BE : THE MATCH®

February 25, 2014

Dear Investigator:

An adverse event was reported on February 11, 2014 for a recipient enrolled in
the NMDP protocol: “A multicenter access and distribution protocol for
unlicensed, cryopreserved cord blood units for transplantation in pediatric and
adult patients with hematologic malignancies and other indications (10-CBA)".
The event involved a double cord blood unit infusion that took place on
February 11, 2014. A letter was sent to the Food & Drug Administration dated
February 25, 2014 including a description of the event. I have enclosed a copy
of the letter.

While the event was not unexpected, it was reported to FDA in an expedited
manner due to the seriousness of the event. Please notify your local IRB if
required by your institution's policy on reporting adverse events. The NMDP
IRB has been informed.

If additional information is received, you will be informed. I can be reached at
(651) 884-8534 or jmillers@nmdp.org if you have questions.,

Sincerely,

-
e S,

John P. Miller, M.D., Ph.D.
Vice President & Senior Medical Director
Donor and Cord Blood Medical Services, Quality and Regulatory Affairs

Enclosure
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February 25, 2014

Celia Witten, Ph.D., M.D.

Office Director, OCTGT

Center for Biologics Evaluation & Research
Food & Drug Adiministration

1401 Rockville Pike {HFM 700)

Rockville, MD 20852-1448

RE: BB-IND 7555-0102 RID# 217-253-7 -

Safety Report: “A Multicenter Access and Distribution protocol for Unlicensed
Cryopreserved Cord Blood Units (CBUs) for Transplantation in Pediatric and Adult
Patients with Hematologic Malignancies and Other Indications”

Dear Dr. Witten:

This is to inform you of an adverse event that occurred in a patient who received a double cord blood
unit infusion under IND# 7555 “A multicenter access and distribution protocol for unlicensed
cryopreserved cord blood units (CBUs} for transplantation in pediatric and adult patients with
hematologic malignancies and other indications,” This may be considered a possible Takotsubo
syndrome {stunned heart syndrome) event. Although Takotsubo syndrome has previously been
_described as a consequence of CBU infusion and therefore is expected, this event is being reported as
the recipient was determined to have experienced a life-threatening event,

A 40-year-old woman with MDS underwent a double cord blood transplant on February 11, 2014. Her
blood type was B negative. Conditioning regimen was Treosulfan 14 gm/m2 x 3 days, Fludarabine 40
mg/m2 x 5 days, and 2.0 Gy TBl. Concomitant medication included Acyclovir, Cyclosporine, Fluconazole,
Ondansetron, Pantoprazole, and Ursodiol. Cord Blood Unit {CBU) #1 (39-007077-0), blood type O
positive, was RBC-reduced and was processed per the cell therapy laboratory (CTL) standard cord blood
* thaw and dilute procedure. Thaw was started at 10:31, and was infused from 12:35 to 13:05 on
February 11,2014. CBU #2 {9976-9448-5), blood type O negative, was RBC-repiete and was
processed per the CTL standard cord blood thaw and wash procedure. Thaw was started at 09:47, and
was infused between 13:07 and 13:16 on the same day. At the end of the infusion of the 2nd unit, the
patient became hypoxic (02 saturations dropped to the low 80's) and developed respiratory distress.
The patient was given O2 via nonrebreather mask. Narcan 0.4 mg was given x2, as well as 250 mg
hydrocortisone. Hypoxia progressed and the patient was intubated and put on ventilator with transfer

to ICU.
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Etiology of the respiratory distress was determined to be ARDS. On the morning of 2/12/2014,
echocardiogram was done which showed an ejection fraction of 42%, consistent with stress
cardiomyopathy. Patient was extubated at approximately 16:00 on 2/12/2014. Cardlac tests showed
Troponin 1.86 at 02:00 and 1.57 at 09:00. BNP on 2/12/14 at 00:55 was 705 pg/ml. Metopropol started on
2/12/2014 and was discontinued by 2/13/2014,

TRALI workup performed and was negative for IgG HLA alloantibodies. The pre-transplant echo showed
no wall motion abnormalities and an EF of 65% so the decrement to 43% was new. There were some
areas of greater wall motion abnormalities than others, making Takotsubo possible but ischemic
changes may also have played a role in this case. Given the uncertainty, the classification of this event is
left ventricular systolic dysfunction, grade 4. This is rare but expected, serioisé, and probably related to
the product,

Please contact me if you have questions or require additional information. |can be reached at
imillers@nmdp.org, or by phone at {612) 884-8534.

Sincerely,
John P, Miller, M.D,, Ph.D.

Vice President & Senior Medical Director

Donor Medical Services, Cord Blood, Quality and Regulatory Affairs




