Dat e: August 5, 1994
From Director, Center for Biologics Evaluation and
Resear ch

Subj ect: Use of an FDA Cl eared or Approved Sterile Connecting
Device (STCD) in Blood Bank Practice

To: Al'l Registered Bl ood Establishnments

| nt r oducti on

Sterile connecting devices produce sterile welds between
two pieces of conpatible tubing. This procedure permts
sterile connection of a variety of containers. At the present
time, the only FDA cleared device that can produce sterile
wel ds between two pieces of conpatible tubing is marketed by
t he Teruno Corporation.

Thi s nmenorandum descri bes recomended practices and
procedures for use of these devices. This nmenorandum does not
address the data or information that a manufacturer of a
sterile connecting device nust submt to FDA in order to
obt ai n approval or clearance for marketing. It is also
important to note that the use of an approved or cleared
sterile connecting device for purposes not authorized in the
| abeling may cause the device to be considered adulterated and
m sbranded under the Federal Food, Drug and Cosnetic Act.

GQui dance for Use of STCDs

Manuf act urers of bl ood products who propose to routinely
use an FDA-cl eared STCD shoul d incorporate information
regardi ng such use in standard operating procedure manual s for
each bl ood product. These entries should include record
keepi ng, product tracking, tube weld quality control, |ot
nunbers of software and di sposabl es (i ncluding source(s) of
el ements to be added). Quality control procedures should
include a test of the integrity of each weld.

Applications of the STCD. The user should be aware that use
of the device nmay create a new product or significantly nodify
the configuration of a regul ated product for which safety and
ef fi cacy have not been denonstrated. For those "new products”
subject to licensure, applications or application supplenents




must be submtted to FDA in addition to subm ssion of an SOP
In general, pooling or mxing that involves cellular
conponents represents a change in the product that requires
subm ssi on and approval of a |icense application or
application supplement. Such applications and application
suppl ements should contain data and descriptions of

manuf acturi ng procedures which denponstrate that the "new
product” is safe and effective for its intended use throughout
t he proposed dating peri od.

The followi ng cooments are provided as gui dance on the
nor e conmon proposed uses of an FDA cl eared or approved STCD

A. Adding a new or smaller needle to a blood collection set

1. Using the STCD to add a needle prior to the
initiation of a procedure (whole blood collection,

pl at el et pheresi s or source plasna collection) is not
considered to open a functionally closed system [If a
needl e i s added during a procedure, only an STCD approved
to weld liquid-filled tubing should be used. |If the test
of weld integrity is satisfactory, the use of an STCD i s
not considered to open a functionally closed system

Pl atel ets, Pheresis prepared in an open system should

bel abel ed with a 24 hour outdate and Platel ets, Pheresis
products prepared in a functionally closed system shoul d
be | abeled with a five day outdate (Revised Guideline for
Coll ection of Platelets, Pheresis, October 7, 1988).

2. The source and specifications of added tubing and
needl es shoul d be addressed in the blood center's SOP and
records. Using the STCD to add needl es does not
represent an inportant change in manufacturing for which
i censed establishnents need preapproval.

B. Using the STCD to prepare conponents

When the STCD is used to attach additional conponent
preparati on bags, records should be properly maintained
identifying the source of the transfer packs and the
appropriate verification of blood unit nunmber and ABQ Rh.
Al l conponents nust be appropriately |abel ed.

Exanples: Adding a fourth bag to a whol e bl ood
collection triple-pack for the production of
Cryoprecipitated AHF from Fresh Frozen Pl asnma



Connection of an additive solution to a red bl ood cel
unit.

Addition of an in-line filter that has been FDA cl eared
for use in manufacturing conponents.

Addition of a third storage container to a
pl at el et pheresi s har ness

For the above stated uses, SOPs shoul d be devel oped and
records maintained, but |icensees need not have FDA approval
in order to institute the procedures.

C. Using the STCD to pool bl ood products

Appropriate use of an STCD to pool Platelets
prepared from whol e bl ood coll ecti on may obvi ate
potential contam nation fromthe spi ke and port
entries commonly used. Pooling perforned

i mredi ately before transfusion is an exanple of such
appropriate use. Pooled Platelets should be
adm ni stered not nore than 4 hours after pooling
(see 21 CFR 606.122(1)(2)).

However, pooling and subsequent storage may increase
the risk conpared to adm ni stration of random donor
units - if one contamnated unit is pooled with

ot hers and stored before adm nistration, the total
bacterial inoculum adm nistered may be i ncreased as
a result of replication in the additional vol une.
Accordi ngly, the proposed use of an STCD to pool and
store platelets for nore than 4 hours should be
supported by data which satisfactorily addresses
whet her such pooling is associated with increased
risk. Such platelet pooling constitutes manufacture
of a new product.

Pooling or mxing that involves platelets is

consi dered the manufacture of a new product that
requi res subm ssion and approval of a |icense
application or application supplenment if the storage
period is to exceed four hours.

D. Using the STCD to prepare an aliquot for pediatric use
and divided units

Pediatric units and divided units for Wole Bl ood,
Red Bl ood Cells and Fresh Frozen Pl asma prepared



using an STCD will not be considered a new product
for which a PLA supplenent is required providing the
foll owi ng conditions are net:

1. The manuf acturer should have an approved product
license or license supplenent, for the original
(i.e., undivided) product, including approval for
each anticoagul ant used.

2. Label s should be submtted for review and approval
before distribution. A notation should be nade
under the comments section of FDA Form 2567,
Transmttal of Labels and G rcul ars.

3. Fi nal product containers approved for storage of
t he conponent bei ng prepared shoul d be used.

Pl at el ets nmanuf actured under |icensure nust contain at
least 5.5 X 10%° platelets [21 CFR 640.24 (c)]. Platelets,
Pher esi s manufactured under |icensure should contain at |east
3.0 X 10 platelets [Revised Guideline for the Collection of
Pl atel ets, Pheresis, QOctober 7, 1988].

SOPs to be followed regarding the use of an STCD to
prepare divided products fromwhol e bl ood collections and from
pl asma and pl atel ets prepared by autonated hemapheresis
procedures shoul d include descriptions of: 1) How the
apheresis harness or collection container will be nodified
wi th an FDA-cl eared STCD; 2) the m ni mum vol une of the split
pl asma or whol e bl ood products; 3) the volune and pl atel et
concentration of the split platel etpheresis products; 4)
storage tine of the product should be in an approved contai ner
and shoul d be consistent with the storage tinme on the | abel of
such container; 5) nethod(s) to be used to | abel and track
di vided products in the blood center's records.

NOTE: Procedures for labeling the aliquots should be clearly
stated in the SOP. Record keeping should be adequate to
permt tracking and recall of all conponents, if necessary.

E. Using an STCD to connect additional saline or
anti coagul ant |ines during an autonmated pl asmapheresis
pr ocedure

SOPs for such procedures shoul d be devel oped and records
mai nt ai ned consistent with the instrument manufacturer's
directions for use, but |licensees need not have FDA approval
in order to institute the procedures.



F. Using the STCD to attach processing sol utions

When using an STCD to attach containers with processing
solutions to washed or frozen red blood cell products, the
dating period for the resulting products is 24 hours, unless
data are provided in the formof |icense applications or
application supplements to CBER to support a |onger dating
period (21 CFR 610.53(c)). Exenptions or nodifications nust
be approved in witing fromthe Director, CBER (21 CFR
610.53(d)).

G Using an STCD to add an FDA-cl eared | eukocyte reduction
filter

Sone | euko-reduction filters are not integrally attached
to the whole blood collection systens. SOPs for use of an
STCD for pre-storage filtration should be consistent with
filter manufacturers' directions for use.

Leukocyte reduction prior to issue constitutes a major
manuf act uri ng change. Therefore, for new | eukocyte-reduced
products prepared using an STCD, manufacturers nust submt
product |icense applications or application supplenents to FDA
and await approval.

H.  Using an STCD to renove sanpl es from bl ood product
containers for testing (e.g., using an STCD to obtain a sanple
of platelets froma container of Platelets or Platelets,
Pheresis for cross matching).

| f the volune and/or cell count of the product after
sanple withdrawal differ fromwhat is stated on the origina
| abel or in the circular of information, the |abel on the
product should be nodified to reflect the new vol unme and/ or
cell count. For exanple, sanples nmay not be renoved that
reduce the platelet count of a unit of Platelets to |less than
>5.5 X 10%° platelets (21 CFR 640.24(c)).

Addi ti onal comments

SOPs shoul d include special instructions for product
di sposition if subsequent inspection of the weld reveal s signs
of | eakage or air bubbles.

The preparation of non-standard bl ood conponents using an
STCDis limted to research settings only, and should be
conducted only under an investigational new drug exenption.



Addi tional Information

An appendi x has been included with the currently approved
dating periods for blood conponents and source plasma [21 CFR
610. 53) and currently recommended dating periods for autonmated
pl at el et pheresi s products (see Revised CGuideline for
Coll ection of Platelets, Pheresis, issued COctober 7, 1988).

Thi s nmenorandum has presented general guidance as well as
specific information and exanpl es concerni ng specifications
for subm ssion of applications and application supplenents to
t he FDA addressing use of an STCD. If further questions arise
concerning appropriate use of an STCD, concerns shoul d be
directed to the Center for Biologics Evaluation and Research
in witing.

Techni cal questions should be addressed to

Di vi sion of Hematol ogy, HFM 330

O fice of Blood Research and Revi ew

Center for Biologics Evaluation and Research
1401 Rockville Pike

Rockvill e, MD 20852

Application forns and | abeling transmttal forns may be
obt ai ned from

Di vision of Blood Applications, HFM 370

O fice of Blood Research and Revi ew

Center for Biologics Evaluation and Research
1401 Rockville Pike

Rockville, NMD 20852

Phone: (301) 594-2012

FAX: (301) 594-1973

Kat hryn C. Zoon, Ph.D



APPENDI X

USE OF AN APPROVED STERI LE CONNECTI NG DEVI CE (STCD) I N BLOOD
BANK PRACTI CE

Currently Approved Dating Periods for Bl ood
Conmponents and Source Pl asma
21 CFR 610.53

PRODUCT DATI NG PERI GD

Cryopreci pitated AHF 12 nonths fromthe date of
col l ection of source bl ood,
provi ded | abel i ng recommends
storage at -18 C or col der

Pl asma products:

Fresh Frozen Pl asma 1 year fromdate of
col | ection of source bl ood
(-18 C or col der)

Liquid Plasma a) 26 days fromdate of
coll ection of source bl ood
(between 1 and 6 C).

b) 40 days fromthe date of
col | ection of source bl ood
only when CPDA-1 solution is
used as the anti coagul ant
(between 1 and 6 C).

Pl asna 5 years fromthe date of
col | ection of source bl ood
(-18 C or col der).

Pl atel et Rich Pl asma 72 hours fromtime of
col |l ection of source bl ood,
provi ded | abel i ng recommends

storage between 20-24 C or
between 1 and 6 C. 5 days
if certain approved

contai ners are used (20-24
O .

Source Pl asma 10 years (at the recommended
storage tenperature stated
on the | abel.



Pl atel ets 72 hours fromthe tine of
col l ection of source bl ood,
provi di ng | abeling
recommends storage at 20-24
C or between 1-6 C. 5 days
if certain approved
contai ners are used
(20-24 O).

ACD Red Bl ood Cells a) 21 days fromthe
col | ection of source bl ood,
provi di ng | abeling
reconmmends storage between 1
and 6 C and the hernetic
seal is not broken during
processi ng.

b) 24 hours after plasna
removal , providing |abeling
reconmmends storage between 1
and 6 C and the hernetic
seal is broken during

pr ocessi ng.

CPD Red Bl ood Cells a) 21 days fromthe
col l ection of source bl ood,
provi di ng | abeling
recommends storage
between 1 and 6 C and the
hernmetic seal is not broken
during processing.

b) 24 hours after plasma
removal , providing |abeling
recommends storage between 1
and 6 C and the hernetic
seal is broken during

pr ocessi ng.

CPDA-1 Red Bl ood Cells a) 35 days fromthe
col l ection of source bl ood,
provi di ng | abeling
recommends storage between 1
and 6 C and the hernetic
seal is not broken during
pr ocessi ng.



b) 24 hours after plasma
removal , providing |abeling
recommends storage between 1
and 6 C and the hernetic
seal is broken during
processi ng. Red Blood Cells
24 hours after renoval form
Degl ycerol i zed storage at -
65 C or col der, provided

| abel i ng recommends storage
between 1 and 6 C.

ACD Whol e Bl ood 21 days from date of
col | ection, providing
| abel i ng recommends storage
between 1 and 6 C.

CPD Whol e Bl ood 21 days from date of
col | ection providing
| abel i ng recommends storage
between 1 and 6 C

CPDA- 1 Whol e Bl ood 35 days from date of
col | ection providing
| abel i ng recommends storage
between 1 and 6 C

Currently approved dating period for automated

pl at el et pheresi s products according to the Revised Guideline
for the Collection of Platelets, Pheresis issued October 7,
1988.

Pl atel ets, Pheresis 24 hours if collected in an
open system

Pl atel ets, Pheresis 5 days if collected in a
functionally cl osed system



