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OPEN PANEL DISCUSSION

FDA staff told the panel that the Agency is considering processed human dura
mater as a product that meets the definition of a medical device and which
require classification as a preamendment device. FDA staff briefly described
the requirements for medical device classification as defined by the Food, Drug
and Cosmetic Act. The panel was provided with reference copies of the
documents listed in Attachment A.

The panel heard extensive testimony from Dr. John Kately, President of the
American Association of Tissue Banks (AATB) and Dr. Theodore Malinin of of the
South-Eastern Organ Procurement Foundation (SEOPF) describing the methods used
by the tissue banks to assure the safety of the grafts they distribute.

OPEN PUBLIC HEARING

HEMOPAD'" Hemostatic Agent (Datascope Corp.)

The panel was asked to make recommendations regarding a supplemental premarket
approval application for the neurosurgical use of the hemostatic agent

HEMOPAD -, which is manufactured by Datascope, Inc., and which is currently
being marketed for use in other surgical applications.

The panel heard extensive testimony from Datascope concerning the data provided
in their PMA supplement. The firm was cautioned that the introduction of new
data (data not present in the application) might require amendment of the PMA
and another review by the panel.

The firm’s presentation was followed by a review of the data in the application
by FDA staff. Staff members indicated FDA had the following concerns with
regard to the adequacy of the animal studies and the clinical study conducted
by the firm to support the PMA supplement:

1. The number of patients in whom the product was used in contact with
neural tissue or central nervous system fluids was not sufficient to
make a scientific assessment of the risks and benefits. No concurrent
control subjects were enrolled. ’

2. Complication rates of 50% and failure rates of greater than 18% with
implanted patient population were observed. Complications included
rebleeding, hydrocephalus, neurological deficits, menipgitis, infection,
infarction and cerebral spinal fluid leaks. HEMOPAD = could not be
excluded as a possible cause of these complications.

3. Deaths occurred in 13% of the neurological patients having HEMOPAD in
situ. In a significant number of these deaths, the possjhility that the
cause of death might have been related to HEMOPAD ~ use could not be
ruled out.

4. Among several institutions participating in the study there was a wide
diversity among the patient populations studied.

5. Follow-up data was obtained for only 52% of the study subjects at 20
weeks.



6. There were no stated selection criteria for admission of surgical
patients into the study, thereby making comparison with any historical
data difficult.

7. The applicant’s data analysis did not take into consideration the
variability in the several patient populations studied.

8. In animal stydies that were intended to show that the presence of
HEMOPAD " in the cerebral spinal fluid (CSF) circulation does not induce
hydrocephalus, measurements showed elevated CSF pressure which was not
explained.

9. In animal studies intended to show that the use HEMOPAD'" does cause
surgical complications, approximately 9% of the animals exhibited
post-surgical complications, and the cause of these complications
remained unexplained.

Dr. Gumerlock, the primary panel reviewer, summarized her observations and

indicated that her concerns about the adequacy of the clinical data with regard
to safety were the same as those expressed by the FDA staff.

CLOSED SESSION

It was not necessary to meet in closed session.

OPEN PANEL DISCUSSION -- RECOMMENDATIONS
" HEMOPAD™

The panel voted to recommend that the application be considered not approvable
(6 in favor of the motion; one opposed). Some panel members suggested that the
application might be approvable if the use in neurosurgery use was limited to
extradural use (ie, not in contact with CSF or neural tissue). The panel also
concurred with the FDA’s suggestions re%arding data needed for approval and
recommended that the PMA supplement by amended as follows:

I. New studies should be performed to demonstrate the use of this product
as indicated. The patient population should be representative of the
anticipated neurosurgical population and should include: (a) use within
the brain or other deep intracranial structures (gray or white matter)
and to control bleeding in intracranial tumor beds; (b) use in proximity
of the spinal cord to control bleeding. .

2. If the product is intended for implantation to control bleeding, future
studies should demonstrate safety by performing studies that include
implantation in deep intracranial structures, intracranial tumor beds or
in the spinal cord.

3. The number of subjects in the study should be sufficient to
statistically demonstrate that the product is safe and effective for all
intended uses.

4. As part of the demonstration of safety, all subjects should should have
well documented follow-up examinations at appropriate times with long
term follow-up performed by examiners who are “blinded”.



5. Additional study of adverse affects is needed using a population that is
relatively free of complications. Design of these studies should
consider the inherent risks associated with the surgical procedures and
should be designed to measure the incidence of identified possible
complications such as failure to obtain hemostasis, re-bleeding,
possible hydrocephalus, seizures, etc.

6. Detailed documentation of each subject’s status should be required prior
to the operation, immediately following the operation, and at follow-up.
The documentation should include the use of established neurological
measurement criteria such as trauma scores, coma scores and other
established measures. Autopsy data should be obtained whenever
possible. ‘

7. Selection criteria for the entry of subjects into the study need to be
clearly identified.

Processed Human Dura Mater

The panel voted to r@g%mggcljtha}t the processed dura mater be classified in

class I1 (See Attachments B and C). In addition, the panel recommended that FDA
us¢ the guidelinesdeveloped by AATB and SEOPF to the greatest extent possible
in determining the equivalence of products offered by fiew manufacturers and

that these g'uidelines be used in developing standards. The panel recommended
that the priority status for a performance standard be “high”.

I approve the minutes of the I certify that I attended this
meeting as recorded in this meeting of the Neurological
summary. Devices Panel on February 2, 1990, and
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Attachment A

REFERENCES

. American Association of Tissue Banks, "Standards for Tissue Banking”,
Arlington, Virginia, AATB, Copyright 1984, Revised September 1985.

—

2. American Association of Tissue Banks, "Technical Manual for Tissue
Banking”, A;éi@?finglingtog,;I_Vir_gin,ia,qupyright 1987,
:)““»1 S KR TR R Ll arf Ry SIS S -

3. Departmeni of Health and Human Services, "FDA Safety Alert: Possibly
Contaminated Dura Mater”, open letter dated April 28, 1987 signed by
John C. Villforth, Rockville, Maryland.

4. Health and Welfare Canada, "ALERT Medical Devices”, open letter dated
May 28, 1987 signed by A. J. Liston, Ph.D., Ottawa, Ontario.

. Tri-Hawk International, "Lyodura'rM ", product labeling (undated),
Montreal, Quebec.

V)]

6. South-Eastern Organ Procurement Foundation, "Guidelines and Standards
for Excision, Preparation, Storage, and Distribution of Human Cadaver
Tissues for Implantation”, Richmond, Virginia, SEOPF, undated.

7. CDRH Memorandum from John Villforth concerning Regulation of Human
Tissue Products, to The Commissioner, dated November 29, 1989.

o]

. Sec. 513 of Food, Drug, and Cosmetic Act (Amended 1976), "Device
Classes”. ,

O

. Classification interpretation with questionnaire form and Supplementary
Data Sheet.



Attachment B

CLASSIFICATION QUESTIONNAIRE FORM

Medical Device Classification System

Pan@] Hmbem Harold StEVEHS, M.D. ’ Ph.D. Oata: Feb. 2, 1990

Device; Processed Human Dura Mater

Use Cateqarfes:(J0iaanostic{JMonitoring[JProsshatic @Surgical M%heraoeuticﬂt)thgr

';‘.‘f'(f 0b-5va J3nel

\Al"ii

l I

Low Censity Coding Form |

Requlatory Level: . General Cantrols Specific device orcblems: (:::) No
Performance Standards
IIT. Premarkat Aoproval
Po Regu-
Classification Systam YesiNo Hot jlatoryjQuestion Scheme
: Know!Lavel
1. Custom Made? 1 Yes~—2 No—3
2. Custom Maae: Standard? Tas
No 17
3. Life-sustaining? p//V Yes--5 No-—4
4. Potentially hazardous to life, good health ‘/}' Yes 1 ¢ No==7
: DK
5. {a} Can standaras be developed now; and }/1 ’ Yes-~/ No P
(5) would standard be adequate? . ONK™~
6. Marketed in U.S.7 »,/( l ]Yes 7
o
7. Remote trom body? I 4 Tes--14 No 78
- ONK[
L,
8. Powered? V4 Yes--¢ Ho--13
9. Fatlure of power: hazardous to patient? Yes;}
ONK p 10
Ho
10. Introduce energy 1nta body? i ] Yes=~11 No=-13
Vl.Acceptable enargy levels? Yes} 12
No
12.3a7e energy Tevels if malruaction? Yes}.
Ho 13
- e oK
13.Material regarded as safe without standard: V/ i Yas}—; o T
No 4
] ONK
14.Proscriptions neaded? “[Yas
limitation, hazards, difficulties, problems »// [No } 15
. 15.Lz0eiTng, instructions or precautions oa Yes
measurement function? AL
16.Pertormance Stanaards? - Yesy
i Moy 17
17.5pecial sarecy systems considerations? V/T Yes}
No »18
, URITS
{8.Patentially hazardous to ‘atus and/or gonads I : (as: 10

e A sk Ak w4
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Attachment C
Page 1

Identification of any risks to health presented by device

Supplementary Data Sheet
Summary of Reasons for Classification

. P sed Human Dura Mater
Device Name roces u ater

Classification Panel Neurological Devices Panel

Is device an implant? YES

Indications for use prescribed, recommended, or suggested in the device's
labeling that were considered by the panel cﬁ‘?ﬁ%é‘*{lsea o surpically:

L3

a1 defects to preésént 1oss of CSF.:

General %¥#an transmit micro-organisms from host and can fail to functiqn

allowing leakage of CSF.:

Specific Hazards Characteristic or Feature of Device
to Health Associated with Hazard

“nrign" infection a. donor selection criteria

e

ection, general b. sterilization process

CSF . leakage c. material strength, integrity

T IR A

sue_reaction . processing affect on biocompatibility

Recommended panel classification and priority

Classification Priority (Class II or II Only)
II i High

If device is an lmplant or is life-sustaining or life-supperting, and has been
classified in a category other than Class III, explain fully reasons for the
lower classification with supporting documentation and data

Data and publications provided by Dr. John Kately and Dr. Theodore

Mali .in gupport the use of current AATB and SEOPF processing

standards as being adequate to assure safety and effectiveness.




8. Summary of data including clinical experience or judgment upon which
classification recommendation is based .
References listed in Attachment A of Summary Minutess
presentations by Dr. Malinin and DOr Vﬂfely—to-the—paae};on———————-
July 14, 1989.
9. Identification of any needed restrictions on the use of the device
10. If device is in Class I, recommend whether FDA should exempt it from:
Not applicable
Justification/COMMENTS
a. Registration a.
b. Records and Reports b.
- e. Good Manufacturing Practice c.
1l. Existing standards applicable to the device, device subassemblies

(components), or device materials (parts and accessories)

Standards published by the American Associates of Tissue Banks and

the South-Eastern Or i 6)
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