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W 5

i LA B W TELL T DI GE 2 iz,

AMPC Amoxicillin

AMR Antimicrobial resistance

ASA American society of anesthesiologists

BMI Body mass index

CDC Centers for disease control and prevention
CFPN-PI Cefcapene-pivoxil

CHAID Chi-squared automatic interaction detection
Cl Confidence interval

CLDM Clindamycin

C-statistics Concordance statistics

DOT Days of therapy

DT Decision tree

FCS-P Fully conditional specification with predictive mean matching
IE Infective endocarditis

LP Liner predictor

MAR Missing at random

MCAR Missing completely at random
MIC Minimum inhibitory concentration
NB Net benefit

NMAR Not missing at random

NNT Number needed to treat

OR Odds ratio



SSI Surgical site infection

TRIPOD Transparent reporting of a multivariable prediction model for
individual prognosis or diagnosis

VIF Variance inflation factors

X Chi-squared



P

AN (Antimicrobial resistance; AMR) (X R ICE Y fLTe N & K
TRMBETH D, AP — M, PR o R ) 7l 1O & 1%
BICE o THELD, RETEEILNEIRE E LTERT 22 EI2LD
SE A TR B DL AL O il A ) S R AN R A s s 5 Y,
Liemo T, BETDWIEME I LTI REARIHEANY L E
BT 20HEEZRERT 22 LAMEREOSHICOARNDENVWZ D, F
2. AMR O3 AE L FIHE KM A RICIZEOHBERRD BN V2 L b,
MEEOMHEHRLEELRBE LI, 20X RERPL, HAREK
JF1Z 2016 I TAMR xR 7 7 & a > 77 2 (2016-2020) | = H = L 7=,
K77 var7Io2ksE bAHETHENEICHKLTRODOE Y 7
RARY CRHEE, 7rdnd s n o REEE, LTy r I A K

RIMEE R CIRBEEOFEHNENZ N2 &b, 2L HEAITHO>W
T 2020 4D A 111,000 AM7=0 o 1 HY7= 0 offi &% 2013 4 0k %
6 50%HNINT D Z & MR EO -2l Enk Y,

L L7ens, BHAOEBHEBIZI W Tk, 2019 £ F TERAKR & LT
e 3 Rt 7 7 m AR Y RGO M R U E K A TR
DL TRZTHY . LEEEH EORHbL TN TH D 49,
L7e?d o TLAMR R SRICH S < PUE 3 EE ) o #EfE 138~ L < 2y,

PU B SO I T S M E A A RIS, A E IR % H0 T H A
AT T vy ARZ LW ERHELELTET LMD, Zb T
BT ZADOAIMNPIEIEEEEHEZHEEL, AMR MR AZE KT 560
EEZL DEEAR TSR 2872 THRPURE R 5K ISR T 2
MAEIZAEF LT,

ZAVE Tl B EIEZ BT D FAE ALY (Surgical site infection; SSI)



DFYHICIHEINTEEROE 3R 77e xR U RERE 7
J X ¥R F VL (Cefcapene-pivoxil; CEPN-PI) & X 0 Bl 72 B & 2
J MNVEATLHN=VT UCRBEETEF U 0 (Amoxicillin;
AMPC) @ SSI PRighRuE B L C&7= 9, 7=, THOHEEE LT
® CFPN-PI O 2N SSI BAEDOHEIZHFG LI DB NRGET 572012
SSI AT EET AERNSN (B2 2T v 7 BRI & 522 BfiF
M) #Ehi L7z, TOFE,. CFPN-PI ®ff H, ¥ X OV % ABE A SSI %

RS MY LK & L Chrt & vz, vt ABRIZBEfER &, F
MEEOREI, ZLTHBEREZ2LEEZEBE L TREIND 2D, SSI
FERY 27 BEmnEER T, LRI | THEBARE ik F Ik % o
SSI IZ%F LT AMPC 28 CFPN-PI XV & TRV RICENL D Z LA RH S
iz 8,

AREFIETIX, DEESE TN ICB T 2 PRIMBLEEE S O Kk %z H
L., EPNFEICID PHRAEEDORIFIC OV TERE O W%
XET DY =N ORREERA T, XL DICHTER O EAITHFZE O R K
D&, FEBRIZHKE FINICB T 5 FHIRPIE S 2 CFPN-PI 7> 5 AMPC ~
EHRLEHRERE L, WIC, SSIBAEZXETH2HRTFORE. 26
CICERRIGH 2 BR & LT, FTHBERE Wk Fil®%o SSI PHlET
NEBRFE LT, B BAELETHIET LO—RAEFTREME ., 70 6 VT

RIA AEORMA B E LT, TIET VO ERGE & R E
AT & A4T - 7= (Figure 1),

INHLOBRFHICEYD, M AeBmlicd, UTNICmiT 5,
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Figure 1. Research project of this study.



FB—FE OBEABFRICETL2FNBMNERETHAERREED
BRMREE: T ETRER S 04T

B kS

2014 2 12 A, B AREYIE Y& & AR PEIETSIX, BFEITA N T
A > (JAID/ISC Y JETE W AT A R 2014; JAID/ISC 2014 A RZ A V)
ZWET L. PERGEIC R LT, RX=2 U RN E —RIRETH
5T LRI THEH#E LD, JAIDISC2014 A KT A 1% 2016 4 4
AIZBHEXFT SR, HREPEERETI-BLTRLCLThoe, £,
2016 = 4 A, AAR(LFRIEFS L ARABERIEYS S X, ZHFETA R
T4y (WMBEBRETHHEREEEROLEDOEE DA KT 1 v,
JSCNSS HA FTA4 ) KL, WHEBIZCEWTIZ, ~=vU %
MEENE -BRETHL BRI, WTFholh A KT 1
IZBWTH, R=v U U T LAX—0bEFELRE, FHRIEKIC
AMPC 23 HE4E S Tz,

TAMR X357 7 > a > 77 > (2016-2020) | O E S LK., £ % 7o hE
RICBT2WB 2R LeREE 3 HRET7 70 2R Y RHUHE K
O H & HIJE S AMPC O FH &0 0 e v # 74 & B IR 5 I7 o BA 4R & 7F
L7 dERNBERSND X517k o7z 019, fiak o e Tk gE O o f
REZTO, THO OHFZEH I8 BB IV T AMPC D ] 2 5§
T5—H. BAMEBEMRICRONTZ DO Th o7, A1 X BLE
ZelE, KR F 2 EZR2ICITHB TRV OREBREZIERN T 252 &
NRETHY, —FBICHVZET A LEEILN TS, LER-> T,
THIRTEEDOE T L 2B L2 FHMT 2701213, £ A8 703l 2
WELE T2 D,



R E LT, FTHIRERII o WIXBEN T 7 e —F 2 Fn
THRREREDOHEE L FREICL, MTADOEEZHMT 272D NS
NoH, £l TN E TARBANIT AOFMIZ L T—HKIWICHEH S
TELMWTFETH D P, 512, FERINTIH > T2 HT I . TAMR
XIRT 7 a7 T 2 (2016-2020) | SHUE HE O T & IR R w2 £ D

IHFELEDERALNZT S LT, AMR O X 572 5 il % #] BE
2T 5Bz,

ZZT, MBEEKEN R L LERERICEDDI VA R T4~
(JAID/JSC 2014 A RZ A >, JSCHSS HA RT7 4 V) NPHHEELTS
B2 RIFTT ZLIZER L, FWKR RIS H O FIEIC X0 HLE KL
. BEREEIFE 2RO NICE A DRI T D285 T A4 T A4 O 2% G
fili L 7=,



0O ik
B MRT YA

TR R BI04 &2 W etk A & B & F i L 7o, <P EE I,
AbEE R FHPEwE RO REF L& Lic, G HMIL 201344 4 1 H»
5 2020 4F 3 H 31 A & L7c, wIRFEME T, R FIKY B IR A PR
PR S BF L L, RMEME T o2EE o (1) BFF R (Fil.
PRI . (2) e o (S £ 72 TR ) . (3) HUEE AT 1
(MEFEORE, &GV BGHMH., PLEIEEMH) 2o TILE
L7 AMPC DRLIFIZHOWTIE, &G LY A v EERTEKIZHE S S| &
gt DN IE 2 (Infective endocarditis: 1E) (%3 25 PO H %2 55 € L
oo 2B, BRAKEIIHRE Lo T,

%I FHmIEE O E &£

T FMIE H X, SR TN R OGBS PHE R A RO L E Lis, &
GeEGOHEIZ, ShEFINICB T 2MEERDO PR RICET L2 AT <
T4 w7 L Ea =N SE | FINEALE Y (Surgical site infection; SSI)
BLXOFNIA Yy hORELERLE, FIA4 Yy bk
O EMNAME Tz TIC, MLWEALERZAELCDERE VD,
JEGPE S PHEIC DWW T, 2 20 E M2 ER LI, B 10, KEKRKE
By B5t > &% — (Centers for Disease Control and Prevention; CDC) (2 &
5 SSI PRiDTed DA KT A2 MWKk E | itk Btk 30 HLLNIC
FAELIE O, % 12, Clavien-Dindo 2D 7 L — K 2 LL E O F L%
AL TROLIREBM THEENBMA T s nizcZ & Lk 19, kil
FMIT @Rk & HREREROM 25 bD L ER LT, BlIK
FEMMIE B X, kit T2 AT o B E ISR T D huE S 0L T7 F R &



MEEEROLELE Lz, ERERTIAIATEZROE 3 #HRE
7ryua ARY URPIEE NS JAIDIISC 2014 3 L N ISCHISS HA KT
A THIEINL TS AMPC ~0 81 ) B x # 3kl 3% 72 . CFPN-PI
& AMPC ICERZ Y T 21T o7, MIEEDOWHEET — 2 I1XHEKA
% (Days of therapy; DOT) I[ZH2H L7z, 0RIT 1 5 AH7= b OlE O xf
GO KEBFEREE L, A& THNNEED 1 » Ab 0 OPiE K
FHABHOAHZ R L, DOTIZFU TFTOXTREND:

Total number of days on antimicrobial use
DOT = — - , , x 1,000
Total number of eligible outpatients in dentistry

FERHITTXTAAHTEH L, AMKBEMNIL. To ALl sn’
TRTOMEEOEMDOEFH 2., ZUHONGERELTEH > THIHL
7o FAMDOEBICOWTIL, EITHE DICKESE, BFEOHA (S
i BIESOW ST T & OB AR &2 2020 F O xS D 2 FEATG I 5%
ETHI & THEL,

BB PO A X b (EYEMAOHE & SSI) BAEFROLEL % #HE
T 5 722 4y Hilal

2014 4 12 HIZ, JSCHNSS A FT A 1% 2016 F 4 HlzARKRI N TE
D, ENENDODAKRAZFWRERIIGHONMANE LTHE YT, TV
M AT —2ICHCHME, FHiE, T L TEEEOREN W &%

JgET L2 L7, JAID/IISC2014 A4 FT 4 %

JMP Pro 15.2.0 ¥ 7 7 =7 (SAS Institute Inc., Cary, NC) #fEfH L T
MR L7z, BOMBAITEEE RKROMBEEZ & o7 b O FHIVEIZAE AL
OHCHE (FHME). T L TEFRHET —FZ0KERLEILS X, AL
HEOBEBRARRICEIOT ~ETHLT =X &9, TWRRII 5T



121X SAS v9.4 (SAS Institute Inc., Cary, NC) Z H\Ww., "7 YV v [ElF%
To7z. WK RAI AT IS B 2 1F @ i3 Table 1, 2 & Figure 2 (2737,
MEEOL T EOEAEZFMT 572012, KodiMICB I 2 HE K
DO DOT & H T & O Z bl U7z i 28 B3 thi e 2 A v T L
R #E&t >~ 7 & (version 4.1.1, R Core Team, Vienna, Austria) % H\ TE#T

L7, ¥EmAEMIX P<0.05 & L 7=,

FVUIE  fi B KGR A A

AFZEE TAZ R E T DEENEICET L mELFES] 28 L, I
I R B B B RAT 788 & 2 B =12 TR UK 5 019-0148) %
2, SV UFESITE o TERM L7,



Table 1. Equation of the segmented regression model.

Equation

E ( Y/Nt) = Bo + B1 "time: + B2 “intervention 1:+B3 "time after intervention 1
+ B4 “intervention 2+ Bs “time after intervention 2

Table 2. Parameter of equation.

Parameter Meaning
Y the number of events
N the number of patients who were administrated antibiotics after tooth extraction
Bo baseline level of infectious complications at time O
B1 slope before implementation of the JAID/JSC 2014 guidelines
Time trend in the rate of infectious complications prior to implementation of the JAID/JSC 2014 guidelines
B2 change in level immediately after implementation of the JAID/JSC 2014 guidelines
Intervention 1 indicates whether the JAID/JSC 2014 guidelines were implemented at the time
B3 slope following implementation of the JAID/JSC 2014 guidelines
Time after intervention 1 the number of months that passed since the implementation of the JAID/JSC 2014 guidelines
Ba change in level immediately following the implementation of the JSC/JSS guidelines
Intervention 2 indicates whether the JSC/JSS guidelines were implemented at the time
Bs slope after implementation of the JSC/JSS guidelines

Time after intervention 2

the number of months that passed since the implementation of the JSC/JSS guidelines




Bo By
o
, ‘ Bs
Before JAID/JSC After JAID/JSC After JSC/JSS
2014 guidelines 2014 guidelines guidelines

Figure 2. Graphical illustration of interrupted regression analysis.

JAID/JSC 2014 guidelines: Clinical practice guidelines revised in 2014
developed by the Japanese Association for Infectious Disease and Japanese
Society of Chemotherapy. JSC/JSS guidelines: Clinical practice guidelines
developed by the Japanese Society of Chemotherapy and the Japanese Society
for Surgery. The JAID/JSC 2014 guidelines were implemented in December
2014, and the JSC/JSS guidelines were published in April 2016. Bo is the
baseline level of infectious complications at time 0. 1 is the slope prior to
the implementation of the JAID/JSC 2014 guidelines. B2 is the change in level
immediately following the implementation of the JAID/JSC guidelines. 3 IS
the slope following the implementation of the JAID/JSC 2014 guidelines. B4
is the change in level immediately following the implementation of the
JSC/JSS guidelines. PBs is the slope following the implementation of the

JSC/JSS guidelines.

10



i

S =N
H% IE }%‘ %‘ ;‘ﬁh /l?'\

[1]
b2

g

Xy S MM B % B 5% Table 3 (2773, JAID/ISC 2014 77
A4 N7 4 AT, i FIRICTHD D HREEOHE G D 34.9%
(1,684/4,831) T& v . JAIDNSC 2014 A F T A4 » LD 40.1%
(1,719/4,283) . 3 L OV JSC/ISS T A KT A » LI D 40.5%(3,532/8,711)
CHBLTARhole, ZOMOIHEB T, HEXSHMIZBWTHERE
N7g o7, AMPC, CFPN-PI & 12, & x., LG ERIZFEKTH

- 7= (Table 4),
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Table 3. Information of eligible patients.

Before JAID/JSC 2014 guidelines
(April 2013 - November 2014)

Number of patients 4,831
Age (year) 39 [3, 94]
Gender (Women) 2,856 (59.1 %)
Impacted third molars 1,684 (34.9 %)

Hospitalization after
. 975 (20.2 %)
tooth extraction

After JAID/JSC 2014 guidelines
(December 2014 - March 2016)
4,283
39 [2, 94]

2,538 (59.3%)

1,719 (40.1 %)

894 (20.9 %)

After JSC/JSS guidelines
(April 2016 - March 2020)
8,711
43 [4, 99]

5,066 (58.2 %)
3,532 (40.5 %)

1,820 (20.9 %)

JAID/JSC 2014 guidelines: clinical practice guidelines revised in 2014 developed by the Japanese Association for Infectious D isease

and Japanese Society of Chemotherapy. JSC/JSS guidelines: clinical practice guidelines developed by the Japanese Society of

Chemotherapy and Japanese Surgical Society. DOT: Days of therapy

12



Table 4. Information for (a) amoxicillin and (b) cefcapene-pivoxil.

Before JAID/JSC 2014 guidelines After JAID/JSC 2014 guidelines After JSC/JSS guidelines

(April 2013 - November 2014) (December 2014 - March 2016) (April 2016 - March 2020)

(a) Antibiotic profile
DOT (mean %= SD) 1,379.7 £ 358.4 3,236.3 £ 787.6 4,597.8 + 809.3
Background of eligible patients

Number of patients 796 1,463 5,389

Age (year) 40 [4, 94] 41 [3, 94] 43 [5, 99]

Gender (Women) 447 (56.2 %) 841 (57.5 %) 3,110 (57.7 %)

Impacted third molars 276 (34.7 %) 637 (43.5 %) 2,273 (42.2 %)

Prophylactic use for IE 42 (5.3 %) 45 (3.1 %) 137 (2.5 %)
Prescription profile on the day of operation

Regimen: 250 mg thrice a day 725 (86.8 %) 1,396 (95.4 %) 5,139 (96.1 %)

Duration for antibiotics

. 3[1.0, 35.0] 3[1.0, 21.0] 3[1.0, 47.0]
(Day, median, range)

13



(Continue)

Before JAID/JSC 2014 guidelines After JAID/JSC 2014 guidelines After JSC/JSS guidelines

(April 2013 - November 2014) (December 2014 - March 2016) (April 2016 - March 2020)

(b) Antibiotic profile
DOT (mean %= SD) 4,893.6 + 475.8 3,856.4 + 485.8 2,293.9 £1,032.3
Background of eligible patients

Number of patients 3,713 2,575 2,864

Age (year) 38 [6, 92] 38 [6, 92] 41 [6, 94]

Gender (Women) 2,228 (60.0 %) 1,541 (59.9%) 1,697 (59.3 %)

Impacted third molars 1,318 (35.5 %) 1,004 (39.0 %) 1,139 (39.8 %)
Prescription profile on the day of operation

Regimen: 100 mg thrice a day 3,678 (99.1 %) 2,553 (99.1 %) 2,836 (99.0 %)

Duration for antibiotics

4 [1.0, 8.0] 3[1.0, 36.0] 3[1.0, 45.0]

(Day, median, range)

JAID/JSC 2014 guidelines: Clinical practice guidelines revised in 2014 developed by the Japanese Association for Infectious Disease and
Japanese Society of Chemotherapy. JSC/JSS guidelines: Clinical practice guidelines developed by the Japanese Society of Chemotherapy and
the Japanese Surgical Society. DOT: Days of therapy. IE: Infective endocarditis.

14



B IR &

2013 4F 4 A /5 2020 4 3 H £ TORIC 17,825 AOBEFEE XL L L
7oo HLJF S NP L AMPC & CFPN-PI 28 K2y & 5 7=, AMPC
@ DOT (FRRFERICH N 7 2 7~ L 7= (Figure 3A), £ 7. AMPC D
¥) DOT (%, JAID/NSC 2014 A R7 A4 » OfuiT# (i L [1379.7
DOTs/1,000 A (2013 4 3 A ~2014 4 11 A) » 5 3236.3 DOTs/1,000 A

(2014 4 12 A ~2016 4= 3 A ) ;P<0.01], JSC/SS H A KT A > Dfifr
% & HICHN L 7= [3236.3DOTs/1,000 A (2014 4 12 A ~2016 4 3 A)
2> 4597.8 DOTs/1,000 A (2016 4F 4 A ~2020 4= 3 A) ;P<0.01] (Table

4a) ,

8000
6000

4000

DOT of AMPC

2000 i

Figure 3A. DOT of amoxicillin.

The DOT of AMPC was recorded for each month in eligible patients (solid
line). The red vertical lines indicate December 2014 and April 2016,
respectively. An approximate straight line was added as a visual guide.

DOT, days of therapy. AMPC, amoxicillin. R?, coefficient of determination

15



—J5. CFPN-PI @ DOT (/&8I B 17 % 7% L 7= (Figure 3B),
CFPN-PI @ F-¥ DOT 1. JAID/ISC 2014 A K Z A > @ F itk (2 WD
L [4893.6 DOTs/1,000 A (2013 4 3 A ~2014 % 11 A) 75 3856.4
DOTs/1,000 A (2014 4 12 H ~2016 4 3 A ) ;P<0.01], JSC/SS # A K
T A O TH S STk L7 [3856. 4 DOTs/1,000 A (2014 4 12 H
~2016 4£ 3 A) 7> 5 2293.9 DOTs/1,000 A (2016 4= 4 A ~2020 4 3 A) ;

P<0.01] (Table 4b).,

8000 1

6000 1

20001

DOT of CFPN-PI

04

B S N O S LR
@ngﬂlﬁﬂlgwiﬁﬁl5ﬂ1@®15ﬂl@ﬂ15ﬂlwﬁigwlwﬂigm1“®1

Time

Figure 3B. DOT of cefcapene-pivoxil.

The DOT of CFPN-PI was recorded for each month in eligible patients (solid
line). The red vertical lines indicate December 2014 and April 2016,
respectively. An approximate straight line was added as a visual guide.

DOT, days of therapy. CFPN-PI, cefcapene-pivoxil. R?, coefficient of

determination.

16



TAaFaX ) urRREEE~Y I BT 4 FRFLEEDO DOT IR K
WA L, Vra~sA vy RuERTEMEmMEZ R L, Vra~
AV UFRMERICIZZ U X~ A (Clindamycin; CLDM) HHI 2R 5
FNb, B-7 7 % LFHEHE (AMPC & CFPN-PlI Z <) &2 Do H

HH D DOT L — & ToHh - 7= (Figure 3C),

7y Beta-lactams except for AMPC and CFPN-PIl I Fluoroquinolones |
£ 2000 7 v
S 1500- R“=0.12 R“=0.49
©

1000 1 W\A\/‘[\
aQ :
g 5] T A A,
8 04 "’WW‘“WA«\ W -
% Lincomycin I | Macrolides I
o 20001 R7=043 R7=0.46
8 15001 ﬂ/\ﬂ[‘

1000 1 N -
8 500. — -V \MW
2 ol ,__A‘-N\/\J\_N v
= ™ \a ©o © N © () S
c Other antibiotics I s Ay = S s s s Y
< S S S S S S S (»)
7 20001 RT=0035 & & & & & & &
5 1500 4 S § 5§ S S S S <

1000 A
G

500 1
}.—.
O Lot Mot e,
o e ¥ b o AN o o 8

 &§ &§ &§ & & & &

Time

Figure 3C. DOT of antibiotics except for amoxicillin and cefcapene-
pivoxil.

The DOT of antibiotics, except for AMPC and CFPN-PI, was recorded for
each month in eligible patients (solid line). The red vertical lines indicate
December 2014 and April 2016, respectively. An approximate straight line
was added as an eye guide. Lincomycin is only a clindamycin.

DOT, days of therapy. AMPC, amoxicillin. CFPN-PI, cefcapene-pivoxil. R?,

coefficient of determination.
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PLRE A5 L2 X vk, K% 28 AMPC: 250 mg x 3 [a], CFPN-PI: 100
mgx3[ETd o7z (Tabled), FiWHEKKRGHHEOPFREIX, T4 KT A
YiICEbLTWITNL 3AMThH oz, — I, PLEEE 5 WM O 5K E
IZ. JAID/JSC 2014 # A K7 A v PARITIZH VT 35 A #, JAID/ISC 2014
A RT A LEICRBWT 21 HE], £ L TISCNSS A KT A > LAk
ICBWTA7T A & PR S OTEREN R D bz, AMPC BETIE, #it
IR G WA 10 B 2B RERN 9 BldH o7z, 5 Bl L O K
RICEDRIEOEMEZHWE LD THY | 4 FNIIEFETEKICHAOD
FLELN Ry o 7z, CEPN-PI Tl PLE S G- 82 10 A %88 2 72 fE fl
M3PD T, LPNIRE O FHR CTHEMATL2HEEOLT N EENTE
D2 BT ER SR 2o T,

18



BT L REE N
AMPC O ¥ 341X, AMPC % 7 /L 250mg < 10.03 [/ & /L,

AMPC #iHZ 100mg/g T 9.0 /g T - 7=, CFPN-PI @ - ) J&Affi 1L . CFPN-
PI kY2 H 100mg/g < 116.3 F/g. CFPN-PI §& 100mg < 35.95 M /$i
Thol, FTEIED A MHRE R IR A L7 (Figured), H ¥
# A x. JAID/ISC 2014 T A KT A4 > DO EMEH%IZH D L [905.3 H (2013
£ 3 H~2014 4 11 A) /5 788.7 [ (2014 4 12 A ~2016 4= 3 A) ;
P<0.01],JSCNSS 7 A4 R 74 » OhfT% S HITHE4 L 72 [788.7 [ (2014
12 H~2016 4 3 A) b 614.0 1 (2016 4 4 A ~2020 /= 3 A) ;

P<0.0011],

19



— 12001

dedk

1000 1

800 1

600 1

Monthly total cost of antibiotics (JPY/patient

4001

Before JAID/JSC
2014 guidelines

After JAID/JSC
2014 guidelines

After JSC/JSS
guidelines

Figure 4. Comparison of antibiotic cost per patient segmented by

infectious guidelines.

The monthly total cost was calculated as the sum of the drug price of all

antibiotics prescribed in a month divided by the number of eligible patients

in the corresponding month. The boxplot indicates the median (bold

horizontal line), the 25" and 75" percentiles (box), and the highest and the

lowest values (whiskers). *P value by t-test. ***P<0.001. **P<0.01.

JPY, Japanese yen.
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SN IR K S

Xt REE 17,825 N 5 6 HARE kB Filt &2 %10 7D 1d 6,935 A
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Table 5. Parameter estimates, with 95% Cls and P-values from the segmented regression model for (a) infectious
complications of tooth extraction overall, (b) surgical site infection of tooth extraction overall, (c) infectious
complications of impacted third molars extraction, (d) surgical site infection of impacted third molars extraction.

Coefficient  Standard error 95% ClI P-value
(a)
Intercept, Po -3.1308 2.1673 -7.3785 1.117 0.1486
Baseline trend, B1 -0.0235 0.2076 -0.4304  0.3835 0.9099
Level change after intervention 1, 2 0.0791 3.8818 -7.5292  7.6874 0.9837
Trend change after intervention 1, B3 0.0233 0.3748 -0.7113  0.7579 0.9504
Level change after intervention 2, B4 0.0121 3.2038 -6.2672  6.2914 0.997
Trend change after intervention 2, PBs 0.0031 0.3173 -0.6187 0.625 0.9921
(b)
Intercept, Bo -3.3679 2.444 -8.1581  1.4222 0.1682
Baseline trend, B1 -0.0243 0.2346 -0.4841  0.4356 0.9177
Level change after intervention 1, 2 -0.0911 4.658 -9.2205 9.0383 0.9844
Trend change after intervention 1, B3 0.0214 0.4549 -0.8702 0.913 0.9625
Level change after intervention 2, B4 -0.0671 4.0382 -7.9818  7.8476 0.9867
Trend change after intervention 2, PBs 0.0105 0.3962 -0.766 0.787 0.9789
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(Continue)

(c)

Intercept, Po

Baseline trend, B1

Level change after intervention 1, B2
Trend change after intervention 1, B3
Level change after intervention 2, B4
Trend change after intervention 2, PBs
(d)

Intercept, Bo

Baseline trend, B1

Level change after intervention 1, B2
Trend change after intervention 1, B3
Level change after intervention 2, B4

Trend change after intervention 2, PBs

Coefficient

-2.9502
-0.007
0.1835
-0.0194
0.4105
0.0263

-3.3337
-0.0029
0.0763
-0.0294
0.3786
0.0385

Standard error

1.9127
0.1753
3.0927
0.3126
2.7105
0.2627

2.2965
0.2082
3.7645
0.3871
3.4441
0.3308

95% CI
-6.699 0.7987
-0.3505 0.3365
-5.8781  6.2451
-0.6321  0.5932
-4.9019  5.7229
-0.4885  0.5411
-7.8348  1.1674
-0.411 0.4052
-7.302 7.4545
-0.788 0.7292
-6.3717  7.1289
-0.6098 0.6868

p-value

0.123
0.9681
0.9527
0.9505
0.8796
0.9203

0.1466
0.9889
0.9838
0.9395
0.9125
0.9074
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Figure 5A. Incidence of infectious complications after tooth extraction
overall.
The incidence rates of infectious complications were recorded each month
(solid line). The red vertical lines indicate December 2014 and April 2016,

respectively.
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Figure 5B. Incidence rates of surgical site infection following tooth
extraction overall.
The results were limited to surgical site infections in infectious complications
following tooth extraction. The incidence rates of surgical site infections

were recorded each month (solid line). The red vertical lines indicate

December 2014 and April 2016, respectively.
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Figure 5C. Incidence of infectious complications after impacted tooth
extraction.

The incidence rates of infectious complications were recorded each month
(solid line). The red vertical lines indicate December 2014 and April 2016,

respectively.
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Figure 5D. Incidence rates of surgical site infection following impacted
tooth extraction.

The results were limited to surgical site infections in infectious
complications following impacted tooth extraction. The incidence rates of
surgical site infections were recorded each month (solid line). The red vertical

lines indicate December 2014 and April 2016, respectively.
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T, BRI L2l &2 FE L7z, JEic SSI WFEELZANASNAZREGE
X, R#MEY 7 b (version 4.3.1) Z#HWT T » Z AEfFIFI2 LD &R

L7,

Table 6. The Pell and Gregory classification.

Impaction are those in which there is sufficient space between the ramus and the
distal of the second molar for accommodation of the mesio-distal diameter of the
third molar.

Impaction are those in which the space between the distal of the second molar and
ramus of mandible is less than the mesio-distal diameter of the third molar.
Impaction are those in which all or most of the third molar is the ramus of the
mandible.

Part of the tooth is above the occlusal plane.

The highest position of the tooth is between the occlusal plane and the cervical line
of the second molar.

The highest part of the tooth is below the cervical line of the second molar.

Pell and Gregory’s Classification

Impaction depth Ramus relationship

_____ occlusal plane — _ __ cervicalplane mandibular ramus

Figure 6. lllustration of the Pell and Gregory classification

ZE R 29) kv 211 29,
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BRI TR S L BRAN LR TR U e v B3 648 11 (O 41 BF 181 41
<R RE 467 1)) # R E L7- (Figure7), BREH R E W %2 Table 7 (2”7,
RGO E T BMI 23 e b 26 < 218 il (RE 11 B 49 51, it FREE 169 f1)) |
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Bl CEFIHE 26 1. xR 98 ) Td o 7=, Little ® MCAR #EIZF 1T
% oy Heat =1k 569 (HHE: 128, P<0.01) Th - 7=,

Patients who received 3M surgery
from 1 April 2013 to 31 March 2020 (n=6,935)

Patients who received surgery at first time  (n=5,321)

Risk set sampling
(case : control =1 : 1-3)

Case group (n=188) Control group (n=510)

Excluded

* Unevaluable 3M condition (n=26)
Extracted only upper 3M (n=24)

Case group (n=181) Control group (n=467)

Figure 7. Flowchart of eligible patients.

3M: Third molar
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Table 7. Patient background information.

Control (n=467)

PATIENT CHARACTERISTICS
Age, median (range)
Gender (men), n (%)
Hospitalization, n (%)
BMI, n (%)
<25
25-30
>30
Missing data
Systemic disorders, n (%)
ASA |
ASA I
ASA Ill and IV
Mouth opening, n (%)
> 45 mm
35-45 mm
< 35 mm

Missing data

27 (15, 63)
156 (33.4)

259 (55.5)

242 (51.8)
41 (8.8)
15 (3.2)

169 (36.2)

267 (57.2)
185 (39.6)

15 (3.2)

264 (56.5)
63 (13.5)
8 (1.7)

132 (28.3)

Case (n=181)

28 (15, 63)
64 (35.4)

103 (56.9)

114 (63.0)
14 (7.7)
4 (2.2)

49 (27.1)

93 (51.4)
82 (45.3)
6 (3.3)

104 (57.5)
35 (19.3)
5 (2.8)

37 (20.4)
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(Continue)

RADIOLOGICAL VARIABLES
Root morphology, n (%)
Conical fused
Multi-radicular
Germ/Bulbous/Dilacerated
Available distal space, n (%)
Pell & Gregory |
Pell & Gregory Il
Pell & Gregory Il
Depth, n (%)
Pell & Gregory A
Pell & Gregory B
Pell & Gregory C
Angulation, n (%)
Mesioangular
Vertical
Horizontal/Distoangular
Proximity to inferior alveolar nerve, n (%)
Away from cortex
Overlapping the upper cortex

Overlay/loss of both cortices

Control (n=467)

112 (24.0)
151 (32.3)

204 (43.7)

141 (30.2)
213 (45.6)

113 (24.2)

328 (70.2)
90 (19.3)
49 (10.5)

92 (19.7)
58 (12.4)

317 (67.9)

160 (34.3)
286 (61.2)

21 (4.5)

Case (n=181)

60 (33.1)
49 (27.1)

72 (39.8)

23 (12.7)
72 (39.8)

86 (47.5)

69 (38.1)
67 (37.0)

45 (24.9)

43 (23.8)

11 (6.1)

127 (70.2)

48 (26.5)

117 (64.6)

16 (8.8)
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Contacts of second molar, n (%)
Absent
The crown
The crown and/or root
Periodontal space, n (%)
Radiolucent
Mixed
Radio-opaque
SURGICAL VARIABLES
Anesthesia, n (%)
No history of problems
Vasoconstrictor intolerance
Previous anesthetic failure
Surgical technique, n (%)
Conventional extraction
Need for ostectomy
Ostectomy and tooth sectioning
Missing data
Presence of associated lesion, n (%)
Absence
<10 mm

>10 mm

Control (n=467)

47 (10.1)
248 (53.1)

172 (36.8)

443 (94.9)
7 (1.5)

17 (3.6)

466 (99.8)
0 (0.0)
1(0.2)

27 (5.8)
39 (8.4)
303 (64.9)

98 (21.0)

456 (97.6)
5 (1.1)

6 (1.3)

Case (n=181)

19 (10.5)
61 (33.7)

101 (55.8)

165 (91.2)
3 (1.7)

13 (7.2)

180 (99.4)
0 (0.0)
1 (0.6)

1 (0.6)
16 (8.8)
138 (76.2)

26 (14.4)

170 (93.9)
3 (1.7)

8 (4.4)
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Control (n=467)

Surgeon’s experience, n (%)
> 10 years 253 (54.2)
3-10 years 97 (20.8)
< 3 years 117 (25.1)
OTHER VARIABLES
Simultaneous extraction of both lower 3M,

193 (41.3)
n (%)

Case (n=181)

83 (45.9)
40 (22.1)

58 (32.0)

105 (58.0)

BMI: body mass index, 3M: third molar
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Table 8. Multivariable logistic regression for surgical site infection after lower third molar surgery.

Model 1 Model 2 Model 3 (final)
OR 95% ClI P OR 95% ClI P VIF OR 95% CI P
BMI
<25 1.00 — — 1.00 — — — — — —
25-30 0.53 0.21-1.29 0.16 0.80 0.35-1.82 0.60 161 — — —
>30 0.66 0.13-3.28 0.61 0.46 0.13-1.57 0.21 1.03 — — —
Systemic disorders
ASAT 1.00 — — 1.00 — — — — — —
ASA Tl 1.07 0.59-1.94 0.83 1.22 0.81-1.84 0.35 1.00 -— — —
ASA Il and IV  0.35 0.03-3.62 0.38 1.02 0.30-3.42 0.98 1.02 — — —
Mouth opening
>45mm 1.00 — — 1.00 — — — — — —
35-45mm 1.18 0.58-2.41 0.64 1.59 0.92-2.75 0.10 133 — — —
<35mm 0.76 0.13-4.46 0.76 1.07 0.33-3.47 0.91 1.06 — — —
Root morphology
Conical fused 1.00 — — 1.00 — — — — — —
Multi-radicular 0.54 0.25-1.19 0.13 0.65 0.38-1.10 0.11 1.01 -— — —
Germ/Bulbous/Dilacerated 0.65 0.33-1.29 0.21 0.55 0.34-0.89 0.01° 1.01 — — —
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(Continue)

Model 1 Model 2 Model 3 (final)
OR 95% CI P OR 95% ClI P VIF OR 95% CI P
Available distal space
Pell & Gregory I 1.00 — — 1.00 — — — 1.00 — —
Pell & Gregory Il 1.31 0.53-3.26  0.56 1.66 0.93-2.98 0.09 1.00 1.69 0.99-2.89 0.05
Pell & Gregory 111 1.47 0.55-3.92 0.44 2.17 1.12-4.21  0.02" 1.00 2.22 1.22-4.05 <0.01*
Depth
Pell & Gregory A 1.00 — — 1.00 — — — 1.00 — —
Pell & Gregory B 2.46 1.24-4.86 <0.01* 2.60 1.57-430 <0.01* 1.01 282 1.80-4.41 <0.01*
Pell & Gregory C 2.28 0.94-5.53  0.07 2.72 1.39-5.31 <0.01* 1.02 3.25 1.82-5.78 <0.01*
Angulation
Mesioangular 1.00 — — 1.00 — — — — — —
Vertical 0.90 0.23-3.55 0.89 0.75 0.32-1.76  0.50 1.01 — — —
Horizontal/Distoangular 0.71 0.34-1.51 0.38 1.03 0.62-1.71 0.92 1.02 — — —
Proximity to inferior alveolar
nerve
Away from cortex 1.00 — — 1.00 — — — — — —
Overlapping the upper cortex 1.39 0.71-2.72 0.34 1.04 0.66-1.64 0.87 1.01 — — —
Overlay/loss of both cortices 0.96 0.28-3.29 0.95 1.59 0.70-3.61 0.26 1.01 — — —
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Model 1 Model 2 Model 3 (final)
OR 95% ClI P OR 95% ClI P VIF OR 95% ClI P
Contacts of second molar
Absent 1.00 — — 1.00 — — — — — —
The crown 1.17 0.31-4.40 0.82 1.53 0.68-3.47 0.31 1.00 -— — —
The crown and/or root 1.72 0.50-5.85 0.39 1.61 0.75-3.45 0.22 1.00 — — —
Periodontal space
Radiolucent 1.00 — — 1.00 — — — — — —
Mixed 1.59 0.18-13.76 0.67 1.42 0.33-6.15 0.64 1.01 — — —
Radio-opaque 1.86 0.52-6.69 0.34 1.63 0.67-3.94 0.28 1.05 — — —
Anesthesia
No history of problems 1.00 — — 1.00 — — — — — —
Vasoconstrictor intolerance — — — — — — — — — —
Previous anesthetic failure 2.90 0.13-64.86 0.50 1.61 0.08-30.70 0.75 1.02 — — —
Surgical technique
Conventional extraction 1.00 — — 1.00 — — — — — —
Need for ostectomy 2130.90 O-Inf 0.76 3.97 0.52-30.59 0.19 151 — — —
Ostectomy and tooth sectioning 3129.10 O0-Inf 0.75 3.17 0.47-21.33 0.24 1.40 — — —
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Model 1 Model 2 Model 3 (final)
OR 95% ClI P OR 95% ClI P VIF OR 95% ClI P
Presence of associated lesion
Absence 1.00 — — 1.00 — — — — — —
<10 mm 2.16 0.24-19.41 0.49 1.12 0.23-5.39 0.89 1.00 -— — —
>10 mm 4.27 0.59-31.16 0.15 2.94 0.75-11.49 0.12 1.00 — — —
Surgeon’s experience
> 10 years 1.00 — — 1.00 — — — 1.00 — —
3-10 years 0.88 0.44-1.79 0.73 1.31 0.80-2.14 0.29 1.01 1.32 0.82-2.12 0.25
< 3years 151 0.79-2.87 0.21 1.69 1.08-2.65 0.02* 1.01 1.83 1.19-2.81 <0.01*
Simultaneous extraction of 2.20 1.16-4.20 0.02* 1.02 1.63 1.13-2.37 <0.01*
1.80 1.20-2.69 <0.01*
both lower 3M
Model performance statistics
C-statistics 0.76 0.70-0.82 — 0.75 0.71-0.79 — — 0.72 0.67-0.76 —
Brier score 0.19 — — 0.17 — — 0.18 — —
HL goodness of fit, y2 (df) 6.39(8) — 0.60 11.50 (8) — 0.18 — 11.35(7) — 0.12

Model 1 contains full set of predictors in complete case analysis (n=296, number of events =103). Model 2 contains full set of predictors in

multiple imputation analysis. Model 3 (final model) retains substantial predictors based on backward elimination in multiple imputation

analysis. *Significantly different (p value <0.05). BMI: body mass index, OR: odds ratio, ClI: confidence interval, VIF: variance inflation

factors, ASA: systemic disorders, c-statistics: concordance statistics, HL: Hosmer—Lemeshow , y?: chi-squared, df: degrees of freedom, 3M:

third molar
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Figure 8. Proportion of missing values and combinations.

Anesthesia: history of anesthesia problem, ASA: systemic disorders, BMI:
body mass index, Experience: surgeon’s experience, Fail: presence or absence
of surgical site infection, Inpatient: presence or absence of hospitalization,
Lesion: presence of associated lesions, LTMn: number of extracted lower
third molars, Nerve: proximity to the inferior alveolar nerve, PS: periodontal
space, Root: root morphology, Second M: second molar relationship, Set: pair
number based on risk set sampling, Space LTM: available distal space,

Technique: surgical technique
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Figure 9A. Imputed values of experience in BMI.
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Figure 9B. Imputed values of experience in mouth opening.
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Figure 10B. Density plot in mouth opening.
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Figure 11. Calibration plot of the final model for the risk of surgical site
infection after lower third molar surgery.

The dotted line shows the agreement between the predicted and observed
probabilities of surgical site infection after lower third molar surgery. The
diagonal line indicates perfect calibration. The triangles indicate the observed
proportions by decile groups of the predicted risks. The rug plot along the

bottom demonstrates the distribution of the data points.
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Figure 12. Nomogram for risk of surgical site infection after lower third
molar surgery.

PG 1: Pell & Gregory I, PG 2: Pell & Gregory Il, PG 3: Pell & Gregory |11,
PG A: Pell & Gregory A, PG B: Pell & Gregory B, PG C: Pell & Gregory C,

3M: Third molar
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Figure 13. Decision tree model estimating the combination of risk factors
modulating the risk of surgical site infection after lower third molar
surgery.

SSI: surgical site infection, PG B: Pell & Gregory B, Experience: surgeon’s
experience, PG 1: Pell & Gregory I, PG 2: Pell & Gregory Il, PG 3: Pell &

Gregory 111, 3M: Third molar.

57



FIUHT B

AWFFETIZ a R — FRJEG S BRATZE T A & RPMEIZ K 5 % &
RAEZ A WT, THERE ok Filr#% o SSI THIE T Lo %
RAdz, THET VOB IEL TRIPOD AHICHE - THEM L7, THIET
VOB L EBIERIZRG THo7, SHIC, DToMick ., THME
Rkt Fi#% o SSI U X7 2B @E0d 5 U X7 K+
DA EDLENFE I NI,

ZERANEIL KM T —Z OGH 0 LML D EELICHE SN M
H (M>1) O Ial—va il i TXRAMEZEZHBLZ 2D TH
Do MOV I 2 b —va VEIZE - T, RJT — & O e 204 % Kk
SHELHTE T OEERELZZY R bLDOETHIENTE, XY MErH
HHEITHOZENTEDL LR D, Ll EFERICIEZ, RUT—Z1Z
BRSNS, RUTFT—2onpmbBHlTERwv, bV, FMMFET
I VE % 72 KMl (Missing at random; MAR) Z{RE L. #BHlT7T — % & 5+
ELTRMPT —FOEZLDIAAEMEL T, TIDIMNINOEES
M % FETT D MAR & 1T T — % & Sk & Lo RO G4 = fe a3,
BT — 2 2R LEXRMORMHEMEHERII-HTL2ILEE2EKRT
5. T72PHL. MAR 1TH 2 ZBR N RINT 2R, OB ST
DEBOBIZOHMEFETHENIZETHD, KA D =X LN THR
D MAR, 5MEORMUT HERENEOXNRT — 2 L EEKTHS Z &
EMW9 5 MCAR, = L THEEZ TIXZ2 WM (Not missing at random;
NMAR) 253 5405, NMAR 135 280 R 2 RN £ OB OHE
HERICIKAFELTEY o BT —F 2K LT ZOBERERT
ENTERVWILAZEW®RT 5, b LRHT — &2 NMAR D4, &
TLHRABICL > TRET —FMITICBIT LR 2 RIETE 2 LT

58



RO, FHORMT — X2 Clo B FiEx 8T 20 EN
oD, AWIEIZEIT D BMI, O ORE, FINFHRICET IR EHE O
KAME O E A X, ZFLZE 4 33.6%.26.1%.,19.1% T & - 7=, Little ® MCAR
ME DORER ., KEMELR MCAR Th D Z LIRS LTz, ZE BN T
X, BEREFSH (ET V1D BXOZERAESNT (£ET712) 128
WTRBRDFRERN G LN, BMI E B O ORE DT — & K Hl O R H X
—ZINET v AP FREEFE O ERLEOGLEICEKF L T,
e APt & ORRENE 2 bivic, B FET T F SERE b ok F Il
ETTRBFIFIWBEART L L ERD, FIRFHOT —FZXEDR
KiZ, OEAREICEDERLEOTLELN N EThole, 2TRHOD
ERIT, ZEANANEEZIT I EDICLERSME (Thbb, RUOH SN
5~40%THV, MARZIRETEHZ L) &l LTz ¥, x5
FCS-P 703U XA NEHWTEZERAELZE BT 20072 E0
VTN A IR EGE LT,
AEE T VTR, T HHBRE o Hk ts F 15 0 SSI oMLK+ & L T,
BN A — 2 SARHE OB T SRR R oD [ Ry 4R 28 R
SNz, S, BMAN—Z BILOANREORERIT, HKE 5K T
i SSI OEEZYV AR LEZ LN TWD 23, il & 478 O BE
oI AT, TR S N R EAR G e R e IR IS B T DI R D
VAR FTHD, £lc. BARAANEZRRE LKA EBE 201z
BWT, HROBES L i 23 F SR kol T o SSI U &
JIRFTHDLZENRINTWD, FE LI, M i i34k o o N S
RMH O FHICEKNT L AREERH D EFmST b, —ikic, #HR
DFEE & FRFF L. THBRE ikt Tt o SSI O EEH R Y A
JRNFTH D, AR O A ARDEZ AW BN TIL, WA T 508 R

59



D[RRk o 23 BRI Y (k% 7 FUBRORAELERIND) DY
A7 EHMEEEZEbHEIN TS 28, T72bb, EHEARSOR
R T FED . AME~OME OR AT 0 | WA 50 AR A o o
FRFR R ICER T 2MIREAOEEIL, EFRBEHEBEZT L &5
Abb, TOREE, SSIBEDV AT RNEEomLHEEIND,

T BE AR ki o i F I 1T Pell and Gregory 43 38 & AW CEE
fili L 7= 7%, Pell and Gregory 43 28> Pederson A 7 — /LD X 5 7o R & |
O BRAN O W AR S B BRI O K O R FiT FEOMICIE. FINES E O
MICF Yy 7R LEEETIHALRNS Db D 399, —F,
Figueiredo & i%. Pell and Gregory 43 #8 (5 < T 2A M ARt O (7 7
htite 7 HUBRICHRAET 2B RBMEERIEDO A LBEEL TWD &WE
LTWd 2, Lo T, FHEIRE S FIH%OEEEE L Fii
FHMN, SSIZMNHT27-DICEETHLIEZ DN D,

PEAR ol £kt AR IC BV T T E O R & BE Ok G OHE & D
WCERRH D Z LN, WS ONRDETRINT WD, & DM = HF%E
BT, BYPEZ S MG IHEORARIT, EMERERE LY bIHE
EVRFEEECE o7z & LTV 5, Ruiz-Roca b iE, RER O EWIME
EIZFRICZ<oRMEzELEZY, RBREERIIBENFIREZHEY L
TERFLEHRTIHBORIESCEF AN T 22 B2 holo 2 & &R
L7= %), Vranckx &, FFfeiRE 22 RE, FIRRROEBI LliZO
AP (A, BOEE, IR toMIcAERBEE XV ERE LT
W5 B, T LOMRIT. REEE RAREZ LGS HEDRAE L
MAD—F., WEOERITIRERICEBRRSFAETHDL Z L2 REL T
WD, Lox U, B OIBRIT - AR BIWr 722 & DS F 4y . T BRIk
FH %D SSI OEBEMRFIK LR >TWNDNE S NI O TITHA

60



ShTWwiwn, ZTOFALLTEZLND DL, BRREE RIIBEIZLE,
WinT D X BMBE M A VERICKL L TWD aREERH D &
WoHZEThD,

DT Zo#Aric kv, THIEAREHEKE FINE DO SSI U X7 2S5
AREREDOH LR TOMAEDLENRFEEESNTZ, ZERAZOT —XE
v FEMEA LD, RANOY T —F (n=205) & H . DT 9471
FaRBOBEFENOCT -2 ENET L ENTE I, BOEY X713
262+ 08% Th o7z, ZOMPBBEY XA 71X, A X FREAOTH (SSI
FEODHE) ZBWT, 2O THlZzATEHENILEB I, $l6%2 T
W35 DT oicB VT A M RAOHFEZ TR 58I A X
FNIEERNBNEZ BTG AEIWC AN MEAEHD ) & THIL., 50%K
DGEIZ A X FREARL] EFHIESND, KBRFTICEWTIE, 1Z
ENEDH T TIN—=TNA N FFEER 50%KRMmM TH Y H SSI 5
HINTZ W REINT, TORP.BRIEO U A7 ITANZE THBLE S
NlEREEIZIE—FH L, LEN->T, DT 0413 SSI %2 Tl 3 5 6E
HEWI HTEHEAL TR/, L2L, AFEIZBIT D DT oo
FRBEWIE, VAR TOMAGDLEDENVEFMT D5 & ThoT,
LN oT, BBOHE) A7 EIARFRETHLNLMEREICHEL 2D o
EEZOND, FEAMRE thHE#E OHIR OB S 23 Pell and Gregory B £
72X C &y WA T EBRE W ORI EOEBREOMAEDEN, TH
MR it BN o SSI VA7 Bixb@mW\WI &N REnT, FEHi
R LAROHO P TIXAREORERN 10 £ K TH 5 Z & 23 SSI
DWIZEH WY AT Tholz, LIEN- T, AL REIT., FEEORR
& TR g DR WALE ICE S S WK T 2 @ U 206 H & £ D
BoORBHEBEOEEE S R LT,

61



TR EEO KRG I3, THERE HKE FIN®EO SSI 2l + 2
ECcEERKRFTHD ¥V, KFETIE., Z2MEL2ER THWREREO
BhHEZ Tl ZOMREMT D LixTERN ST, L L,
COHMBIEZYV ATy FH TV TICL Sy F U THESN,
RSN HEEORMBEITREL h o,

ATV ONDRADR D 5, BB, 7 — ZITH ik 515
bNTEbDTHD, LIER>T, ABLETHIET VIZ, hOBRE~D
— AL AT REME & FEAT 9 2 72 DAV IE N L E TH D, H 1T, A%
It AR EBEECTH D, T TO T IRIZEE T Y] [E] AR IUE S
Mo, REREE (SSIHAE) OHIFHBICFHM STz, LLRBES, 77—
ZITRMMHIChZ s THiMEICNE SR, MENAL T AT —
HZFLERDORIERIS DU R 7T, £72, THEARE ik FIili %I
SSI ZR/AELIZBEEZFO A AL SN REM I X O o &2 72 7 Hl
K2 RELTEAREEELBEETE RV, S HIT, LI N TR VA
KA RICEEEZE XA EELH D, =10, MIRKORE & FINF
RICET 2T XRTOEHIZH>NT, ORZHINT 20 +okT—4 %
BDHZENTETWRY, FIUIZ, KOFEDO TR E T /VIIH 6 R BE
DRI E DI ANA T 22 F 0 End 5, JbifEE K7W Pbe s E
EREEET 25 ERERIECH DL, T, FINKPKNETH S —
AR, BHEREGEBEZAHL TV r—AR EOBBIZ LY | llEx
MO INTERBENZIEAE THoTZ, ERERICESS LD
FefO X JEFI XA I @ L TR0 THIRFOREICRY b6 L
TR & D AR OR R AN T 2T, Zh b DRM % E[E
TLOULEND D,

62



FALET

AKWFIED TR E T /VIE, FMANCHE LT 4 >DOL%E (HAR O =L
AN =2 RO firE ORBRAFEE £ L TRl R R 8 o R 4k
W) WY THEREICE ST REQRMAELRIEREELZ R LI, ThiZ
LU0, THIREREER FINEZED SSI VA7 OoEm0WEELRETE D
ATREME 2 R LTc, — 07, THIE 7 b3 db g8 K290 e O & B R & 40 B
ETHBEOH MG L LTHESNTE, LIZB-> T, BRARLERICE
FLTHMETNVOEEEZHLNIZT L7202, SHRIMENLE
ThodH, £, THET V2 ZEOHKIRSGIZHE AT 5 A2, KOF5E
THEHLIaRm—hEeRRDaR— 2R E LA BBEELN A AKX
TH D,

63



B2 OEABRFERICBT S FHREBMERETFRET VO
SERRIER X OB KRA 4 FE

Yaivax

55— Hi

=1

il

#
B—m T, KR FINICB T 2 THRRERIL, 2nETHAHEIAT
TR FE CFPN-PI LV &R IE A2 Pz 4% AMPC
MEHRTHLHZ LaRm L, % Tl, FTHERE & KE FIilicis v
T, SSIBAELZIETH R FE2FEEL, BALZTPHIPERERIZ LD, RIS
HELTTHTHIOREMNEEZRL T,

AETIT, HFHETHBE LTRSS VEZBKRBLS IS T 5HTIZ,
DO — AL AT REME Z I W 9 D 72 DI A A R R SNVERFRAE &2 1T - 72, A
MRALIXZ THIE T VI L B DR 255 L LT, KA ME %2 5
i L7z, & 61, THEARE K E FIRICE N TTURNIEELZIT T
WhWEEHEEZTHET VOB G E LT, BIKRA MO, 372
DL SSI U RAZIZIN L TPHRPIERE L &G T 2 8 o f M 2 PR
L7,

64



% ik

B WET YA

TATHIZRICE VBB LETHET V2, B FENa s — MRS Y
AvEHOWCTNELZ 20 aAR— MIEH L, 121%, 2020 47 4 H
7B 2023 4 3 H £ T AL E KW B T T MR R o o T & 2
TBENORDIBIEAR—F T, RAEET VOABBMRIAELZIT>72, b 9
150X, 2010 4 4 A 75 2023 4 9 ] £ T ALl & K7W T T Hipg it
WK ARG FICTHERERIEE FINEZ T BB N R D HEHHE
Wagk— kT, BAREET VORIKAA MDA 21T - 7o, B HE T
(1) AbviE KRR be C© F SR o i Rl 2 2 0 7w B &, (2) 15 7%
LLEDRANE Uie, BROMVEREL (1) 2 81 H LLRE o T S H AR o 44 o
i, (2) AL ZFEECEX o VWEF L L, Fa2F— MTBWT, (1) 4F
. (2) MR (3) &k E CKRE M F ¥ < 50 35, American Society of
Anesthesiologists; ASA) . (4) TRIMHE H O LT 1E#H (PrE 2 O R,
BhHEL YA BEHM) 2EL T,

| BTt X

THIE T VO RIETIL, T — %y MTEIT D T RIMERE D
Elb BT 20+t 2k 272012, KIK 100 o1
Ny hE 100 DA Ry RBRMIEL IR TWD 4O, F— DS T

BT THEARE RN Fl® o SSI BARICESE, KMF%ED
L2 AR — M EZBRT D702, 3FEMOERTHFLT L E =2 — Lo, f
KA RO ICSH  ZEEMBHIICE T 2EHETCE THET
WETESLT D 0ic, REBHLV VRS EL 104U FEHET D
EWV) NI IT ARG TWAL— L EHEL LR 9, LEno

65



T.HABLETHET LD 450 THIKF (BKREOELAN—Z H#
RO T H OB S, 2 L C i BLAR iy o R IRE B dl ) 12 65 &
HIERZEH AL < b 404X MTRE L, HFREFEaFR— T
X, G e RDBEHN DR NE TFRINTETZO, ATRERR Y 5 K H M
DU & it L7,

= REEHRAT

TRIPOD 7 B 30 & J5 ik G B #4482 - T ARG & FEH L 7=
BRAET 70 —F ORMOERLE LT, RV TV ERIEY 7L
OREBERE L, 5. ET A0 TRIRK 7 & BREIRZ & 0B H FF %
Doz L, RIZ, £a3 R — MIBWT, EBETLICESL 4
ODOFTRHEFOLERT VAT 4 v 7 ERET VORRZ B LI,
B2 EBELT, Fafh— X LTTHRFOITOE Y b2 N
A S, 1,000 HORBICLDT — MR NIy THY LTI T %
MWTHBMIEL MHEREEELZ2FEH T2 222X 0 THIRTF L E&IF
OREEICBT 2 REMEZHRFI LI, BREOH T NMIZEET DL DI
EoNTZTHET VLTI OB TL~OHEAERSE DT & B
LERTEY, ZhazBRES LW, WRIES L7 THET VITHEBLHN
BRTRMEEE RTINS, TR L, ETLVOMREL, WA EE
EHRIERE DB R 2 b EEA L 72, FRAIEE 1L C-statistics Z W TiE &k L
7o, BRIEREIX. #1E 7 = » . Harrell ® Emax 3 & O% Spiegelhalter @ z
B & W CREME L 72, Harrell @ Emax 1. Bl SN RMER L T H
S AT R R O DO i K kHE % 7~ 7, Spiegelhalter z & D P
fli?3 0.05 LV K&EWHEIL, ET AN IKKREShEZ L 27T, &
“EREELTIORIEa S — M EHETREE R —MIBWT, AEETT V

66



OTRMERRZ M LS E 5 OICHKRIEEZITo 2,

B, FEPEE R — MBI D HRIEE T VO IKEAE H M
9 2 72 oI RE MMM VBT o7, T OIS CITEEA
AL EEmE (TREERE Ikt FIFick VT, R TORBEN TIHRHUE K
ARG SN ERET D) E0F T Ae L) Hemg (T SASER A o 2k o
FficBWT, ETCOBRENTUHNREERLZE G IR LRE
T2) Kob, EFTALOBEMANEIY RERMEL (Net benefit: NB) %
AT 2THY 27 oM GREBEME) ZOWTORENRFLNS, NB
TUTOLICRESIND:

NB = True positives False positiveS( P, )

n n 1-P

ZZTonidREBEL. PUIBERERTH L, TS 5 EE
ST, AEMEE ARMEOMIN R EAIIEERRICL > TRES
No5LWVWHs2&THD, Bl2F. BMEMREN 0.1 DOELE. ABLMESE
HBWESEO 19 LRificsh s 2 L2 EBHKT 5, S0HEIIE, 0.1
BEMERIT, 1 AOEYEZ T+ 272912 10 N\OBRFEZIRET 2 E A

Y5, PHIET AREHEND & BIRSN-EHEHEL B XD
THHEEREZROBEFICIHEEREE S, KV OBRFIZIEESL
N, T — ZREFTIX RAE Y 7 & (version 4.3.2) AW TITo7, #
FHHIA E L P<0.05 & LTz,

=g

\

BEUUTE  f PR KGR B

AMFIEIE TN ERR LT HEPAIEICET 2 mEES ) 285 L., i
13E KPR B A f « 5 RAF TR PR A 25 B 210 TR URERFE 5 023-
0108) #%F, ~ VI UXFESITME-> THEE L=,

67



B RS R
B—IH OBEYE K
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Table 9. Patient background information across the derivation, validation, and non-antibiotic cohorts.

Derivation cohort

Validation cohort

Non-antibiotic cohort

(n = 648) (n = 2,740) P value® (n = 679) P value®

Characteristics
Age, median (range) 27 (15, 63) 26 (15, 90) 0.06 26 (15, 81) 0.20
Sex (men), n (%) 220 (34.0) 1172 (42.8) <0.01" 269 (39.6) 0.04"
Systemic disorders, n (%)

ASA | 360 (55.6) 1362 (49.7) 398 (58.6)

ASA I 267 (41.2) 1225 (44.7) 0.01" 248 (36.5) 0.10

ASA Il and IV 21 (3.2) 153 (5.6) 33 (4.9)
Predictors
Surgeon’s experience, n (%)

> 10 years 336 (51.9) 1194 (43.6) 346 (51.0)

3-10 years 137 (21.1) 573 (20.9) 105 (15.5)

< 3 years 175 (27.0) 973 (35.5) 228 (33.6)
Available distal space, n (%)

Pell & Gregory | 164 (25.3) 640 (23.4) 213 (31.4)

Pell & Gregory 11 285 (44.0) 1584 (57.8) 382 (56.3)

Pell & Gregory 11l 199 (30.7) 516 (18.8) 84 (12.4)
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(Continue)

Derivation cohort

Validation cohort

Non-antibiotic cohort

(n = 648) (n = 2,740) P value® (n = 679) P value®

Depth, n (%)

Pell & Gregory A 397 (61.3) 1617 (59.0) 477 (70.3)

Pell & Gregory B 157 (24.2) 984 (35.9) 179 (26.4)

Pell & Gregory C 94 (14.5) 139 (5.1) 23 (3.4)
Simultaneous extraction of

. 298 (46.0) 734 (26.8) 82 (12.1)

both lower third molars, n (%)

Outcome

Surgical site infection, n (%) 181 (27.9) 2 153 (5.6)" 50 (7.4)°

ASA: systemic disorders, American Society of Anesthesiologists classification

aNested case-control study design with a case-control ratio of 1 versus 1 to 3.
bRetrospective cohort study design.

°P value refers to the comparison between the derivation cohort and the validation cohort.

9P value refers to the comparison between the derivation and non-antibiotic cohorts.
*Significantly different (P value <0.05).
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ZEER VAT 4y 7 ERSHT O R A Table 10 (2773, MREE = &
— B IXOHEREE R — MZEBIT D Pell and Gregory I O F » XLt
X, ¥ ar— LD bEmnhol [RAE2 AR —F 4.45 (95%ClI: 2.27-
8.75) vs IEHIEIEK 24— b 3.47 (95%Cl: 1.07-11.22) vs BH¥ =24 — b
2.22 (95%Cl:1.22-4.05) ], Pell and GregoryB 33 X T8 C ® 2%, #iE
agR—h, fAF¥ar—r ZLTHENEEaR-FOIEIZE»>T- [
AEz AR — b, B: 1.61 (95%CI: 1.09-2.39), C: 1.79 (95%Cl: 0.93-3.45)
vs B 24— b, B: 2.82 (95%ClI: 1.80-4.41), C: 3.25 (95%CI: 1.82-
5.78) vs JEHE K aHk — b, B: 422 (95%Cl: 2.02-8.83) . C: 12.13

(95%C1:3.77-38.98) ], LA B P AT 4 v Z[EIFET L OHKIFIEED
iR % Table 11 1279, WNESRFIEAT v 7Tl B =R — b, BRiE=
A=, EHREKaES— MZBW T, £ C-statistics 2% 0.70

(95%CI: 0.66-0.75) . 0.70 (95%CI: 0.66-0.75).0.76 (95%CI: 0.69-0.83)
LD AR — I+ aREMNELZ R LT, TXTOars— MIBW
T, WEOY R & ARICAHEZT 2 <. Harrell ® Emax & Spiegelhalter
Dz BREDRRIT, BRARIBIEREZ R LT,
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Table 10. Multivariable logistic regression for surgical site infection after lower third molar surgery.

Derivation cohort

Validation cohort

Non-antibiotic cohort

(n = 648) (n =2,740) (n=679)
Predictors OR 95% ClI P OR 95% CI P OR 95% CI P
Available distal space
Pell & Gregory I 1.00 - - 1.00 - - 1.00 - -
Pell & Gregory Il 1.69  0.99-2.89 0.05 1.82 0.98-3.36 0.06 1.91 0.69-5.29 0.21
Pell & Gregory Il 2.22 1.22-4.05 <0.01° 4.45 2.27-8.75 <0.01" 3.47 1.07-11.22 0.04"
Depth
Pell & Gregory A 1.00 - - 1.00 - - 1.00 - -
Pell & Gregory B 2.82 1.80-4.41 <0.01° 1.61 1.09-2.39 0.02" 4.22 2.02-8.83 <0.01°
Pell & Gregory C 3.25 1.82-5.78 <0.01° 1.79  0.93-3.45 0.08 12.13 3.77-38.98 <0.01°
Surgeon’s experience
>10 years 1.00 - - 1.00 - - 1.00 - -
3-10 years 1.32  0.82-2.12 0.25 1.19 0.76-1.86 0.45 1.24 0.50-3.08 0.64
<3vyears 1.83 1.19-2.81 <0.01" 1.28 0.88-1.87 0.20 1.54 0.78-3.07 0.22
Simultaneous
extraction of both 1.63 1.13-2.37 <0.01" 191 1.35-2.69 <0.01" 1.60 0.71-3.58 0.25

lower third molars

72



Table 11. Statistical performance of multivariable logistic regression model for surgical site infection after lower third

molar surgery.

Derivation cohort

Validation cohort

Non-antibiotic cohort

(n = 648) (n =2,740) (n=679)
Predictors OR 95% ClI P OR 95% CI P OR 95% ClI P
Performance on bootstrap internal validation (1,000 replications)
C-statistics 0.70  0.66-0.75 - 0.70 0.66-0.75 - 0.76  0.69-0.83 -
Calibration slope 0.93  0.74-1.18 - 0.93 0.75-1.15 - 0.90 0.67-1.18 -
Calibration-in-the-large —0.05 -0.28-0.22 - —-0.17 -0.64-0.42 - -0.20 -0.69-0.46 -
Emax 0.04 - - 0.03 - - 0.08 - -
Spiegelhalter z test 0.57 - 0.49 0.14 - 0.50 0.41 - 0.46
Performance of original model on external validation
C-statistics - - - 0.67 0.62-0.71 - 0.71  0.63-0.79 -
Calibration slope - - - 0.98 0.70-1.27 - 1.31 0.81-1.82 -
Calibration-in-the-large - - - -2.10 -2.26—1.92 - -1.52 -1.82—1.23 -
Emax - - - 0.49 - - 0.28 - -
Spiegelhalter z test - - - -21.01 - <0.01" -9.56 - <0.01"
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Table 12. Statistical performance of recalibrated multivariable logistic regression model for surgical site infection

after lower third molar surgery.

Derivation cohort

Validation cohort

Non-antibiotic cohort

(n = 648) (n =2,740) (n=679)

Predictors OR 95% ClI P OR 95% CI P OR 95% ClI P
Performance of recalibrated original model on external validation

C-statistics - - - 0.67 0.63-0.71 - 0.71  0.63-0.79 -

Calibration slope - - - 0.98 0.70-1.27 - 1.00 0.62-1.38 -

Calibration-in-the-large - - - 0.00 -0.17-0.17 - 0.00 —-0.30-0.30 -

Emax - - - <0.01 - - 0.27 - -

Spiegelhalter z test - - - 0.01 - 0.99 -0.10 - 0.92

*Significantly different (P value <0.05)

. OR: odds ratio, ClI:

confidence interval, c-statistics: concordance statistics.
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—2.26--1.92) ], Harrell ® Emax {1 . BAFEE 7 /L D Emax & ¥ & K & < (0.49) .
Spiegelhalter @ z & TITWIERNR 238 S 417z (P<0.01) (Table 10;
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Figure 14A. Calibration plot of the multivariable prediction model for the
risk of surgical site infection after lower third molar surgery when
applied to the external validation cohort.

The dotted line shows the agreement between the predicted and observed
probabilities of surgical site infection after lower third molar surgery. The
diagonal line indicates a perfect calibration. The triangles indicate the
observed proportions by decile groups of predicted risks. The rug plot at the

bottom shows the distribution of the data points.
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TFALOYF AHEWIET S LiCL Y, KiEmEERE ., Harrell ©
Emax. & L T Spiegelhalter @ z & O R 2 T L7z (Table 10;
Performance of recalibrated original model on external validation), ZEE®
eRzZ Yah, TRHMELZ XfZ7ey FLEBREY 2y MZBWT,
URZHKELZET VI, RiE2 A — MTBW TEATZEIER % =

L 7= (Figure 14B),
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Figure 14B. Recalibration plot of the multivariable prediction model for
the risk of surgical site infection after lower third molar surgery when
applied to the external validation cohort.

The dotted line shows the agreement between the predicted and observed
probabilities of surgical site infection after lower third molar surgery. The
diagonal line indicates a perfect calibration. The triangles indicate the
observed proportions by decile groups of predicted risks. The rug plot at the

bottom shows the distribution of the data points.
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MERF X vz [C-statistics: 0.71 (95%Cl: 0.63-0.79) ] (Table 12), #iF %
FLUXEAMNZ2METHD 1 L bE< ., REWBREIX K, -7 [#IESY
fil: 1.31 (95%ClI: 0.81-1.82) . KEAY#EIIE: ~1.52 (95%ClI: —1.82--1.23) 1,
Harrell @ Emax £, BHFEE T /LD Emax £ U & K& < (0.28) . Spiegelhalter
Oz E TITBRERNR2Z /RS (P<0.01) (Table 10), EER DR %
Y g, PHIfERZ X7 ey bLEKIET vy MW Tl KEE
fili X % — > %= L7= (Figure 14C),

78



Non-antibiotics cohort

< |

«© _]

o
2 o |
5 ©
©
o
<
o
g
=2 =
g ST

A
o~ A . Ideal
S .
ol -+----- Nonparametric
Lidktuf
oAl A
g i ] 4 | ] |I| | TR P TR T LA Grouped observations
| T T T T T
0.0 0.2 0.4 0.6 0.8 1.0

Predicted Probability

Figure 14C. Calibration plot of the multivariable prediction model for the
risk of surgical site infection after lower third molar surgery when
applied to the non-antibiotic cohort.

The dotted line shows the agreement between the predicted and observed
probabilities of surgical site infection after lower third molar surgery. The
diagonal line indicates a perfect calibration. The triangles indicate the
observed proportions by decile groups of predicted risks. The rug plot at the

bottom shows the distribution of the data points.
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L7z (Table 10), ERE D2 Y i, THMEEZ X7 ey ML
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Figure 14D. Recalibration plot of the multivariable prediction model for
the risk of surgical site infection after lower third molar surgery when
applied to the non-antibiotic cohort.

The dotted line shows the agreement between the predicted and observed
probabilities of surgical site infection after lower third molar surgery. The
diagonal line indicates a perfect calibration. The triangles indicate the
observed proportions by decile groups of predicted risks. The rug plot at the

bottom shows the distribution of the data points.
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HEHS S0 B NB B KREWZ RSz (Figure 15), Z4vix, HLE sk
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Figure 15. Decision curve of the multivariable prediction model for the
risk of surgical site infection after lower third molar surgery when
applied to the non-antibiotic cohort.

The solid red line represents the Net benefit (NB) when using the risk
prediction model; the dashed line represents the NB when all patients received
prophylactic antibiotics (‘intervention for all’); the dotted horizontal line
represents the NB when none of the patients received prophylactic antibiotics

(‘intervention for none’).
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AR HLPH T d o 7= (C-statistics 0.67; 95%C1: 0.62-0.71) , #% 1F ) firl 13 PR 48
M) 72 fECTdH 5 11231 < (Calibration slope 0.98; 95%CI: 0.70-1.27). Z #l
FEFIBWTBEINEY X7 ETHISATEY X7 & DOMICRAFZR
RN ® 5 Z &2 EWT 5, Kyl iE XK < (Calibration-in-the-large
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it o SSI U A7 @il K23 % S iz, MR A AR CIix, 9F
MEEaF—MBWTTHET VOMBMNEIZHFEFEINLTEY (C-
statistics 0.71; 95%CI: 0.63-0.79) . Z AuLiX 3T X T HAF N SSI FARE &
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FERARICHYICHEN TCELI L EE%RT S, BREARIIHEEMTH
%5150t < (Calibration slope 1.31; 95%Cl: 0.81-1.82) . K Hk A 1E
IZ1& < (Calibration-in-the-large —1.52: 95%CI: —1.82-—1.23) . i K FEAf (2
M2 T HESNTEY RN+ Trole (VA7 HEDNBEIZK D
THRERETH-TZ) ZEE2RLTWVD,

THET NV EZMOMANCEA LG, 20 TRIERIZE ., TV
BRICFEGLEEAOTRMELY 85D EBRESHTND 49,
BIEa AR —MIBWTT U MO LADRERPNMEWES, FHRHIESHDY
AZ TR B KRFEAG S 2 ATREME N S D, AMRIETIX, 77 b4
LFEARDENERRT D EXIICETLVOU R ZHKRET S & T,
KIBL R E AR BICKHAL L7 (Figure 14A, 14B. Table 12), W& WA A P
OFEAM TIL, 77— A M7 v 7NEMGER O C-statistics (&, BAFKET
NOHLO LY HLEN TV (Table1l), Z OfEFRIT, EMFEEa R — b
T BEEaIR— L0 QEFABRORE —ERRKE L, BRORWE
FLELEVWEZEWMRICO T ENTEREZ L THATED, W
12, BRIEDMH & & RIKAIELIE XA~ B CTd - 7= (Figure 14C), — & m91Z
MEHHI R T A =13, T T LAOBEAENRNGAE, BERNEH WG
ARV BEERENPRESLS LD, YT H A XBR/PNE W EIE AR
CLEFHDONRATZARAEL D PN, FEGIREROREENRRKE WD LITZ
T, ZNOHOMFMHERNMEVEEREICHFS LTV D AEENE XL
nNo, ETNLVOU R ZHRFEST L LICMA T, 120K K1
TIRTCOTHRNRT2RHEST L2 LT, RREABREAR & KRR IE
(Z%F 4L L 7= (Figure 14C, 14D, Table 12),

FEPEEa R MIBWT, FRIELLEET VOBEKMWAEAKZ, &
DNBZFHET LI LIZLo T L, TORE. 0.05~0.40 DI~
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TORERRICENT, PHIET AV ZMEMALZSE D NBIZ0 & L -
7oo BEHR PN X, HREE KR FINICB T2 EEO P& 5T
TR 2% (Number needed to treat; NNT) (%19 Th 5, Z 1 % BEEH
RIZHR T H & 1/19=0.05 (U 227 5%) L7eb, LR ->T, SSIU A
IS EBATGAICHEELEN T2 idarkt 203 dH 5 L
Ezxbhbd, BEMEE 04 IL, RUERIEED THHEL LD H SSI O
FHHlCEWEEZ RH L, 1 A0 SSI 2 FB+o-0icdbeltd 25
AN (1/0.4=25) OBFEZBHRT L aMbRWEEFICE-T, 20
ETARNAHTHDLZLEEZBERL TS, 2NHORENDL ., EFREIX

TR MR R AT SSI U R 7 RN E W ERE T O B TR BT 3R
ZHEHT 52T MEELT ZHNRICMZ DN THLZ LR
S,

ARIFFNNZT N DD DORARH 5, CABFIEIL R A h) & B
HTHD, £DD, FTHMARE R FiHi% O SSI oFAN LK S
TWAHHREEEFGETCE W, L2rL, 7 —ZITaWMarm & IcNES
Ni=olext L, 7 b 2% (SSI%A) OB BICIH Sz, =
NICEY, 7 =X DO RN EMRIRMWENA T ADY X7 BEA LT
EEZEZbND, H TPHET VAN S DA MERIT. AR LA
FOJEFIMER, S, FIWHTENERLITRMELRH D, LI > T,
U227 TRETVEMLNT D0, 5% IX 2 O Fl 0 S 2 A
WROBDLHBTI2LERD D, S HIT, ETNVOAIEE XKD
MBI NT, MEEELZLEL LW FHEERE & EE LML
TV, SEIER FTHEREEEFICS T 2WAELH L0 T
H100E, SRR IEENLETH D, KFIEHRE R 2 IR L.
BRIRICISH T 2BICIE, ZNODORRAEZBE T LHLEND D,
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BAFE L7 T 7 ik, ShERHRGE 2 8 U C T S8R ol £k ol = 1f 12
D SSI TRMERIZIRAEFTHY . BEAFO TIIPIE S 58 & i L
THRIRHA AMEICEN S 2 & RSz, RUFZEIE A AR FIl I
TOMEREDO PHERGICET2H M 224t LR ONETH
5o ZORRIT. TRIMHIEEER G2 T D EHEER ORISR
RN D D, B OMETIL, MO, FIZAPITED 3R — LV
HIEIKVIEBIRERR 2 A+ 2 ek (B 1 5 TR E 7 VO FRIE & e
MICERZETOILEND D,
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ARWFGETIL, Btk TSI 1T 2 TR HUE 3 o & #3423 U T

F A BE AT IS 38 0T 2 B 72 72 T B RO HUEE 35 4% G- BRI 0 B g8 & i A T

— BT, WPEIERBETNA R T A4 U RNERERICB T 2 MEED
WG B2 52 5 RICHER L, R RS54 DO F I NEANEE S
W DAL & BRI OBEGR, Te D NS HIE S 0 & k2 B A FE M L
lco A KT A4 OREATLARE . TBIBIHLE 1L CFPN-PI 2> 5 AMPC (2
O EELY, BEHAMMROBAPOENTHEL Z ER AT INT,

BOETIE, BE—EOME s — N EHWT, FEERE K T
%D SSI THETVORELZRLTZ, THETVIZFHRANCELOND 4
DO TRIK A (FAK O D AL — 2 R ORI O R FE
Z L CHm B R g D[RRk o) o2 B TRIMREZ R LT,

Bom TR, B ETHB L THET L OAREE, 72 5 QN IR
WA MO FEAM 24T > 72, SR EARE o 4k o F Al & o SSI FHlE T v
T, AAEEEIC B W T HEN . THIMERE Z R L. BEAF DR RIS . 972
LDHETO FHEBREELEEFICH LT THHORERLZES T 5.
FLEHEELRVEIKEL VS SSI URXAZOEWERFIZREL TP
MEREEGTI2EBEAAER THDZ ERWLMNITR ST,

INHORRERNG, KFIETIEREARICBIT 2822 THRIbLEA
KR B OB F IR LT,

L L7225, AW CikdbE K mbith Bt o B 3E O s xt 4 &
LTW2DZEnb, SF & E 2 FHEEREHIEF T DI MEZ B
LT 272DIE, ZHBRTOMENRLETH D, AT, KD
AR — XD BRRVEGIERLE AT DHRICBT DHET VO FKRIE

PEREFEMICE R Z Y T RFA B ETH S,
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ETARBICEVTIE, BEFEOBREE I T 2 FINES
N ESEET LD TR ORREZITo 72, —J7 T, SSIHl#H O8]
WP BITFEMPOLHR ST FINATHR O I A 2 5w 7o J8 i 3 28 &
FLW, BBREWT &2, MERICE EN D0 Bk 2 2 AEEREB O A
F~v—H—ELTHESNTWD 2, FTHERE R R FHICBWNT
X, -7 I 7 —EBRBEORAEFMT DA A~ —F =) MR =
WFY = VREPNREICES AR LR Y 2L TIzaX Lt F oy
—Prwa T ATFE RBEBILA R L AL F~v—H— & L CTRERE
T B EnMEINTWDS, £, FINmTE O OMES 7% ICHE R
%< FHEBICKE DEERL 20 R IR R I R R o MR A0S
L EHT 2 Oz LngiEanTcnwsg, £z, AlEWHEMIC X 5 AH
DR ITIT % DK, Al oRE, £ L TBEZEEzn EIE2d N
ERBEINTWVD, WTHOH|EIZI W T b HRE Mk F I 12
75 SSI BA~OEBIIFMTCE TV RNED, 2L THIRKT &
LTHRELEI D EZRFTLIZETCTPHETLVEZRXETIRAMBS 5
A $T . EREVNATEDL THIRF2ET VICHA2IAT Z & T,
FVBEBETRZM ESELNDARENLD D,

FRERRE A MR L. R DY AMR %R & LI A N3 D TR
RE W FHEO SSI PRIET V2 REIE TN Z LERE5EOR
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