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DIRECT HEALTHCARE PROFESSIONAL COMMUNICATION

To: Physicians/Prescribers in transplant centers in Israel who may perform HSCT
From: BMS Israel Medical director

Subject: PTLD or CMV reactivation in Patients Undergoing Unrelated-Donor Hematopoietic Stem
Cell Transplantation (HSCT) with Intravenous ORENCIA in Israel

n'7910n1 (abatacept) n'o1xa win'w jnra CMV 1k EBV %w nix1ann? nnwanin 1% yTn 2:30 'R NIXY? N1 anan
.28 n7Nwn 2701 0'kan? yarr anann L(HSCT) oTn n2wn Yw uta '8N NYNwin 0Navn

n9nn [oaxn ™1 Yynw nynn nuan?y (CNI) calcineurin aauni methotrexate (MTX) by 219'wa abatacept 1 winwa
Post-transplant ix nw72i9 CMV it 01 oaio o ny EBY ik CMV %2 nixqann jponn ,(@GVHD)
.vain 219'0 [N 0a 2 EBV ix CMV nixaann a1 11oa 721pwy we lymphoproliferative disease (PTLD)

oxnna 07aiwna CMV 1 EBV nixnann anx apy aGVHD nunana abatacept 2w win'win nx ooaaw Il nva 1pnn
NIXI9NN NYUINAYT N1 'DIR 219'D 7w NN Y701In N'011INA 719'DN N2'NN 197 . 'RI9N 127102 NIANAN NIMI9 NIpopal
AT D'WTIN 6 JwnY D91LN N APYYL Yonin 2 1na .EBV-associated PTLD nunanY nynwian [ntn o'wTin 6 \wn EBV
DD wxiaw CMV-n quma 179% nimibnon niprman niNvma nivn 877 ,CMV 2w nix1ann Ik DT T X7 nenn

.CMV -0 921 %% niX19nn IN DIN'T? V1IN 219'0 [N 21pw7 21 .00NI0 7Y [DE DYNN 7Y [0,R7Nwnn

Further details:

Bristol-Myers Squibb as requested by the lIsrael Ministry of Health, is issuing a Direct Healthcare
Professional Communication (DHPC) in Israel to communicate important safety information regarding
ORENCIA IV for prophylaxis of acute graft versus host disease (@aGVHD) in combination with a calcineurin
inhibitor and methotrexate, in adults and pediatric patients 6 years of age or older undergoing
hematopoietic stem cell transplantation (HSCT) from a matched or 1 allele-mismatched unrelated-donor.
The DHPC is being distributed to transplant centers in Israel who perform HSCT from a matched or 1
allele-mismatched unrelated-donor and other appropriate healthcare professionals.

In a study in adults and children above the age of 6 undergoing unrelated-donor HSCT with ORENCIA IV,
reactivation of Epstein-Barr Virus (EBV) and Cytomegalovirus (CMV) were reported.

Post-Transplant Lymphoproliferative Disorder (PTLD) occurred in patients who received ORENCIA for
aGVHD prophylaxis during unrelated HSCT. Of 116 patients who received ORENCIA, 4 patients (3.4%)
experienced PTLD. All the PTLD events were associated with EBV infection. Three of the four patients
were EBV serology positive at baseline; one patient had negative baseline EBV serology with donor EBV
serology unknown. Three of the 4 patients discontinued acyclovir prophylaxis at day 30 post-transplant.
The range of time to onset of the events was 49 to 89 days post-transplant. Monitor patients for EBV
reactivation in accordance with institutional practices.

Before administering ORENCIA, administer recommended antiviral prophylactic treatment for Epstein-
Barr Virus (EBV) reactivation, and continue for six months following HSCT to prevent EBV-associated
PTLD.

CMV invasive disease occurred in patients who received ORENCIA for aGVHD prophylaxis during unrelated
HSCT. Of 116 patients who received ORENCIA, 7% experienced CMV invasive diseases up to day 225 post-
transplant. All the patients who experienced CMV invasive disease were CMV serology positive at
baseline. The median time to onset of the event was 91 days post-transplant. CMV invasive diseases
predominantly involved the gastrointestinal tract.
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Monitor patients for CMV infection/reactivation for 6 months post-transplant regardless of the results of
donor and recipient pre-transplant CMV serology.

Consider prophylactic antivirals for Cytomegalovirus (CMV) infection/reactivation during treatment and
for six months following HSCT.

Please refer to the PRODUCT INFORMATION, for a complete discussion of the INDICATIONS,
CONTRAINDICATIONS, WARNINGS, PRECAUTIONS, ADVERSE REACTIONS and DOSAGE and ADMINISTRATION.
Link to Orencia Prescribing Information:
https://mohpublic.z6.web.core.windows.net/IsraelDrugs/Rishum01_5_947785522.pdf

Bristol-Myers Squibb is committed to ensuring Orencia is used safely and in accordance with the Product
Labeling. Any suspected adverse events should be reported to the Ministry of Health according to the
National Regulation by using an online form https://sideeffects.health.gov.il/

If you have further questions, require additional information or would like to report adverse events to
BMS, please contact BMS MEDICAL INFORMATION DEPARTMENT at 1809-388-054 (a toll free number) or
medinfo.Israel@bms.com

Dr. Nitsan Gal,
BMS Israel Medical Director
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