same roon dose;

! that the dose.is prepared.

.i
.

VI. Preclinical and Clinical Investigations to Establish the Safety ,

and Efficiency of D-xyloce absorption studies.
2

Chenical. Investigation

a) D-xylose, an aldopentose, is absorbed by the proximal
anall intestine wherein small amounts of the absorbed
sugar are oxidized in the. liver.and other tissues.

% ough the sugar is not found in significant quantities in
,

| the htsnan body, doses of 25 gm of d-xylose may result in I
1g

|
serun levels of approximately 35 mg/dL one to two hours

| following oral administration. I

<

.t

,

!
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About 40 percent of the absorbed dose is excreted in the
'

urine and approximately 20 percent in the breath. The use
of stable 6-xylose and its chemical quantititation in urine
has been used as' a measurenent of gastrointestinal

I: carbohydrate absorption. . ,

b) Radiolabeled d-xylose is also absorbed in the same manner ,
,

as its stable form. The degree to which its major
,

metabolite,14m2,appearsinthebreathofanindividi$al-
;. receiving this substance is indicative of both mucosal

[ absorption and celluar metabolism of-the_ sugar as well as

i its oxidation by bacteria within the gastrointestinal-
tract. h degree to which 14CO2 is eliminated in the' *

| -- breath above normal levels is a means to detect small j
intestinal bacterial overgrowth.

,

Individuals with mucosal absorption abnormalities, however,
may mask positive findings associated with bacterial-

! colonization of the small bowel. Among the major
,

prerequisites of the study are the choice of the dose which'

has an optimum specific activity and the specific-times at
' which breath samples are procured to produce the most

clinically significant findings. King, et al., have found
that reduction of carrier d-xylose to 1 gr e results:in an g,

1 increased radioconantration in the small intestine and a !
i
i \

| lowered osmotic-related passage of .the substance .into the !

! colon, thus increasing the study's' specificity and I

f sensitivity. False positive _and negative studies are )
; lessened by the simultaneous adninistration of technetita -

99m sulfur colloid or diethylenetrianinopentacetic. acid- )
(DIPA) in the test dose. h adequate and timely gastric

!- emptying' as well as the premature presence of the dose
within the colon, at the- time of sanpling can be verified.

,

Breath samples are procured prior to the' administration of

|
t

.-

.

i
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,an' oral dose of 10 uCi of xylose as well as 1/2, 1 and 2 -)

hours afterward. later samling may be necessary if delayed-
gastric anptying observed on. the scintigrans.

.

| |

King et al., also have found with the oral adninistration of
.

10 uCi of 14C d-xylose and 1 gm d-xylose was significantly
elevated. in patients with anall intestinal bacterial
overgrowth as capared to controls (P<0.05 at 30 min. P<0.01
thereafter). No falso negative or positive studies wers-
observed in their series of 14 abnormal patients and 8
normal. W eir work was further supported in subsequent review-

| articles. *(1,2,3,4)

We wish to use thic study to diagnose bacterial overgrowth,
i
|

De drug _has not been marketed outside the United States.

c) Drug is not a part of a previously investigated pre-
paration.

d) Radiation Dose Estimates:

** See next page **

i

j

L

|
,

-

,

|
i

.j
'
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{Dome (rad) = 73.8 x E x T 1/2 ,

,

E = 0,155 MeV
Conc.= 10 uCi/70,000 g. .

/ 354 excreted in urine.
,

20% oxidized
>

-

454 focal -'
,

i. '

T 1/2 blood act = 90 min = 0.0625 days
i= 0.77tAnin

Anstane worse scenario T 1/2 = 1' day for le (Allowable Radiation) ,

73.8 x 10 x 0.155 x 1 = 1.60 m Rad
~

Dose ( whole body ) =

7@0 (5 Rem)

73.8 x-10 x .35 x'O.155 x 6/24 = 32.2 m Radi Dose ( kidney ) =

310 - (15 Rem) -
;

73.8 x (10 x .45)'x o.155 x 4/24 = 13.4 m RadDose ( small bowel ) =-
'

; (640 gn) (15)

73.8 x (10 x .40)-x 0.155 x 8/24 = 7216 m Rad.Dose'( upper large int.) =

(210). :(15)'
:

Dose ( lower large int. )= 73.8 x (10 x .40) x.0.155 x 18/24 = 214 m Rad
(160) (15)j.

73.8 x (10 x .40) x 0.155 x 1/24 = 1.9'm-Rad[bse ( lungs ). =

(1000) (15).

seltzer RA, Keriebkes JD, Sainger EL: Radiation Exposure fran'Radiorsotopis '

in Pediatrics: NEJM 271; 84, 1964 ,

MIRD Pamphlet #4, StN, 1969.
!
u

i
L
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VII. ;'1he study wherein radiocarbon labeled d-xylose is adninistered

orallp for the detection of bacterial overgrowth has been widely
published. * (1,2,3',4) |

- I-

Other than radiation to the patient, which is within acceptable ]
levels, there is no known contraindications, hazards, or side- ,

effects of the drug. ]

"

VIII. 'Ihe sponsor should be knowledgeable of the methodology of gastro .
intestinal absorption measurement with competence in the use of'by ,

product material in the laboratory and. its adninistration to human
beings.

_

.

'

IX. Curriculun vitae of principal investigator is subnitted. 'Ihere

are no other investigators. ,

X. Chemical Evaluation of radiocarbon-labeled d-xylose for the
Doctection of Snall Intestinal Bacterial Overgrowth.

-

l-
'

a) Name and Address of Investigator-

John R. Hansell, M.D.

Veterans Adninistration Medical Center
University and W: odland Avenues

Philadelphia, PA 19104

b) Objective of Rational:

'Ihe procedure is performed to define the presence or
absence of bacterial overgrowth in the small bowel.
'Ihe presence of bacteria will result in increased

*

intestinal absorption and resultant oxidation and
,

elimination in breath. 'Ihe presence of increased'

i
j

4

mr w- en - - - - - - , , --w . -- ,r s'v- - - om



. .

!o 0. .

. . .
.

.

'

.

,

i

activity of radiocarbon dioxide at- 2 hours follow
ing dosage is indicative of the presence.of bacterial
decanposition of the x-ylose. The results are reported- <

,

as percent of administered dose per' millimole of '

riopued 00
2

.

;

c) Patient Selection .

,

Individuals to be studied will be 18 years of age or- 4

older and non-pregnant who will exhibit signs and :

symptans capatible with intestinal bacterial overgrowth. '

'The patient will be advised as to why the procedure is
being done,.what the study does and what-is required of
the patient. -The patient consent form will be presented
and signed by the patient prior to the beginning of the (
study. ,

;
,

>

d) Methods
, ,

,

;

; The patient will arrive fasting and in a state.
,

approximating that of basal metabolian.- Following- !

obtaining a pretest expiratory air sample, the patient
will receive a dose containing 10 microcurses of' carbon-
14 labeled d-xylose and 1 gm of d-xylose in 250 ml water.
following the oral administration of-this dose, the-

,

j patient will subnit expiratory air sanples at 1/2, 1, and
| 2 hours. The response will be calculated as percent

~~

dose / neol 002
l ,

e) Criteria for Efficacy

Findings will be correlated-will clinical symptoms and ,

signs, radiologic procedures of the small intestine,

.. .
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'

procurement of intestinal biopsy or culture where
,

indicated, or caiparison to values obtained with this
!test following antibiotic therapy.
:

.

f) Observations and/or Measurements for Safety Determination 3

.

. Untoward reactions, if they were to occur, will~ be

|
recorded in clinical report.

,

! g) Case Report Form- i

i

! A' standard clinical evaluatiorv'information form will be
i caipleted for each study (see Appendix)- . '

i a

i

5
'

[ i

,

! Principle Investigator
,

|

!

|-
John R. Hansell, M.D.

Chief, Nuclear Medicine

VAMC

University and W odland Avenues
Philadelphia, PA-19104

,

-i

.

5
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CLINICAL CASE REPORT FOR4
1 8

CARBON-14 D-XHOSE ABSORPTION S'IUDY
.

'

i'
i,

*
i

i

!- I. 'Ihis is to verify that all needed referrals and review have been f
made to accept their patient .into this clinical- study. 'Ihe' patient;-

| has been instructed regarding this study, and has ccupleted and' '

signed an informed-conseat form.

>

i
'

;

i

!

!:
;- .

Principle Investigat' r's Signature Date
' o

i

:
!.

| II.. Patient Information
,

i

Nane:

i
|

SS:4

s

,

_

|
Referring Patients. |

Age Sex: Weight: Height:

I Patient History i

4

| l

:

.

- 'm-' - - - -n m e, m. -,oe,ow ,-v,x-e
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.
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|
,

i

i

III. Chemical Data

i

Reason for study: ;
e

i

Diarrhea: j
*

i

Vcniting:
.

Abdminal Pain (Crmps):
,

i
Stool characters i

.

b

1herapeutic Regiment ;
'

i
;

Radiologic Findings: ;

!

| i
'

Bacterial Cultures: !

,

f

'IV. Stuc; Specifications

L- .;

|-
;

l Standard Activity:
|

_

:
:

Standard Dilution:
e

I !
Background Satples j

\

!

i

1/2 hour sanple activity
:

l' I

,i

1 i

_ . . _ . . _ __ .__ . . . . - . _ . . , . _ _ _ - . . - _ . . .



. _ . . - _ . . - - ..

.
. . _ .

-
.

|O o- '

. . .
.

.

, ,

*
;.

:

I hour sample activity |
'

2 hour saple activity ,

i

,

Percent dose /m mol CO
2

!
;

1/2 hr ;::
,.

i

1 hr .
,

'
,

2 hts j
i

5 .f

f

V. Dose specification ,
,

i

1) Daantity (uci):
,

,

2) Ictt (hnershan):
,

3) Date Of Preparation and Study:
_

t

*;

i VI. Interpretation

.

'

3 Negative:

4

Consistent with Bacterial overgrowth:
,

1

P

,

I

consistent with Treatment In Bacterial Overgrowth:

,

1

P

i
. ..-.
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INFolMED CONSENT FolM |
;
!
|i

:
.

!

1) I, , voluntarily consent to !

participate in an investigation entitled: Detection of Bacteriel |
'

Overgrowth using Radioactive-14 Iabeled d-xylone.

2) I understand that I will receive a liquid does containing 10 microcuries ;

! of carbon-14 labeled & xylose, a sugar, and a small quantity (1 grm) of |
;.

| non-radioactive sugar in water. Imediately, prior to the study, I will [
offer an expiratory breath suple (by blowing into a tube for 4-5
minutes, and at 1/2,1, and 2 hours af ter I receive the dose.

,
,
'

!

3) me sugar I ingest will be absorbed by my intestine and excreted in my f
i

bowel movements, urine, and breath. In those conditions which are !

characterized by the presence of bacteria in my small intestine, the -

I

augar will be eliminated primarily in my breath. By measuring the
'

l radioactivity in my breath, and observing a higher elimination rate of
| .

| the sugar, my doctor may predict the presence of bacteria in my small |

intestine.

4) m is procedure is an easy method to diagnose the presence of abnormal
amounts of bacteria in my intestine. While this dose present a small
amount of radiation to my body, it is rapidly eliminated, and the an. int

,

j of radiation is minimal empared to many studies done using x-ray. '

Though, we cannot guarantee no reaction to the ingested sugar, there
have been no such cases known at this time. >

:

5) Alternative methods to diagnose this entity would be to have inserted a :

tube through my mouth to the small intestine for sampling. Bis
procedure does not require this.

t

i

h
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.

o o-
. .

.
.

_

6) Though, this study has technically been referred as a research
procedure, it is being done for the clinical diagnosis of your
condition.

7) As a part of this agreement to participate in this study, I acknowledge
to have read or explained to me the agreement entitled, " Part 1:
Agreenent to Participate in Research by or under the Direction of the
Veterans' Administration", VA Form 10-1086, and that this form is a part
of that agreement.

8) If I sustain any physical injury related to my participation in this
study, I understand that I will re entitled to medical care and
treatment, and in same circumstances, campensation may also be payable

under USC 351 or under the Federal Tort Claims Act.

9) If I nood information in addition to that which is provided, I may
contact the VA Medical Center Patient's representative, Mr. Eugene
Montgomery at 382-2400 X6622.

i

i

i
|

|
|

|

|

|

!

- _ - . - . _ . - , - _ -
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D-(U 14 ]ETLOSE Satch! C
L Cees CFB.39 analysis

atteh 32 sheet C/2550*

j-
t

-

! ir fra '(14 ) entben dieside andD-(U 14Cloineeen is prepared photeerathet
eenverted into 1,2-0-isopropy114eme-D-(U g) glueese dish is amidiend with

C

|

j port to. The saidation product is reduced and thea hydrolysed to give 1

D-(U- ]sylase dich is purified by paper dramatography. j

i.

- !

i
.

\jSATCE TEC2WICAL DWth-

l.

! Specific activity : 39.9 sciAmol ( 3.33 GBq/usol) !
#; 547.5 vC1Ag (21.74 Mag 4g) !

. t

| Molecular weight i 153 (at this specific activity) !
i i

!
J .
'

Radioactive concentration : 200 DC1/mi '( 7.40' Mag /ml) I
;

;l Radiochemical purity .{
by paper chromatography in

(a) a-butanoisethanoliwater (52:33:15) (system 102) : 994
(b) a-butano1:pyridine:uster (1:1:1) (system 55) : 994 .: ;.

(c) ethyl acetate: acetic acid:24 phenyl boronic |
acid (9:2:2) (system 90) : 994 +!

I*

(e,
,

Analysed 4th February 1982 V

4

$Packagine and storaes sj

,!D-!U 14CIEylose is supplied in aqueous solution containing 3% ethanol. The
solution is sterilised by 'M1111 pore' filtration to minimise loss by ;

microbiological action, but is not effered as suitable for injection. The ,

material is dispensed under aseptic conditions in borosilicate' aultidose vials
with additional screw cap ('Duossal" vial). ,

,

i
Under the influence of its own radiation tais material is likely to decompose to

'

an extent of about 1% per year at =20'C, the temper 4ture at which it has been j
stored' between preparation and the tian of despLtch, At rom temperature in

;

the unopened tube the annual rate of decomposition any rise to 2-3%. t
.

To ensure that our products are always of the highest standard, each hate of.
this compound is analysed by our Quality Control Department at intervals based ;

on our experianoe' of the stability of previous hatees.' '!
,

_ . . _ _ . . _ _ _ _ .._. _ __ .. ,_ _ _ _ _ . _ _ - . _ _ - - . . _ _ _
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'P ART 11. AGREEatW SUSJECT'S REPRESENT &TlYt TO ALLOW $U 70 P AtflCIP&ft.

IN RtlEA OR UNDER TMt DIRECTION OP vtTERANS A TRATION ~.

l

g. L se eethensed to gne egmeest i

, r ,e e, en no.e o, .e. re ,se,e.e.iien.e, j
bt ci,eue of

.

t Trpe er paar esi6me's nomes (Aeterienehss6 ,edel sopoemensia, esc.)

i velenienly comment toe shie seseen to perucipeie es a evbrect in the ine'stigation eatseled
tr,no of erem i

i

2. I have signed one or more mformation sheets with this title to show that I have reed the desenption meludmt the purpose and nature of tha
investigation, the procedures to be used, the esks. meonveniences. side effects, and benefhts to be espected, as well as other courses of eetion open to me
and my tight to withdrew the subject from the mvestisetion et any time. Each of these items has been esplemed to me by the investigstot in the presence
of a witness. The investipotor has answered my questions concernant the mvostgotion and I bebeve that I understand what is intended. ,

3. I understand that no guarantees or assurances have been even me smce the resulta and tuks of an mvestigatiori are not alwa I
'

have tieen told this investiention has been carefully plannned, that the plan has been reviewed try knowledpeeble peopk. ande imown beforehand. It%st every reasonable i

precaution wdi be teken to g,rptect the well.beint of the subject

4. In the event the subject sustoms physical mJiiry as a result of participation in this mvestigation. af the subject is thsible fot medical care as e veteran. all f
necenaary and appropnote care will be provided if the suh ect is not ehrible for medical tare as a veteren, humanitaden emergency case udt nevertheless be tf
provided (
6. I reahse I have not released this institution from habihty for neeheence. Compensation may of may not he payable, in the event of physical mjury
ansing from such retearch, undet opphcable federal laws i

6. I understand that all mformation obtaaned about the subiet t dunne the course of tt.is study will be made evadende only to doctors who are takmt care I '
of the subject and to quahfied mgettitators and their aiaistants where trieir eccess to this information is appropnete and authonsed. They will be bound by
the same requttements to maintam the subject a pnvacy and anor*ymity as apply to all medical personnel withm the Veterans Administration.

T. I further understand that, where required by law, the approprista federal officer of agency will have free access to mformation oblemed in this study
should it become necessary Generall), l may espect the same respect for the subsect's pr'vecy and anonymity from these agencies as as afforded by the
Vaterans Admmistration med its empInyces. The provisions of the Pnvecy Act apply to all agencies.

In the event that research in which the suh eet participates involtes certam fiew drugs. mformation concemmg the subject's roeporW to the drut(s) will8 t
be supplied to the sponsoring pharmaceutical hovscist that rnade the drugts) available. This mformation will be riven to them m such a wey that the !

subrect cannot be identified !

i

i !

%OtE OF SUBJFL'l $ RF.PRESENT LTIVE
,

HAVE READ THIS CONSLNT FORM ALL MY QUESTIONS HAVE BEEN ANSWERED. AND I FREELY AND !

VOLUNTARILY CHOOSE THAT THE SUBJECT PARTICIPATE I UNDERSTAND THAT THE SUBJECT'S RICJfTS
AND PRIV ACY WILL BE MAINTAINED. I AGREE TO THE SUBJECTS PeaTICIPATION AS A VOLUNTE8'R IN
THIS P ROG R AM

9. Nesertheleu. my consent for the subjett's partwipattun m the mvestigatinn a hmited as follows:
i

r

e

siona tv s ce swestct s elemsst=Tativt ieocasse or sweasct s egentstat a tivt +nat e, eveen a

i

|

|
sit =tss s maest ano apoetss'Paat es noes ; *it hiss s tsoma t wat ,

i I(

susssct s news reaae pe rvee; twest et is noe a re vient a t fneme n 6 4 re.v.sys

-
i

| ...as, ion ,c. s aw o , a,.,n ,., ...ts,so ,o..ssi .a, .E
i .

1
I

i O5''"''"''''**''.*" O *5""'' .'.'s'.*.da ble ai
" * * ' ' * *

| sheen attached hrets

'sva,a c e s act=vieic a tiom et.o e ar eaan neee .'
u s, tim. - s e e n sweatc-'sio.no. act sano

>

AGRt thatMT BY SU6J ECT'S
REPRESENT Afivt TO P ARTICIP ATE e

IM Rtll ARCH SY OR UNDER
THE DIRECTION OP THE

vE TER AMS ADeslMllTR Afl0M
f

e u s a. . . w=u.e on o seei.sai nes,aais

- _ . . -- . - -.
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Curriculum Vitae f

Date: February 17. 1987
!

John Royer Hansell

b

Home Address: 2051 Berks Road f
,

Lansdale, Pennsylvania 19446

Of fice Address: Nuclear Medicine Service i
Veterans Administration Medical Center
University and Woodland Avenues
Philadelphia, TA 19104 [

Social Security Number: 144-3 0-7526 ;

Education: 1949-53 A.B. University of Pennsylvania |
1953-57 M.D. Jefferson Medical College i

i

postgraduate Training and Fellowship Appointments:

1957-58 Rotating Intern, Germantown Hospital and Dispensary,
Philadelphia

1958-61 Pathology Resident, Germantown Hospital and
Dispensary, Philadelphia

1961-62 Pathology Resident, Bryn Mawr Hospital, .

'Bryn Mawr'

1962-63 American Cancer Society Pathology Fellow, e

New England Deaconess Hospital, Boston
1966-67 Pathology Fellow (Nuclear Medicine)

Mayo Foundation, Rochester
;

Military Service ,

1963-65 Laboratory Director, USPHS Indian Hospital,
i Gallop

1965-66 Staff Pathologist, USPHS, Armed Forces '

Institute of Pathology, Washington

Faculty Appointments:

1967-70 Assistant Professor of Radiology,
Womens Medical College of Pennsylvania

1970-73 Assistant Professor of Radiology, *

Medical School of the University of
Pennsylvania

1973- Associate Prof essor of Radiology,
Medical School of the University of
Pennsylvania ,

i

R

i

i

I
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Hospital and Administrative Appointmentst ]
!

1967- Chief, Nuclear Medicine Service l
'Veterans Administration Medical Center

Philadelphia

|
Specialty Certificationt

1963 American Board of Pathology, Anatomic Pathology ,

1965 American Beard of Pathology, Clinical Pathology ,

1974 American Board of Pathology, Radioisotopic - !;

Pa thology :

1974 American Board of Nuclear Medicine ;,

Licensure Pennsylvania

Awards, Honors and Membership in Honorary Societiest |
NA

>

'

Memberships in Professional and Scientific Societies

i National Societies ;

National Council for Clinical Laboratory Standards
from Society of Nuclear Medicine (Liaison Member,

i 1978- )
Council for Clinical Laboratory Standards (Member) *

Survey Committee, College of American Pathologists
(Member)

*

Ligand Assay Resource Committee, College of American ','

Pathologists (Chairman, 1972-80; member 1980- )
Ligand Assay Task Force National Council for Clinical
Laboratory Standards (Member, 1980-82)
Task Force 188, National Committee for Radiation

'
Measurement and Protection (Member) ,

American Board of Pathology (Examination Committee, .

; 1974-84)
American Board of Science in Nuclear Medicine (Examination-

Committee, 1978)
Certification and Competence Committee, Society of.

Nuclear Medicine (Member, 1976-85)
,

self-Assessment Examination Committee, Society of
Nuclear Medicine (Member)

American Board of Nuclear Medicine (Member, 1984-89;
Vice-Cha irman, 1986-87)

Nuclear Medicine Resource Committee Society of
Nuclear Medicine (Chairman, 1972-75, 1982-83:
liaison member,1986- )

Federated Council of Nuclear Medicine Organizations
(Treasurer, Secretary, 1976-86) ;

Joint Review Committee on Educational Programs in
Nuclear Medicine Technology (Member, 1980-87)

:

,
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Editorial Positions: ,

1976- Advisory Board, Critical Reviews in Clinical |

Laboratory Services (Member) |

.

Principal Investigator of Grants:
NA

?

Academic Committees at the University of Pennsylvania: {
NA

"f

Major Teachina and Clinical Responsibilities at the University of Pennsylvania:
NA

.,

Lectures by Invitations :,

NA ;

i
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Pi'l ICATICil IQ !n?!r!.XI"I '.''. - I 't 1.lCDE j*
.

, - - . . . ,
.

l':te.1 ty ' referring (a) earlier .ir .li. . t
in !IN51::t ;T10 5': (:i s!"te all 6 t er c.ir.h .'prl ica ticit. Itt a. : .i f t,

1, 2, 3, ii. 5. 0 . ((c), 7, p ;*c.stle m t.iis fres 6 iii.n are m 14 i n S 0.ti!ia tic.i Sa fe ty Of fir..*. ( o: 2
,

'

m !.EC n. licatir i f osu 313. )10(1).17.13.15.14.1/. !!. at: n i ;

4. (a) E.'.!E AO 2ill'Pil.C LDOESS CF APs'LICAhi (In:.tttution.
(b) ADORES 5(CS) AT ullt:1 C't!0CX'CT In1EPlat, .,k''~' .

(1:w, hospital, peran, e tc.) (It at tierent tros shippinc attress) i

Jshn R. Hansell, M.D. {,

Nuclear Medicine Service, VAMC i

University & Woodland Ave., Philadelphia, PA 19104 i
*

'2 0IPARil:ihi 107ai.1,ftr.CUuCT mlEN1?.L
,

,

Nuclear Medicine Service
~;.

-

3. INDIVIDUAL u;En (2:ane saa title et analvtoaatts) wao watt vr,e or carect y supervise use of Dyproouct ruertatt

!John R. Hansell, Chief, Nuclear Medicine Service -

:

b AADIOLOCICAL &af ETY OFFICEA triane at person gustlites in raatetoe.tsat sarety, tr cuter utan inoivtcust usert [
' . !Diana Snyder, H.P.

'
i. .

5. NEVIOUS LitD5E ca AuntCal2AT10x tuteER (It tats la an appatcatton for renewat et a itsense for oypro:act r: teri
obtained tacer a prior laccase or authortsation for raatetsotope procurinent)

,

Currently authorized to use byproduct insterial on VAMC license.
SYPR000fT HATERIAL OR lRkADIATION SERVICE DESIRED ;

4. (a) CYF1t0 DUCT inTERIAL (tienent and (b) CH!HICAL AND/OR T11YSICAL F0ibi (c) HALF LIFE !

maas missber) (or estates number) . :

Carbon-14 d-xylo se 5730. years ,

IF IERADIATICM SERVICE IS DESIRED STATE PERTih!MT DETAILS Stcil AS: O(EHICAL COMPOSITION AND hEICHT IN CRAMS'CF
7. TARCET HATERIAL, RAD 10ACTlylTY, IEP.ADIATION T.it's lx DAYS, AMD hEUTROM T..UX

.

.- i
,

'N/A. .

, .,

4. (e) 1%XIHUM A900MT OF CfPRCOUCT 627ERIAL IN Hl8.LICUAIES YOU WILL POSSESS AT ANY ONE TlHE
* * *

200 uCi
l

(b) ESTil%TED YEARLY tJOUMT HEEDED |
,

I
| 400 uCi -

.

(c) ESil>%TED inXil:U:4 JJCUMIS 10 6E USED PER EXPERIHiMT AND FREQUEhCT OF EXPi.RlHEMT3

10 uCi i

! |

~

CERTIFICATE

Tile UNDER$1GNED 111S READ "THE RADIATICM SAFETY CUIDE. P.llILA. V. A. HOSPITAI * AMD ACCEPTS tilS RESP 05SIDILI, TIES 4
'

6 U$tA 0F RADICIS 0 TOPES AS DESCRIDED THEREIN.
g

bkhik.$f/,|& L _ 4 n2

(Oste) 7 (fmature of applicant)
~

'

j Tale RADIATION SAFETY COMMITTEE APPROVES Tills APPLICATION ,

,

| 08 SL-,+
1

.

: (81 mature et ec,re.t stee en.strman or his
authorite representative),

-

' PillLADI LPilIA VCTP.RANS ADMINISTRATIOS ll0SPITAT. ,y[ j/ ;

uu Sma , ,, ,, , .. ,.e ,, m u, , , . . .
.

. . Yllit.ADE!.PitIA VETl*.l:ANS ADMIN: Stint * :. . . . . . _ . . . . . . V .

,i.

-
. .

. .__ _ __. _ _ -__ _ _ _ , _ _._ _ __ _ ,
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10. (a) 0!$ Alt! PU?.IVSE FC% MilCfl BYPa.00UOT H&TERIAL WILL BE USED (Use !.upplement A for human use, suppice:nt u te '
asales sources) !

.
,

* Used as an oral agent to estima'te presence of small intestinal bacterial overgrowth. .

**
. Dosage will be monitored using Tri-Carb T tquid Scintillation Counter, determining *i

* .efficiency with carbon-14, standards. ;-

.;. .
, ,

f
'

* ..,.

..,

** .. . ,
'

- *
. .

* '
.

,

;. .

EVAttATE POTDiTIAL 1:AZARDS ff;0M Hl.!iOLlHG AKD STORACE OF BTPRODUCT HATEAIAL AAD DESCRIEL f1t0CEDU4ES PL!a.MD'
(b) HlNIHlZE THDi (incluce surv:y ans nonitortnr. plans)

;
.

.
. *

The quantd. ties of radioactiosity are minimal and pose no large irradiational hazard. '

Nevertheless, precautionary use of glovps, monthly wipe test and biological testing'
,

af ter use of. material. ,
, ,, , ,

'* .-
, ,

,

*
,.

I ,'-
.. ,

,

.

(c) DLI.T IS THE RAD 10T0XICITY OF Tills 6%TERIAL? (netatottsr . es.c.) .

'

No ,significant toxicitys See, radiation estimates in FDA application. . .

. . . . .
,

#, * *'*

. , ,,
.

(d) MtAT RADICACTlYE WA$TES ARE EXPECTED IN Tdl3 h0rlK AND DESCRIBE PROPOSED KTH003 0F DISPOSAL

Residual radioactivity will eliminate by patient in respiration, urine and f eces.
*

. .
,

.

II. (a) EArosuRE f 0a EACnLisi rtasentt uto witL volg CN .Tuls N0atCT AMD EST!>%TE A5 WELL As POS$1CLE >4XIt4'M LEVEL OF E!.DIATIC.4

| John R. Hansell - Administer and prepare dose. ,
*

B. McGlone )
B. Whiteman ) Obtain breath samples

,

|
l S. Moore ) . ,

Minimal'non-detectable radiation exposure should be experienced. ~~-

. . . ...
,

.
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T R t. l N I N G A N D E X Pt H I E N C E 'f l T H R A D l e.iC T I V I T Y 07 I N0l V100 A L U$rR Hl.WE D th gy ,;
_

if Raelolo43c.il asfttty Of fic:r nmd in lien is is dif ferent frem individual vi,cr. or if there is t ore tha. c.se i. I
_,

user, use suppim.ntary s' ect to provide squivalent information to that requested in itee.:n

12 c.nd 13 for thi a ( t.leersco(e ).

12.1 Tit OF 1AAintho . ---.

DV'a'a'iniuo ' OS 'H: m 'c * 1'0'' 0w,uesteAiwto
rc.a i. . , g., i

., p,; :pi.. d pa.:c .t e.dien.a
-

-
, poi.cien...................... Cartified ABNM. 1974 ,, ,,;

b, t d;. 6.;y . . is..d e d. .

sien end airwin, inh.ig... ..d e
. v.s H. v..w ais.......................

_

e. Med ne .ad..s l b..i e. m.
~

ew -

' me.ad . . .eete.d ... y.. VM N. ye
*

. ,
,

,

d. WI.eleelen.ei.fe.d:.u ........ v w. v. -.

13.150 TOTE Hl.NOLih3 EXPEr.ithCE Certified ABNM. 1974
_

.

ISOTOPE MAxileg AH;UNT MIERE EXPERithCE Ft$ CAlhE) DMATICN OF EXPERIEhCE ntE r.: (.
.

. . ..
,

-
.

'

.
. . . . .~

-
. . .. ~-,

*
. . . . . .

,
' ,

. .
.

# *. .

,- -
.

'
.,

PHY$lCAL FACILITIES, EQUIPMENT, AND RADI ATION INSTRUMEMTATION

114 RADI ATIO1 CETECTION INSTRlHINTS ('Jte rmrate race t i t r.ece:sti-A
TYPE OF IN5TEt* INT 3 ELIGE R - MDI ATitel SEN5111VITY WIM0d USE picat t:rta.. ra: '(Include r. axe and r.ocet et each) AVAILACLE DETECTED RANGE 1hlCKhESS rier.:uring)

(nr/hri (p/ en*l
. . . . -. .,

. .. . .,s
. '

-
.

p. .

.
.

15. FIDI IMDCES, DO$1HETERS, Ah"D OTHER PERSONNEL H3'ilTO.tlHG DEVICES IXCLUDING BIO ASSAY PRDCEDU3ES
. .

, , F,, l_m, hadg9s.ygl..hs worn as pa.rt of. routine job. requirement.s. Assay of -i . ..

urine of priddip'artsnvestigator following study. '

.
.

IN N LIca 1 t 3.o as a r n n.- su pl E (for film bacces specify r.e..x*

N/A :"
.

.

*
. .. ..

7. (a) CICir! RIETLY Ritog huotts, (p;l;3tgi, $1cn;E CChiuhEAS, SdlELDix0, AhD L!tCouiO.sf FACILillt:; bsr 5
1

areas. tung hoa::, etc.)
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1. 1, , voluntarily consent to. .

participate in an investigation entitled: Detection of Bacterial
Overgrowth using radioactive Carbon-14 labeled d sylose. The purpose,

of this study is to detemine whether I have an abnormal amount of
bacteria in my mall intestine.c

2. I understand that I will receive a liquid dose containing a mall
quantity of a radioactive sugar,10 microcuries of carbon-14 d-sylose,
mixed in water and a larger amount (1 gm) of the non-radioactive form
of the sugar. The amount of radiation to my body would be less than
that caused by a lower gastrointestinal x-ray.

3. The study will consist of receiving the above described oral dose
as well as of f ering samples of my expired breath. This collection of.

breath samples will be taken prior to the dose,1/2,1 and 2 hours
afterwards. The breath samples will be taken by my breathing into a
tube for about 4 to 5 minutes.

4. The sugar which I ingest will be absorbed by my intestine and
excreted in my bowel movements, urine and breath. In those conditions
which are characterized by the presence of bacteria in my mall intestine,
the sugar vill be eliminated more rapidly in my breath. By measuring
an increased concentration of radioactivity in my breath, my doctor may
predict the presence of bacteria in my anall intestine.

5. The alternative method to diagnose this entity would be to have
inserted through my mouth a tube for sampling of my intestinal contents.
This procedure does not require this. -

6. Though, one cannot guarantee no reaction to the ingestion of this
sugar, there are no known cases which have produced a demonstrable side-ef f ect.

7. I understand that should I decline to participate in perfoming this
study, my care in this medical facility will not be jeopardized. If I were
to sustain any physical injury related to my participation in this study.
'I understand that I will be entitled to medical care and treatment, and
in some circumstances, a compensation may be payable under 38 USC351 or
under the Tederal Tort Claims Act.'

.

8. Further inf omation concerning this rudy may be obtained f ree
John R. Hansell, M.D., Chief, Nuclear Medicine Service (215-623-5865). If

you feel you have been hamed in any way, you may contact the VA Medical
Center Patient's Representative, Mr. Eugene Montgomery (215-382-2400,
Extension 6622.
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1. COUNSELING PETSICIANI. I have counseled this patient as to the ,

nature of the proposed procedure (s), attendant risks involved, and )
expected results, as described above. |,

!

t

t

i

(Signature of Counseling Physician)

2. PATIENT: I understand the nature of the proposed procedure (s),
attendant risks involved, and expected results, as described above, and'

hereby request such preceaure(s) to be performed.

.

(Signature of Witness) (Signature of Patient) (Date and Time)

.
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