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¥ Clostridium difficile infection in high risk patients with hematologic malignancies

Sapna Parmar, Pharm.D. ¢ Edmund Hayes, Pharm.D., M.S. . Michael Schuster, M.D. Q\\\\ Stony Brook Medicine
N e s v L R

Objectives:
To assess the inci of Clostridium difficile infection (CDI) and of with i or ycin in high risk Incidence Initial Treatment Overall Survival (6 Months)
patients with hematologic malignancies. The goal is to develop an evidence-based protocol for management of CDI in the oncology and N (%)

ietic stem cell (HSCT) populati - Dver -~ N=76

Methods:
Data ion i a pective review of all patients with I I multiple my , and those ing stem
cell transplantation (SCT) with a diagnosis of CDI at Stony Brook University Hospital. The specific endpoints to be evaluated include: age,
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gender, underlying malignancy, type of stem cell if appropriate; the and peutic agents 20
prescribed; WBC, ANC, serum inine, and p of fever at p ion of CDI; of stem cell and 6 month - 80
overall survival 29
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77 patients with lymph multiple my , and those undergoing stem cell ped CDI during the study e " 0 — bl

77 (19.7) »

period (incidence of 19.7%). 37.6% were stem cell pients. At time of di is of CDI, 61.8% of patients presented with mild- Baseline Characteristics PO Metronidazole IV Metronidaiole PO Vancomycin PO Metronidazole IV Metroridazole  No Treatment 2%
moderate disease and 34.2% of patients presented with severe disease. The most y prescribed initial was either PO or ARQEERSAmIE, “HES SRacmln 20
IV metronidazole (43.4% and 28.9%, respectively). 51.3% of patients resolved with initial and 47.3% ienced failure. N=77 (%) o
The overall recurrence rate was 22.3%, with 25.5% in non-SCT patients and 17.2% in SCT recipients. Combination therapy was the most Treatment Outcomes . . ;
jality at (58.8%). The 6 month overall survival was found to be 75%, with a higher survival rate in those Median age (years) 60 + 15 (26-85) AllPatients Non-SCT Patients SCT Patients
who did not undergo transplantation All patients Non-SCT patients SCT patients only
) Gen':elr 4(57.1) N =76 (%) N =47 (%) N =29 (%)
Conclusion: e 33(428)
D of CDlin the gy/HSCT p i i to be a concern. Initial therapy with metronidazole may result in treatment Resolution 39 (51.3) 24 (51.1) 15 (51.7)
failures and recurrences in this high risk patient population. Stronger data are necessary to assess the optimal method of managing these
patients and to determine which therapy achi the most Underlying malignancy 1° treatment failure 17 (223) 11 (23.4) 6(20.7)
AML 26(33.7) +  Ofthe 390 patients screened retrospectively from January 2009 - January 2012, 77 developed CDI (19.7%) with an

Introduction A o 1itelute: 25 12(158) 5(106) 7(24.1) incidence of 13% in non-SCT patients and 20.5% in SCT recipients
ALL 8(103) Use of broad-spectrum antimicrobials was common during the study period with cefepime and vancomycin

. %;:st;d;ﬁn;a :i’;i‘z‘eair:iggt?;;ss‘sociated diarrhe:‘ ized cause of i ious diarrhea in healthcare settings and accounts for 20- g:::m s gg:g; Treatment failure 7(92) 6(128) 1(3.4) being employed most often (61% and 53.2%, respectively)
+ Major risk factors include prioricurrent exp to antimicrobials, advanced age (>64 years), hospitalization, severe underlyi Not treated 1(3) 121) 0(0) . Seventy two percent of patients received metronidazole as initial therapy which resulted in a 51% overall
iliness, gastric acid suppression, manipulation of the gastrointestinal tract, cancer ch py, and HSCT?* Stem cell transplantation 29(37.6) resolution of CDI
+ The cancer/HSCT i promised population p many of the af d risk factors Autologous 18(621) + Primary treatment failures were seen in 22% of patients and second-line treatment resulted in a 15.8%
« Treatment of CDI in the cancer/HSCT population is similar to that in the general population and is based on currently available Allogeneic 11(379) Recurrence resolution rate
guidelines. Comparative efficacies of metronidazole and vancomycin have not been evaluated in cancer/HSCT patients® o Il fail ith initial th 9.2% with liahtiv: hiaher Incid . SCT
CDI occurs frequently and is often severe, contributing to debilitating symp! and promised care of underlying cancer.? y V?ra ailure rate with initial therapy was 9.2% with a slightly higher incidence in non-
Stronger data are necessary to assess the optimal method of managing these patients and to ascertain which therapy (metronidazole Concomitant antimicrobials Rat patients (12.8%)
versus vancomycin) achieves the least days to resolution and most positive outcomes szmm;cm 4‘17(}3631;) L + Approximately one-fourth of patients recurred and were most commonly managed with combination
Fluoroquinolones 28 (36:7) 120 therapy (58-8%)
Ob i ectives Sulfamethoxazole/TMP 2 (312) ki + The overall survival rate was 75% and was found to be similar in non-SCT patients and SCT recipients
] Carbapenems 23(29.8) 100 5 o a
Linezolid 17 (22.1) (78.7/0 and 68.9%, respectlvely)
Primary Endpoints: Piperacillin/tazobactam 10 (12.9) 80 47
« Assess the incidence and severity of CDI in admitted patients with hematologic malignancies based on positive PCR test result atz:]':r""a'" 23'82%‘2) > 6o
for Clostridium difficile toxin : 29
+  Assess the outcome of CDI after therapy with and/or yci 40 . E B =
Concomitant chemotherapy Development of CDI in the oncology/HSCT population continues to be a concern. Initial
Cytarabine 20(25.9) 20 P A . 9y . pop 0 o A o
Secondary Endpoints: e i ol therapy with metronidazole may result in treatment failures and recurrences in this high
. . h . P . b b : i clophosphamide . . . . .
g :;em"y. oo petticagertsigivenanddeveiopmen telic) Melphalan 12(156) AlPatients  NomSCTPatients _ SCT Patients risk patient population. Stronger data are necessary to assess the optimal method of
P | Meth 11(14.3 q q n 0 o
. use of ive agents for yCDI g e managing these patients and to determine which therapy achieves the most favorable
«  Evaluate outcomes of CDI in HSCT patients Other 23(29.8) outcomes
«  Determine 6 month overall survival of patients who developed CDI Treatment

CDI Characteristics
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« Pregnant woman, children (< 18 years), and patients with diagnosis of recurrent CDI were excluded e e
« Resolution: therapy with either/both agents for a total of 10-14 days Fever > 38.0° C at diagnosis 21 (27.6)
: I.ni_:_i;llrt;eatwie‘:l;a::tellr’/e; ihErETe s 0 aBalen X’ifsilf:: ','.Lm:th count (k/mcL) (1)::135i 11 2(50((1)2;3; Authors of this p ion do not have anything to discl ing possible fi ial or i ips with i
. Use or zecond line therap\? a0 s eEilie oyl 0.79+1.78 (0.4-12.2) entities that may have a direct or indirect interest in the subject matter of this presentation
Serum creatinine at diagnosis (mg/dL) 0.7 £0.97 (0.27-7.27)

« Recurrence: need for re-treatment for CDI within 6 weeks post-initial therapy eiaSevces




