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Guidance for Industry

Recommendations for the Assessment of Blood Donor Suitability,
Blood Product Safety, and Preservation of the Blood Supply in
Response to Pandemic (H1IN1) 2009 Virus

This draft guidance, when finalized, will represent the Food and Drug Administration’s (FDA’S)
current thinking on this topic. It does not create or confer any rights for or on any person and
does not operate to bind FDA or the public. You can use an alternative approach if the
approach satisfies the requirements of the applicable statutes and regulations. If you want to
discuss an alternative approach, contact the appropriate FDA staff. If you cannot identify the
appropriate FDA staff, call the appropriate number listed on the title page of this guidance.

l. INTRODUCTION

This guidance document provides recommendations for assessing blood donor suitability and
blood product safety and maintaining blood and blood product availability in response to
pandemic (HIN1) 2009 virus. It is intended for establishments that manufacture Whole Blood
and blood components intended for use in transfusion and blood components intended for further
manufacture, including recovered plasma, Source Plasma and Source Leukocytes. Within this
guidance, “you” refers to blood establishments; “we” refers to FDA.

FDA'’s guidance documents, including this guidance, do not establish legally enforceable
responsibilities. Instead, guidances describe the Agency’s current thinking on a topic and should
be viewed only as recommendations, unless specific regulatory or statutory requirements are
cited. The use of the word should in Agency guidance means that something is suggested or
recommended, but not required.

1. BACKGROUND
A Epidemiology and Pathogenesis

The 2009 HIN1 pandemic is caused by a novel influenza A virus of swine origin. On
April 26, 2009, then Department of Health and Human Services (DHHS) Acting
Secretary Charles E. Johnson, pursuant to section 319 of the Public Health Service Act,
42 U.S.C. 8 247d, declared a public health emergency when a novel swine-origin 2009
influenza A (H1N1) virus was identified in California, Texas, Kansas, and New York.
The pandemic influenza HIN1 virus has since spread quickly to all fifty states and
globally. In June 2009, the World Health Organization (WHQO) declared a Phase 6 Level
of Pandemic Influenza Alert. This declaration was based upon a standard definition
reflecting worldwide spread of the pandemic (H1IN1) 2009 virus and the observed
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efficiency of human to human transmission. Importantly, a declaration of a pandemic is
independent of the severity of illness caused by the virus or the degree of infrastructure
disruption. On July 24 2009, DHHS Secretary Kathleen Sebelius renewed DHHS” April
2009 determination that a public health emergency exists nationwide involving pandemic
influenza H1N1 that has significant potential to affect national security.

From April 15, 2009 to July 24, 2009, states reported to the Centers for Disease Control
and Prevention (CDC) a total of 43,771 confirmed and probable cases of novel influenza
A (H1IN1) infection. Of these cases reported, 5,011 people were hospitalized and 302
people died.>? From August 30, 2009 to October 24, 2009, 25,985 hospitalizations and
2,916 deaths attributed to influenza and influenza-like illnesses have been reported in the
United States (U.S.). CDC has developed a model to estimate the true number of cases in
the U.S. The model took the number of cases reported by states and adjusted the figure
to account for known sources of underestimation (e.g., not all people with pandemic
influenza H1N1 seek medical care, and not all people who seek medical care have
specimens collected by their health care providers). Using this approach, it is estimated
that more than one million people became infected with novel influenza A (H1N1)
between April and June 2009 in the U.S.?

The symptoms of human influenza disease caused by pandemic (H1N1) 2009 virus are
similar to the symptoms of seasonal flu and include fever, cough, sore throat, runny or
stuffy nose, body aches, headache, chills and fatigue. A significant number of people
who have been infected with pandemic (H1N1) 2009 virus also have reported diarrhea
and vomiting.”

The most severe outcomes have been reported among individuals with underlying health
problems that are associated with high risk of influenza complications. Pandemic
(HINZ1) 2009 virus currently remains sensitive to oseltamivir (Tamiflu) and zanamivir
(Relenza), though sporadic cases of resistance to oseltamivir have been reported. At this
time, there is insufficient information to predict how severe the pandemic (H1N1) 2009
virus outbreak will be in terms of illness and death or infrastructure disruption, or how it
will compare with seasonal influenza.

B. Potential Impact of the HIN1 Pandemic on Blood Product Safety and
Availability

There is limited information available on pandemic (H1N1) 2009 virus viremia,
especially during the asymptomatic period. No case of transfusion transmitted seasonal

! http://www.cdc.gov/hiniflu/update.htm, (Accessed Nov. 2, 2009).

2 CDC discontinued reporting of confirmed and probable cases of novel HIN1 infection on July 24, 2009. The most
recent total numbers of hospitalizations and deaths due to H1N1 are available on the CDC website.
http://www.cdc.gov/hin1flu/update.htm, (Accessed Nov. 2, 2009).

® http://www.cdc.gov/hiniflu/surveillancega.htm, (Accessed Nov. 2, 2009).

* http://www.cdc.gov/h1niflu/sick.htm, (Accessed Nov. 2, 2009).
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influenza has ever been reported in the U.S. or elsewhere, and, to date, no cases of
transfusion transmitted pandemic influenza HIN1 have been reported. At this time, the
pandemic (H1N1) 2009 virus has not been isolated from blood or serum of
asymptomatic, infected individuals; however, studies are ongoing. Furthermore, the
potential for transmission of pandemic influenza H1N1 through blood transfusion
remains unknown.

In some previous studies, other Influenza A viruses were isolated from blood, and throat
secretions or nasopharyngeal mucosa of children with clinical manifestations of influenza
(Refs. 1-2). The virus was isolated from blood and throat washings of 1/29 healthy
asymptomatic contacts who became ill 12 hours after the specimens were obtained (Ref.
3). From another study, virus isolation was reported from lungs, adrenals and meninges
(from autopsy) which indicated that viremia must have been present (Ref. 4). In humans
experimentally infected by nasal inoculation, viremia was observed in 4/15 subjects using
sensitive culture methods. Symptoms occurred 2 days after initial viremia and one
patient remained asymptomatic throughout the study period (22 days) (Ref. 5). However,
other investigators were unable to detect viremia in 27 subjects using a similar virus
strain and assay methods (Ref. 6).

The pandemic influenza HIN1 virus is a large lipid-enveloped virus. Validation studies
performed by product manufacturers have shown that viruses with similar characteristics
to the pandemic influenza H1N1 virus are effectively inactivated and/or removed during
manufacturing of plasma derivatives.

Due to its known potential for rapid spread, pandemic (H1N1) 2009 virus has the
potential to cause disruptions in the blood supply. A significant number of blood donors,
blood establishment staff, and vendors of blood-related supplies (e.g., manufacturers of
reagents and blood bags) could be affected as individuals become ill or need to care for ill
family members. At the same time, during a widespread outbreak of disease caused by
the pandemic (H1N1) 2009 virus, it is anticipated that the demand for blood and blood
components may be reduced due to postponement of elective surgery, were that to
become necessary in some affected healthcare settings.

In addition, the usual paradigm for ensuring blood availability in response to local
disasters (i.e., hurricanes) may not be available under severe pandemic scenarios. In
local disasters, interregional transfer of blood from unaffected to affected areas has been
an effective strategy. However, in a more severe pandemic scenario, international,
national, and regional outbreaks may occur simultaneously and a pandemic wave may
last for months. Therefore, advanced planning is reasonable to prepare for the possible
need to mitigate the effects of a more severe pandemic and to help ensure that blood is
available in affected areas

Standard precautions for avoidance of contact with respiratory secretions may help to
reduce the transmission of pandemic (H1N1) 2009 virus in blood and plasma collection
establishments. The CDC has issued recommendations for infection control in the
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community®, places of business®, and in health care settings’. CDC also has issued
“Interim Infection Control Guidance on 2009 H1IN1 Influenza for Personnel at Blood and
Plasma Collection Facilities.”® We recognize the importance of the CDC
recommendations for infection control in blood and plasma collection establishments.

I11.  RECOMMENDATIONS

FDA, in communication with DHHS Office of Public Health and Science, CDC, and the AABB
Interorganizational Task Force on Pandemic Influenza and the Blood Supply, monitors blood
availability closely. Similarly, we anticipate that you will maintain close communications with
your hospital customers to anticipate demand for blood and blood components.

While shortages are not forecast at present, we are reminding you of regulatory pathways and
providing regulatory clarification that may be helpful to you both in dealing with the current
outbreak and in continuing to stay prepared.

We will continue to review any new scientific information about the potential risk of transfusion
transmission of pandemic (H1N1) 2009 virus. We also will monitor closely the impact of the
pandemic on blood availability. As our knowledge base grows, we may revise the
recommendations in this guidance document as appropriate.

A Training of Back-Up Personnel

Under 21 CFR 211.25 and 21 CFR 606.20, personnel performing critical functions in
blood establishments must be adequate in number, educational background, training and
experience, including professional training as necessary, or combination thereof, to
assure competent performance of their assigned functions. Given the unknown extent of
the disease caused by pandemic (H1N1) 2009 virus, we recommend that you have
adequate back-up personnel, in the event of anticipatable personnel shortages. We
further recommend that where possible, more than one back-up person should be trained
for each critical function. Any such back-up personnel should be trained pursuant to your
existing training program. We also recommend that as provided in your training
program, you document this training and/or re-training.

® http://www.cdc.gov/h1niflu/guidance/exclusion.htm, (Accessed Nov. 2, 2009).

® http://www.cdc.gov/hiniflu/business/guidance, (Accessed Nov. 2, 2009).

" http://www.cdc.gov/hiniflu/quidelines_infection_control.htm, (Accessed Nov. 2, 2009).
® http://www.cdc.gov/h1niflu/quidance/blood_facilities.htm.
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B. Blood Donor Suitability, Donor Deferral and Product Management
Blood Donor Suitability

In general, a donor medical history is obtained at the time of blood collection.
However, under 21 CFR 640.3(a) and 21 CFR 640.63(a), the suitability of a donor
as a source of Whole Blood or Source Plasma, must be made on the day of
collection from the donor. These regulations do not explicitly define the term day
of collection. Occasionally, donor’s responses to the donor questions presented
before collection are found to be incomplete upon review by the blood
establishment. You may clarify a donor’s response to the donor history
questionnaire or obtain omitted responses to questions within 24 hours of the
collection.

Blood Donor Deferral

e Under current FDA regulations, blood donors must be in good health, as
indicated in part by normal temperature and free of acute respiratory
diseases on the day of collection (21 CFR 640.3(a), (b)(1) and (4) and 21
CFR 640.63(a), (c)(1) and (7)).

e Available data do not currently support donor deferral for exposure to or
contact with a person who has confirmed or probable pandemic (H1N1)
2009 influenza or influenza-like symptoms.

e To ensure donors are in good health on the day of donation as required
under 21 CFR 640.3(b) and 21 CFR 640.63(c), donors with a confirmed or
probable case of pandemic (H1N1) 2009 virus infection should be
deferred until at least 24 hours after they are free of fever without the use
of fever reducing medications® and they are otherwise asymptomatic.

e Available data do not support the deferral of donors following vaccination
with live attenuated influenza vaccines (LAIV) or inactivated influenza
vaccines against pandemic (H1N1) 2009 virus or for prophylactic use of
the antiviral medications oseltamivir (Tamiflu) and zanamivir (Relenza).
However, consistent with the recommendation above, donors taking anti-
viral medications for confirmed or probable pandemic (HIN1) 2009 virus
infection should be deferred until at least 24 hours after they are free of
fever without the use of fever reducing medications'® and they are
otherwise asymptomatic.

° A daily dose of pediatric aspirin (81 mg) is not considered fever-reducing medication.
1% A daily dose of pediatric aspirin (81 mg) is not considered fever-reducing medication.
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Blood Product Management

The recommendations in this section apply to donations of Whole Blood and
blood components intended for transfusion. This section does not apply to blood
components intended for further manufacture (recovered plasma, Source Plasma,
Source Leukocytes) since validation studies have shown that viruses with similar
characteristics to pandemic (H1N1) 2009 virus are effectively inactivated and/or
removed during manufacturing of plasma derivatives.

e Upon receipt of post donation information about a donor with confirmed
or probable pandemic (H1IN1) 2009 disease or influenza like illness within
48 hours after the donation, the Medical Director should evaluate the
safety of the previously donated products consistent with existing
Standard Operating Procedures (SOPs).

C. Changes to an Approved Application

As provided under 21 CFR 601.12(c)(5), we have determined that the following changes
to an approved application for licensed blood establishments may be submitted as a
“Supplement-Changes Being Effected”.

e Use of a different outside test lab, provided the test lab is registered with FDA and
has been performing donor testing.

e Implementation of self-administered donor history questionnaires, provided you
follow the critical control points described in FDA’s “Guidance for Industry:
Streamlining the Donor Interview Process: Recommendations for Self-
Administered Questionnaires” (July 2003), and the submission contains the
content recommended for all self-administered procedures and computer assisted
interactive procedures outlined in the same guidance.

The recommendations set forth above supersede the recommendations in FDA’s
“Guidance for Industry: Changes to an Approved Application: Biological Products:
Human Blood and Blood Components Intended for Transfusion or for Further
Manufacture” (July 2001) at section 1V.C and FDA’s “Guidance for Industry:
Streamlining the Donor Interview Process: Recommendations for Self-Administered
Questionnaires” (July 2003) at section IV.A, respectively (in both of these guidances, we
previously had determined that these changes would require a “Supplement — Changes
Being Effected in 30 Days”).

IV. BIOLOGIC PRODUCT DEVIATION AND FATALITY REPORTING

Licensed manufacturers, unlicensed registered blood establishments, and transfusion services are
subject to reporting requirements with respect to the reporting of product deviations under
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21 CFR 606.171. Blood establishments are not expected to submit biological product deviation
reports for post-donation information related to pandemic (H1N1) 2009 virus. If a complication
of blood transfusion results in the fatality of a recipient, blood establishments must report the
fatality to FDA as soon as possible (21 CFR 606.170(b)).

V. COLLECTION AND USE OF CONVALESCENT PLASMA

Plasma obtained after recovery from an acute infection (convalescent plasma) generally contains
highly-specific antibodies directed at the infectious agent, and has theoretical potential to serve
as a therapeutic product. In consideration that circumstances could arise where vaccines and
antiviral drugs might not be sufficiently available, or where a patient is not responding to
approved therapies, transfusion of convalescent plasma has been discussed as a possible
empirical treatment during an influenza pandemic. (Ref. 7-8)

In July 2009, the WHO Blood Regulators Network issued a position paper™* on the collection
and use of convalescent plasma as an element in pandemic influenza planning. This paper
recommends that scientific studies on the feasibility and medical effectiveness of the collection
and use of convalescent plasma, and possibly fractionated immunoglobulins, should be explored
through clinical trials. FDA encourages the development of new, safe and effective therapies for
influenza. Because of its experimental nature, collection and administration of convalescent
plasma should be conducted only under an Investigational New Drug Application. Blood
establishments that intend to manufacture convalescent plasma should contact FDA to discuss
their plans.

V1. IMPLEMENTATION

This guidance has been issued for comment purposes only.

1 http://www.who.int/bloodproducts/brn/BRNPosition-ConvPlasmal0July09.pdf, (Accessed Nov. 2, 2009).
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