Issues 1dentified after the establishment of the ITAE task team
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Table 1. Backgrounds of patients reported to PMDA
n=59
. : : The irAE rate of G3 or higher by pembro was previously reported to be 14.3%
In May 2018, our hospital formed an immune-related adverse events (irAEs) (r,:gee) (437_%6) (817/5,707 cases) for mon?)theray i and 26.0% I(Ol 692/6 %/03 Fc):ases) Yo ’
task team, which includes an outpatient pharmacist office, for the early detection Se?( 48/11 bi e h D Althouah by | PNy ! ole in th
and treatment of irAEs. The following activities are conducted in the hospital: the maleffemale (%) (81.4/16.6) combination therapy™. Although a s(|)mp € comparison Is not possible in the
creation of monitoring reports using protocol-based pharmacotherapy Medical department T present study, these rates were 8.8% of monotherapy cases (7/80 cases) and
management, the unification of laboratory tests, the creation of outpatient triage e ] N R T 26/16/14/2/1 _ _ 9.4% of combination therapy cases (5/53 cases) at our hospital, indicating that
sheets, the creation of a HBV reactivation prevention system, the revision of Breast/Gynecology (44.1/27.1/23.7/3.4/1.7) Table 3. Background of patients who received ate+bev therapy in-hospital maintenance efforts undertaken by the irAE task team were effective.
hospital standards, the sharing of irAE cases at cancer chemotherapy committee Carcinoma Resection is not possible total irAE group  non-irAE group In addition, 82.9% (29/35) of patients who received an immediate intervention
meetings, reporting to the Pharmaceuticals and Medical Devices Agency (PMDA), Lung/renal/esophageal/stomach/liver/bladder/colon/ (23.7/18 6/1é4é/1111/8$/71q/g;§/ égl 1/3 413.4/1.7) for hepatocellular carcinoma n=43 n=36 n=7 P by the pharmacist recovered from their symptoms, suggesting that the
and in-hospital workshops. Specific interventions by pharmacists include bile duct/breast/uterine ST T S S e Median Age 77 78 75 0.429 pharmacist played a role in team medicine.
Screening and drug gUidance prior to administration at the time of initial induction, By drug 20/19/6/5/3/2/2/1/1 (Range) (57-89) (58-89) (57-86) ' Among adverse events, colitis was the most common, followed by liver injury
and the monitoring of adverse events at every second Inductlon and thereafter. n|vo/pembro/at?dbev/n|vo+|p|/atfe/du|r|+treéave/n|vo+cabo/dur (33.9/32.2/10.2/8.5/5.1/3.4/3.4/1.7/1.7) Male?lfé(male (9033;;1 . (9135;3 . - 673;14 . 0523 and pulmonary inflammation. The reported mechanisms of irAEs include T cell
However, there have been a number of serious cases since then, and the 5 VEIEE GYEITES el £Vl gElise . (19 (19 15 activation against normal tissues, the induction of inflammatory cytokines,
contribution of pharmacists remains unclear. In the present study, we investigated CoI|t_|s_/hepat_oto>_<|C|ty/pneumonl_a/hyp_oadrenallsm/ N 14/8/716/6/5/4/3/3/ Age 29/14 25/11 4/3 0.410 increased autoantibody production, and damage by anti-CTLA-4 antibodies?
the challenges of pharmacist work through the irAE cases at our hospital that led hypothyroidism/skin disorders/hypopituitarism/gastroenteritis/ 2/2/2/2/2/1/1/1/1/1/1/1 Older than 75/Younger than 75  (67.4/32.6)  (69.4/30.6)  (57.1/42.9) ! : ) € A / _ :
to the PMDA report IR/pancreatitis/cholangitis/renal disorders/arthritis/type | (19.2/11.0/9.6/8.2/8.2/6.8/5.5/4.1/4.1 Child-Pugh Classification 39/4 33/3 6/1 CoE IrAEs also frequently occur in the skin, gastrointestinal tract, liver, and
' diabetes/encephalitis/iris ciliary body inflammation/ 2.712.7/2.7/12.7/12.7/1.4/1.4/1.4/1.4/1.4/1.4/1.4) A/B (90.7/9.3) (91.7/8.3) (85.7/14.3) ' endocrine tract. The majority of skin disorders are mild G1-2. Endocrine
myasthenia gravis/thrombocytopenia/myositis/psoriasis/PMR Hepatitis 2/17/24 2/14/20 0/3/4 0.539 disorders may be controlled by replacement therapy?.
By Grade 2/1/24/29/2/1 HB\{/HCV/NBNC (4.7/39.5/55.8) (5.6/38.9/55.6) (0.0/42.9/57.1) In unresectable hepatocellular carcinoma cases that received ate+bey,
Grade 3 h',1/hZ/3/4é5 t (AL TR R AT Dosing 7“"“(; date 31§12 26§10 5;2 0.644 median survival was slightly longer in the irAE group than in the non-irAE group
y rade S or igher adverse events. " 6/6/4/3/3/3/2/ _ 1stzn (r2.1/27.9) — (72.227.8)  (71.4128.6) (p=0.002) . The incidence of irAEs in the present study, for which a causal
Colitis/hepatotoxicity/pneumonia/skin isorders/gastroenteritis/ 1/1/1/1/1/1/1/1/1/1 Efficacy mRECIST 13/30 11/25 2/5 0.648 lati hi tbh led out. differed f th | ted b
hypoadrenalism/type | diabetes/renal disorders/IR/PMR/ (16.2/16.2/10.8/8.1/8.1/8.1/5.4/ PD/non-PD (30.2/69.8)  (30.6/69.4) (28.6/71.4) ' rElEbiels 'F)Arcanm) . € ruied out, differed irom the values reporned by
hypothyroidism/arthritis/myositis/thrombocytopenia/ 2.712.712.7/2.7/2.7/2.7/2.7/2.7/2. /2 7) Concomitant medications Oral 23/0/20 20/0/16 3/0/4 56 !:Ul_(USh|ma )_and D Alessio® (21.3 and 71%, reSpeCtW?'Y)-_ However, the _
h d myasthenia gravis/encephalitis/pancreatitis I PPIs/antibiotics/none (53.5/0/46.5) (55.6/0/44.4) (42.9/0/57.1) incidence of irAEs in the present study was 83.7%, which is consistent with
Met 0as Severity 16/43 longer OS in the irAE group. irAEs in IMbrave150 with undeniable causality was
Non-serious/serious (27.1/72.9) 83.9%9), which is in accordance with the present results. If irAEs are a favorable
Pharmacist |ml\r|r;(73:;18te intervention (402471;22 3 prognostic faCt()Yg for ICI treatment, they must be managed correctly. As reported
_ _ _ _ : o . . ' ' by Medina et al”), the pharmacist’s role must be fulfilled, including knowledge of
The PMDA report included patients diagnosed with cancer between January Contents of the immediate IRtervention by the phatmacist 10 irAEs, monitoring and management of adverse events, and patient education
: . . . . Drug withdrawal/prescribing/other department consulting/drug , g g , P .
2021 and April 2024 who received the following drugs as single agents or in : g : 9/6/5/5/4/3/2/1
bination: nivol b . broli b b i b withdrawal/ prescribing/other department consulting/ (25.7/17.1/14.3/114.3/11.4/8.6/5.7/2.9)
combination: nivolumab (nivo), pem ro_lzuma (pem ro),_ _a_tezo |zum_a_ (ate), prescribing/ other/prescribing/other/ prescribing/ testing/ ' ' ' ' T .
durvalumab (dur), avelumab (ave), tremelimumab (tre), and ipilimumab (ipi). other department consulting/other department consulting o5 IrAE
The, carcinoma, drug, adverse event, survey items included age, sex, Situation at the time of iIrAE manifestation 34/16/9 ' M without
departmentseverity of the adverse event, presence of a pharmacist intervention, Regular visits/Coming to the hospital by oneself/during M1 With .
i i i i i hospitalization ENEZTTE) © —— Without-censorin C I
details on pharmacist suggestions, circumstances at the time of occurrence of the ~ hosp n S L Winceconn 9 onciusion
irAE, and multiple irAE complications and outcomes. Multiple 'rA:';;/imp“Ca“O”S - /i’g’g/%l . € os
The study period for the relationship between the occurrence of irAEs and the o ©®. 53/'4/2 4) 3
prognosis of patients treated with ate+bev for unresectable liver cancer was the Recovery/slight recovery/death (89.8/6.8/3.4) % While IClIs are expected to be effective, they are also associated with
ﬁimaet'itiiut[\i/r?é Igin?r?it:gggjr?egﬁ?ce:c’: ag:ﬁ(;hgor?chcl)lr?]_i;li]?hmcé?jiscszla?i((:)?sor(]é)rre]xllsmrrgtoorf 2 o +— serious irAEs. A system for the early detection of irAEs and the provision of
Rl ’h'b't Sy ' | t')t/)" ¥ Of the ad s that P d Table 2. Example of response after irAE manifestation S safe cancer drug therapy is needed. Since symptoms were relieved by an
pump inhibitors (PPIs) or oral antibiotics). SRS G E SIS Stuation atthe . ———— . © immediate intervention by a pharmacist in 82.9% (29/35) of patients, the
during the study period, irAEs were those that were judged to be causally related AES G time of irAE IrAE by Medical Out  Post-onset pharmacist plays a role in team medicine. In addition, the inauguration of the
to ICIs by the physicians in charge of _the patlent_s. _The severity of irAEs was manifestation = XPression status SRS treatment  come course 0.2 task team for irAE measures will promote the appropriate use of ICls. On the
evaluated based on the Common Terminology Criteria for Adverse Events ver. R Comingto | oo I other hand, the development of countermeasures against combined
5.0, and irAE occurrence was defined as any grade (Grade:G). ypoadrenal o .. hoshital 05 Ol elplastiliz, Yes UV e Cantee - ] : :
e _ - p persistent fatigue replacement y immunotherapy and cross-organ use is an issue that needs to be addressed.
Statistical analyses were performed using SPSS ver.27 (SPSS, Inc.,Tokyo, by oneself
Japa_n). Patient bapkgrounds were compared between the irAE group and the Hypo- , Regular  Tests at regular visits. Ves hTof:)r;rglr?e eviated  Continuation 0 250 500 750 1000 1250
non-iIrAE Glrotel. Differences between t_he two groups were compared by t_he thyroidism visits TSH:29.4, FT4:0.77 e — survival function (day)
Mann-Whitney U test and x2 test. Survival was compared by the Kaplan-Meier . —— ST pTO -
method. The Log-rank test was used for intergroup comparisons, and a disorders 3 vigits ot Yes steEoi 4 Aalleviated Continuation Figure 1. Relationships between irAEs and OS after ate+bev R ef erences
sign?ficance level <5% was considered to be significant. _ _ Coit 2 Regular  BS4-6 3-4 times/day, y Steroids i.v. Withdrawal treatment for inoperable hepatocellular carcinoma
This study was co_nducted afte_r approval by the Research Ethics Committee of AU visits bloody stools = —Oral "€COVEY _ Resumption
the Corporate Hospital Group, Hitachi Ltd. (Approval No.2018-67). Liver . sl Labg:?;g:rg \t/class;:: at Vos Steroidsiv. ___ Withdrawal
damage visits ASpT(G3) IALT(G3) —Oral Y _, Resumption 1) Guide for appropriate use of KEYTRUDA®2024 2) PMID:29320654
Coming to the Sl _ 3) PMID:34724392 4) PMID:37023703 5) PMID:35313048
Pneumonia 3 hospital Fever, Yes pulse recovery . bosing 6) PMID:32402160 7) PMID:31694455
shortness of breath discontinuation
by oneself —Oral
Kidney Regular urinary protein 3+, Steroids Dosing . .
/ \damage s visits CRE(G2),edema(G1) ves oral €% iscontinuation / | have no COI with regard to our presentation.
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