AREEE : 28%H1105
WFZERREA, BRI U B RIE & i T L7258 0 NN A FEHRICE T 540158
EXERIME R A IR E S
YA A AU

F—U—F  ERMERE, ARTERE. NERNAEESR. DENREGLE
WFIERR

(e D =

MR IMR B R 1Tk U TP RiE 2 B & 3 2 B3 TIREBEMSI 2o 2 L 23% < [
LA U CHFO AENEEENERECT 2 2 L35, £, RERGLHEA MulLE R
EORHINRAEEREZFR LB bHE SN TWD, HEOOENRRE I b RiE 428
AT DA RS DHAFHLE TH 60 COREI N DAY, VMR S8 I3k i %
DOFRIEFNG NN 5 Z NI D, Lo L, EHEREREE IR 2 RE%Z O
HAPENA FFRIZOW T REBURRBIZEZITTE 21T > TV D CRITA 722 < | St % & BHE D FIE
ROV A7 WA OHPRIIRIZTETOROONRERTH 5,

[kF5 & J5ik]

2011 4F 1 A5 2015 4F 12 H £ TORNCS, HIEMEEHREEARTO A PENRHT 2 B B9 i
AT DD ORI TUR 2522 LTo SR BEIE, B Y N, Aifs, B8R ek
FERE ARG L L, AUFFRESA RO OENAEFRORIERI 2 HZ AR E ITHRFT Lz, )
EMb A RER MG O 2 [ B ORIFERIGERTE TR MM & U, JREEORE, ik
BRAEME., thEOFE, MHlk LOFERE L NENGEFS L OEL O Lz, SRR
IZFT TIAEHIRIENBA SN TWEBE L B A7 3 27 3 13— MUAILHT RANK Hrikfl]
DEERED & 5 BEIIRGH L LT,

[t R

YR 222 Llodii i BT 186 4 (51 108 4, &M 78 4) D H B, HIEHLFIRILE
ANBRICOENEERLERDTOFX 234 (12.4%) Thol-, NENFEEREGORE &L
FAERNZHR R D AT S 72 2 & & ORICABRBEEITR D 2o T, ABENAEFERONR



(X D FER R SR 2 O EIEADS 10 4 (43.6%) & TH Y | IRWT HZEREIESR 7 4 (30.4%) |
APERIE 3 4 (18%) DIATH -7z, ZD 3 £41E, Ul LI ALFERIEAr ¥V a— LDz
Rt e TR AW LIIEBICh o 7o, $RIEAMT 472 67 il 3 fi (4.5%) (22K
QR RTIA YTy MaRdile, AENAEFZEZRDIZ 23 4% 156 4 (656.2%) DSFhEBIE
HZ L R EREL D Fe AR Y 100/ p LR 27~k LCH Y L 9 B 3 A DMUSEZ 42 U Tz, — 77,
B EREE D B IRAE DY 100/ w L LA EORECIFBUIIEIZ E > 7N /e < . AEFRIIRATIC L
EE-o>TWi,

[

ARET Tl WML RES RN 2 T35 2 & L ABFEFELORAE L ITHE R B
(FFRO Do 7z, BEMEMEEER B TIL O ENRE BN EHIE(L L, AL FRIED R TICH B %
52226 HD720, BE~OE KPR IR I D FENRY B I ENE - REE AT
WZBRE L TR RBEWIVRIE SN2, Fo. i PERED B 128D U 72 S & I3 IUILSE 2 35 %8

TOWREMES & D7D, ALFIRER S AENZEERSBIET OULER D D LEZ b,

¢ LPREMICEBEREL-EELERB B E1864LORNFTEFEROAR

BIE Bt kit mEm o LUCHRIED
E)o i E 53 45 98 53 10
SRt AHE 25 16 41 22 2
SRR L 10 6 16 8.6 6
W R A I 11 3 14 7.5 2
S UMIAY =Tk 4 5 9 4.8 3
B #iEE a mRx 3 1 4 2.2 0
1 Se DAY A=TiE S 2 1 3 1.6 0
SRS M 0 1 1 0.5 0

abt (58%) (agoy 186 100 (124%)

PIRCEEER 16~938 (R {E 668)



¢ PJEEERERICBO-ORARTEEROAR

ARAEEER BEX %
BmICBRBLELD WEAXOEE *1 6 43
WEALDME *2 4
7 PR B 3% 7 30
mliid 2 3 13
P MR 5 2 8.7
FS4V7yh (EIEE %) 1 4.3
LEMICRELE=E0  BunfE (O RERH B HEEE) * 3 (3) (13)
1.1 23 100
* 1 IRELT-BB AL & (X MBAR

* 2 YHT B IEBEBERTCa—Lhs, FEIEETHT IR ABRRE BT HEFLEI o 1-5EH
* 3 UFEEEHI D55 . 15 (iR, 200X A JDHEE (* 2) THoTl=

& EFRBRBHSA-ORRNFTEFEROSEER R EMME~DBIT

MEHLERER D ARABRRE

ANC #3 BEN NRAEEES BREL-RnE
<100/pL 42 15 3
100/pLS 144 8 0
a8 186 23 ;

(12.4%) (1.6%)

*3 ANC (Absolute Neutrophil Count: #xtiFchER¥) : AR RO RIEE

(B R A M ]
FIEMLEAE DB B M 52E B ObFEREBMKERMET



Subject No.: 28-1105

Title: Oral adverse event in patients with hematologic malignancy receiving chemotherapy: A
retrospective cohort study in Japan

Researchers: Yasuyuki Shimada, Yutaka Maruoka

Key word: Hematologic malignancy, Chemotherapy, Oral adverse event, Dental focal infection
Abstract:

Statements of the problem

The oral cavity is a potential infection site in patients undergoing immunosuppressive therapy.
These patients are more susceptible to systemic infection, particularly those who need
chemotherapy for hematologic malignancies. Many dentists find it difficult to select an approach
for dental focal infection in these patients. Although there is some literature assessing oral health
in patients undergoing chemotherapy or pre-hematopoietic stem cell transplantation, these
patients had already experienced adverse effects of chemotherapy, making it difficult to interpret
the effect of dental treatment. Tooth extraction is a common surgical procedure performed to
eliminate dental focal infection, and it carries a risk of perioperative surgical site infection (SSI).
Although the frequency of tooth extraction-associated SSI is <56% in healthy individuals, it may be
increased in patients with hematologic malignancy

Patients and methods

We conducted a retrospective cohort study using the medical records from the Department of Oral
and Maxillofacial Surgery, Center Hospital, National Center for Global Health and Medicine
(NCGM) in Japan. We selected patients with hematologic malignancies (multiple myeloma,
malignant lymphoma, leukemia, and myelodysplastic syndrome) who received their first cycle of
chemotherapy at the Division of Hematology, Department of Internal Medicine, NCGM from
January 2011 to December 2015. All patients were required to have an oral health care and dental
treatments including a tooth extraction. We excluded patients who had already received
chemotherapy, a bisphosphonate, or a RANK ligand inhibitor (e.g., denosumab) before the study

period. We obtained clinical data included charts, panoramic radiographs, and result of blood tests



to evaluate the health status before and after chemotherapy. We observed each patient from the
start of the first cycle antineoplastic chemotherapy to just before the start of the second cycle.
Results

A total of 365 patients with hematologic malignancy visited the NCGM during the study period.
After exclusion, we identified 186 patients (108 men [58.1%], 78 women [41.9%]) with a median of
66.0 (range, 16 to 93) years at first visit (Table 1). Of these, 23 patients (12.4%) experienced oral
adverse events after chemotherapy. The most frequent adverse event was the aggravation of
marginal periodontitis on an unrelated to the surgical site (n = 10; 43.5%) followed by oral
mucositis (n=7; 30.4%) and dry mouth (n=3; 13.0%) (Table 2). Three of 67 dental extraction cases
(4.5%) had a SSI or a dry socket. Among the 23 patients with oral adverse events, 15 patients
(65.2%) with under 100/pL neutrophil count during the follow-up duration tended to cause more
severe oral symptoms and accompanied by systemic morbidity such as a sepsis (n=3; 13.0%) (Table
3).

Conclusions

In the present study, nearly half of the patients with oral adverse events had an aggravation of
marginal periodontitis. Because the inflammatory findings associated with chemotherapy may
lead to sepsis in the patients with a decreased neutrophil count in particular, medical and dental
specialists should pay close attention to oral health status in patients with hematologic
malignancy. Further, statistical analysis is required to investigate the various potential risk

factors.



Table 1. Distribution of hematologic diagnosis and oral adverse events

Hematological diagnosis Male Female Total % Oratle‘alg'\‘/frse
Malignant Lymphoma (ML) 53 45 98 52,7 10
Multiple Myeloma (MM) 25 16 4 22.0 2
Acute Myeloid Leukemia (AML) 10 6 16 8.6 6
Myelodysplastic Syndrome (MDS) 11 3 14 7.5 2
Acute Lymphoid Leukemia (ALL) 5 4.8 3
Chronic Myeloid Leukemia (CML) 1 2.2 0
Chronic Lymphoid Leukemia (CLL) 2 1 3 1.6 0
Mixed Phenotype AcuteLeukemia (MPAL) 0 1 1 0.53 0

Total 108 78 186 100 23

Table 2. Details of adverse events after the first cycle of chemotherapy

Adverse event p':t?éﬁ: s %
Local Aggravation of marginal periodontitis # 1 6
Aggravation of marginal periodontitis 3 2 4 #
Stomatitis 7 30
Dry mouth 3 13
Surgical site infection 2 8.7
Dry socket (A) 1 4.3
Systemic  Sepsis associated withoral flora (3) (13)
Total 23 100

# 1 Unrelated to tooth extraction site

# 2 Patients who were not performed tooth extraction owing to the tight
chemotherapy schedule

Table 3.

Incidence of adverse event from the perspective of neutrophil count

Absolute neutrophil count # 3 No.of Oraladverse Systemic

patients event infection
<100 L 42 15 3
100u L= 144 8 0
Total 186 23 3

# 3 Minimum value during the observation period (the number of days from the start of the first cycle to

just before the start of the second cycle of antineoplastic chemotherapy)
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