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[. EGQUTIVE SUMMARY

.
Koate® sales (in AHF units) in the veriod January through April 1983 were
down 29% when compared with the same period in 1982. To determine why
siles were down so shamnly, parameters of the entire custormer base during
these two time periods were commared to identify general trends. The top
45 accounts of early 1982 were analyzed individually to identify specific
reasons for sales decline (when present).
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Concern about transmission of Acquired Immumne Deficiency Syndrome (AIDS)
has definitely caused shrinkage of the market for factor VIIT among

Cutter customers. Most institutions appear to be following the National
Hemophilia Faundation's recormendations and thus have switched some patients
to CTryoprecipitate and are delaying elective surgery when appropriate.
Additionally some centers feel soms of their patients may be reducing
dosage or using concentrate less frequently than in the past - even thaugh
in most cases physicians have not recamended any change in treatment.
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However, sales loss may not be attributable solely to AIDS. For instance,
there were 13% net fewer accounts in early 1983 than in early 1982. The
biggest net loss of accamts (and sales) was in the hospital customer
segrent. Imfortunately it is not possible to isolate the sales rpact of
this general decline fram other factors.

o

&
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Two additional factors contributing t- t“e sales decline are nrobably being
helped by concern about AINS, but th> are already in progress anyway.

The American Red Cross anpears to be I:ixing advantage of the AIDS crisis

i ith i Ttedly "cleaner (volunteer) blood

. although its political savvy is also playing a part in
their growth. Hyland may be finding it easier to convert accounts to their
new heat treated product due to fear of AIDS. but same accounts consider
the theoretical reduced risk of hepatitis to be sufficient reason to switch,
especially for new patients.
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2% Part 2, the Physician Teleconferesnces cn AIDS' Impact (to be published late
in July), reveals a great deal atout physician attitudes toward donor pool »
Lrpertance and the relevance of heat-treated product and is a much better
predictor of the future than this descriptive report.
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II.

CONCLUSIONS

o Factor VIII usage among Cutter customers has clearly decreased due to
concern about transmission of AIDS and resultant changes in treatment.
However, the Red Cross also appears to be increasing its market share
among Cutter customers since it uses only volunteer donors (presumably
"safer" with regard to AIDS) and 1t also puts key clinicians on their
board and thus encourages switching to Red Cross concentrate. Heat-
treated product is also contributing to reduced Koite? sales, although
it had affected anly one large account as of April 1983. (It just be-
Came available for sale March 21, 1983.)

© The net number of Cutter Koate® accounts has declined from 403 in

early 1982 to 350 in early 1983, a 13% decrease. Since five distribu-
tors have been dropped since early 1982, one would have expected the
number of accounts to increase. In absolute numbers, the most accounts
were lost in the hospital segment. Impact of this net accamt loss
versus other factors cannot be estimated however.

0 Custamer Service Records (CSRs) indicate that solubility (reconstitution

time) is a continuing problem with Koate® and more recently the yellow
color of Koate® has caused camplaints. However, it is not clear whether
this has resulted in any sales loss, especially when compared with the
imortance of pricing.

0 Orthopedic Hospital represents a unique problem in that same portion of

a very large sales decline (-2.3 million AHF wnits) is due to disagree-
ment over Kcate® assay results. No specific product problem is evident,
yet there has been significant account market share umpact (per Sales).
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RECOMMENDATIONS

e AIDS Surveillance: Continue to monitor develooments in the soread of
W. rurtner_incidence among hemoohiliacs could cause even more
downturn in Koate® usage and Cutter could quickly develop a massive

excess inventory situation.

e Cormetitive Surveillance: During this volatile period it is especially

L7portant to continue aggressive investigation of carpetitive activity
with regard to pricing, product quality and product service. AIDS may
be causing some accounts to re-evaluate the value of Red Cross sourced
(volunteer donor) and heat-treated alternatives.

o Heat-treated: Continue develooment of heat-treated product since same

accounts are switching, despite higher price and total lack of clinical
data. Due to AIDS, this has become an emotional issue. More discussion
of this issue will be presented in Part 2 - Physician Teleconferences
on AIDS' Impact.

e Product Quality: Manufacturing should continue to strive toward a clear

anc colorless, fibril-free, fast reconstituting product so business is
not lost in the future due to patient dissatisfaction with Koate®.
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This study was designed to determine reasons for the Koite® sales decline
in early 1983. Specifically, how have the following factors affected
Cutter accounts:

@ AIDS - How has concern about transmission through blood products
affected concentrate usage?

@ Heat-treated product - Have customers switched?

® Product characteristics - Are there problems causing dissatisfaction?

® Pricing - Has Cutter lost a great deal of business due to (high) bids?

This portion of Marketing Research Project 2623 is intended to be descrip-
tive whereas Part 2 has much better predictive value since it investigates
the attitudes and thought processes of physicians.

INTRODUCTION

Koate® sales in AHF units for the four month period January through
April 1983 were 29% lower than during the same months in 1982, a decline
of over 20 ‘M AHF units. It was clear that concern about AIDS prevention
was affecting usage, but the extent of this effect was uinown. It was
also possible that other factors could be contributing to a loss of
market share, not just decrease in the total market size.

Januarv 14, 1983 the National Hemophilia Foundation (\HF) gave recammenda-
tions for preventing AIDS in patients with hemoohilia. Please see
Appendix A for the corplete text. In suTary, the Medical and Scientific
Advisory Council recommended that the following patients be put on (or
kept on) cryoprecipitate: a) newborn infants and children under 4,

b) newlv identified patients and ¢) clinically mild hemcphiliacs. Elective
surgical procecdures are to be evaluated carefully and possibly delayed.

A synthetic antidiuretic horrcne, l-deamino-8-d-arginine vasopressin
(DDAVP), should be used for some mild and moderate patients.

RESEARCH \ETH™D

Year-to-date Koate® Sales recor: ¢BXDSLL.94]1 showed 1982 and 1983 January
through April sales of Xoate® for invoiced customer accounts. (Note:

Not all shipping locations were inclucea.) Different account numbers for
same institutions and multiple locations for the same account number were
combined when discovered. (There is chance for some error 1n this manual
combination process cue to the way account names and numbers are assigned.)

The total number of accounts were tallied and then manually split into
seven custorer-tvpe segments: Hospitals, Blood Banks, Military, Pharmacies,
Distributors, Femophilia Foaundations (without specified hospital affilia-
tion) and Other.
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The 45 accounts which purctased more than 400,000 AHF units in 1982 were

-. analy:ed indiviZially. If sales were down, Biolegical Sales personnel
- (Headguarters, Field Sales ¥aragers and, in same cases, Sales Representa-
= tives) were contacted to diszuss the reasons. Documentation in Bids and
Quotation's file was analyzed for information about "lost bid' accounts.

it usage and duplication with Part 2 of this research project, custamers
were contacted as little as possible. Thus much of the information in
this report comes from indirect sources. In this researcher's opinion,

it is more likely that errors of amission have occurred than cammission

ot (bias, distortion).

Ne¢

- Due to concern about custcer discomfort with direct questions on Koate® i
i

|

|

When it was necessary to interview custamers by phone, the nurse coordinator
was usually surveved since =z=\ doctors were contacted regarding partici-
pation in Part I of this preject. Additicmally it was felt tha® in same
instances the rurse goordiraters might actually have more 1nsight on patient
. attitudes and corrent facter \TII usage. See Appendix B for the discussion
guide/questionnaire.

VII. FINDINGS

There was a 13% net reduction in the number of customer accounts: unfortu-
‘. nately, it is not possible to cuantify the relative sales upact of this
net loss versus other facters for the following reasons:

e There is tremendous accoxmt turnover year to year - - approximately
50% of a sa>le of 147 nen-distributer accounts in early 1982 had
<umed over by early 15§3.

® Because many accounts buv from more than one supnlier, a reduction
in purchases does not necessarily reflect reduction in usage.

. ® Reduction in purchases could result from AIDS concern, product
qualitv i1ssues, availatility, etc. There is no quantitative wav ,
to isolate these proble=s when they are cambined in one account.
See Tables 1, 2 and 3 (pages 9 -10) for a summarv of changes in Koite®
dccounts between early 1982 and 1983 by customer segments. Highlights
follow:

e The hospital segment lcst the most accounts (-47 net) and had the big-
gest decline in units purchased (-13.4 rullion AHF units net).
(Tables 1 and 2).

® Aside from distributors. the military segment had the greatest percent
decline in number of accounts (-42% net). (Table 1).
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@ Beside distributors, blood banks had the greatest perceat decrease in
the number of AHF wnits purchased (-38% net). (Table 2).

® Blood banks represent a high percent of sales relative to the number
of accounts. (Table 3).

Table 4 (pages 11-15) details the purchasing situation in the top 45 accounts
(ranked by January through April 1982 sales.) Table § (page 16), shows new
"large" (greater than 400,000 AHF units purchased in four months) accamts
as of April 1983. .

It is irportant to remember that, in the opinion of several sales managers,
a_10 to 20% variance in a four month time period is normal due to different
dnounts o: emergency surgery, inventory level changes, etc. Also keep in
mind that many accounts use multiple vendors and the percent change in
Cutter sales does not necessarily reflect what the accamt as a whole is
doing. For instance, one hospital showed a 10% sales increase to Cutter
but 1n the teleconference (Part 2) the Medical Director said his records
showed a 15% decrease in factor VIII usage. Another limitation to the data
1s that Table 4 reflects invoiced units, not actual usage, althcough one
should follow the other relatively closely except in times of inventory
build up or reductiom. .

e AIDS impact:

Elective surgery is being postponed in some institutions (See Part 2
for physicians's attitudes about this).

Some patients are asking to be switched to cryoprecipitate and some
physicians are using crycprecipitate for surgery now when previously
they used concentrate.

Physicians are following NHF recommendations on use of cryoprecipi-
tate with young and mild patients.

- Some patients are cutting back on dosage and number of uses --
especially 1f they were treating heavily (possibly “‘over-treating”)
before. Only a few centers had recammenced this reduction however.

Two centers recommended against using concentrate prophylactically
Or recamended cutting back on prophylactic usage. ;

@ Orthopedic Hospital in L.A., the single largest account, reduced
purchases by 2.5 million AHF wunits (-45%) reportedly due to same extent
on Koate® not passing their assay test (in addition to camplete halt
cg_’ tl;eir extremely heavy elective surgery schedule for several months).
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e Pricing on contracts caused a net loss of 2.1 million AHF units among
large accounts. Seven accounts were lost (exclusive of distributors)
ard four new ones were added in early 1983. Three more accounts in-

creased purchases to the "'large' account status in 1983 (Tables 4 and §).

o Three accounts have partially switched to Red Cross concentrate due
to: (Table 4)

- Feeling that the risk of AIDS is less wx:h volunteer danor
fractionated plasma.

- Political considerations (Luminary physicians are put on the
Red Cross Board and thus are encouraged to buy Red Cross
products.)

- Significantly lower grice of 8.5¢/AHF unit (in one account).

Note: These accounts would switch entirely to Red Cross product
if the supply becomes/stays adequate (per Sales). One
district sales manager felt the Red Cross was pursuing
new business very aggressively and could be expected to
expand production capacity long term.

e One account has partially switched to heat-treated factor VIII. Two
more feel they will be switching (Table 4).

o Sales representatives for two accounts mentioned that they sent in
Customer Service Reports (CSRs) on Koate® not re-constituting properly

(Table 4).
e General observations: (Table 4)
- 5 of the 45 top accounts were distributors

- Blood banks are a high proportion of the large accounts (22%)
versus just 7% of the total number of accounts.

The c=ments about large accounts on Table 4 help to explain about two-

thirds of the total unit sales decrease. (See Table 6, page 17 for the

calculation.) Please keep in mind that even among the top 45 custamers

there cauld be additional factors causing the sales downturn which were

not discovered due to the way information was collected, i.e., primarily
indirectly.

Table 7, page 18, shows the major non-human product problems with Koate®
from January 1982 through March 1983 as reflected on CSRs. Although the
number of CSRs is small relative to the number of Koate® custamers, it

does appear that solubility and perhaps the yellow color are continuing

problems. Appendix C, a portion of a letter from a custamer also succinctly
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highlights some product deficiencies relative to cometitors. One can
probably assume that Table 7 and Appendix C represent only a portion
of the real problem since it is human nature to delay writing manufac-
turers about dissatisfaction.

It is completely unknown at this point how a center would weigh product
cost against patient satisfaction with the product from a ccnvenience/
assthetic standpoint (as opposed to medical effectiveness).

GRO-C: Kathryn H Egenesé

Marketing Research Analyst
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Tablel

KCATESQUSTOMERS [MVOICED* - BY QUSTRMER SERENT

Customer Segment 1982 1983 a LY\
© Jan-dor Jan-Apr

HospitalsNledical Centers (305 238 a7 [¢81)|
Blood Banks/Centers 27 ki) M +11%
Military L 15 1% 13) (4.5 |
Pharmacies . : - 16 g 1 1)
Distributors 6 1 (5) (83%)
Hemoohilia Centers/Foundations 4 4 0 0
Other (State 3d of Health, prisons, etc.) 26 29 3 12%
Total 403 350 (s3) (13%)

* Adjusted for obvious multiple account numbers and multiple invoice locations for
the same institution. .

Table 2

KCATESAHF INITS INVOICED, BY CUSTQER SEQENT

Customer Segrent 1982 1983

. Jan-Apr Jan-Apr

(AHF (AHF

wmnits. M) units.MN 4 LM

Hospitals/Medical Centers Llé.s 33+d (13.4) (23%)
81Qod Banks/Centers 14.4 8.9 (5.5) (38%)
Military 0.9 0.8 (0.1) (15%)
Pharmacies 0.4 0.5 0.1 154
Distributors 3.6 1.5 2.1) (S7Y)
Hemophiliac Centers/Foundations 0.9 1.2 0.3 35
Cther (State Bd of Health, prisoms, etc.) 3.4 3.5 0.1 1%
Total 70.1 49.5  (20.6)  (29Y)
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o Table 3
#es CUSTOMER SECMENTS - RELATIVE SIZE
-3 Qustomer Segment 1982 » 1983
N . t of t of t of t of
Total Total Sales Total Total Sales
z (AHF units) (AHF units)
2 Hospital/Medical Centers 768 661 784 67\
> Blood Banks/Centers® | 2l 9 18 )
Military 3 1 3 p
P Pharmacies 4 1 S 1
g Distributors 1 S . 3
Hemoohilia Centers/Foundations i 1 1 1 2
) Other (State Bd of Health, prisons, etc.) 6 S 8 7
2 Total 100% 100% 100% 100%
M * United Blood Services has multinle locations. It was counted as one accaumnt
2 for purposes of this report.
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« Note: Fasemtially ol) sccamis are following NIW guldelines with repand to: 8) newly discovered hemophillacs (put on cryo)
h) pedintric patients wmber 4 ycars (Mut on/keep on cryo)
) mild hemophiblacs (it on/heep on cryo)
Therefore these cuthacks In cuncentrate usage will not he repeated below on the sccoumt by asccant analysls - hut this
e tinn I3 & contributing Iactor.
Key: 0 = Mmher of sccamt mmbhers contrilaiting 1o the Indicated sales, Nistr = Distribator
(11 nothing 18 showm, ssume cnly one account msder was involved. ) lem: o | s treataent center/( tioa
_loc = Mmber of locations (Invuice points) contributing 1o the Indicated (with no hospltal indicated)
sales (I nothing Is showi, assueme only one locat lon was Involved.) losp = Hospital
BA i Bask Pt e Patlent
Cryo = Cryoprexipliate U = infavorshle (more than 991 reduction)
QSETOER MM (INVDICED) Sales Semmary (resecnt ictallod Comments®® Comment
CITY/STATE (N8B inits)(0nn) Reasons for hecline ** Source
Jan o A
1902 Jioav) Wy
1. Oethopedic llosp Muy Sll'l‘ o Koatc™licn fails their mssay < (utter acont market share down (rom about Sales and
los Angcles, (A 20 " o Tempurarily discont umsed cxtremoly 508 10 208, Using Alphs, Armour, Itylend and parketing
heavy cloctive surgery schedule Dutter.
(ANIR) < hose gets different assay results than Qutter -
P y l( fic dulfe 'm: nl|mlnim i
- — e L] cledtive surge again.
1. W.C. Vospital € Clinics L | 2584 | (2V) |@ Mo chanpe = Siipht redm tiom dee ;;—m;,;;%,?;,fn—m Sales
Sen Francisco, (A m‘{
3. Cammmity Rid Rank of 2451 SIZHTY) | e AR Jost one accamt - lost one sccamt (450, M0 uniy loss) Sales
S. NI Inc. e Switch to AR (AI'S) - bour nis switched to ANC concentrate (470,000
Oserry WL, NI ® Switch to crya (ANIS) wit loss)
® lost one pationt « Thice pts sultched to cryo (330,000 wnit lo3s)
- (ne pt moved - now 8t Middlesen llosp (Qutter
sccoumt) (100,000 unit shife)
< Rest (379,000 unit loss) e to “AlIG" BA does
not have Jetalls on Wit every center/pt s
doing.
e - -— > a— e - -
4. Mcw York Rlood Center 2984 | 1482 av fe Mo dectine . -~
New Yorkh, NY Ll | Y 1 -
$. V. defferson Med Coll. 2363 | 1141 [(510) | @ Shifted % 10 ARC (An5) - Mr. Sherwood of ARC convinced Medical Divec- Sales =
"ol (e 2loc| )l e Mysical lnventory In May tor that ANC volunteer hlood Is “cleaner*,
Miliadeiphia, PA ® Rabuccdl elevtive surgery (ANIK) ARC could not wpply thelr cntire usage however

“Oetomer puchased = 400,000 NF tnits i 4 monthy
44%ee teat (o cmtlans/ i imitat 1ons on wmunrmy of this date,

OO0 LW - 3 N=NDCO

= let Inveatory drop prior to My physical  in-
ventory.

+ Medicul Dleector told patients not te rehoce

dosage/t of uses
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! - : .
! fusp | 6. Jachsom Mm llosp 1 0 | (") e lost bid to Armour Cutter bid 10.2¢, Amour won st A9 (7-1-02)
" Miami, HL 2w Armour rencwol contract st same price for
193% Agq.
i llosp | 7. MC Mem fiosp [RAL) 0 | () |e lost hid 1o Armour Cutier hid 9.95¢, Armour won ot 9.3 (7-1-82) File,
Chaped LD, MO Arsnir may huve won sgain st .89 (7-1-0Y) Sales
1 Cutter bid 9,299
0 flosp | 0. U, of lowa llsplials 1725 11320 [(29%) [o teriaticity 1 2 ncw habics on cryo, otherwise mo changes Sales
. Il Cluy, 1A duc to AINS,
@ SUL 100N Qutter. 1f odd in Mey purchases,
. only dowm SV (per Sales),
; Nr. Coldsmith out until late Ame - mo one olse
: €an answer quest lons
¥ o | 9. Williem Bemmont | (1YL msan) Je Nelaying somo clect ive surgery (AINS) Prohably will switch to hest treated - pationts|Medical
I Royal (wh, MI ® less cmcrgency surgery Rave E%ﬁﬁmﬁﬁl.“ Nirector
® Two teens switchal to cryo (AINS)
E ® Patients s ing dosage/? of uses
3 (ANIK)
_‘ llosp |10, My, Cverctt Lovrien 1620 | 1378 K158) [o Stoapped using prophylactically (ANS) |- Noctors recommended no change due to AING but |Murse (o-
® Portlamd, M o Rehced § of uses (ANIS) mirse coordinator feels somo Pts are cutting ordinator
back and
w - Purchases In May were higher (per Sales) Sales
, © Nistr [Il. Plasms Prod Co. M1 (4 ) e ropped distritutors
. - Giosse lle, MI
o tirap |12, O ldren's tiosp 0 Stanford [ 1950 | a2 (491) e Took paticats off prophylactic use 11 paticnts need more concentrate with “demand |Murse Co-
Malo Altn, (A IMIN‘- theropy' they are put heck on prophylactic vrdinator
= ® Somc revuction In elcctive surgery therapy and
x (AlIS) Per Sules, sccamt ordered heavily beginning Sales
of 1982 helore contract esplration to get lower =
' Prices (creating artificially high haseline .
usage).
m ] 13, Camm RIJ Rank 1308 L} mn @ 1ose blds on pricing Mo contract - accamt get qotes for each Sales
2 Lincoln, N order
s m Will not glve out competitive price quotes
' —_ 1
' il ., 14. Belle Bonfils Mem BId Bamd | 1181 HMAEKY) o Using un Armour product Using up stock of Armur Cencration 11 for sll |Sales
lenver, M ® Redmtion In clective surgery (AINS) thear surgery (from last contract)
-~ @ Somc switch 10 cryo (ANIK) Two 3dults asked (o he sultched to cryo
® Paticnts reducing dosage/? of uses ke care maticnts wsing less concentinte
(ANIS) Y and Alnha share new contract (Started
5
! fonp 1S, Imiv. of ek Med (o 103 7% K23%) e FPatients reduc ing dosape/d of unes Two *fender ype” mbult pationts mithing to Sales
Salt lake Cley, 17 20 " (ALS) be switched 1o cryn. Medical Dire tos
. Ceshting this <witch.
¢ See text for cautions/1laltatlons om mcuimy of this diua.
9192 SOI

NN SRV

-

P B

L

255& "%

e 3
" -

BAYP0004641_0014



S Zv9S00W

o . . R — % Tl AN R R r ATRALTEE ST S e
w6 OGNMR T (1ML Seles -“—"ﬁ?-;\;;‘r Comecnt ] T T -l;;lir;;llmA S Coment
" NN Cinysian. Rensons for Incline o waurce
3!
L)
¢ cae el |- S . _
! [ 16, rih Jersey Bid Cir E 0 B (1Y) |o lleavy switch to cryo (AlIS) Center serves two hesophilia centers. Technical
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K Table §
NEW LARGE® KOATEMACCOUNTS: JAN. - APRIL 1983
. Segrent Customer Name Sales
5 City/State ) AHF Units(000)
2 Jan. - April
4 15982 1983 a2
Other 1. Miss State Bd of Health .
£ Jackson, MS 0 1682 . 5
Distr 2. Cryosan Inc. ("Z" code)
Dedham, MA . 0 1544 .
* Hosp 3. Memorial Hosp.
> Worchester, MA 316 1111 252%
Hosp 4. Phcy Svecs W Hosp § Clinic
Madison, WI 0 1043 .
by Hosp S. Children's Hosp
e Detroit, MI 0 S&67 .
Hosp 6. West Virginia Univ.
. Morgantown, WV 91 471 418%
S 2 loc 1 loc
Hem 7. Natl Hem Fndn - F1 Ch
Boca Raton, FL 0 444 -
Hosp 8.'Maricopa Coaunty Gen Hosp
Phoenix, AZ 0 : 432 .
’ BB 9. National Blood Components
H Minneapolis, MN 384 400 @ !
’ Total 791 7694 t

* Purchased more than 400,000 AHF units in Jan. - April 1983. Purchased less than
that (or none) in Jan. - April 1982,

Key: See Key at top of Table 4
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Table 6

CALCULATION OF PERCENT SALES LOSS EXPLAINABLE BY LARGE® ACCOUNTS

1982 Jan - April sales 70.1 MM AHF units
1983 Jan - April sales -49.5 MM AHF wnits
(20.6 M) AHF units

o Sales to distributors theoretically should have been converted to
n:w small accounts, therefore, sales to distributors will be ex-
cluded.

1982 Jan - April sales to large accounts 46.2 MM AHF units
(exclusive of distributors)
1983 Jan - April sales to 1982's large accounts -27.1 M AHF units

Loss in 1983 of 1982's large accounts (19.1)"M ARF units

o In 1983 new large accounts contributed a net increase of 5.4 MM
AHF units

Loss in 1983 of 1982's large accounts (19.1)M1 AHF units

Gain (net) in 1983 with new large accounts +5.4 W AHF units
(exclusive of distributors)

'Explainable'” loss - large accounts (I3.7) M AHF units

‘Explainable’ loss - large accounts {13.’\‘M AHF units

Total loss Zﬁ.oim AHF units

= 67t Fxplainable

*Custamer purchased 400,000 AHF units in 4 months.

saoro - K—Ea 20

meme e s s el e mel tp r em gemesem . em T mme T A e e

Co G2 N=NOCO

Nand
ek Y

L,

-
i

ZZ9Z seot

M005647 S

BAYP0004641_0020



; \&Q""’"f‘ hyt S et Y R N E BRI AT e A L T T e
TR T

¥ “Table 7
ey . 1.7 KOATE®CUSTOER SERVICE REPORTS®
A o 1982 [1982 ;1982 ’195: [1953 Total
3 - : 19 | 9 1Q

{
e Non-thoman Reactions (With more than one report)
g Reconstitution problems . s | 6| 6| a«| s | 2z
"~ Brolen vials . .5 1 1 | n 8
o Yellow color in freeze-dried product - ol oo 1] s 6
. process related

. Black particle in product, 0 1 0 1 0 2
" . 4Q: vial penetrated

* Source: Extracted from (RS Summary Report for First Quarter 1983 and Fcur:h
Quarter 1982 - Karen Fernandez
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APPENDIX A 3 Page 19
N
\\ Recommencations of
: . Ine ‘ecical and Scientifie
| Acvisasv Counc:| scomitted
.\\. .J

0 the NHF [oarz of Directors
THZ NATIONAL

HEVOPHILIA FOUNDATION N\

THE NATIONAL HEMOPHILIA FOUNDATION
MEDICAL AND SCIENTIFIC ADVISORY COUNCIL
January 14, 1983

RECOMMENDATIONS TO PREVENT AIDS IN PATIENTS WITH HEMOPHILIA

Recommendations for ghysicians treating patients with hemophilia.

A. It is recommended that aryoprecipitate be med to tregt patieats in the following
gToups except when there is an overriding medical indication:

- oewborn infents and ehildren under 4;
- newly identified patients never treated with factor vt concentrate;
- putieats with elinically mild hemophilia who require infrequent treatment,

Similar guidelines should be aodlizd to factor IX deliciency patients where fresh
frozen plusma can be used ir..: * >f concentrate.

B.  The potential ndvantages anc Jusadvantages of eryoprecipitate versus factor v
concentrate therapy far severe hemophilia A are not Clear at the present time and
&’e controversinl. The Medical and Scientific Advisory Counci] does not offer a
specific recommendation at this time, but will continue to review the data.

C. ODAVP should bo used whenever possible in patients with mild or moderate
hemophilia A.

D. Al elective surgical procedwres thould be evaluated with respect (o the possidle
adventages or disadvantages of e dalay. :

Recommendations to factor VI concentrate manufacturers:
A.  Serious efforts should be made to exclude donors that might tzansmit AIDS. These
should ineclude:

1. identification, by direct questioning, Individuals whe belong to groups at high
ik of transmitting AIDS, specifically male homosexuals; intravenous drug
@ers; and thase who have recently resided in Haiti.

2. Evaluation and implementation (if verified) of surrogate laboratory tests that
would identify individuals at high risk of AIDS transmission.

3. In addition, the manufacturers should ceass using plasma odbtained from donor
Santars that draw from popuntleg gToups in which there is o

~JLCICTSCT dN=NDCEO

-
5
S
2
a
[+4
g
3
£
S
"}
g
g
g
3
i
- 4
g
5
L]
g
izd
(2]
£38
ag
»
33
-

gTeat deal could be achieved by excluding donors from the "hot spots”,

B. . Efforts should be continued to expedits the development of proce.;:ing methods
that will inactivats viruses potentifMy present in factor VI concentrates.
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N C.  There should be ar evaluation of -the possidility that the yield of (ector VIII in
Fireresis donors eoyld be increased using DDAVP or exercise to mavuimize yield.
Tlds wowd permit a reduction in the size of the donor ool and would compensate
for inacs in plasma that might oceur due to steps noted adbove.

D.  YTaerv should be an evaiuation of the feasidility of fractionating and processing
rlasme 30 that Jyephibesd emall pool products gre avellabie. While ths will
cestainly be more costly, it may be the only way to break out of the present
diemma without going to an ell-cryoprecipitate effort.

) A Conzentrate manufacturers should immediately ceese puwrchase of recovered
" plasma for factor VLI concentrate from blood centers that do not meet the criteria
Lsted in O A above. These criteria should also apply to the procuction of
cryoprecipitata.

F.  Manufactur:rs should accelerste efforts towards the production of coegulation
fctor concentrates by récombdinant DNA t .

b vl i,

M. Recommendations to regional and community blood centers:

A. Those ccnters that are in regions in which there is a very low incidence of AIDS
should increase capacity for cryoprecipitate production to be used locally and (n
other regions.

B.  These centers should evaluate the feasibllity of preparing small pool lyophilized
cryoprecipitate for hemophilia treatment.
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PRedbel o0hly APPENDIX B Ae = WYy ann
tamplecte —
L\R(T KOATE QUSTOMTRS
TCIFRYICNT. INTDRVIIW (U
Respondent Title ___ Mursc Coordinator
— Center Coordinator
_ Medical Director
— Other
llemophilia Conter Name Pheme ¢ () __
City State
1st call -83/ =
Late / Time
2nd call -83/
Iate / Time
3rd call -85/
Late /7 Tume
Salecs Comments:
Person/Date:
Introcuction

Cood morning/afternoon. I'm Kathy Egencs from Cutter Laboratories' Markcting
Research Department. 1'd like to ask you a few questions about usage of

factar VIII 1in vour center, particularly in light of the current concern about
AIDS. Would vou be able to spend some time with me on that subject now? (I NO)
I« there ancther timc that would be more covenient for me to call back?

1. Recentlv there has been a greas deal of sublicizv ahout \INS and its
occurrence in some hemophilia patients has Leen of particular concemn.
Hasx this affected vour center’s usage of factor \I1]?

Yes (ANWTINUE TO 2)
No (CYTO X)

Notr sure (CQIINUE TO )
Don't knone

Who vould I talk to that would have this infarmation®
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In whut wave has concern about AINS chanped vour center’s factor VIIT usage?

Page 22

.2-

(PRORI on all not mentioned - CIRCLE TIEE **P*)

a. P - YNS Stopped elective surgery
Stop Restare
b. P-YNS Suitched to cryoprecipitate
Adult Peds
Start Stop
Home treatment patients too’ VY N
€. P-YNS Stopped using prophylactically
Stop ___ Restart
d. P - Y NS Reduced number of uses
Doctor recommended
Patient initiated
¢. P - Y NS Reduced dosage
Doctor recommended C
Patient 1nitiated
f. P -Y NS  Other (SPECIIY) D
Key: P = Probe NsNo Y = Yes S * Same 2
(So far we've been talking in yeneral about factor VIII usage changes Jdue to 1
AIDS.) Are there anv other factors which could be causing a reduction in vour 2
usage specifically of Koate this vear versus the same period last vear?
If asked for cxamle: Oh, things like inventor level, paticent nopuldation t '1
size, deliver time or nroduct Characteristics.) ! ’
4.P ___ High vear-end inventor: of product (MROBE)
\__J
h.P ___ less emergency surgen (FRORF) H
€.l __ Switching to heat trearcd (PRORE)
0. — Fower patients - :
c. __ lelivery time
f. __ Price n
¢ __ Prohiwt characteristics (SPRCIHIY) [ u
hee _ (SPICIRY)
s
w
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; APPENDIX C L

June 13, 1983

rme it satS ) L

D 4us

Jan Peterson
Product Marketing MHanager
Cutter Biological

2200 Powell

= Emeryville, CA 94608

e

Dear Us. Peterson,

As the mother of a hemophiliac who has been using various
brands of Factor VIII for the pPast 12 years, I thought you
may be interested in some feedback on how Koate compares
i to other brands from the user's point-of-view.

dy first concern is that Koate is not vacuum packed, although
I hear that that process is now chaoging. Transfering the
Sterile water to the concentrate 1s much easier wvhen using

a transfer needle i1n vacuum jars. So easy, in fact, that my
son does it himself with Profilate (Alpha), but cannot with
Koate.

¥hy does it take so long for Koate to mix? The particles are
s so large and clumped together that 1t takes at least five

- minutes of stirring, even when both water and factor were

; warmed. As I'm rushing to get the injection done and get to
f work on time, those minutes mean a lot. Profilate takes about
l = 1} minutes.

Aopother issue is your filter needle. It is old technology that
l've seen ten years ago. Check cut some of the new plastic
disc filters. The factor goes 10to the syringe with very few
bubbles.

The last issue, which you're very aware of, i{s the color. I'm
DOt sure of its real effect, but psychologically it looks dirty
or polluted.

* May I take this opportunity to sincerely thank Cutter for the
money and effort expended for Northern California Hemophilia
Summ., Camp. My son enjoys it, I need the break, and this year
it 1s especially appreciated as lan will learn to i1nfuse himself
At camp. Bravo.
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