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Hepatitis B and non-A, non-B Hepatitis Infectivitv-Free Hamo 11

Project Update - -

Resezich affort on this project ho: been initiated but progress has been

 limited by the unplanned dedicati-:: of personnal to the Autoplex project
and because of the delay in the approval of required additional staf? that
was indicated 1r the June 15th PDC presentation. Several lots.of regular
potency and high potency Hemof{l have been heat treated by Research and

. partial characterizaicion of these lots has been completed. These res:lis
are -inconciusive relative to Hepatitis inactivation because virology tests
have not besn performed on these lots. .

Virology evaluativa of these lots has not been possible because the per-

v sonne] required to perform this work were inctuded in the decision pzckage

) that was just approved on October 3rd. However, because of the relocation
i of the Research.Group within the Costa Mesa facility, th: virology labora~
tory is not scheculed to be avafladle for use until mid-Hovesber. The gamma
radiation treatment of Hemof{l has been arranged by Research. The net im-
pact of these factors per Dr. Thomas is that the project {s two months behind
the critical path schedule that was presented at the PDC meeting in June.

Protein Development. is con'n'nuiﬁg to develop ultrafiltration for the pro-~
duction of Hemofil but the possible removal of Hepatitis risk cannct be

- e\{a\u:ted until the virology laboratory in Research is staffed and operi-
tional.

A significant development within this project which is supplementary to the
original PDC presentation is the plan to license Hemofil in Germany with

the only claim being that it has been heat treated. Compared to Behringwerke's
regimen of treating their product at 60° for ten hours, Hemof{l will be treated
at 60° for efther 24 or 72 hours. A1l clinical studies will be done with
material for which virplogy data is not available so they will have to be re-
done later if heat treatment proves to be effective in the removal of the He-
patitis risk. Arrangements for the productiocn of clinical matertals in Les-
sines and for the performance of the clinicals in Europe should be firalized
by Dr. Thomas within three weeks. The following is & summary of the Iurrent
estimated schedule of activities for this aspect of this project and a basic
activities flow chart is included &s attachment 1,
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Resppasiblé

= Activitles . - o  Individua] ' schedule
= Heat treat.7 lois of Hesof 11 - W. Thomas 10722 to 11/5
£ Reestablish high potzacy Hemofi) product H, Thowas 10722 to 11/5
b - specifications “for heat tr*ated material » )
: . Coordinate the avaﬂabﬂ*lty of an incubator . ' 'a'. Thomes 10/22 to 1/2/80
e : for Lessines . . ‘ S
' Inftiate heat trested Hemofi] stadility studfes % Thomas °  10/22 - continuing
Conduct Murton Gréve dog cardiovéscular‘ ¥. Theamas 3 weeks after receip
and guinea pig toxfcology studies ‘ . S of mateiial at
‘ R L o .. Forton sirove
2, . * Coordinate plan for Europaan production - ‘¥, Thomas 10/22 to 11/14.
!( . and studies ’ ' .
- Initiate limited 'safety and Factor VIII ) _ Drs. Van-gssche 2/1/80 to 2/21
recovery study and Dotkart
Sumarize study data and prepare and : Drs. Ven Essche  2/21 to 2/28
submit IND , and Dolkart .
Initiate full clinical studies Ors. Van fsschz 4/1 - contiriing
i and Colkz &

None of the other information contained in the June ls;h‘.lPDC presentation has changed.
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-Hepat'ltis 8 and non-A, non-8 Hepatitis Infectivity-Freé i’roplex

- , Project Update

- . Only preliminary research effort has been initiated cu this project.
Because of tha commitment of manpower to higher priority projects,
| {.e. Autoplex and Hepatitis-Fres Hemofil, and because of the delay in
v the zpproval of requir::d additional staff that xas requested in the
i ' : . - June 15th PDC preszntaifon, this project 1s effectively four months
. . Tt bahiad schedule per Dr. Thomas. The revised schedule for licease
52y ' ©  subtiissfon to the Bureau of Bfologics 1s March 1, 198]. The otiter
- '  aspects of this projact remain.as presented on June 15, 1979.
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Intermediats Grade Hemofi)

Project Update

. The significant nead for this pivduct continues to exist and heavy
r C - enmphasts has been given to tais pojoct by Protein Lesvelopuant.

; . Production documentation for all three fi11 volumes has been written
and is being finalized, and packaging and filling docunentation has
bean written for the 250 B.¥. S AU product..

P -Excent.for thd use .of the Davelopment Lab for Autopiex praducﬁon.
= s . this project would be-two wecks ahead of schedule. -However, it is

: ' now -approximately five weeks behind schedule and the three pilot lots
[ thaot wei'e schaduled to be complated by September 30th are now scheduled -
' L . to be completed by November 7th. Thes2 lots will be produced in the
¢ ) ) . . GHP mode and will be primarfly used for stability studies with approxi-
: o o C - mately 200 bottles from each lot Laing available for other uses such 2s
ge T o - commercial sale, With this filtration size they will bz able in Pmtein
: B Developnent to assess any potential problems {n production.

'Guy DeCaritat has indfcazted that shipmont of the first comm.rcia] lo‘. to
Lessines by January 20, 1980 will fit well into thedr schedule because
this {s when they expect to have packaging components and sterile water
from Ami‘ll Phoenix, a nest sterﬂe water supp\ier. available.

R . cE o It rwr appears that the pmdurt can be produced and sold under. existirng’
P - . - 'Ryland Hemofil 1icenses in both the U.S.A. and the U.K. Initial market
N ’ : o evaluations fn the U.K. by T.1.S. indicate that this product should be
’ " . well.received. - The 250 B.W.S. A.U. Intermediate Grade Hemofil product
w!ll bo packaged in 2 separate 1G-pack box and the other components

. that are routinely soid with Henof1l in Europe will b: distributed in

a seprrate box. The packaging designs of tha 500 and 750 B.W.S. A.U.
presentations and the labal copy are to be finalized this week. .

Jhis projact is proceeding &s plannsd with the exception of tha detay
" that was encountered because of Autoplex production.
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PPF PARTICULATE - UPDAYE

COXTENTS

SUMHARY

'9/19/79 POC MEETIHG MINUTES

PROTEIN DEVELOPMENT PROJECT COMPLETICH DRAFT PROTOCOL
PROTEIR DEVELOPHENT PHASE I TEST RESULTS
RES:ARCH AMALYSIS OF CUTTER PPF AND HYLAND EXPERIMENTAL LOTS

- STABILITY AMALYSIS OF FIRST EXPERIHENTAL LOTS -

ZAJ 014340

YOl BAXG38506
CONFIDENTIAL

CGRA0000223_0007



PPF_PARTICULATE - UPDATE

1. SUEARY

e ——

A. 9&19(79 PDC decidad to emphasize Aerostl method devel pment
ection

. 8. BUREAU OF BIOLOGICS MEETING in Octoder rrith Dr. Rodell, D. Castaldd,
i ) and S. Holst resulted in:

oy ‘ o - 1. Favorable initial BuBio reaction to Aerosi] method

2. Outline of Busio data requ‘lremnnts for Aerosil method submission
(contzined in S. Holst's draft protocol, Seciion II1).

€. BUREAU OF BIOLOGICS REQUIREHENTS. major elements :
< o 1. 5 Consecutive Pilot Lots for submission.,'

- 2. Residual Silica, quantity and morphology (size).
3. Ae-rosi'l Effect on PPF Composition. Dztermine any change.

- 4, Safety.

a. In Vitro.
. b, In Yive (anirm1l).

D. SILICA SOURCIKE.

1. Reseu‘ch {s currently testing different brands of silica.

2. ‘Protain Development {s developing a protocol for incoming raw
materfal silica lots acceptance, as silica lots may vary in
adsorption capability.

E. WORKER SAFETY. Protein Develomnent has provided J. Hines with silica
- data and Tnformation sources, and has requested a necomendation on
necessary measures.

F. DRAFT PROJECT COMPLETION PROTOCOL (Sectfon III) {s due to be rev‘le\«:d

By Protein Development on 10/26/79. Manhour/cost figures and a
schedule can be dwe'loped when this protocol 1s finalized.
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