FROM

QUAD SERVICE MMQC FT DETRICK MD//USAMMA/AFMLO/NMLC//

***PRIORITY***MESSAGE RELEASED: 01/17/2012

kKo KK KKK KRRk |\ CLASS | FJED** % % % %% ok ok ok ok %

SUBJ: MMQC-12-1018

CHANGES TO PACKAGE INSERTS FOR METHOTREXATE PRODUCTS FOR INTRAVENOUS ADMINISTRATION
/ FDA MEDWATCH

01. EXCERPT FROM FDA MEDWATCH.

ADDITION OF NEW SAFETY INFORMATION TO METHOTREXATE PACKAGE INSERTS

THIS IS TO INFORM YOU OF CHANGES THAT HAVE BEEN MADE TO THE PACKAGE INSERTS FOR
METHOTREXATE PRODUCTS FOR INTRAVENOUS ADMINISTRATION. THE FOLLOWING HAS BEEN ADDED
TO THE WARNINGS SECTION OF THE LABEL:

WARNINGS

USE CAUTION WHEN ADMINISTERING HIGH-DOSE METHOTREXATE TO PATIENTS RECEIVING PROTON
PUMP INHIBITOR (PPI) THERAPY. CASE REPORTS AND PUBLISHED POPULATION PHARMACOKINETIC
STUDIES SUGGEST THAT CONCOMITANT USE OF SOME PPIS, SUCH AS OMEPRAZOLE, ESOMEPRAZOLE,
AND PANTOPRAZOLE, WITH METHOTREXATE (PRIMARILY AT HIGH DOSE), MAY ELEVATE AND PROLONG
SERUM LEVELS OF METHOTREXATE AND/OR ITS METABOLITE HYDROXYMETHOTREXATE, POSSIBLY
LEADING TO METHOTREXATE TOXICITIES.



IN TWO OF THESE CASES, DELAYED METHOTREXATE ELIMINATION WAS OBSERVED WHEN HIGH-DOSE
METHOTREXATE WAS CO-ADMINISTERED WITH PPIS, BUT WAS NOT OBSERVED WHEN METHOTREXATE
WAS CO-ADMINISTERED WITH RANITIDINE. HOWEVER, NO FORMAL DRUG INTERACTION STUDIES OF
METHOTREXATE WITH RANITIDINE HAVE BEEN CONDUCTED.

FULL PRESCRIBING INFORMATION IS AVAILABLE AT: HTTP://WWW.ACCESSDATA.FDA.GOV
/DRUGSATFDA_DOCS/LABEL/2011/011719S117LBL.PDF

HEALTHCARE PROFESSIONALS SHOULD REPORT ALL SERIOUS ADVERSE EVENTS SUSPECTED TO BE
ASSOCIATED WITH THE USE OF ANY MEDICINE AND DEVICE TO FDA S MEDWATCH REPORTING SYSTEM
BY COMPLETING A FORM ONLINE AT HTTP://WWW.FDA.GOV/MEDWATCH/REPORT.HTM,

BY FAXING (1-800-FDA-0178) OR MAILING THE POSTAGE-PAID ADDRESS FORM PROVIDED ONLINE, OR
BY TELEPHONE (1-800-FDA-1088).

02. PASS MSG TO MEDICAL LOG OFCRS, CMD CHANNELS, PHARMACY, CLINICAL STAFF, MED STAFF,
CRITICAL CARE MEDICINE, EMERGENCY MEDICINE, RISK MANAGER, SUPPLY OFCRS, AND SUPPORTED
ACTYS/CTRS.

03. AUTHORITY: DODD 5105.22 AND DODD 6025.13. ADDITIONALLY:

A. ARMY: SEE ARMY REGULATION (AR) 40-61, 28 JANUARY 2005, CHAPTER 4, AND THE DEPARTMENT OF
THE ARMY SUPPLY BULLETIN (SB 8-75-11) FOR APPLICABLE POLICIES AND PROCEDURES.

B. AIR FORCE: AF ACTIVITIES WILL TAKE ACTION AS PRESCRIBED IN AFl 41-209, MEDICAL LOGISTICS
SUPPORT, CHAPTERS 3 AND 9. FOR MAJCOMS & NGB--THIS MSG HAS BEEN TRANSMITTED TO ALL
DESIGNATED SUBORDINATE MEDICAL ACTIVITIES.

04. SERVICE SPECIFIC POCS ARE AS FOLS (FAX NOS. ARE AVAILABLE 24 HRS);



ARMY: TELEPHONE COM: 301-619-4300, DSN: 343, FAX: 4468,

E-MAIL: QUADSERVICEMMQC@AMEDD.ARMY.MIL

ARMY MEMBERS MAY SUBSCRIBE TO DOD MMQC MESSAGES AND MANY OTHER TOPICS AT THE
FOLLOWING WEBSITE:

HTTP://WWW.USAMMA.ARMY.MIL/ASSETS/APPS/NALA_QAWEB/NALA_INDEX.CFM

CLICK ON "SUBSCRIBE TO MMQC MESSAGES HERE."

USAMMC-E: TELEPHONE COM: 011-49-6331-86-7118/7181, DSN: 495-7118, FAX: 6218,

E-MAIL: USAMMCE_QA@AMEDD.ARMY.MIL

AIR FORCE: TELEPHONE COM: 301-619-4170, DSN: 343, FAX: 2557

EMAIL: AFMOA.SGALC@DETRICK.AF.MIL

AIR FORCE MEMBERS MAY SUBSCRIBE TO THE DOD MMQC MESSAGES AND RECEIVE EMAIL
NOTIFICATIONS DIRECTLY FROM USAMMA WHEN THEY ARE PUBLISHED AT THE FOL WEBSITE:

HTTPS://MEDLOG.DETRICK.AF.MIL/, GO TO "SITE SETTINGS" AND CHECK "SUBSCRIBE TO MMQC
MESSAGES."

NAVY: TELEPHONE COM: 301-619-3085, DSN: 343, FAX: 3087,

EMAIL: MMQC2 @MED.NAVY.MIL

NAVY MEMBERS MAY SUBSCRIBE TO RECEIVE DODMMQC MESSAGES AT
HTTP://WWW.USAMMA.ARMY.MIL CLICK ON "SUBSCRIBE TO MMQC MESSAGES."



