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Distribution of Blood Derivatives by Registered Blood Esta~l~s~~~~~s~t~at Qualify 
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ACTION: Proposed rule. 

SUMMARY: The Food and Drug Adminktration (FDA) proposes to amend the 

regulations to allow certain registered bleed establishments that’~ualify as health care 

entities to distribute drug products that are derivatives of blood (blood derivatives). This 

proposed rule, which is specific to registered blood establishments and the distribution of 

blood derivatives, if finalized, would amend certain limited provisions of the regulations 

implementing the Prescription Drug Marketing Act of 1.987 (PDMA), as modified .by the 

Prescription Drug Amendments of 1992 (PDA) and ,the FDA Mode~i~ati~~ Act of 1997. 

As currently written, these regulations, among other things, restrkt the sale, purchase, or 

trade of, or the offer to se& purchase, or trade, prescription drugs purchased by hospitals 

and other health care entities. 

DATES: Submit written or electronic comments on the proposed rule by [insert 90 days 

after date of publication in the FEDERAL REGISTER]. 

ADDRESSES: You may submitjcomments, identified by Docket No. ZOWN-0428, by 

any of the following methqds: 

cb0322 
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Electronic Submisshas 

Submit electronic comments in the following ways: 

0 Federal eRulemaking P&tat: h#p,://~,regulati,ons.~?v, Follow the instructions 

for submitting comments. 

* Agency Web site: htt~://~.fda,~ov/dock~ts/e~omments. Follow the 

instructions for submitting comments on the agency Web site. 

Written Submissions 

Submit written submissions in the following ways: 

e FAX: 301-827-6870. 

e Mail/Hand delivery/Courier [For paper, disk, or CD-ROM submissions]: 

Division of Dockets Management (I-IFA-305), Food and Drug A~i~stration, 5630 

Fishers Lane, r-m. 1061, Rockville, MD 20852. 

To ensure more timely processing of comments, FDA is no longer accepting 

. comments submitted to the agenqy by e-mail. FDA encourages you to continue to submit 

electronic comments by using the Federal. eRulemaking Portal or the agency Web site, as 

described in the Electronic Submissions portion of this paragraph; 

Instructions: All submissions received must include the agency name and Docket 

No(s). and :Regulatory Informatidn -Number (RIN) (if a RIN number has been assigned) 

for this rulemaking. All comments received may be posted withuut change to 

http://www.fda.gov/ohrms~dockets/default.~htm, including any personal information 

provided. For additional information on submitting comments, see the “Comments” 

heading of the SUPPLEMENTARY INFQRMATION section of this document. 
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Docket: For access to the do$et to read background documents or comments 

received, go to http://~.fda,~~v/o~~d~~kets~defa~lt.htm and insert the docket 

number(s), found in brackets in the heading of this document, into the “Search” box and 

follow the prompts and/or ,go to the Division of Dockets Management, 5630 Fishers 

Lane, rm. 1061, Rockville, MD $852. 

FOR FURTHER INFORMATF N CONTACT: Kathleen Swisher, Center for 

Biologics Evaluation and Resear$r (HFM- 17), Food and Drug Admi~is~~tion, 140 1 

Rockville Pike, suite 2OON, Rockville, MD 20852-1448,301-827-6210. 

SUPPLEMENTARY INFO~AT~~N~ 

I. Background 

The PDMA (Publie Law :lOO-293) was enacted on April 22,1988, and was 

modified by the PDA (Public Law 102-353,106 Stat. 941) on August 26,1992. The 

PDMA, as modified, amended the Federal Food, Drug, and Cosmetic Act (the act) to 

establish restrictions and requirements relating to various aspects of human prescription 

drug marketing and distribution ! Among other things, the PDMA pro~ib~~~d, with certain 

exceptions, the sale, purchase, or trade (or offer to sell, purchase, or trade) ofprescription 

drugs that were purchased by hospitals or other health care entities. Section 

503(c)(3)(A)(ii)(I) of the act (21 $J.S.C 3~3(~~(3~~A)(ii~(I)}. Section 503(c)(3) also states 

that “[Qor purposes of this paragraph, the term ‘entity’ does,not include. &wholesale 
. 

distributor of drugs or a retail ph&rmacy lieensed under-State law * * *.” 

In the FEDERAL REGISTER of March X4,1994 (59 FR 11842), we issued a 

proposed rule to implement those PDMA sections that were not implemented by the Final 

rule of September 14, 1990, that set forth Federal guidelines for State licensing of 
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wholesale drug distributors (55 ER 38012). The proposed rule contained. provisions on 

prescription drug reimportation; wholesale distribution of prescription drugs by 

unauthorized distributors; the resale ofprescription drugs by hospitals, health care 

entities, and charitable institutions; and distribution of prescription drug samples. After 

consideration of comments, we issued a final rule in the FEDERALREG~STER of 

December 3, 1999 (64 FR 67720) (“the final rule”), with an effective date of December 4, 

2000. 

After publication of the final rule, we received many letters on, and held several 

meetings to discuss the implications of, the finai regulations for registeredhlood 

establishments that distribute blood-derived products and provide health care as a service 

to hospitals and patients. According to comments received before the fin& rule took 

effect, implementing the final rule as publjshed would interfere wi~‘lo~gst~ding 

relationships between blood centers and’other health care providers sueb as hospitals, 

hemophilia treatment centers, and other providers. 

The blood establishment~in&istry asserted that the regulations, ~~~~u~~ly the 

definition of “health care entity” in 8 203.3(q) (21 CFR 203.3(q)), would, to the detriment 

of the public health, severely inhibit:its ab%ty to provide medical care a&services and 

might disrupt the distribution of blood derivatives, to what may be otherwise unserved or 

inadequately served segments of iheYpuMi& Specifically; 6 203.20 (21 -CFR 203.20) af 

the fmal rule as written states, in relevant part, that no person may.sell, purchase, or trade, 

or offer to sell,J, purchase, or trade any prescription drug, that was purchased by a health 

care entity (6 203.20(a)). 
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“Health care entitv” is defined In 8 203.3(q) as any person that provides 

diagnostic, medical, surgical, or dental treatment, or chronic or.r~habilitative care, but 

does not include any retailpharmacy or wholesale distributor. That definition 

specificalIy states that, “A person cannot simultaneously be a ‘health care entity’ and a 

retail pharmacy or wholesale distributor.” “ Wholesale distributor” is defked in (s 

203.3(dd) (21 CFR 203.3(dd)) as: any person engaged in wholesale dis~bntion of 

prescription drugs, and “wm” is defined ia $203,3(cc) (2 1 CFR 

203.3(cc)) as “distribution of prescriT$ion drugs to persons other than a consumer or 

patient * * *.” The final ru!e made ‘clear that those defmitiuns s~ou~d.~..i~t~~reted to 

mean that an establishment that meets the definition of a he&h care entity would not be 

allowed to engage in wholesale di~stributiosa. The FEDERAL REGIISTER~.of December 3, 

1999, stated “The agency declines- to revise the definition of heakhcare entity or 

otherwise revise the proposed rule TV permit health care entities to engage in the 

wholesale distribution of blood derivatives or other prescription drug products.” (64 ER 

67720 at 67726). 

Thus, under the final rule as written, blood establishments ~~tj~n~g as health 

care entities would not be allowed ito engage in wholesale d~~~~ut~on ofprescription 

drugs except for blood and blood &nponents intended for transf’kion, ‘which are 

exempted from the regulations under $2&. I (2 1 CFR 253.1). & discussed in the 

preamble to the final rule (64 FR 67720 at 67725 to 67727), blood krivatives are not 

blood components. Therefore, should the final rule go into effect as written, registered 

blood establishments that qualify aS health care entities could nut distribute blood 

derivatives. 



6 

Blood derivatives that are prescription drugs inelude the JColllowing: Albumin, 

antihemophihc factor, Factor IX Complex, alpha-l anti-tripsin, and- immune globulin. 

Therefore, under the rule as written, a blood center could n&resell blood derivatives to 

entities other than consumers orp+tients and simultaneously providehealth care, such as 

medical services associated with those products. 

On May 3,2000, we delayed until October 1,2OOl, the effectiv,e date of several 

provisions of the final rule and reopened the administrative record, giving interested 

persons until July 3,2000,‘to submit written comments (65 FR 25639). This delay 

extended to the definition of “health care entity” in fj 203.3(q), asapplied to the 

wholesale distribution of blood derivatives by health care entities: The purpose of 

delaying the effective date for these provisions was to give ustime to obtain more 

information about the possible consequences o~~mpl~enting these provisions and to 

further evaluate the issues involved(65 FR.25639 at 25641). 

On September 19,2QOO, we announced a pubhc hearing to discuss ckrtain 

requirements of the fma1 rule (65 ER 56480), including the provisions relating to the 

distribution of blood derivatives by entities that meet the de~nitio~ of %ealth care 

entity.” We held the public: hearing to develop an adequate factual basis to use to 

determine whether it is in the public health mterest to modify or change the; requirements 

in the final rule (65 FR 56480 at 56483). 

We developed a Iist of questions to,pmmote a more useful discussion at the public 

hearing. These questions reiated to:. The distribution systems available ~QF blood derived 

products; the effect of the final rule on these distribution systems, including adverse 

public health consequences or economic costs; whether excluding blood derived products 
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from the final rule’s restrictions would increase the risk of d~st~bution of counterfeit, 

expired, adulterated, misbranded, or otherwise unsuitable products; and the pricing of 

blood-derived products sold to health care entities (65 FR 56480 at 56483) with regard to 

blood derivatives, as welks other.unrelated issues associated with wboI~s~Ie distribution 

of drugs. This proposed rule addresses only blood derivatives and does not address the 

other stayed requirements in the ,&al rule relating to wholes& di~~b~tio~ of 

prescription drugs by distributors that are not authorized distributors of record (69 FR 

8 105, February 23,2004). 

The pubhc hearing was heId on ‘October 27,2000, and commen& were accepted 

until November 20,200O. ‘In the!FED Jd RECTSTER of March 1,2001, we 

announced our decision to further delay until April 1,2002, the ~ppli~ab~~i~ of $ 

203.3(q) to the wholesale &&r&&on of blood derivatives by health care entities (66 FR 

12850). Further delays of effective dates followed until December 1) 2006, to give us 

additional time to consider ‘whether’regulatury changes are appropriate and, if so, to 

initiate such changes (67 FR 6645, February 13,2002; 68 FR 4912, January 31,2003;,69 

FR 8 105, February 23,2004). 

We now propose to amen4 the regulations. The proposed ~endm~nts are narrow 

and would allow certain registered blood establishments that qualify as health care 

entities to distribute blood derivatiires. 

II. The Blood EstabJishment$ Concerns 

In response to the final rule, we received numerous comments ~gu~~g that blood 

establishments should be allowed to continue performing both functions ofproviding 

health care services and distributing blood derivatives. Some comments asserted that 
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although the distribution of derivatives and the provision ofhealth care services are small 

parts of a blood establishment’sactivities, they are vital to serving pubfir: health needs. 

At the October 2000 pul& hearing, we heard from four ~~te~st~~ parties on this 

subject. Comments asserted that we had reached the wrong conclusion with respect to 

restrictions on blood establishments’ activities, In addition to restating earlier objections 

made in response to the proposed rule, the comments presented new objections and new 

information, including more det$led descriptions of the health care services they provide 

and the derivatives they distribute:, They aJso oEered severaJ pot&U regulatory 

solutions. 

We received no comments taking the position that the re@ations should remain 

unchanged. We received from a national trade organization that represents blood 

establishments additional comments about-the scope of products they distribute for 

treating blood-related disorders, which include drugs that are not blood derivatives. The 1 4 

comment stated the exemption should extend to any d~st~but~~n ofblood-related 

products by blood centers, not just to bloacl .derivatives because blood centers also 

distribute blood-related products nut always from ,human sources. In this proposed rule, 

we are seeking additional information on the distribution of other prescription drug 

products by registered blood establis~e~ts. 

We have considered ,a11 comments and have changed our position from that 

expressed in the preamble discussion in the December 3, J 999, final rule (64 FR 67720). 

We now propose to allow certain registered bJood estabIis~ents that qualify as health 

care entities to distribute blood derjivatives. We are distinguishing blood derivatives from 

other prescription drugs when sold, purchased, or traded (or offered to sell, purchase, or 
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trade) by a registered blood estab~~s~~t that qualifies as ZI health care entity, provided 

all health c&e services offertid bythe establishment are related to its activities as a 

registered blood establishment. 

III. The Proposed ArnendnyaWs 

Our current propotal modifies part 203 (2 1 CFR pati.203) to allow a registered 

blood establishment1 that provides, heal& care services. and that also distributes blood 

derivatives to continue in both cqpacities, as ,Iong as the bloqd est~bl~s~en~ does not 

provide health care services unre@ted to iis activities as a registered Mood establishment. 

We have changed our potiition Ercrzn that discussed in the preamble to the final 

rule (64 FR 67720 at 67726) be&se ofnew information and a better understanding of 

the industry and how the f&al rule, if enfdrced, might affect the public health. For 

example, according to testitiony &the public-hearing held on October 27,2000, “more 

than 15 percent of all U.S. blood derivative products are distributed by community and 

Red Cross blood centers, with Red Cross alone accounting ‘for 10 percent.“’ Those blood 

denters qualify as health care entities bec&use, in addition to ~o~l~t~~~ blood and plasma 

and distributing blood derivatives; they also provide certasn health car& services to the 

hospitals and health care entities they serve, including therap@ic p~ebot~my, plasma 

exchange, stem cell and cord blood.collection and processing. and me&at expertise on 

the appropriate use of the blood derivatives they distribute.3 According to the testimony, 

* Establishment is defined as “a place of business under one management at one general physical location. 
The term includes, among others, human blood and plasma donor centers, bl@od banks; trksfusion 
services, other blood product manufacturers- and ‘indepeedent laboratories that eng$ge in q\rality control and 
testing for registered blood produet establ$s&?nts.” f$ 607.3 (21 CFR 607.3)) AII owners or operators of 
establishments that engage in the manufacturing of blood products are req&ed to register, under section 
5 10 of the Federal Food, Drug, and Cosm&c Act ($607.7 (2 I CFR 60?.7)). 
2 U.S. Food and Drug Administration, “The Prescription Drug Marketing Act: Report%0 Congress,” June 
2001, p.17 and p.18. 
3 Id., at 18. 



the majority of local hospitals do not have that kind ofmedical expertise, and as a 

practical matter could not obtain and maintain such expertise.4 

Prohibiting community. and Red Cross blood centers that qualify as health care 

entities from distributing blood $erivatives would have a pa~i~u~ar~y. high impact on 

certain segments of patients. For example, the Red Cross testified that ‘“85 percent of 

their anti-hemophilic factor is supplied directly to health care entities: They stated that 

implementation of the final rule would deny hemophilia patients access to this product 

because many treatment centers Fe smaller entities that are not supposed by Iarge 

distributors.“‘5 Additionally, the Red Cross stated that “15 percent of their IVIG 

(intravenous immunoglobulin) products and 10 percent of their albumin product are 

provided directly to healthcare providers and account for 26,000 to 69,000 infusions 

We now propose to amend 6 203.22 (21 CFR 203.22), which contains exclusions 

from the sales restrictions in (5 203.20 (21 CFR 203.20). Proposed new paragraph (h) 

provides a limited exception for registered blood establishments that qualie as a health 

care entity. Under the proposed extilusion, the. sales restrictions in 6 203.22 would not 

apply to the sale, purchase, or trade of (or the off&r to sell, purchase, or trade) any blood 

derivatives by a registered blood &tablisbment that qualifies as a lbeahb care entity as 

long as all of the health care services that it provides are related to its activities as a 

registered blood estabhshment. The following are examples of such health care services: 

therapeutic hemapheresis, therapeutic phlebotomies, plasma exchange, and transfusion 

services. For clarification, a registered blood establishment’s ordinary donor screening 



activities for donor suitability (e-g., measuring a donor”s temperature, blood pressure, and 

hematocrit or hemoglobin) are not considered health care services for the purposes of 0 

203.3(q). 

A registered blood establishment that provides any health care services unrelated 

to its activities as a registered bleed establishment would not be eligible for the 

exclusion. For example, if a registered blood establishment provides health care services 

such as administering antibiotics,to treat a.respiratory infection tmrelated to transfksion 

medicine, we do not consider this to be a.health care service related to the operation of a 

blood establishment. Therefore, the bIu,od establishment would not be permitted to 

distribute blood derivatives. Witbout that .Eimit on the exclusion, the-rule would 

encourage hospitals and other he&h care entities to register as blood establishments 

strictly to take advantage of this exception. Allowing.such entities that are not primarily 

blood establishments to distribute blood derivatives could raise the same concerns that 

the PDMA was intended to address. The prohibition against sales -by health care entities 

was prompted in part because of the temptation for such entities to sell for-profit drugs 

acquired at below-wholesale prices. 

The proposed exclusion in $203&5! &pphes only to the d~s~ib~tio~ of blood 

derivatives by a registered blood ~ab~is~en~ and not by other entities. The regulations 

implementing the PDMA, as modified, would continue to apply to these other entities. 

AIthough the public hearing and additional comments received on the final rule 

provided us with an adequate factual basis to determine whether the requirements in the 

final ruIe should be modified in the interest of pubhc health, new i~~o~atjo~ provided 

with respect to the function ofregistered blood estabIisb.rnents indicates that additional 
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input is needed, We are seeking i~fo~at~on about the functions of registered blood 

estabhshments to assist us in m;iking a decision whether further modi6cation of the final 

rule is necessary in the interests ,ofpublic health. 

Proposed 6 203.22(h) includes an “exclusion” that would allow certain registered 

blood establishments that quaIify as health care entities to distribute blood derivatives. In 

consideration of the issues, that the industry raised, we seek comments on whether this 

exclusion should be expanded to allow registered blood esta~I~s~e~ts that also provide 

health care services to distribute drugs other than blood derivatives that might be used to 

treat blood disorders. We are seeking information that includes, but is not limited to, the 

number of entities affected; how @en dru used to treat blood disorders are distributed 

by registered bIood establishments and whether the nature of this practi&s critical; and, 

any negative impact on public health if the exclusion allows only for the ~ist~bution of 

blood derivatives. Actual numbers, statistics, and examples w‘ould help us determine the 

best course of action. In addition, we seek comments orrwhether h~~phjli~ treatment 

centers, which are health care entities but are not registered blood establishments, should 

be included within the scope of this exception. 

IV. Federalism 

FDA has analyzed this proposed ruIe in accordance with the principles set forth in 

Executive Order 13132. FDA has etermirred that the proposed rule does not contain 

policies that have substantial direct effects on the States, on the reIatio~~hi~ between the 

National Government and the States, or on the distribution of power and responsibilities 

among the various levels of government. Accordingly, the agency tentatively concludes 

that the proposed rule does not contain policies that have federafism im~Iicatious as 
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defkd in the Executive order &d, consequently, a federahsm suinmary impact 

statement is not required. 

V. Paperwork Reduction Act of J995 

FDA tentativeIy concludes that this proposed rule contains no collections of 

information. Therefore, clearan& by the Office of M~age~~t and Budget under the 

Paperwork Reduction Act of 19$5(44 USC. 3501-3520) (PRA) is not required. 

Vf. Analysis of Impacts : 

FDA has examined the impacts of the proposed rule under Executive Order 12866 

and the Regulatory Flexibility A@;(5 USC. 6Uf-612), and the Unfunded Mandates 

Reform Act of 1995 (Public Law! 104-4). Executive Order 12866 directs agencies to 

assess all costs and benefits of available regulatory alterWives and, when regulation is 

necessary, to select regulatory approaches that maximize net benefits (incJuding potential 
I 
economic, environmental, public health and safety, and other advantages; distributive 

impacts; and equity). The agency b:elieves that this proposed rule is, not a significant 

regulatory action as defined by theExecutive order. 

The Regulatory Flexibility Act requires agencies to analyze re~~ato~ options 

that would minimize any sigrktka$impact of a rule on small entities. Because this rule 

proposes a narrow revision that is intended to maintain the;tatus quo, the agency certifies 

that the’proposed rule will not have, a significant economic impact on a.sub-stantial 

number of small entities. Therefore; under the Regulatory ~~ex~b~~~ty Act, no further 

analysis is required. 

Section 202(a) of the Unfunded Mandates Reform Act of 1995 requires that 

agencies prepare a written statement, which includes an assessment of anticipated costs 



and benefits, before proposing “any ruIe-that inchrdes any Federal mandate that may 

result in the expenditure by Stat@ local, and tribal governments, in the aggregate, or by 

the private sector, of $1 OO,OOO,Q00 or more (adjusted ~,ua~Jy,f~r ~n~ation) in any one 

year.” The current threshold afttr,adjustment for inff ation is $1 X 5 .million, using the most 

current (2003) Implicit Price Deflator for .the Gross Domestic Product. FDA does not 

expect this proposed rule to result many &year expenditure that worrld meet or exceed 

this amount. 

VII. Comments 

Interested persons may s&nit to the Division of Dockets ~~ag~~nt (see 

ADDRESSES) written or electronic comments regarding this document. ‘Submit a single 

copy of electronic comments or two paper copies of any maiifed~ comments, except that 

individuals may submit one paper copy. Comments are to be iden’lified with. the docket 

number found in brackets in the heading of this document,‘ Received Com.ments may be 

seen in the Division of Dockets Marragement between 9 a.m. and 4 p.m., Nonday 

through Friday. 

List of Subjects 

21 CFR Par/ 203 

Drugs, Labeling, Manufacturing, Prescription drugs> Reportmg and recordkeepng 

requirements, Warehouses. 

21 CFR Part 205 



intergovernmental relations, Prescription drugs, R~o~i.n~ and recordkeeping 

requirements, Security measures, Warehouses. 

Therefore, under the Fedelraf Food, Drug, and Cosmetic Act and under the 

authority delegated to the Commission&-of Food and Drugs, it is proposed that parts 2b3 

and 205 be amended as follows: 

PART 203-PRESCRIPTION $BRlJG ‘~~T~N~ ~ 

1. The Authority citation: for 21 GFR part 203 continues to .read as fohows: 

AUTHORITY: 21 USC. 331,333,351,352,353,360,371,374,381. 

2. Section 203.3 is amended by revising paragraph (q) to read as foiltows: 

5 203.3 Definitions. 

* * * * * 

(q) Wealth care entity means any person that provides diagnostic, medical, 

surgical, or dental treatment, or chronic or rehabilitative care, but does. not include any 

retail pharmacy or any wholesale distributor. Except as provided in 15 20322(h), a person 

cannot simuhaneously be a “‘health care entity” and a retaibpbam-iaey or wholesale 

distributor. 

* * * * * 

3. Section 203.22 is .amended by adding paragraph (h} to read a~ follows: 

5 203.22 Exclusions. 

* * * * * 
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(h) The sale, purchase, or trade of, or the offer to se&-purchase, or trade any 

blood derivative by a registered’biuod establishment that quahfies, as a health care entity, 

as long as all of the health care services-that it provides are related to its activities as a 

registered blood establishment. 

PART 205--GUIDELINkS FQ STATE LICENSING QF ~~~L~S~E 

PRESCRIPTION DRUG D~S~~~UT~~ 

4. The Authority citation for 21 CFR part 205 continues to read as follows: 

AUTHORITY: 22. U.S.C. 351,352,353,371,374. 

5. Section 205.3 is amended by revising paragraph (h) to read~as folXows: 

8 205.3 Definitions. 

* * * * * 

(h) Health care entity means any person that provides diagnostic, medical, 

surgical, or dental treatment, or chmnic or rehabilitative:careP but does not include any 

retail pharmacy or any wholesale distributor. Except as provided in 6 203*22(h), a person 

cannot simultaneously be a “health Care entity” and a retaii pharmacy or whoksale 

distributor. 
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Dated: 


