SCHLENKE ET AL.

Other coagulation factors (FII, FV, FVIL, F IX, FX, FX],
FXIIN) were less affected by PCT. The mean factor activities
in PCT-FFP were within the reference ranges. Retention of
activity after PCT ranged from 81 to 97 percent. Of specific
importance were the levels of FVII, which is the factor with
the shortest half-life and thus the most critical for trans-
fusion support of acquired complex coagulopathy. In
addition, levels of the anticoagulant PC and PS and AT
were relatively unaffected by PCT and a2-AP was well
conserved.

There was slight prolongation in PT and aPTT. PCT-
FFP, however, retained PT and aPTT within the reference
range. The slight changes in PT and aPTT after PCT were
not associated with any adverse clinical observations in
controlled clinical trial settings, and treatment of congeni-
tal coagulation defects has demonstrated consistent cor-
rection of both the PT and aPTT after transfusion with
PCT-FFp3512 :

The results of this study demonstrate that there is
good retention of relevant coagulation factor activities
and antithrombotic protein function in PCT-FFP from
either apheresis or whole blood and that these products
meet the requirements for therapeutic plasma. In a sepa-
rate study, the effect of storage on FI, FII, FV, FVII, FVIII,
F IX, FX, and FXI has been evaluated."® The results show
that therapeutic levels of these factors were conserved in
PCT-FFP after 12 months of storage at -18°C and after
18 months of storage at -25°C. Similar results were
obtained in storage studies conducted at one of the three
centers (Site S, data not shown) with PCT-FFP prepared
from apheresis plasma frozen up to 1 year. In addition,
clinical trials with PCT-FFP have shown that this product
is sufficient for therapeutic support of patients with each
of the major clinical indications for plasma transfusion.

The effect of PCT on plasminogen and von Willebrand
factor (VWF) has also been evaluated.'*'® After treatment,
plasminogen was within normal ranges and retained
94 percent. The von Willebrand antigen, VWF:ristocetin
cofactor, components of the von Willebrand complex,
including multimers and VWE:CP activity, remained
within normal ranges and demonstrated greater than
98 percent retention. Because of the stability of these
factors after treatment, they were not included in the
current validation study.

When the results were compared between sites or
between types of plasma, significant differences were
observed, although the differences were small, not likely
of clinical relevance, and did not appear to follow a spe-
cific pattern. The observed differences could simply be
due to the geographic variation in the plasma character-
istics and the slight variation in the processing techniques.
Of particular interest is that the FVIII activities as well as
the retention for apheresis PCT-FFP in Site B were signifi-
cantly higher than the values obtained in the other two
sites. This difference could not be completely explained by
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the different apheresis collection platforms. Site S used
the Haemonetics platform, but the same Baxter platform
was used in both Site B and Site L. The observed difference
between Site B and Site L. was most likely due to the varia-
tion in donor population and processing techniques. Dif-
ferent anticoagulants may introduce variability but were
poorly defined and not well evaluated. Overall, PCT-FFP
manufactured in the three different geographic locations
were of comparable quality. All met the respective
national and European standards for transfusable FFP

Previous studies with cryoprecipitate prepared from
photochemically treated plasma yielded approximately 95
and 88 percent retention of fibrinogen and FVIIL, respec-
tively, compared to cryoprecipitate prepared from
untreated plasma.'® Cryosupernatant prepared from pho-
tochemically treated plasma retained adequate levels of
critical plasma proteins for plasma exchange therapy in
acute thrombocytopenic purpura. These data indicate
good preservation of hemostasis control proteins such as
PS, 02-AP, and VWF-cleaving protease activity.”

In summary, the results of process validation studies
from three European centers demonstrated the consis-
tency of the PCT process for FFP. From a blood center
perspective, scaleup manufacturing of PCT-FFP in routine
is feasible by the ability to treat individual large-volume
units of fresh apheresis plasma and small pools of whole
blood-derived plasma. The mixture of whole blood
plasma from two or three matched donations is similar to
the procedure for whole blood—derived PLT components.
Since adult patients will require 4 to 6 FFP units (200 mL
each) for a therapeutic episode, donor exposures are con-
sistent with current practice in which whole blood plasma
units are processed individually. A similar PCT system uti-
lizing amotosalen and UVA light for PLT components has
been in routine use in some blood centers in European
countries.'® Both PLT and plasma components are treated
with the same UVA illumination device thus simplifying
the logistics of implementation of two pathogen inactiva-
tion systems in one blood center.
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Background: Fatal transfusion-transmitted B. microti has an estimated incidence of <1:1,000,000 per unit of
transfused red cell containing blood products. The disease is usually asymptomatic; however, fatal infections occur
in asplenic, elderly or immunosuppressed individuals. Case Report: The 61-year-old female patient had renal
disease requiring dialysis. Forty-five days prior to admission she received two units of packed red cells and then two
more. One day prior to admission, the patient complained of nausea and fever. Blood cultures were ordered and

antibiotics administered. Upon returning to the rehabilitation facility, she spiked temperatures to 103°F and was
admitted to the hospital. She was hypotensive, requiring vasopressor support, and appeared to be septic. The blood
smear revealed trophozoites in 5to 15% of red cells, probable species: Plasmodium falciparum vs. B. microti.
Treatment with intravenous quinidine and clindamycin was begun. A red cell exchange reduced parasitemia to 1%.
Despite appropriate medication, the patient developed disseminated intravascular coagulation and expired 6 days
later. Since she was confined indoors and did not travel, the only risk factor was transfusion. Results: Babesia was
confirmed morphologically by CDC with 6% parasitemia and PCR positivity for B. microti from the patient's.

specimen at admission. The three donors available for testing were negative for B. microti and all samples were
negative for P. falciparum by PCR. One blood donor and the patient were positive for 8. microti by

immunofluorescent antibody (IFA). The seropositive donor had no recollection of a tick bite and did not travel to
endemic areas. Conclusion: The above clinical presentation and course is not atypical for rare fatal cases of
transfusion-transmitted Babesia. This is an unusual case as it arose in the Midwest. With the expanding Midwest -
white-tailed deer populations harboring the vector, Ixodes scapularis, studles to determine the regional incidence of
Babesia microti seropositive blood donors may be warranted.
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i More Health news : o _
- Syphilis cases up sharply in county
STD'prevention,‘edUcatiou efforts to'b'e heightened »

i S
! By Cheryl Clark .
| UNION-TRIBUNE STAFF WRITER -

Mal’i:h 26, 2008

-Alarmed by San Diego County s more than 1,100 pement rise in syphrlls cases :’- REPORTED smus
between 2000 and last year, § State health officials are using five i mvesngators tohelp INFECTIONS COURTYWIDE
the region stem the spread. ~ v 400 Jaf o

San Diego's increase is a cause: for oonoem because we're Just not understandmg : W
why it's being transmitted in‘thé fréquency that we're seeing,” said Dr. Douglas 300 : .
Hatch, chief of Cahforma s dxvnsnon of oommunlmble dlsease control. : . '

- The search for causes and solutlons mcludes debate about whether safe-sex
education needs to be explicit andtargeted at men who have sex with men. That
gnoup accounts for most of the syphths mfectlons in the county and natronwrde.

“San Drego County's annual syphihs mseload skyrocketed from 28 in 2000 — when
the infection'total hit a low 4 o,last year. It is a much sharperrisethan in the . i '
state's other large urban counties;including San Franaseo, Los Angeles, Orange and . somcs: onla Dept. of l'uwc m

‘Alameda. It's also more than double the statewrde penoentage of mcmse and tnple b w\‘n‘ va‘ f Umon-hm

that of the nation. o

The team that the state d!spatched to San Dlego County oonsnsts ofthree : o nm SYPRE&JS
investigators who recently started: aiding county officials and two who were already mm BY COUNTY
working with them but haVemcreased their level of assistance. They : are. oontactmg _ of with X
. people who were diagnosed with syphihs, ﬁndmg their sexual partners and urgmg W‘K m WM

those people to get tested so they can receive trmtment and not transmit the i - County . 2000 2007 Chasge
bacteria. - - . o -.-9?;'-125?2‘.’.\.‘-38‘- 340 11k
Federal officials are also oonoerned by the spread of syphilis and other sexual]y S ‘-.‘."LWE?,.?ET 4‘.‘&%
. transmitted diseases. Last week, the U.S. Centers for Disease Control and Prevention = Oraiige 2B 141 404%
' ‘said the national syphills case oount had mcmsed for the seventh oonsecutlve year s:é{@éz) g_ ~Z§Z— ;?7_ ‘i"_‘f}
The agency wants to change federal fundmg formulas 0 states and oountxs can: - Aameda 14 39 179%
obtam more money for STD ‘education and preventlon et’forts. IR _ ,“~ : 5@(@“&13 330 2,002 507%
" The United States' STD numbers aren'thuge when oompared to those for AIDS ¥ 30‘3&0& CMW of Publfc Heatth

mncerorheartdlsease. ; e  MATT PERRY { Unton-Trtu

" But ofﬁc:als at the federal, state and loarl levels all have 1dent1ﬁed the growth of Sl‘Ds as an 1mportant publlc ‘health issue

Publlc agencnes and nonpnoﬁt groups spend hundreds of mllhons of dollars each year on: S’l‘D preventlon and'testing.

Nanonw1de, an increasingly large portron of people mfected wrth syphihs are HIV-posrthe men who have unprotected se
_ wrth other HIV—posmve men. . ‘ _ _ Co B , .

The trend is reflected in San Dlego Gounty Last year 84 percent of the people dlagnosed w1th syphlhs in San Dlego
County were men who had: sex wrth men, and a blg segment of them were HlV—posmve, state health ofﬁcrals sald.

- Medical experts sa1d the reglon s prommty to the bonder and 1ts substantlal tounst trade also oould be oontnbutmg to
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1nsafe sex, which leads to higher numbers of syphilis cases and other STDs. -

Syphilis likely has spread in San Diego County because at-risk men aren't telling health care providers about their sexual
sehavior and don't get tested, said Terry Cunningham, chief of the county's HIV, STD and Hepatitis branch.

" He also blames health care providers who don't consistently address the issue with their patients.

' The CDC is asking physicians to be more diligent in enocouraging male patients who have sex with men to undergo routine

screenings for syphilis, perhaps once a year.

. Public health officials and various nonprofits dlverge on a major point — how best to emphasme STD prevention. They ask:

* sHow exphcxt must the anti-STD message be to draw enough attention?

*Will public-service ads that are candid about sexual practices turn off or offend some people?

sShould awareness campaigns aggressively focus on- men who have sex with men, perhaps by using unages of male
couples?

. San Diego County s approach is to address all individuals who face exposure to sexually transmitted dlseases, said Holly
f Crk brd, a spokeswoman for the county's Health and Human Services Agency

“Targeting only speaﬁc populahons . could lead to a false sense of security among the general populatlon she said.
“STDs do not recognize gender, age, sexual orientation or location.”

Greg Cox, chairman of the county Board of Supervisors, said the county is “addressing the issue of sexually transmltted
diseases among all at-risk populatlons through bilingual education campaigns, alerts to doctors and STD educanon and
testing at county dinics.

n

“I'm concerned about any disease or illness that affects the people of our region ...butl am optinlistic that our efforts wil

succeed in bringing down the disturbing case numbers.”

The county has allocated more than $1.5 million i in state funds for this fiscal year to five nonprofit groups that work on
STD prevention. They are the Family Health Centers of San Diego; San Diego Lesbian, Gay, Bisexual Transgender
Community Center; San Diego Youth and Community Center; San Ysidro Health: Center' and Vista Community Clinic.

‘The Vista clinic does outreach in neighborhoods where people who engage in hlgh-nsk sexual activities congregate, said

director Barbara Mannino. The four other groups declined to dlscuss how they're using their grants.

The county also tries to reach high-risk populatlons in central San Diego by placmg safe-sex ads in bus shelters and gay- '

themed publications.

, Despite those efforts, sonle' who work on STD prevention said more must be done to connect with specific risk groups.

“San Diego County's message is, 'We're all at risk.' That's true, but some people are much more at risk-than others. What
are they doing to target gay men and their sexual practices in bathhouses, for example?” said Oscar de 1a O, a founding
member and president of Bienestar.

The nonprofit group tnes to educate high-risk individuals in Southern California about syphilis and other STDs.

Bienestar outreach worker Abigail Madanaga is atransgendered woman, which mezns she was born a man but identifies
and lives as a woman. On a recent evening, she and fellow STD educator Antonio Munoz talked. to people watchmg adrag
queen performance at Urban Mo's bar and nlghtclub in Hillcrest. -

Madariaga said her orientation allows her to spread the safe-sex message more eﬂecuvely to many of the estimated 1,500
other transgendered people in the reglon as well as to gays, lesbians and bisexuals watclung the drag show.

In San Francisco, public health workers spend timein Internet chat rooms, where gay men often. make their connectlons

. They began doing so after discovering how syphilis was spreading in many cases, sald Dr. Jeffrey Klausner, director of .

STD prevention for the San Francisco Department of Public Health.
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: San Francisco has established medical Clll'll(S friendly to the gay oommumty Its health officials also conduct public
‘awareness mmpalgns that show sex “as a positive, normal and healthy activity, rather than use fear and avoidance as a

motivator,” Klausner said. .

One of those i mmatwes was the “Healthy Penis” program, which featured outreach workexs dr&esed in oostum&s ;
resembling penises and syphilis sores. That got people's attention, Klausner recalled. , :

The c:tyvhas-.seenﬂa-dmp in syphlhs cases - from 348 cases in 2004 to 202 last year.
Klausner blamed the spiead of syphilis elsewhere on reduced funding for anti-STD efforts and said health leaders in each -

community need to tanget ‘their messages to those most at risk. “Increamng rates of STDs are what you can expect when
there are no resources, ” he said. . e

| San Diego County's share of state money for STD education and prevention this fiscal year is down $280,060 from last

: - Beyond mioney, many: safe—sm( mmpalgns are thwarted by politicians' fear of candor, said Michael Weinstein, br&sid_gnt of
the AIDS Healthmre Foundatlon in Los Angel&s. : : ' _ S Coh

"They must.make it: obwous they are talkmg about sex;” he said..“The sooner we stop treating thls asadirtylittle'sectet',‘ L
thebetteroffwe'llbe.” o o . : - AN ',' :

-CherICIark(69)544573 cheryl.clark@uniontrib.com
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