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HEERA Vb 4-2 : pull-through operation D)3 ?

L NJEEO N1~3 EFICBWTIE, OREFREN LS ~D U Vi EEET 5 2
L7 UIkRT 5 Z & & HBY L L7z pull-through operation 23K & 72 5,

pull-through operation X &, HERED N1~3 FEFNIZIS T OFEFFEE S SHF~D
U ERET 22 R<URLED ET5F X T, FREE L ETIEEME — &
LCHIBRT % 469 T1, early T2NO SEGI DA, £ < IXONEOFREREUIERNTHON D,
FBEHIZ SEE EE T 2 [RIREIZAT 9 354, pull-through operation % X £4 2% 1 D23% ), any
TN1~3 JEF| D4, pull-through operation NFEA L 722 9,

P E BTN

1) fEHIER, B f, f DR EECRE OIEHRIE & RIS D R RE—1)FiN
Bl O JFFEBRFIEZ OV T, DFEIES. 2006518:65-73.

2) SFHAAKE, A, i T2 TR O IR E fk. HIEE 17:271-278, 2005.

SFHAGK, e, M. T2 SR OUIER & . QuEF 2005;17:271-8.

3) A, Ak P, fh. HRPE LEE—RIGRIES] (274 F) O FINTEFRAGRE. P
EBdEE. 2004;30:550-7.

4) LRilifrz, JCHE—, # TREIRRARE OB H SRR 99:743-746, 2006.

Sellifte, femifE—, M. TR O H AR, 2006;99:743-9.

5) WREZEZ:, WEEIR B, . EHESGIERGT, # O OBRIR— 1 PEIC X D IRHAE.
SHSHTRIEEE. 2002;28:57-61.

6) Lim YC, Choi EC. Unilateral, clinically T2NO, squamous cell carcinoma of the
tongue: surgical outcome analysis. Int J Oral Maxillofac Surg. 2007;36:610-4.

7) Jahnke V. Surgery for squamous cell carcinoma of the tongue and floor of the mouth.

Auris Nasus Larynx. 1985;12 Suppl 2:55-9.
8) Jahnke V. [Surgery of the tongue and floor of the mouth (author's transl)]. Arch

Otorhinolaryngol. 1975;210:275-91. German.

KARSTMRISHEERTEHIEE . ZOH, BEPHRICF A, 5IATEERTEZEN,

-70 -



-71 -

/Eﬁﬂ‘/f v b 4-3: APEEFINICRT ARG a0f/ AT ? \

éliﬁi Jutt e O B E R ORI OBBNEITAER TH S, 202 Th, 33— NAERYRAE
AU T K 2 8T B OBANIRRENRLS, AThHD, £z, HEOD T1EGH

5T early T2 SEFIOFEMIRE TIL, I — REKREEEIT> THUIBREZIT - 72EHIXITH

20y T FEBNT LA O TR ERRIIR L, LaL, IF— RSO SRR &

\\%ML&%“@T%&V EMH D, A//

ARG 2 I T SR | B P I OFRRINEI A TH D, e Th, IF— FAERY
I EEEAEERICB O TR Hnbh, REEORRITIIRS Z L O TERWHBIZ
WHE L /e > TV D, OFEEIRICIRW T, 3 — Ry 3 BRI B 2R U, BRSO
{EDOFREMED & HIRE AN TE 5 550 Fi-, BRIk Z R 9k ER & E R R o
WA, 2L I — FEAOIEMIIP/RINTNDS 88519 —J5 ORI A4 (K Yt
T hvA DU T N—% FW Tz AR LR O AR O Z WA, RIEMEO R LRk
OBRHIZITEND DD, LR E DS LR 028 Wi O 2 W3 A TliEZe
EORENDH D PV, RFEIBROEMICENT, I— NEEAOHFIZ XY FREFEEZ R
FHURER, 39— Mtk L7ERIRE CHRICEFBRFEEOMN L 2VRENTND WY,
EHI, A—FRE MU T A= ETHND I — R hLA DU T —Ye ik 9%, 9
— RZ 2 B2V a5 2 BREEPUIREMOREICANTH L LW I HE b H D
0 LU, ISHPICR SR AR -5 S, £ 2 TURT 20O A REER S S L H 5,
S— FERREAORKE LT, HESLAOEMBER A ERZRETE RN ILRHITH
B 0, ZHDOEAIC KT D UIBREHER E OB FB & LT, fluorescence
visualization (FV) A7 AOFHAMEEZ RTHRENH S 17, FV I, BEEREO A 88
%74»&~%LLTW%%:ﬁﬁﬁﬁévx?A?%é JESG RO HA | Bz Tl R A
D32 Z &0 n, DEERERZEOZWNIZI T 528 AN R ST D 1617,

o5& ik

1) HEAEEE. PI0E OO OEMMEHIITIZ 5> LTWD  GaFE AEO I — R 6. §H
NHSE. 1996:8:700-2.

2) Silverman S Jr, Migliorati C, et al. Toluidine blue staining in the detection of oral
precancerous and malignant lesions. Oral Surg Oral Med Oral Pathol.
1984;57:379-82.

3) Kerawala CJ, Beale V, et al. The role of vital tissue staining in the marginal control
of oral squamous cell carcinoma. Int J Oral Maxillofac Surg. 2000;29:32-5.

4) Martin IC, Kerawala CdJ, et al. The application of toluidine blue as a diagnostic
adjunct in the detection of epithelial dysplasia. Oral Surg Oral Med Oral Pathol
Oral Radiol Endod. 1998;85:444-6.

5) Epstein JB, Scully C, et al. Toluidine blue and Lugol's iodine application in the
assessment of oral malignant disease and lesions at risk of malignancy. J Oral

KARSTMRISHEERTEHIEE . ZOH, BEPHRICF A, 5IATEERTEZEN,



Pathol Med. 1992;21:160-3.

6) Kurita H, Kurashina K. Vital staining with iodine solution in delineating the
border of oral dysplastic lesions. Oral Surg Oral Med Oral Pathol Oral Radiol
Endod. 1996;81:275-80.

T EH W, MR, il OPERERAZ ISR D 3 — Nk E VT AR e o A HINE
(CBT DR —3 — N L aE %ﬁ% Ko WAHM OZEr O k. B OAES
2001;47:161-5.

8) %%ﬁﬁﬂ BPREELEE, . T excisional biopsy (2B 5 I — RAKRYLEOAH M

WEREES. 13:277-82.

9) HE%H?, M B, fll. I— R bAA DU TR BT R b & T O RS S
& PR DR IAR S, ST RS, 2002;28:41-6.

10) RTHEET-, BEIRA—, . HRF LRIk 5 39— F 2 [ aykof AtEomEr. A
4458, 2015561:319-24.

11) Umeda M, Shigeta T, et al. Clinical evaluation of Lugol's iodine staining in the
treatment of stage I-II squamous cell carcinoma of the tongue. Int J Oral Maxillofac
Surg. 2011;40:593-6.

12) Izumo T. Oral premalignant lesions: from the pathological viewpoint. Int J Clin
Oncol. 2011;16:15-26.

13) Petruzzi M, Lucchese A, et al. Use of Lugol's iodine in oral cancer diagnosis: an
overview. Oral Oncol. 2010;46:811-3.

14) %’ﬁﬁﬂi AREEEIN, M. BHIEEICRd 2 9 — RAERREAO A IOV T, OF
55, 2008;57:297-302.

15) Elimairi I, Altay MA, et al. Clinical relevance of the utilization of vital Lugol's
iodine staining in detection and diagnosis of oral cancer and dysplasia. Clin Oral
Investig. 2017;21:589-95.

16) fa BA, FHHUE—RR, M. [ OEREEER A YW OIS DR R DA 7

— = 7~ Fluorescence Visualization £ ilfD . H L RS, 2012;23:142-6.

17) Poh CF, Zhang L, et al. Fluorescence visualization detection of field alterations in

tumor margins of oral cancer patients. Clin Cancer Res. 2006;12:6716-22.

KARSTMRISHEERTEHIEE . ZOH, BEPHRICF A, 5IATEERTEZEN,

-72-



HENRA Vb 44 QJERFICRT 5 THEESOFIBROES T ?

SR B T SR B A~ DR B R 2 580 5 O EBAER TIX, F5EE D& IS %
LB,

FESEE O FHE ~OERARICIE, B, SRR LY THEEICERL TGS L,
BRI TREICRE L TS IBAEN S 5 V9 & O 6, AR LRz i L,
B C I A TE ) O B BRI HE R LT Y

B A RO DRERITIE, TR & FRIC THEURALETH D, HE17R THE
B OWIEZRDIRNGE T, 5L THE ORI —BOIER A NEL TWDHEIT
X, FEEOTMEBREEZUIBRMIICED S Z L T FEFUIRITRIT SN HANHD V1Y,
JEE & PHE IS E 2RO 25A L, BIRITR O FTHEBURNTONAL Z LB Z W0
1,5,7,9-13)

EIRRITIRNE, SR GIBRINT ) I OIRR AT 4> ORISR & 72 2 251009 RO B PR S
HHGE, THEEEBEICESETIRE L2GE, BiRiENE8E T o T b Mk 5E CHEEN
IS E R e G G T KRB 23 T 5 19, B IEE S ERE L T 285413 Kbk
WaHRT2WmERH2 ", —7F, YHOBRNEZRIIER TH->TH, MkFHICHER
TR TH L EOWE L H Y 17, HEERTFOEMND, T 57217 0%UIBRIIC
£V B OB AT O LT DWMENR S LS 15161828.29) )G EE R & KIg GBI
SEFI O LLERT D AR, R, BBICAEAETR» 7oL o®E 2 2, NEFEO TH
BAEDHIIBRIC FEGUIBRMT 2 IS L, RERMERESELORERH D 00, 0D
MR TIIW Do D Rl TH 2 OIS E 3 BIBRIN 24T 9 2>, EIBCE H 2 I E 4 BBk
Mg 2NN Tigamad > 223 2220 11 K O J8 PRERAL R ~ DR, THE~DRHE
Fla % BB L C FEE OUBREEHEN RO Hid,

@2 & Sk
1) FHREH], FEIEER, . NIRRT S TR E LR ORI —EIS I BT S R
PRI - AR O, SESEEIESS. 1989;16:44-7.
2) Brown JS, Lowe D, et al. Patterns of invasion and routes of tumor entry into the mandible by
oral squamous cell carcinoma. Head Neck. 2002;24:370-83.
3) Barttelbort SW, Bahn SL, et al. Rim mandibulectomy for cancer of the oral cavity.
Am J Surg. 1987;154:423-8.
4) Marchetta FC, Sako K, et al. The periosteum of the mandible and intraoral
carcinoma. Am J Surg. 1971;122:711-3.
5) RAJeHE, b 1, fh. F, DS D FHEE ONBE—RHIER O RIMEEFE, T
AT, TR LT RERE I ST BESHERIESE. 1989;16:52-4.
6) PR, FIHRER, . DR LEOE ORI AGRE OET. B 04GE. 1988;34:233-42.
T FHER, PR, . QRIS S THEEE&EIRIFICOWT. B Ak,
1988;34:907-19.
8) B WA, MEFHIER, fh. MR LRSI T D NRHE UIBR L LRI EH & OB
FRIZDOWT. AFIES. 1996;45:263-8.

KARSTMRISHEERTEHIEE . ZOH, BEPHRICF A, 5IATEERTEZEN,



9)
10)

11)

12)

13)

14)
15)

16)

17)

18)
19)

20)

21)

22)

23)

24)

25)

van den Brekel MW, Runne RW, et al. Assessment of tumour invasion into the
mandible: the value of different imaging techniques. Eur Radiol. 1998;8:1552-7.
Shaha AR. Preoperative evaluation of the mandible in patients with carcinoma of
the floor of mouth. Head Neck. 1991;13:398-402.

NEEN, NEEZ, . DEE 30 BlOJEEE SRR, B DAhEs.
1995;41:1071-3.
Wolff D, Hassfeld S, et al. Influence of marginal and segmental mandibular
resection on the survival rate in patients with squamous cell carcinoma of the
inferior parts of the oral cavity. J Craniomaxillofac Surg. 2004;32:318-23.
Shaha AR. Marginal mandibulectomy for carcinoma of the floor of the mouth. J
Surg Oncol. 1992;49:116-9.
AP, B O Bk, M. DR OSMEREE & IR PR, BESEEIESS. 1995521:99-104.
Werning JW, Byers RM, et al. Preoperative assessment for and outcomes of
mandibular conservation surgery. Head Neck. 2001;23:1024-30.
O'Brien Cd, Adams JR, et al. Influence of bone invasion and extent of mandibular
resection on local control of cancers of the oral cavity and oropharynx. Int J Oral
Maxillofac Surg. 2003;32:492-7.
Wax MK, Bascom DA, et al. Marginal mandibulectomy vs segmental
mandibulectomy: indications and controversies. Arch Otolaryngol Head Neck Surg.
2002;128:600-3.
PO R, BREE, fll. OEmoER & EMEICEES  OIBRE &R EGE. BRSEEE
. 2000;26:23-8.
KB &, & DEFEICB T 5 THE OLBE— T3 ERAIREICKH T 2R B8 L O
At piE oA M. BESEEIEE. 1989;16:55-60.
Dubner S, Heller KS. Local control of squamous cell carcinoma following marginal
and segmental mandibulectomy. Head Neck. 1993;15:29-32.
Ota Y, Aoki T, et al. Determination of deep surgical margin based on anatomical
architecture for local control of squamous cell carcinoma of the buccal mucosa. Oral
Oncol. 2009;45:605-9.

Ord RA, Sarmadi M, et al. A comparison of segmental and marginal bony resection
for oral squamous cell carcinoma involving the mandible. J Oral Maxillofac Surg.
1997;55:470-7; discussion 477-8.

Guerra MF, Campo FJ, et al. Rim versus sagittal mandibulectomy for the treatment
of squamous cell carcinoma: two types of mandibular preservation. Head Neck.
2003;25:982-9.

Barttelbort SW, Ariyan S. Mandible preservation with oral cavity carcinoma: rim
mandibulectomy versus sagittal mandibulectomy. Am J Surg. 1993t;166:411-5.
Muscatello L, Lenzi R, et al. Marginal mandibulectomy in oral cancer surgery: a
13-year experience. Eur Arch Otorhinolaryngol. 2010;267:759-64.

XA RIT MRISHEERTEHIEE v, DLW, ZEROTAEICFIA. SIATE LRI TEEEA,

-74 -



-75 -

//%%ﬁ4yb4ﬁzT%@%ﬁ®%§ﬁ(%&W)ﬂ@%ﬁKtEiofwéﬁmmﬁH;\\
WG ow L 2

T1EF THAUTESAIRETH 5, T2, T3IERITH X BRERNTH WIS HIETICE EF -
TWDHER, BRI SRR OGE L& IR #EIS S D, 7272 LWL
Ba, WREEICE EE> T THEBEN~OEOREATREIND 20, KIBgIFRMT23

@m&fxéo J

TEREE P OSBRI TIBRIC IV TUE, B2 WA RIS Lo B RIRE R, BRI, S
V2 DR ~ D HERERFE 2 T3 E”E’J@Jf%? HPHOREICEHETH D T, FURINART
ﬂ’ﬁ%ﬁ’ﬂ WZIXEEH (pressure type) & HURUVWVE (moth-eaten type), @ H [ (mixed
type) \ZFETHZ LB TE TIOW | SREAHA0ICIZEIEA (expansive type) & iR
(invasive type) I[Z¥EEND Y,
X BFHEERIE 100% 23 BEAR AR 78912 E B B B 4 m 9703, XA a0 gy Vil 1T
FREAR R R B DY 55%, 1RIEAIAY 45% &t ST Y, F TR B R R
TIEERIN S EERIE L 0 b 1T L, BIRIEEES &5 WL o f  BRMETERS S ARSI S
B0, JRERARAR AR AL CIE RIS AT L CRBEIENICE S ER T 5 2 L 3% M1,
BWINRIZ L 72 b QNS B WINRY & R B4 & DEIE I DWW TR 247\, H#HERR T
DOVEHETE A fat L7z i Cid, T1 TIRRBIBNSIZZBIBRIT 21TV, FTHEIZE 6720 T2,
T3 FERITIL, BRI R T HIVTTIRGIBRITAEI D DT 5 29, o T8
BT, BNIC CTHERIIIRG L TG RFE L TV D Z &b, Bistedalmkk o5
HERLE BTG W82 Ty T o o CHE RIS R WEITH LT, B
PEN~0 IR 7212 D RTREMEAY do 2 O T RIRBIRIF SRR D Hid »P, LavL,
D% AT DR Z VLTV & 2 g HIRWEITH > THHEEE O —
EBICIRE LT, 32 ﬁ‘%@@ﬁfﬁﬂ%&@%ﬁ%%é B 2k, FRENEMRICE L
ESCNGAYE T%ﬂ.@hﬂ’*ﬂfﬁk TR LS EIE, KR RIS 5,
B DZEME LT FoRE ,L%@%%Ti%ﬁ%t_ﬁﬂ%ﬁﬂkéthﬁ@%m#L
ik Te B 1820

@2 ik

1) Politi M, Costa F, et al. Review of segmental and marginal resection of the mandible
in patients with oral cancer. Acta Otolaryngol. 2000;120:569-79.

2) FEMRFEE]. TR RSO THE 2B L OV BE A & a IR S < I EREIBR
k. DPERESS. 2004516:35-48.

3) Okura M, Yanamoto S, et al; Japan Oral Oncology Group. Prognostic and staging
implications of mandibular canal invasion in lower gingival squamous cell
carcinoma. Cancer Med. 2016;5:3378-85.

4) Wong RJ, Keel SB, et al. Histological pattern of mandibular invasion by oral

KARSTMRISHEERTEHIEE . ZOH, BEPHRICF A, 5IATEERTEZEN,



squamous cell carcinoma. Laryngoscope. 2000;110:65-72.

5) Wax MK, Bascom DA, et al. Marginal mandibulectomy vs segmental
mandibulectomy: indications and controversies. Arch Otolaryngol Head Neck Surg.
2002;128:600-3.

6) Genden EM, Rinaldo A, et al. Management of mandibular invasion: when is a
marginal mandibulectomy appropriate? Oral Oncol. 2005;41:776-82.

7 MERZ, KRB OE, il THEEREIROEE VX0 T —TR 1K)
FPefEdS;.  2007;19:37-124.

8) Swearingen AG, McGraw JP, et al. Roentgenographic pathologic correlation of
carcinoma of the gingiva involving the mandible. Am J Roentgenol Radium Ther
Nucl Med. 1966;96:15-8.

9) HMERZ. TSl AR O RIREL— PSR 1S, 2001;13:223-8.

10) Hong SX, Cha IH, et al. Mandibular invasion of lower gingival carcinoma in the
molar region: its clinical implications on the surgical management. Int J Oral
Maxillofac Surg. 2001;30:130-8.

11) Totsuka Y, Usui Y, et al. Mandibular involvement by squamous cell carcinoma of
the lower alveolus: analysis and comparative study of histologic and radiologic
features. Head Neck. 1991;13:40-50.

12) Totsuka Y, Usui Y, et al. Results of surgical treatment for squamous carcinoma of
the lower alveolus: segmental vs. marginal resection. Head Neck. 1991;13:114-20.

13) Tei K, Totsuka Y, et al. Marginal resection for carcinoma of the mandibular alveolus
and gingiva where radiologically detected bone defects do not extend beyond the
mandibular canal. J Oral Maxillofac Surg. 2004;62:834-9.

14) Werning JW, Byers RM, et al. Preoperative assessment for and outcomes of
mandibular conservation surgery. Head Neck. 2001;23:1024-30.

15) Nomura T, Shibahara T,et al. Patterns of mandibular invasion by gingival
squamous cell carcinoma. J Oral Maxillofac Surg. 2005;63:1489-93.

16) Ord RA, Sarmadi M, et al. A comparison of segmental and marginal bony resection
for oral squamous cell carcinoma involving the mandible. J Oral Maxillofac Surg.
1997;55:470-7; discussion 477-8.

17) HfEERTS, e 5, fh. NSRS LR TR AR BRAIC OWCOBKEIRE. B 1
AGiE. 1989;35:258-64.

18) O'Brien CdJ, Adams JR, et al. Influence of bone invasion and extent of mandibular
resection on local control of cancers of the oral cavity and oropharynx. Int J Oral
Maxillofac Surg. 2003;32:492-7.

19) /NEFE M, 85 P, il RS PR IS O BRR AR, VIS 12:39-46, 2000.

20) Dubner S, Heller KS. Local control of squamous cell carcinoma following marginal
and segmental mandibulectomy. Head Neck. 1993;15:29-32.

21) Muscatello L, Lenzi R, et al. Marginal mandibulectomy in oral cancer surgery: a
13-year experience. Eur Arch Otorhinolaryngol. 2010;267:759-64.

22) HANPEEG AR DBk OBR, 55 1l @A, 30, 2010, p33.

23) Nanbu H, Tanaka A, et al. Clinical study on squamous cell carcinoma of the lower
gingiva. H M#23E. 2010;23:171-5.

24) Patel RS, Dirven R, et al. The prognostic impact of extent of bone invasion and
extent of bone resection in oral carcinoma. Laryngoscope. 2008;118:780-5.

XA RIT MRISHEERTEHIEE v, DLW, ZEROTAEICFIA. SIATE LRI TEEEA,

-76 -



lb. AR — RN

N VEREIEICH O CREEIRE (T 5 H IR, T & Tk U A A 1T 5 = L2 LY,
i OB R ORI & T BB, QOL %1 £S5 = 2 1Tdh 5, MIEBOIRIC
LA SO () (R, SESEAMBABEREESLTOE (&
40) | BENEAE, RIMORRIE - BAOBEIC BN TESLERS, UL, R
SHIGRE ORI R L <, T EF YA E B OREETH S,

REREAAT 5 BN IE, MESOIRR & R (T b 2 HIRSAE (—WCirkl) &, BEA JRIC LCf
DIVD TN B 5, FEHIE, TR D IREEIC I U THE SN 57, BH OFH,
IR, HERETER ELEBEND,

1 HMEBOFREE (£4-4)

ORARR D RABIEE CHEER 2 &1, FBRAFHEBOMBEEMERE N AR kA BIRT A2 2 L Th D,
T, INSIMBKBEOLAEY, HMEENINRERICE s TRbAEARGIETHL Z &
HWY L L, BHIRERIC L 0 R A T 5 2 E AR TH BB ARe, Mk
DITEEEED R EIZFH 5T 2 L EX DN 5AI121E, HEINEZEINT S Z Lickhb, BEEHE
WU, REEZ, REERENE, JRPTRESEESR, A () IR, IEEEERBE SN 5, BIETH A
X () EAEoFRETE<FHMi s TRY, SEHERETR, ILSEf T, D-P &I, K
FFp, NSRRI EDRHWBNTWD, —FIE R & BRI, SO S mbE
RO - A - Bl %z, RES - BZHAS LN OBET L ERARETHLI L, B
AR O BHENEWNZ &, SOICMITRBERI &N, SRBROFRICEER b2 < A
ENTWD, APEFETIE, Bk, iMUKIRE S, MEER T O AEER SN

K4-4  BUEMER Shd ERHE O REFREME

BRRE AR DR E DR
® B Z A% 7 e OJEE:=Paw> 2i:!
2 JE A Tav g e
AR AR PCBM : e, IKE
@R WBRAFE - W, AibE
EH @ N AR
B R G FHELTL—h, FHAUA YT 2k
e B AR R -L-FLER A v vk
HXNENEBHE k A w2 FPCBMORFFOT-DITHEH I 5,
SRR Tl @B NI = hEE (B #
@F% (M) R HeE () #
SEER Ik B Fp BERE (&) I
D-P &5 T8 HE A & WA T R 5
JSSE SR R I E (%) # &
K Fe
ISR el
@ M AEAR ) & WERER AR Al
AR 7

XA RST MRISHEERTEHIEE v, EDH . BEROHAEICFIA. SIATE LRI TEEEA,

-77 -



ATZMAI R R Bz 7
U 1B 5 R Fp
ISR el

PR ORIUT, KB ECEREIS U TIRESN S (EEAA L 1 4-6) . ST,
TR OB A, BlFE OEE A EE L0 2 & S HTRSREIC A L i, ki
T h DRI FLHTIMA R IR 7272 ER VB A3 | H AR 2RI Ik, Ea
TE O - WEH L OFMAZ RS LTS, W MSEORIEEAXNS Z ENRETH LD, &
BERH Y, DORBIMTERENFI N WTRE TH S EEMG A0 KR b A THh 54 | F ORI YR
TIEHEAIT> CHBREEEISECTH VY | WO EET LR - F FREIRE <X, Hic
EIE BV TITEERM FEENRET D 2N H M | S 51T, RIS 0 5 ik ) 72
CTCIEAKE - REROSBERNLIE L 725720, #10E LI R02k G, 320
Rz IR AR VY 541 5252839

2 BHBOBREE (F£4-4)

THB KO EHERICR T D HEMEI O R T, A S EEEEE R, living bone TH %
T2 ORI <, HEHRIEE R I L W BREROIMITHR AR TH H5E°, HE DKBEEN K
WA LICARNTHAY , BHETIE, VB, FRE, BESHEEEFEICZENSATHY
D, BAEE OSBRI 72 <, ZNETNOFSE L<EEL7- 9 2 TERIRT 54
ERHHC | i, DFEE IR LIS K E S AR END Z L BE VT,
BEE Fr, BHREEIE, BREMNEEHAEHERRE, Galighe L THWsD Z &
NEW (EEFRA YV M-T)

HEB R BHikOEE, 7y 7 oaiiEafh (particulate cancellous bone and marrow:
PCBM) & LTHWLH, RIGERE, #ZIBEERENGERIEINS, PCBM OREFIZIZT & >
A 2R Y -L-FLE2 (poly L-lactic acid: PLLA) A v > 2 BMEH &11297% | migr L — K
IR FZ T L— RV LI, BB E TCOYMA R FEMEE LT S50 R,
EHERGIS &5,

TEAFETIE, FRRUKUIBRITRICHEEA 7T v FOERE R 8T L D B 7 & et
ZHEME LT, JIREBIE, BIEE® /2 L 20 L SRIERIR 2 E 2179 2 &b b, F
B D BB 12 13 NS OB AN R D 572, FHEEIRAIC & 2 HSREESHERO LR %8|
29, BRI FRRO— R TR BT X @8 BN A AT TR, B
B L— b LR (RO OO, kO OB H1ThN 530 (RERA
> b4A-T) . BEBRABREONREFRETIE, BROY A7 2 Z [ LT HOFSREERI A S22 P
NAHZENEMHTH D, ZIRFEIZITBFEE B IE NG E EREE BT S EICH 6
B2 BIE O PRI T X 525, BHEROFHTL 20, FHEMTEO 720 FEOAE S
FHREDEIEA R/ 2 & 03d B, F7, MEHIT & SRR C1F, BRI A Mg 23
ROLERZOLONRAREE R BEbH D, FHEERICL DBERECE LT, FHEo
HFEEAEE LT, B TNESIORE LR, JEFHEGRRRO ATERRRE, AU & DR K
VIR KB SN D72, FEfZ L ICF OEERE LR S (M4-10 . FHEFET ALY X4) ,

FREREOLGE, KEHSHPRKE W EEHHBHEOATIIE RO TESCA RIS 72 8 DT
WA REE L 2 5%%® | 20, MEWR S WEEEE 72 AV HFENEASN®? | R
A TT o bEPAT A Z LTk Y, HEEEIITREAIC LA LB 0B
AR LA HIUE, EARICL DI QEBEENEDTHL L EL LN L0

XA RST MRISHEERTEHIEE v, EDH . BEROHAEICFIA. SIATE LRI TEEEA,

-78 -



—xm o | [amm

; (BDRSFRR) § ; Sl Lo :
TROBORE | — i L EREWMEW
: 3 g D (BBE, BIER) |

———— LG LS ; E —> l
TEEFAITIRRAT BEIL— b ! b and/or '
- + = s DoERA T b
TERE M IR (BRE - IER) B , MERST & BT K FEHE : :

‘ EXREHBH
: PCBM, 7O0v7%&)
AR (A% 1= LR BB & — ( o

X4-10 THEZ7LITY XA

@ == 3k

1)

2)

3)

4)
5)
6)
7)
8)
9
10)
11)

12)

13)

14)

McConnel FM, Pauloski BR, et al. Functional results of primary closure vs flaps in oropharyngeal
reconstruction: a prospective study of speech and swallowing. Arch Otolaryngol Head Neck Surg.
1998;124:625-30.

Chuanjun C, Zhiyuan Z, et al. Speech after partial glossectomy: a comparison between
reconstruction and nonreconstruction patients. J Oral Maxillofac Surg. 2002;60:404-7.

Hsiao HT, Leu YS,et al. Primary closure versus radial forearm flap reconstruction after
hemiglossectomy: functional assessment of swallowing and speech. Ann Plast Surg.
2002;49:612-6.

Lyos AT, Evans GR, et al. Tongue reconstruction: outcomes with the rectus abdominis flap. Plast
Reconstr Surg. 1999;103:442-7;discussion 448-9.

Nakatsuka T, Harii K, et al. Versatility of a free inferior rectus abdominis flap for head and neck
reconstruction: analysis of 200 cases. Plast Reconstr Surg. 1994;93:762-9.

Wei FC, Jain V, et al. Have we found an ideal soft-tissue flap? An experience with 672
anterolateral thigh flaps. Plast Reconstr Surg. 2002;109:2219-26; discussion 2227-30.

Hara 1, Gellrich NC, et al. Evaluation of swallowing function after intraoral soft tissue
reconstruction with microvascular free flaps. Int J Oral Maxillofac Surg. 2003;32:593-9.

XE IR, IR, . DR UIBRER A AR K D AR, FFEE. 1989;38:711-9.

Vartanian JG, Carvalho AL, et al. Pectoralis major and other myofascial/myocutaneous flaps in
head and neck cancer reconstruction: experience with 437 cases at a single institution. Head Neck.
2004;26:1018-23.

Chen CH, Lin GT, et al. Comparison of deltopectoralis flap and free radial forearm flap in
reconstruction after oral cancer ablation. Oral Oncol. 2005;41:602-6.

Bressmann T, Sader R, et al. Consonant intelligibility and tongue motility in patients with partial
glossectomy. J Oral Maxillofac Surg. 2004;62:298-303.

Kimata Y, Sakuraba M, et al. Analysis of the relations between the shape of the reconstructed
tongue and postoperative functions after subtotal or total glossectomy. Laryngoscope.
2003;113:905-9.

BARVESE, M 57, fil. WEREREE A, CREE Lo « DRI IE G O me T Hne— i
kDB E OE EAIFEM—. H H & 1996;99:1729-37.

EADRAS, BAIRA, M. AE - FuEgE)s A REEFH BRI 36 1) 2 RRmeR) 1k fir oo A

XKARSTMRISHEERTEHIEEN, ZOTH ., ZEPHRICFI A, 5IATH_E>TEEEA,

-79 -



15)

16)
17)
18)
19)
20)

21)

22)
23)
24)
25)
26)
27)
28)
29)

30)

31)

32)
33)
34)
35)

36)

EBRSAL. H H & 1998;101:307-11.
Pogrel MA, Podlesh S, et al. A comparison of vascularized and nonvascularized bone grafts for
reconstruction of mandibular continuity defects. J Oral Maxillofac Surg. 1997;55:1200-6.

Takushima A, Harii K, et al. Mandibular reconstruction using microvascular free flaps: a statistical
analysis of 178 cases. Plast Reconstr Surg. 2001;108:1555-63.

Cordeiro PG, Disa JJ, et al. Reconstruction of the mandible with osseous free flaps: a 10-year
experience with 150 consecutive patients. Plast Reconstr Surg. 1999;104:1314-20.

Disa JJ, Cordeiro PG. Mandible reconstruction with microvascular surgery. Semin Surg Oncol.
2000;19:226-34.

ANTEZ, BOREM, M WINEAEARAE AR U -L-5LE & B KB R 5 R BRI L 550
BHES~OA 77 oSS H. BSEEEE. 2000;26:525-30.

Schoning H, Emshoff R. Primary temporary AO plate reconstruction of the mandible. Oral Surg
Oral Med Oral Pathol Oral Radiol Endod. 1998;86:667-72.

Wei FC, Celik N, et al. Complications after reconstruction by plate and soft-tissue free flap in
composite mandibular defects and secondary salvage reconstruction with osteocutaneous flap. Plast
Reconstr Surg. 2003;112:37-42.

Schimmele SR. Delayed reconstruction of continuity defects of the mandible after tumor surgery. J
Oral Maxillofac Surg. 2001;59):1340-4.

Yokoo S, Komori T, et al. Indications for vascularized free rectus abdominis musculocutaneous
flap in oromandibular region in terms of efficiency of anterior rectus sheath. Microsurgery.
2003;23:96-102.

MR B, DR RHEEIERAE B9 D W TR REFT O E#.  PFLEE. 2008;57:1-18.
Yokoo S, Komori T, et al. Three-dimensional reconstruction after oral oncologic surgery using
single free radial forearm flaps or free rectus abdominis musculocutaneous flaps. J Oral Sci.
2004;46:65-70.

Yokoo S, Tahara S, et al. Functional and aesthetic reconstruction of full-thickness cheek, oral
commissure and vermilion. J Craniomaxillofac Surg. 2001;29: 344 50

REEE., T4 A via b b—& BEEMREMAIC FUERE. A OGS
2009;55:268-75.

T, JAseBd, fl [ FSEf] PO 2 5 o 7o T3 KB IFR I o3 5 8T
LW AR FHAEREE. H~ A 7 1§k 2007;20:317-22.

Hirota M, Mizuki N, et al. Vertical distraction of a free vascularized osteocutaneous scapular flap in
the reconstructed mandible for implant therapy. Int J Oral Maxillofac Surg. 2008;37:481-3.

Boyd JB, Mulholland RS, et al. The free flap and plate in oromandibular reconstruction: long-term
review and indications. Plast Reconstr Surg. 1995;95:1018-28.

Chepeha DB, Teknos TN, et al. Lateral oromandibular defect: when is it appropriate to use a
bridging reconstruction plate combined with a soft tissue revascularized flap? Head Neck.
2008;30:709-17.

Disa JJ, Pusic AL, et al. Simplifying microvascular head and neck reconstruction: a rational
approach to donor site selection. Ann Plast Surg. 2001;47:385-9.

Kroll SS, Robb GL, et al. Reconstruction of posterior mandibular defects with soft tissue using the
rectus abdominis free flap. Br J Plast Surg. 1998;51:503-7.

BIEE 52, BEFMEZ, . TREEET L— b R 2 B 7 NS O
H—~A 7 mik. 2006;19:357-62.

Bianchi B, Ferri A, et al. Reconstruction of anterior through and through oromandibular defects
following oncological resections. Microsurgery. 2010 30:97-104.

ARy, WINEE, . ENBsAt 2 —I280 5 Esia .o & L2 RAIR 0Bk 7

XKARSTMRISHEERTEHIEEN, ZOTH ., ZEPHRICFI A, 5IATH_E>TEEEA,

- 80 -



37)
38)
39)
40)
41)
42)
43)

44)

45)
46)

47)

DN HERFAREGN 4 D 22 2 Y » MO ZEAE. BESEEESS. 2001;27:679-84.
PPRIREAE, AR, . BERHRS X OMR O HE O FE & R LEIC X DIF%REREEIEIZ OV
C. SHEAmE R 1997;20:46-54.

RV ECBE, MR i, M. BFEERER O RIREEERE G 5 HE R REREM. 1 RLEE.
1999;48:283-90.

v W, REGARR, M. MRS AT X D REER A i E R . TBRS
#}. 2001;44:959-68.

Okay DJ, Genden E, et al. Prosthodontic guidelines for surgical reconstruction of the maxilla: a
classification system of defects. J Prosthet Dent. 2001;86:352-63.

Cordeiro PG, Santamaria E. A classification system and algorithm for reconstruction of
maxillectomy and midfacial defects. Plast Reconstr Surg. 2000;105:2331-46; discussion 2347-8.
Mukohyama H, Haraguchi M, et al. Rehabilitation of a bilateral maxillectomy patient with a free
fibula osteocutaneous flap. J Oral Rehabil. 2005;32:541-4.

Brown JS, Jones DC, et al. Vascularized iliac crest with internal oblique muscle for immediate
reconstruction after maxillectomy. Br J Oral Maxillofac Surg. 2002;40:183-90.

Hu YJ, Hardianto A, et al. Reconstruction of a palatomaxillary defect with vascularized iliac bone
combined with a superficial inferior epigastric artery flap and zygomatic implants as anchorage. Int
J Oral Maxillofac Surg. 2007;36:854-7.

MAZEZE, HERIL, fh. RIS OIEIERE— 1 25 0K RIS 6 2 2850 FIRE 51 o
fas. BHSHHERSMEE. 1992;2:87-91.

Shestak KC, Schusterman MA, et al. Immediate microvascular reconstruction of combined palatal
and midfacial defects. Am J Surg. 1988;156:252-5.

Davison SP, Sherris DA, et al. An algorithm for maxillectomy defect reconstruction. Laryngoscope.
1998;108:215-9.

XKARSTMRISHEERTEHIEEN, ZOTH ., ZEPHRICFI A, 5IATH_E>TEEEA,

-81 -



-

HERA > b 46« FRYIBRITE KBS 2 HEGIET, EEERMRBANT (B & ik
BAE) 1362 () BFRICHA TG OBRRIZENL TV D 5 2

R DOITEEEEIZ OV TIE, & HAIEIBRIT 7 O EHEREIC 81T D R F2 O FTE HiE &
NTWBN, FEBELRBAENT N A X () EAICH N THEREMICENL TS TN LL
DT 2 AT,

\_ )

EREUIRIT T ORREIIE I21E, T E CTOURTIIBETOAEMENEE L ST 5D,
—J7, HHAERN O NCEHEEFNT CIIEARRIC L 2FEE L 0E - HEEMAEE - Sh
TV 2B BT A R I R TR IR LB ORIRR T ~DED| W72 < g
FHPAL DN —2 g b 20D, BEEOTRNES TH Y INFEEREREICHAF] & &
ZHN TS 4

TG 0 100 5 BB RN 24T - 7= i 2T, #8#5 : 51.2%, D-P R :
67.5%, AT 77.1%, BIBEILF : 86.3% TH Y, RIS FIZLDHEMNERG CTHoT2
D, HEBERE ORI FIAEEIT o2 LTS, KA &R RICL D
TR RN OFSBEREAT CI, FEERSBRILRIBEE I MBI TS, HE FHSRRIXIEE L LY
HUIRHIIC L DR R E N oT- L OWMENH D Dy ATEIEE LGS O R 7, 18
LA R A, KIORG R I & % B O HHSRERTETE T, AR ER Tz ) —7,
o - PURSERE UIBRIN R \CHEEA E AR, KRS, AIAMAIKER I K 2 it & RRmkl) IR &
1T o T IEFI O D BE DO RGO E TIE, FROUIFREE & 46 (60 bl b)) A2, FHi
MEHZ X BT 60 TIER oL ORERH S L, £7-, FUREHEZ~ v F 7 S8
KB DWERER 7 & A F M S OME PHERE, S HERE 2 ik L7258, IO RZ2ITRd b
ol T HhHELHDH L,

BUE, SEUIBRIEE O I ITERHEB A 5F—RINE 70D Z &%, LavL, fiitkikhe
DU FE 1L, UIbRFEH & L CRIEREZZB LI-HESLETHY, HX () EFof Ak
HE <, TNENOEEMEIOFEZ B L CRIRTAZEDREBELEZZI LD,

| 2 Z BTN

1) Bressmann T, Sader R, et al. Consonant intelligibility and tongue motility in patients with partial
glossectomy. J Oral Maxillofac Surg. 2004,;62:298-303.

2) Hsiao HT, Leu YS, et al. Tongue reconstruction with free radial forearm flap after
hemiglossectomy: a functional assessment. J Reconstr Microsurg. 2003;19:137-42.

3) Kimata Y, Sakuraba M, et al. Analysis of the relations between the shape of the reconstructed
tongue and postoperative functions after subtotal or total glossectomy. Laryngoscope.
2003;113:905-9.

4) NI AW, VeiEsE—, M. TR E BRI © BaEORE.  BISHEIE.
2004;30:105-10.

5) Uwiera T, Seikaly H, et al. Functional outcomes after hemiglossectomy and reconstruction with a
bilobed radial forearm free flap. J Otolaryngol. 200;33:356-9.

6) S EFiEFE, EIR F, fil. FUREOE - OPEEFEN & IF% O SRR X OWHIE R
OFFAM. H & & . 1988;34:1393-408.

XKARSTMRISHEERTEHIEEN, ZOTH ., ZEPHRICFI A, 5IATH_E>TEEEA,


http://www.jsco-cpg.jp/guideline/04_2.html#cq4-6-01
http://www.jsco-cpg.jp/guideline/04_2.html#cq4-6-04
http://www.jsco-cpg.jp/guideline/04_2.html#cq4-6-04
http://www.jsco-cpg.jp/guideline/04_2.html#cq4-6-06
http://www.jsco-cpg.jp/guideline/04_2.html#cq4-6-07
http://www.jsco-cpg.jp/guideline/04_2.html#cq4-6-04
http://www.jsco-cpg.jp/guideline/04_2.html#cq4-6-08
http://www.jsco-cpg.jp/guideline/04_2.html#cq4-6-09

7) Su WF, Hsia YJ, et al. Functional comparison after reconstruction with a radial forearm free flap or
a pectoralis major flap for cancer of the tongue. Otolaryngol Head Neck Surg. 2003;128:412-8.

8) MEALRE, EAIRA, fh. A - fhuRgEAS A LEEFHEIBRIZ 35 1T 2 Ramnih)y 1L fiv=Coo A
EPRAL. H F & 1998;101:307-11.

9) McConnel FM, Pauloski BR, et al. Functional results of primary closure vs flaps in oropharyngeal
reconstruction: a prospective study of speech and swallowing. Arch Otolaryngol Head Neck Surg.
1998;124:625-30.

XKARSTMRISHEERTEHIEEN, ZOTH ., ZEPHRICFI A, 5IATH_E>TEEEA,

-83 -



~

MR & BRBAEIE, fOTGIEL B L TE < ORREA L, 2T HARIRYIERE O —RE
BIZBWTIIB —BIREEZ BN D,

-

HERA b 4T AW EBBAEC L2 THRERIMOFIEL B L TEA TS0 ?

- J

THO—RERETIE, KDRPFHmNI L, BOREFENMGOND 2L, KEEMIZIE CTH
MZREREAT BN TRE CH D Z L, IBROWEBENEZ I RL L E, Z<OMRZH LT
WS ZEnh, MEWMNSEEABMENREEEZ DD, LirL, BEOFHSEIHE,
FEOWATHE, IRFRHERE, ToE - MR OUIBREEIH 2 E2Z B L T, oHEBEREN D,

THO—RFRE, BAN, BENEEAZBE LT, WERMN X BRI, FEEa
7 L— bk LEREER (RO AR) OOFH, RO AOBIED 3 HIEIC K EnD, £OHF
T, BHEMEOESOMBOWAEEE (7T ME) ORE S%)NG, GRS BRRIC
L HEENE IR sns B0 HRE, e, BEhL, BEEOBRRIE, SBRORK
BLONMET 2 RARORMA ML, BBV RRT R Chs Y FEHKIRY)
B OFETIE, B OEBRERE BIC Lo T AW SRR T AR TR 51T,
HL— b WA O LEEEN TR bR DBAaNRH 5, ZOBED T L— EIESOHE
A7 KR CIE 5~33%), BRI TIL 35~56% & G S, 7L— FBHSORYE, Mg
<, FTHEXRBIZAIRMICERICELZFREEZITOINZTHLLOEARHH B, FL— 1B
WA DHEZ BT 27200 R L @E SN TND 290 —J5 2 EREER BRI NS IR
I & #HAR O IAE A DFIIBRIE R 72 &, FRaE IR0 5% B E RO~ THEL, B
TFRBER L PR TE DINBRISREZ 57 L T0ME L H 5D 2, &5I2, THER TR (THA
FIs R 2> & T 58 ORSBERRE L, ‘B KB & 0 iR RN ERIK TH 579, WERENE E A
FOHBDFETRNETHMENH Y, BIFREH, WY, W IEESELATHE 2 L
L, F bHA SR RBEIE, EHRS ONVEOMRE, GOEMEED S5 T e a3
ﬁ%ﬁﬁ?%g,7V—F%@éﬁﬁ®ﬁ§®%éﬂ%,m%%ﬁ%ﬁ%ﬁ&#%ﬁ%ﬁm%
ShTwng B

| L 2PN

1) Takushima A, Harii K, et al. Mandibular reconstruction using microvascular free flaps: a statistical
analysis of 178 cases. Plast Reconstr Surg. 2001;108:1555-63.

2) BpE 3, EEMEZ, . [ FEERE] TR0 FEEREMEN. BAR~A 7 a3t
2007;20:287-92.

3) IR, R, fth. T A update FEEUIERE O— K TR T 5 IR
fREtOMESL  TNHUE YRR OREME R 24T D 22 VWO IFRE R A B PR, BHSTEE.
2008;34:482-7.

KAFSTMRISHEERTEHIEEN, ZOH, BEPHRICF A, 5IATH LR TEZEA,


http://www.jsco-cpg.jp/guideline/04_2.html#cq4-7-01
http://www.jsco-cpg.jp/guideline/04_2.html#cq4-7-06
http://www.jsco-cpg.jp/guideline/04_2.html#cq4-7-07
http://www.jsco-cpg.jp/guideline/04_2.html#cq4-7-07
http://www.jsco-cpg.jp/guideline/04_2.html#cq4-7-09
http://www.jsco-cpg.jp/guideline/04_2.html#cq4-7-09
http://www.jsco-cpg.jp/guideline/04_2.html#cq4-7-11
http://www.jsco-cpg.jp/guideline/04_2.html#cq4-7-12
http://www.jsco-cpg.jp/guideline/04_2.html#cq4-7-13
http://www.jsco-cpg.jp/guideline/04_2.html#cq4-7-13

4)
5)
6)
7)

8)

9

10)

11)
12)
13)

14)

-85 -

L, RS, . TS AR O update  JEBFUIERTE O — IR FEFEIZIIT D IR
fREtOMESL B AR L D T EE— T REORM &G - HaiaE. TSR,
2009;35:337-43.

AR, RS2, il BRI E R & T KD MR, DPEEE. 2010;22:61-8.
X R OVYEUIREHEEEE L A 7T 2 PO OHNR. Hosp. Dent. (Tokyo).
2002;14:83-98.

Boyd JB, Mulholland RS, et al. The free flap and plate in oromandibular reconstruction: long-term
review and indications. Plast Reconstr Surg. 1995;95:1018-28.

Wei FC, Celik N, et al. Complications after reconstruction by plate and soft-tissue free flap in
composite mandibular defects and secondary salvage reconstruction with osteocutaneous flap. Plast
Reconstr Surg. 2003;112:37-42.

Yokoo S, Komori T, et al. Indications for vascularized free rectus abdominis musculocutaneous
flap in oromandibular region in terms of efficiency of anterior rectus sheath. Microsurgery.
2003;23:96-102.

Chepeha DB, Teknos TN, et al. Lateral oromandibular defect: when is it appropriate to use a
bridging reconstruction plate combined with a soft tissue revascularized flap? Head Neck.
2008;30:709-17.

Disa JJ, Pusic AL, et al. Simplifying microvascular head and neck reconstruction: a rational
approach to donor site selection. Ann Plast Surg. 2001;47:385-9.

Kroll SS, Robb GL, et al. Reconstruction of posterior mandibular defects with soft tissue using the
rectus abdominis free flap. Br J Plast Surg. 1998;51:503-7.

Bz %, REfEZ, . TREEET L — b L ERGRERAE 2 O 7 TSR O R
H~ A 7 vuik. 2006;19:357-62.

Bianchi B, Ferri A, et al. Reconstruction of anterior through and through oromandibular defects
following oncological resections. Microsurgery. 2010;30:97-104.

XKARSTMRISHEERTEHIEEN, ZOTH ., ZEPHRICFI A, 5IATH_E>TEEEA,



. BCHRRE s

B RRREE BRI T 5 &, BIRTIRIGZ 120 D IRIRTEHRE, RIS IEE O/
RIECZ XD DINEHER, W2 IR ORI LR ToO D& IR, TEEORIGITLE E 72
WS, SER ORI QOL & BIF 2 72 OFEFIH - GiERIRE L 72D, T 2T, FRICRIG
HIBEHRRRIE IO W T Re# T %,

F VS O B SRR A IR RIS L 0 3T B &, AN RS &/ NRIBURIE & (272 b, AN
R B O YRR IR DA BHRIEICICENT 2 L W O ST & A L7 < CRIIEEZ G L
o TR I i/EJ"JIETE’\Z)) RIEMEZ KD D 9 2 TII/IMRRZ IR & L7 IRENERI S
N5 YWY, WIRBREHCSHES ) v SEEERS SFEET D AT, AN & SHI Y VA
% [AIIREL Jﬁ%’ff% DHRHERIEN BN D,

1 /NRIG I

IINRIFIEFR I THERE - RREZIRE T DIAIE L LTES LTS,

NIRRT B e L TR A LR LRI 2B — 0 RIRST, IS P9 IS HR % )
AT DRGNS, BENICT 7Y 7 —2 — %21 A L TR 2NN 235 5 %0, Tl
BRERARAR I IR B M T B, 1 20k o RAEMERE 13T — v FIRE 23T H
N5, IRFIGHRICHEST L COOMBIBR M Thh D 2 & bbb,

INRIRIARRIT, BERICE Y, 1R B STV A IEIRESRIGE 1Y LIEFEMH S h
5 E Do EmRERARY Thd b5,

a. AR B =R DFH kP IR A

1) SHRARIR

FRAREITIE U, B'Cs 3 B, J@ I 1 em BIN DR S OffiE Th T 1 Fimfil A, 1cm
#%mm%®§&@ﬁff%m12$ﬁﬂﬂ%MML®F$ﬂ%ﬂijmﬂk%ﬁ5%
I DIFGA RN T A R E L 2N UBRIRRLY I 2 a8 U 7= B ICASHRIR & B 5 (15
R 728, INEOEBEITEE NS, L, A 74 B LEL, S -ERZIIE
BCs LIl L TRAERNBE VO T, AR CORSNLE L RLBEEND 5, @H, 5~T
H 7 70 Gy Z RS 2728, ®2Ir TIZHMERNZE D> TH 70 Gy BITIUTHIERIZZE D 5
RN EHESN TS 0, 5EkMEH STV 2Ra OEEZENEIE Su- 2 &%, ¥Cs gt
DEGENR T I SN2 01, BETIE PIr oan KB THEH SN TN D
2) KRR

BRI I AU 7 LA w3 D, MBAU 7 LA TR E &Y ¢ 0.8 mmx2.5 mm T
A 2.7 B W=D, KARIAFIRE LCTHERA I TWD, For@itEd 9, &
AR O A LV EFNC B S D, SRR OB EEZ RO DICRIEMED /NS
TS AN & 7D

b. kR O R

R R RN PR, AR B RN PR A OO KT B DI OBIESS, iR B
BRCOBFEIRE DM % TR L7 BETH 2 4150 s & L Cikdfiao 9 238 H

_1_
ARSI MRISHEERTEHIEE . ZOH, BEPHRICF A, 5IATEHERTEZEN,

- 86 -



END, HEIHE, BERE RRETIESHELSATOARVLA, 1A 2 [EBES, 156 Gy,
e 60 Gy TRAFRAE b ME STV P,

c. /IMREIRRE OGS 13
—XAIIZ, TINO, early T2NO C, FEEEOFE XA 1.0 cm Z# 23, 1 Fmfil A CIRED Al
REZRIEMI NG & 72 Do JERE BRI =RITH 90% Tl 2 319 (HBRA o | 4-8), T3NO
FEGIPIES DR X725 1.0 em ZH X 25ERFITH, ARG M & thile U TR TS <,
JADFTRENMEIL & 2 73 2778 | 2 DI OV TITHEIARE L it T & Th 5, HFET
ITAEFLRL A= —DFHTTEIARE & 72> TN 5 3435,

2 HNERHRGY
ﬁ%yﬁ%mwt%%M@%%%%éwfm%1%ﬁf3@m‘<¢f1ﬁ%ﬁ@ﬁﬁ
ZEFMBETE (IMRT) 23K LTE Tl ¥ kr#am 290 L & b IcE TR ORmIIc
HHRHFEONTND, L LAR DR TROMIGE LTI, R R 05 SHE
VERESS 25 /52 & 72 > TNV B,

@Z 5 ik

1) Umeda M, Komatsubara H, et al. A comparison of brachytherapy and surgery for the
treatment of stage I-11 squamous cell carcinoma of the tongue. Int J Oral Maxillofac Surg.
2005;34:739-44.

2) Leborgne F, Leborgne JH, et al. Cesium-137 needle brachytherapy boosts after external
beam irradiation for locally advanced carcinoma of the tongue and floor of the mouth.
Brachytherapy. 2002;1:126-30.

3) Pernot M, Malissard L, et al. The study of tumoral, radiobiological, and general health
factors that influence results and complications in a series of 448 oral tongue carcinomas
treated exclusively by irradiation. Int J Radiat Oncol Biol Phys. 1994;29:673-9.

4)  Shibuya H, Hoshina M, et al. Brachytherapy for stage | & Il oral tongue cancer: an

analysis of past cases focusing on control and complications. Int J Radiat Oncol Biol Phys.

1993;26:51-8.

5) Prisciandaro JI, Foote RL, et al. A buccal mucosa carcinoma treated with high dose rate
brachytherapy. J Appl Clin Med Phys. 2005;6:8-12.

6) Yoden E, Hiratsuka J, et al. High dose rate microselectron mould ratiotherapy of a
widespread superficial oral cancer. Int J Oral Maxillofac Surg. 1999;28:451-3.

7) Jolly DE, Nag S. Technique for construction of dental molds for high-dose-rate remote
brachytherapy. Spec Care Dentist. 1992;12:219-24.

8) Yamazaki H, Inoue T, et al. Comparison of the long-term results of brachytherapy for
T1-2NO oral tongue cancer treated with Ir-192 and Ra-226. Anticancer Res.
1997;17:2819-22.

9) TVHRIEE. /ERIEVERRSE (FRl) . HE#ERES. 2005;65:207-15.

_2_
ARSI MRISHEERTEHIEE, ZOH . ZEPHAEICF A, 5IATEH > TEEEA,

-87-



10)

11)

12)

13)

14)

15)

16)

17)

18)

19)

20)

21)

22)

23)

24)

25)

26)

Inoue T, Hori S, et al. Dose and dose rate in 192Ir interstitial irradiation for carcinoma of
the tongue. Acta Radiol Oncol Radiat Phys Biol. 1978;17:27-31.

Kimura Y, Fuwa N, et al. Stage | and Il mobile tongue carcinomas treated by external
radiation and gold seed implantation. Acta Oncol. 2003;42:763-70.

Matsumoto S, Takeda M, et al. T1 and T2 squamous cell carcinomas of the floor of the
mouth: results of brachytherapy mainly using 198Au grains. Int J Radiat Oncol Biol Phys.
1996;34:833-41.

Shimizutani K, Koseki Y, et al. Application of 198Au grains for carcinoma of oral cavity.
Strahlenther Onkol. 1995;171:29-34.

Horiuchi J, Takeda M, et al. Usefulness of 198Au grain implants in the treatment of oral
and oropharyngeal cancer. Radiother Oncol. 1991;21:29-38.

Leung TW, Wong VY, et al. High dose rate brachytherapy for early stage oral tongue
cancer. Head Neck. 2002;24:274-81.

Strnad V, Lotter M, et al. Early results of pulsed-dose-rate interstitial brachytherapy for
head and neck malignancies after limited surgery. Int J Radiat Oncol Biol Phys.
2000;46:27-30.

Rudoltz MS, Perkins RS, et al. High-dose-rate brachytherapy for primary carcinomas of
the oral cavity and oropharynx. Laryngoscope. 1999;109:1967-73.

Inoue T, Inoue T, et al. Phase Il trial of high- vs. low-dose-rate interstitial radiotherapy for
early mobile tongue cancer. Int J Radiat Oncol Biol Phys. 2001;51:171-5.

Fujita M, Hirokawa Y, et al. Interstitial brachytherapy for stage | and Il squamous cell
carcinoma of the oral tongue: factors influencing local control and soft tissue
complications. Int J Radiat Oncol Biol Phys. 1999;44:767-75.

Harrison LB. Applications of brachytherapy in head and neck cancer. Semin Surg Oncol.
1997;13:177-84.

Pernot M, Hoffstetter S, et al. Epidermoid carcinomas of the floor of mouth treated by
exclusive irradiation: statistical study of a series of 207 cases. Radiother Oncol.
1995;35:177-85.

Podd TJ, Carton AT, et al. Treatment of oral cancers using iridium-192 interstitial
irradiation. Br J Oral Maxillofac Surg. 1994;32:207-13.

Henk JM. Treatment of oral cancer by interstitial irradiation using iridium-192. Br J Oral
Maxillofac Surg. 1992;30:355-9.

Lefebvre JL, Coche-Dequeant B, et al. Interstitial brachytherapy and early tongue
squamous cell carcinoma management. Head Neck. 1990;12:232-6.

Akine Y, Tokita N, et al. Stage I-1I carcinoma of the anterior two-thirds of the tongue
treated with different modalities: a retrospective analysis of 244 patients. Radiother Oncol.
1991;21:24-8.

Matsuura K, Hirokawa Y, et al. Treatment results of stage | and Il oral tongue cancer with
interstitial brachytherapy: maximum tumor thickness is prognostic of nodal metastasis. Int
J Radiat Oncol Biol Phys. 1998;40:535-9.

_3_
ARSI MRISHEERTEHIEE N, ZOH . ZEPHAEICFI A, SIATEH_E>TEEEA,

- 88 -



27)

28)

29)

30)

31)

32)

33)

34)

35)

36)

37)

38)

39)
40)

Ihara N, Shibuya H, et al. Interstitial brachytherapy and neck dissection for Stage IlI
squamous cell carcinoma of the mobile tongue. Acta Oncol. 2005;44:709-16.

Kakimoto N, Inoue T, et al. Results of low- and high-dose-rate interstitial brachytherapy
for T3 mobile tongue cancer. Radiother Oncol. 2003;68:123-8.

Bachaud JM, Delannes M, et al. Radiotherapy of stage | and Il carcinomas of the mobile
tongue and/or floor of the mouth. Radiother Oncol. 1994;31:199-206.

Lefebvre JL, Coche-Dequeant B, et al. Management of early oral cavity cancer. Experience
of Centre Oscar Lambret. Eur J Cancer B Oral Oncol. 1994;30B:216-20.

Pernot M, Malissard L, et al. Iridium-192 brachytherapy in the management of 147 T2NO
oral tongue carcinomas treated with irradiation alone: comparison of two treatment
techniques. Radiother Oncol. 1992;23:223-8.

Lambin P, Haie-Meder C, et al. Curietherapy versus external irradiation combined with
curietherapy in stage 11 squamous cell carcinoma of the mobile tongue. Radiother Oncol.
1992;23:55-6.

Benk V, Mazeron JJ, et al. Comparison of curietherapy versus external irradiation
combined with curietherapy in stage Il squamous cell carcinomas of the mobile tongue.
Radiother Oncol. 1990;18:339-47.

Miura M, Takeda M, et al. Factors affecting mandibular complications in low dose rate
brachytherapy for oral tongue carcinoma with special reference to spacer. Int J Radiat
Oncol Biol Phys. 1998;41:763-70.

Murakami S, Verdonschot RG, et al. Preventing Complications from High-Dose Rate
Brachytherapy when Treating Mobile Tongue Cancer via the Application of a Modular
Lead-Lined Spacer. PLoS One. 2016;11:€0154226.

Simone CB 2nd, Ly D, et al. Comparison of intensity-modulated radiotherapy, adaptive
radiotherapy, proton radiotherapy, and adaptive proton radiotherapy for treatment of
locally advanced head and neck cancer. Radiother Oncol. 2011;101:376-82.

Chu KP, Le QT. Intensity-modulated and image-guided radiation therapy for head and
neck cancers. Front Radiat Ther Oncol. 2011;43:217-54.

Fregnani ER, Parahyba CJ, et al. IMRT delivers lower radiation doses to dental structures
than 3DRT in head and neck cancer patients. Radiat Oncol. 2016;11:116.

TLAODE. BRSHE R ORI - HIG .  BASHENE. 2008;34:310-4.

LRI, BRIINZeae, . [SESEE OZ W & 169 update] BURBRIGTEGRR  BL
THRRIBEE— TR 1. B, 2008;53:1555-64.

_4_
ARSI MRISHEERTEHIEE, ZOH . ZEPAEICF A, SIATEH > TEEEA,

-89 -



//§¥ﬁ4yb48:%ﬁTLT?ﬁ%ﬂﬁ#éﬁﬁﬁ%%ﬂ%ﬂﬁ%&ﬁ%@ﬁ%%ﬁﬁ%\\

DFEHINDDN?

1 PRGNS T SRS Lom RO FBERTHIUL, SMHRIE L [FFED 90%
REOFFBREEEN/EOND, LarL, ESH lem 2B 5FFEETIE, MEEANRRE X

\_ VW AEHRIER B BB,

T O BN RS C, T1JERIX 86~93%, T2 JEMITik 65~80% L& D JFHE B
RS S TS PP UL, T2ES IS O R & SI2 & 0 HIEsRR R,
early T2 CiX 81~83%, late T2 TiX72~80% & 72V, MEEN K X < 72 DT DU B £
EPMETT D L0MELHD > Y,

77, 2 2R U S RN IR T B0 T b, IR RN RS & R o [
ISR AW LTV DR S 5D 257,

@ == 3k

1)

2)

3)

4)

5)
6)
7)
8)
9)

10)

11)

Umeda M, Komatsubara H, et al. A comparison of brachytherapy and surgery for the treatment
of stage I-1l squamous cell carcinoma of the tongue. Int J Oral Maxillofac Surg.
2005;34:739-44.

Rudoltz MS, Perkins RS, et al. High-dose-rate brachytherapy for primary carcinomas of the oral
cavity and oropharynx. Laryngoscope. 1999;109:1967-73.

Fujita M, Hirokawa Y, et al. Interstitial brachytherapy for stage | and Il squamous cell
carcinoma of the oral tongue: factors influencing local control and soft tissue complications. Int
J Radiat Oncol Biol Phys. 1999;44:767-75.

Matsuura K, Hirokawa Y, et al. Treatment results of stage | and Il oral tongue cancer with
interstitial brachytherapy: maximum tumor thickness is prognostic of nodal metastasis. Int J
Radiat Oncol Biol Phys. 1998;40:535-9.

Inoue T, Inoue T, et al. Phase Il trial of high- vs. low-dose-rate interstitial radiotherapy for
early mobile tongue cancer. Int J Radiat Oncol Biol Phys. 2001;51:171-5.

Matsumoto K, Sasaki T, et al. Treatment outcome of high-dose-rate interstitial radiation therapy
for patients with stage | and Il mobile tongue cancer. Jpn J Clin Oncol. 2013;43:1012-7.
Wierzbicka M, Bartochowska A, et al. The role of brachytherapy in the treatment of squamous
cell carcinoma of the head and neck. Eur Arch Otorhinolaryngol. 2016;273:269-76.

Dearnaley DP, Dardoufas C, et al. Interstitial irradiation for carcinoma of the tongue and floor
of mouth: Royal Marsden Hospital Experience 1970-1986. Radiother Oncol. 1991;21:183-92.
Harrison LB. Applications of brachytherapy in head and neck cancer. Semin Surg Oncol.
1997;13:177-84.

Pernot M, Malissard L, et al. The study of tumoral, radiobiological, and general health factors
that influence results and complications in a series of 448 oral tongue carcinomas treated
exclusively by irradiation. Int J Radiat Oncol Biol Phys. 1994;29:673-9.

Shibuya H, Hoshina M, et al. Brachytherapy for stage | & Il oral tongue cancer: an analysis of
past cases focusing on control and complications. Int J Radiat Oncol Biol Phys. 1993;26:51-8.

12) WEASE, R —, fl. |35, 1 RIS 9 D N R ORI AR, LS E.

13)
14)
15)

16)

2007;60:13-7.

S EE, FATFNIE, filt. FHEEE ISR D FATERIE OB AR — S R IR R & o Lk,
H F 5. 2010;113:456-62.

Yamazaki H, Yoshida K, et al. Age is not a limiting factor for brachytherapy for carcinoma of
the node negative oral tongue in patients aged eighty or older. Radiat Oncol. 2010;5:116.
Khalilur R, Hayashi K, et al. Brachytherapy for tongue cancer in the very elderly is an
alternative to external beam radiation. Br J Radiol. 2011;84:747-9.

Oota S, Shibuya H, et al. Brachytherapy of stage Il mobile tongue carcinoma. Prediction of
local control and QOL. Radiat Oncol. 2006;1:21.

_5_
ARSI MRISHEERTEHIEE, ZOH . ZEPHAEICF A, 5IATEH > TEEEA,

-90 -

)



I1I. AbSFAaRRIRE (BoBatEit s AR O Y OO & & Te)

LA TR 2 PO EIT S, Hnohdgme LTiE, Uk
AIREEATIE KT L C RN 2 Bk UligasteeBiR 74 BHE 546, FIETOLE,
UIBRASBEEI TR L TR S VIR FIEDO R TOMRIBRIE L LTHWORD
B, RIBUIREZOFREE Y A7 EFICKH L TOMERES LTHWLRDH
HBDL4ONREZ LD,

GIBR AT RESE B0 FARFE S AE BN 6 U CILTFINELEEIC X 2 figids - B ReiR At & LTl
FESHL (BEARA b 4-9), RIBUIBRARREIEGNZ ISV T, HOERRRRRTE BRI R0
B SHERHIA R & AR L DICHBEICENLTWA T2, RiGE B Lo EERRRE &
LCEEENS Y (FEHEAKA vk 4-10), L¥ 2 > & LTIE, CDDP 100 mg/m?, 3 J 4,
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% % sk HFIAFGE TlE, JRIEH CR %R 85%, SHES CR K 88%, 14ERB L2 4
JFFE B « SHERHITHRN T NI 66% & 57%, 1 4E3 KO8 2 FEIERA1ERDY 62%
L A% L IEFICEWVIEIRENTWS Y, LinL, grade 3L EOAEHELT,
86% & & ZRIZFRD, BIRBEIE b 3%IEERM - Z A HE STV D Y, & 51T,
BB R RESHSH A stage IV IEG] (DA 5 de) 1Ok UARIEZ AT L, JHSHE
CR 28 91%, SHHN CR 3 90%, 1 435 1L O 2 A JF8 B - SHETHIEI RN Z 24 82%
L BN THoILTLoMELH D, FWMEIZHIT HIEREEEIL38%E =T
W5 O E 72, T3, T4 OFHSHHS (42 30 SEFIDIF & A 875 OIFEHE) 1% L, decetaxel
(total 60 mg/m?), CDDP (total 150 mg/m?) 12 1k BRI E L < 13 2 R 6 X
BB IR~ D8 BN BB E P05 & BN FRIEETE 60 Gy/6 HIZ LV, JRFEEL CR =
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100%, A#&JRATHIHER 88.0%, 54FAELFER 70.2% & IH I RAFRFER MBS LT
EWIOHELALND Y,

UL, AEEIT, $0] L OB/EA(CLBGERBR T, FURH - SEbHIER,
FEGR, 2EFROVTRLAEENRO LN TE LT, £/, ARRESE
s & LT BEHER 20 IR TE & O BEIE AL LGB LT b Tz, EBAr
IR T D L WHETE 22V, D 2 & Tolte T BESE 12 xh9 5 ige
EAAEEL LTOHBIETE2 b0 EEZ LR,
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BOE HMEBREOBR

AVEREOSHE Y o NEHBOSIENT TR A EAT H2EERKR - THDH, S > \HilisIC
R DIREIIANEERIE (S ENEN) |, BUROERE, (LERE, HAWIT I b OPFREER
HDHNR, ZOPTHLEMENEM IR b EELMELY HDTWD, LarL, ZOMRoERITN
FCL D B S>TVBONRBURTH B

1 BHY SO VSV

SHERY L EINXZ OEMIIC LY, Level I ~VIIZHE S5, SHiClevel 1, THBIOVIiX
A, B 27 %ﬂfl/\é&& () o —HRENIC DR OFEIE Y o XHilL Level I~V E SN
TW5,
Level I : A bAA FVU L 3 (Level 1A) , B FY >3 (Level 1B)
Level 11 : LNSEERIR/ ENTESEY /%80 (Level TTA : BIFRFE X W ATS7, Level IIB : @l#hfe L 0
GIELEY)
Level Il : HNSEERAR/FNTRSHY o Ei
Level IV : FNSEERAR/ T NTRSHY » 3 Ei
Level V : GIFR#EE Y o i (Level VA) , SHERY v <1, $HE B Y >/ Hi (Level VB)
Level VI : giSEER U o/ Hi
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X5-1 SEERU GO L~UVSEE (Level VIIIE )

o SEIRENEHEOEAMHR (F 5-1)
ek, SERERIEHTIINEEEAUR, MOBUTLIER, B 2 UIBR T D ARTEHISEEREEIN (RND) ©
DITONTEN, ik oiEEENR KXW | 2T, RNDOGEHEAER S 2 &<, &

XA RST MRISHEERTEHIEE v, EDH . BEROHAEICFIA. SIATE LRI TEEEA,



0 RAZEE D R MG & h, ARTERISHER SRS A (MRND) 23 Tbh b & 912/~ 72819,
S BIZJFRIEERAL & LAVRID ) o ERRAR B L 23RS S 4L, FEEs Cldlevel I ~TTORAEHE
DEWZ EDRENTYY | 2070, IBRRISHEENE T O — T IR SEER EE T IS BV T
1%, EREES FSEHENENT (SOHND) ¥ o X 5 725840 H (GE4HY) SEERENE 413030 2347
s Lol Tn5D,

#5-1 ORI 5 SEE BB o o%E

(1) HRIGHISEELERIET  (radical neck dissection : RND)
Level [ ~V DU /i - KRk A MSHFLIST, WSHERIR, BIFREE 50 CTEET 5.

(2) HRIBROSHERENEITZ57E  (modified radical neck dissection : MRND)
Level I ~V DU /38 - M EFIET 525, MEL2e (M), NSEEAR (V) , Eif
& (N) OWFol DIIRTET 5, RIFISEERERET (conservative neck dissection) &
B UMIHEREROSEEREIIE A (functional neck dissection) & & FEL SN 5, R-1FE L 7Z/A%kIC &
Ditype I ~ILIZHISMES LD,
type 1 : BRI ZRAFT 5,
type I : NSHEFIR & BIFRE 2 R1TT 5,
type I : MOgH#L28M5, WEFIK, RIfPROWTH b RTFT D,

(3) Ry (GErmY) SERERETN (selective neck dissection : SND)
FERY L RHfiD3 DI HWNE4E DO LV BREICERIE T 5, A Cldlevel 1 ~10
DIERIND Z ENZVD, FEFAIC LY TRed £ 9 itk d 5,

(i) JE W EE /LSt (supraomohyoid neck dissection : SOHND)
Level I~ DY >/ i - #fkZENIET 5,

(i) PEARJE RSB m - SEERENET (extended supraomohyoid neck dissection : ESOHND)
Level 1 ~IVD Y >/ 6 « ffkZE5E3 5,

(4) HBEIRAISEERENEMT (superselective neck dissection : SSND)
SHER Y L 8EiIDL DB BHNE2 DD LUL ZEIREICENE T 5,

(i) &8 ESEE AT (suprahyoid neck dissection : SHND)
Level 1, T DY >/ i - Mz Z0ET 5,

(i) %8 FEs#RiEMT (submandibular neck dissection : SMND)
Level I @V >/ Hi - #ik % ENE T 5,

(5) FLRSEIZRIEMT (extended neck dissection)
Level I ~VESD Y i - FEY ik A2 UIBRT 5,

3 BIHEER OB

M ONO FEFIZ KR LT, TS ENEIT 21T - o a L5538 U o Jiis s LTl
FIRREAT S 12356 CILIRIEAGEICZE T 72 0 &0 5 e, TRERISEERENE T 217 5 5 3 s
AFRIIFERBIZE DT E W) HRERD D, TEHRISHEREREM U2 DV T, SOHND2MiT %A%
REFEEN DRV 0 n, ZhEHEATREITHL LN I EBEANREZN,

TP TIETINOSearly T2NOSESIZ % L Cil i i dfd g8 1bn s, L, Tikearly T2
JEG] T ITEMEEE N < LN 255X, BIEHEEE O E W ate T2LL EOSEFNIT ) LTIk
FSEE SRS AT 52, £/, FIEHEN OIS E TRSEFACHEFH20E L+
DIEBNT R LT b PRSI SR 3T 510 (BEEARA > 15-1) . 2O E LTI,
e T Level 1 ~NNZHE T 2HENENZ LD, SOHNDSVER &N D, fIFTiE, RO
AR K D Level IVA~DIEFE H5016% 580 HiL D Z &b, Level IV % & ©7-ESOHND % i H
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FTRELTHERGH DD | —FHT, O TliLevel IB~DOEE Y L 3fHiliif136% &
FEEIRNZ ERHE SN2, Level IBOINEDEMIZOWTITHRORMMAH 2% . T
rm XL THSOHND TRV LT 55 ﬁ%m,mmmmm%ﬁuﬁfﬁékwéﬁﬁ%%é
O F, TAEFIZE T HMRNDAZEID 58 RNd 5% BAEMESEEL Y o/ SHils 2B L T

1%, THEFITdh o T ha~5mm LLEDOGGERE 72 & % 4 & CIRBEREE 2 E O 2 & 0%,

E-cadherin® 55012 M BE D FEAT 22 SVAENE ) o REERR TIIR - DOBFZER A TN D Z &
BID L CNLEBBILTDUERD D,

HEE OAENE U SERB ORBEICRBIT D o F 1L U o8GR OF AMENHRE ST
N BRI g F oL ) O RIEE TR HEE, BEHRIFIAL T HETE, CT lymphography
%%wkﬁ&&k#ﬁﬁéh,Wﬁfi%ﬁ%%whﬁi%éhfwémoty%*wuyﬂ
B ORI FEA100% AW RIENR R ST WA, F7-, BEBMRIITTELE LT, i srsr
ik 72 & NS FAEMFRFERRB STV 5,

N1~ 3FEFIZ %63 5 IRIEHISEE SIS CIZRND/MRND & JEA & 4% 723, MRNDIZIRAF T 2 lgias
EHAE (HIAMZE) 258D 7207 EHEB ORI E B [ET 5, £7-, Level T ON1 JEH]TILSOHND
BERENDEAELH D (EEARA L 15-2)

4  FEENENTR OTERIE

SRV L SEERBA, SiIANEEEI 2 T, SEERRCEBER A X7 LT FHRAR
BN LB | FEENEHT m%ﬁ%& m%m%ﬁ%$< AR SR LIS D
MO EET) MTbhb, EREREBE TET 5 -0 MRENMTOLS Z b dh
% (EEARA L 15-3) .

5 ZOfoiEEE
SR ) o NHERR TR L CIIRAIE U COMBHRIE R T O 5 23, TG O 72V ERNIC
TUE, WO, (B BRTE (% m%iﬁﬂhiu%@X%@ﬁ%%a@>ﬂﬁbné
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BHERA b 51 : NOJEFNZ R 2 FRHRSEEERNEIT I E D X 9 ZEFNZ @G D H 2

T B SEERERTEATIL NOJEFID 9 5, AEME Y o/ Eils OIE(ED IR < B D JEFZ @
ENb, FEFREBEOIERSSETIC L SERSC, BEFM O DIZSHE O Fii2 Tl B IERIC
eSS s, FoffiEie LTiE SOUND ML &S 5,

ETEMESET Y o NEER Tk U C RIS ENEIN 21T 5 7>, R8s 21T WS Y v
INHIHARS 2RO T2 RS CREFIRIE 2T 2B LT, #H— L7 RERE S TW RO NS
WTh s,

T B SEHER ERIE T I ZIBAENE U o SEHER OFFEZ Tl L CTIT 2 SHI B Cb b, TV =
Ve TF U VATIL, BAEMESRE RN 20% L1 B & PRERSERIENEN 217 9 BRI H D & Wik
INTWAEY L OFEEOBIEMGBEEIT 8~48.2%2Y L @EICiE23 8 5728, TINO JEF] Tk
TEMEEER SR IR 2 & s DR BLE M TN D 7% | PRIRISEERERIET & fom e & o mIEL
A & FRBRIC T,  3FEMRAEFRITTIHROSERERERE 60.5%, RIBBIZRE 45.9% T, TRHAUSH
AR RN EICE N T2 E WO BENH S ¥, —77, TINO I XL O T2NO JEF| D A JEefE T
1%, 5 HEAFERICE W TROBBLERE & PRSI SRS OMICAEEN 2 72 L 23030 oo pprge
HH Y, TEHRISERENENT O®EICIZRE LTi— Lo ffmiEfF b au Ty,

L2 L, &% TINO 3 X O T2NO JEBINT K L TIT ot 7= Bl 22 5T BH 0 SEES 20 2> 0
Zyaiim X RER DAL R, SEDOEIRFERAVEFETIIEN TN 87% & 89% & Z=n/Dipuniad, #%
LD D WMENH S P L FETIL TINO 35 L OV T2NO SEF] T & IBTEMEGEL U o ik
2N 26.8~482% L N2 EnD, late T2 LA EDFEFNIGF L Tk T B AgSEERERE i 2 fif T~ &
THDHENIHENRLNY | KIRICE T 5 LR FEIZETIE, NOERI OB RIS Y o /3
HRF13 T1 T 19%, early T2 T 33% T - 7o BREGFIRIE A TUVMEF2 2 &, late T2NO JEFIIZ I 0
CILSEEBERREIED 23% & MR TH o722 L 25, late T2NO 38 L OF T3NO JEFIZ BN TIETBLAY
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{51 TiZ SOHND & MRND & ORICIE 5 FEAFER, HRERICENRNT Lnb 22 HIETIE
SOHND 73 [ [edis O FRERISEE ERE T & L TIA< VST g 92838 Lo, Level IV
ZETESOHND N E LW EWIHIER L H Y % | SN N5,
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s ORRIRRIVEIRE ORI LOHH TOHIREIL, b RERTPELARKRFTHD
ZEIFE D ETHARY, BRARIEHIIERE ORI - SEHRRILEE 24~48% " LW
S, O BFEEBEERENERL LA D TWD P, Fie, BB 15% Rix—%kiR
Btk 2 FLNICRO BN TEBY *9, b a2BE L-RBBENLETH D,

R OMBIE L LT, SMHRIE, BOBRE, EWRRENTV O, mRA~T
F PRI 2 W0 RE R E b RA DN TV D, £z, A BRI R BB IE 3K
WL B LR MGRbET 6N D, T biE, BRIOHREEOEITE R L OETR
WONE, BEOEHREICI > TEIRSNATWD (BEKRA b 9-1), UIBRATREZR PR
BT U TIIAMHRIEDMT DAL, SIRRREZRERNZ 3 U TN IRIEE DM T D 2 L
ZV0D, BEBIRIEOBMIEN S 2 5HE TN TH 5, RFTREN NSRS 51X, 5%
B 2 B e MBRIE DT DN D Z L%V, TR K ONERISRBAES TI,  FRRDTZE
~OBMLBETNEBROVLEHSTH D,

1 SEHRE

B UIBRTTRE & fIlr C &, BEORHIRES RIF ChlL, BHILE THARNREN
BRI D, FRTHSABIRIEOBEED & 2IEFIC BV T, ARHEIEIZE -®IRTH Y,
SISO BRRIE, AL BUNRRTE (BT AU OEM O b & iTe) 12
HRFHEPRBONZ ERRESN TS 29, UL, FEBFICHEITL TS HOCETRO
BREAICBONTE BRI TFEARTH D 278, F, THRIFFEFRE L BRSSP
SN, OTHEABRTHLIOIIFHRHER THD Z ERMEIN WD D, OEEE & esasH
ISR IT 38T 2 ANEEIE DB 15~67%2 L HEAEV, 2 FREERAE{FR T 44%,
FTo, AX T FYV VAT, 5EEFRIINEREINTND Y,

2 HHRRERIE R NP B REE . (ROt ASRLISAA DI OO & & ie)
PR UIBRA FTRE 2R B OB O R HIRRBIZ KV FINAEE Th 2 56 O I i 4 %
EEAT O HEIT, LA P RS BRIt EBL s AU SELIAN DI DO FER b &
o) PEIREND, FRFICK L CIEEH 50~60 Gy Bl 0@ mREeT, =71tk
W) /N S TR FRRE « BERS DA TR PN BRSSO R0 B L U BTG (stereotactic body
radiation therapy : SBRT) ZNBRINDHLAEHH D 1070 JHERN RS CIrIikEEr<
BRI, AL, FRE O e EOBIHEN A T B2, B PHED ARV A4
HIRAI N RIR SN DGENZ WY, 7272, FREONE, BEEE CHUERIE S HIT S C
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WHZEHEL, BMEORITHAREECTH S Z b2\, RIETIE, (bhgms (&
FAREGTAS VSRS D FE O DR & Ede) 102 (TN AT, M BRI 20, SBRT'® 2729,
SR LSRR (IMRT) 2, AR o RhtE-ieiaE (BNCT) %0, R -#RIAH Ik b
IRREGE Z A E S8 2 TRMThbA TS,

LU EE G rESTA ABRLIA O OO/ & & e) Tid, CDDP & OfFH, 5-FU
& hydroxyurea (HU) & @@}, CDDP & 5-FU & dffH, CDDP (CBDCA) & paclitaxel & ®
ffH, 5FU, S-1 EDfff7e ENfThnTng W HFIENIETH S cetuximab (Cmab) &
O RIXBFTHEI TR COHERNRA LN B2 b, HEEBICBIT 2R LMEEIL T D
BURIZIR W T, JRPTEITI KOS 16T 2 SO L & O A& TIEERN & i
TW5 DL A ED CDDP*, CBDCA & 5-FU OfFH %, Cmab P D 3 25 5,

3 FWEE

PEIGIR & L CIRIAHRE (60~70 Gy) DR HMHEFT S AU72 JFRE BL PR L2 L C D PR
IREET, £, URARARTHLHEREREEZ o TV DAL, £ ITFEWRE
INER SN D Z LI/ 5, S PRIEITE & CDDP <2 CBDCA 72 £ D7 FF-HiHl, 5-FU % S-1,
paclitaxel <°docetaxel &\\\o72H X4 L REN— R LT-ZAIOHBIEN T S D
AR, BANC L 2EWEELHOC LR TS0, ZRIERABRED T NEHRITBIET
b5, HTHERIRIRREE & LTI, MP 33 X ONNF- « B OBRFESK, VEGF, VEGFR, 35 X TFEGFR
2 E R THEN E LTRIRIRER B 0, B E 72 13:4th 0 SR IE IR A & o fFRIC &
DENRDBHE S TS 0, AFHIIE L OVEGFROLEE TITIEE > TN 519,
7272, EGFR ZAEf) & L7c Cmab X fth O IEMpIE 20 36 J OB E 21 xhd 2 LR
NV, EHEHHOUGEZRT Z ERMFFIN TN D, Cmab BARTOFF - BB 1T
L EEHEEHE Cd o 72 CDDP & 5-FU OfFHRIE L, Z4UZ Cmab 2 3B00 L7 Of L & % Lk
L 7= BRIARERER (EXTREME 38 *) C, Cmab OOFAIC KV AR RED 7.4 22 A3 10. 1
WA/, AFHIEAER T2 2 EAVRI N, AT - BRI T DR S L TH
WHNTWD

BRIZEBWT, SR LEREICR T 2% — N7 v 7377 F 8454 (CobP & L <%
CBDCA) Thk YV, ¥ - WBHIT A3 IR UER) 72 39k 151%, CDDP(CBDCA), 5-FU, Cmab *¥
WX BEAEMEETHD E SN TS, T FFTRAIDERTE R, 720, 7795
TS (77 FFRAER 6 22AUNOFSE, 77 FFRARHAT S L I3E5% 6 2» A
DINOHEIE) JEFOBA1E, Cmab & paclitaxel & O P 23 a5 S TV 5,

—J7, FHOGEEREE LT, WEF = v 7 KA MEERITH 5 nivolumab A3
F - BRI T DRI R AR T 2 E R STV D, 7272 L, nivolumab IIFFR OF
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bhTnb, ~7FF FICiE survivin-2B, URLC10, TTK, WT1 RAHWSHHR TRV, #FiC
survivin-2B ZHW=35E121E, —HORERFIT PR CEE~ — 1 — DI T &\ o 7 ERR 2R
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/E%ﬂf/f v b 91 OB ORIGHITERR L O FFFIE 2R D IRHRE & TR IX \

RIRIE L LTI, SMRHRIE, BURBIRIE, BT = v 7 R4 > FRER & & ©RWIRE
PATON TV S, GIERATRE THIUT, SBHRIEIIMRIEI N TR B A RIBRIETH 5,
—77, AL RRTE RIS AU DI OO b &) L0 ZYRIE,
SHICRIETIE, RET = v 7R A > MLFEERTHAEFRSAEFHROER P EL LT

\Z /

PR BIBRAIRE T, Mo OREN T ATRE CTh IR, B ARG IR E L Y,
FIEN LR RIF 722 TSRO HAVTND 29 S & 5 L3S s O ANV I X
DGR, BIRAFTRRAED 18 20, 2 R AEFRIZ 4% (DFEEO R TIE 47%)
ThHV, BRIFD stage PEITL TV DIEEFHRARR T, HFHEE stage I 2% 73%, stage 11
23 67%, stage 11173 33%, stage VA3 22% CTh Y, FIEAL CIXSHH TOFIREI KD R
BTholclWoHERH DY,

JEEHRRIR IR D 72\ MEFI LI FRIE DN RIS 03 50 2 ITALFHUR R E (B
FRMET S A KU O OO & & Te) ICX 2HENRZ VA, FIEEICH T D HHHRIh
HIRSTIC X 2 U8 IS LU R IT 5 2~5 EOHIETHRIL 12~36%, 2 FAFRIL 10~
26%, 5 FEAELFHRIT 0~15% L WE I TV\D 77, SRR OSG A, R R RS
DJFFEE « FUFHIHEHEIL 13~33%, 5 FAEMFEIL 13~20%", MHHENEHO 2 FHB LV 5
FEAELFRITZNEN 13~48%, 1~30% Th DS, MBI EHZ, EAPK, MMEOHM
ot 72 & DG OHEN 5~4T% 4L 2 Lt ST D Y, AT L ORI
% SRR L & OFLA A O THEEHER & S TW 5 E A& CDDP ¥ 2 0FH L7-#F9ECig, 3
FEREREFRIT 37% (BURBRER 23%) & S Tuh%, CBDCA & 5-FU W& fjffH L7z
WA T b FERIEEFRIT 22% (R 16%), Cmab P Z0FH L7285 CIX 5 42
FEAEAFRIE 45. 6% (HBURBREMN 36.4%) & WRE SIVTWD, IT4, FEEE O @ O FUH B R
MATRE & 72 VR THIEIR Y OWMELH Y, AHFHMZIER S5 aREMEIXH 208, +0078
TETF U A%EGDETITITES TRV,

12 [RERFE° T R HE THUNBRIBIRIE O & 2 B R EH CIlI ML N RIREI D, —i%m
(R LSS 5 SR FRIE A T ORI IR, BEhRIL 10~35%RETHY, 5 4
ATFEL 5%LLT L ST D 2% CDDP X CBDCA & W2 727 7 FFRAINF— KT v 7
THY, FHIT5-FUR S-1, paclitaxel =2 docetaxel &\ Vo 7= & 34 R &N % 7~ LA
MFIEL, MO PIEIT L ARRAAEILTR WS DD, it AfF I i 6~17
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MATHY, VHEAFEIT 30~60%, 5FEAFEISW%UF THD 0, s FARIEERIE L
W2 FE BRI ISV T, Cmab % CDDP & 5-FU OFFFIRIEICIBINT 2 &, FISHREHSETS
ECAEGFHM P RIEDS 7 0HG 10 PDAEFTHRIIERE L2 EHE 2 ShTwnd, BN
BT AR M & UM Lo s <k, BRI S L ORI o
HIEIZENZIL 7.8 20 A, 12. 1 A L iEE P ST 5, 77 FHRANERH TE e,
£721%, FIFFAIE (FTF A 6 A UNORESE, 7T FFRENER S L
13 54% 6 A LANOBE) JEF O8E1E Cmab & paclitaxel & OFFAREEN AWV ST
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2.9-5.5), 8.1/ H (95%(FHX[H : 6.6-9.6) & #iE I TW\D 2,

—J, EF = v 7 RA 2 MNREAITH S nivolumab 1X, CDDP RILDFH « ERfEHHSARS
R bR A it & LT BRRERBR  (CheckMate 141 3BR) TiX, nivolumab % 5-REIZ AL
SEPREREMTX, DTX 2 Cmab) & LT, 2N oA h X 7.5 » A

(95%fEHEXM : 5.56~9.1) & 5.1 » H (95%E#HX[H : 4.0~6.0) THV, HEIZEMFM
FMER T2 2L %, SHITIFEFED QL OMEFHC LA TH o722 & P @b shTn
Do
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DBRIERTEH(FK 3),

RKEZBHAALSAVIERLEDOBERIE, (1)1 DDYU=HILYIITXFI> (clinical question: CQ) ITxL T 1
DDVATFITA4YvYILE1— (systematic review: SR)Z{TLN, 1 DDHEBEXEZERT D THL, H#HOX—
JIRFIV (KQZEEBRLTIYVEBEI MY OB EMNBERICHIGLIz, (2)BIZSRTHNIEIET VAL
NILBEWVWEVWSISIETUVRALANILDEESBRTHL, EOBWSRTH-TH, TOHRDIETURDHE
EMNBVGEELHNITENGEELHIEEZHBEICLIz, DHEREORILAMICETIEELDOREE (TE
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OREZOLOICKTET7 I MDA REREET)
3 BHEH|EBICR|(RUTH|RETH|FRA® L 54/141 76/171 HR: 0.84 71 A7%51M/1000 EX
ko 7 (A Ly (38.3%) (44.4%) (0.60to 1.17) [ (178 D#zLr~76 ®QQO
) FEHRICE
OREZOLOICRT 7oL EHERE)
4 BEH| | FECR|FATH|RAI T | FA® L 25/165 30/214 RR: 1.07 10 £11/1000 EX
£ Z Ly Ly (15.2%) (14.0%) (0.65t0 1.76) [ (49 D7ELN~107 ®QQO
2LV FEHRICE

Cl:{E38RXR, HR:/\¥'—KLtt, RR:JRI L
a MAERBOEIFIFEELN T,
b EAiEZE=L TS,
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R12:SRADIEFTRTAOT7AIL

BENS R
IEFURDRE =
WL | HET | /MTR . JEE P ZOM | EFEAE | BHRRE | ARERE #xtE =it
¢ ¥4 | OURYH # DR | #EGTA) (3H8) (95% CI) (95% CI)
LEFE
4 SV L|R% e BT | R FATI | 2L -/471 -/476 HR: 0.73 EX
{EERER (0.62 to 0.86) GDG%&OQ
LAFE(RHAFR)
1 EPZPNF:3 RAITIL | RE &7l L -/206 -/210 HR: 0.88 EX
{EERER (0.71 to 1.09) 6939%99
OREZOLOICRTET ML (BRREFE)
4 SUE L|E% e BT | B FATR |12 -/471 -/476 HR: 0.72 EX
1LELER (0.61 to 0.85) 69@19@
OZRZOI0ICHTET VML (BFTBEREE)
4 SV L|F% e BT | B FATR |12 -/471 -/476 HR: 0.56 EX
{EERER (0.44 t0 0.71) 69@19@
QOL - K&
T [ [ T T T T -1 T T -~ [ -~ Tm
SAERS;E3E (CDDP D A)
3 FUH LR BT | B 3 L 5/408 (1.2%) | 2/419 (0.5%) RR: 2.10 5 £11/1000 EX
fEER (0.52 to 8.44) | (2 D731V ~36 % @Q@O
Ly FEHRICE
O kAR 25 /1B BB TREE (CDDP D #)
3 Sy A L|Ea e FHTHL | e BT [ #L 136/408 77/419 RR: 1.80 147 BLV/1000 | (YO |EX
1EEER (33.3%) (18.4%) (1.41 to 2.30) | (75 £L\~239 % E
L)

Cl:{EE# XM, HR: /\¥—FKLt

a IS LB IFAABE - BT IR ISR BE,

b OEEDEFIH 20%6THo=,

c AiEEFELLTWS,

# SR4 X, RHIBILYIRTRGERAOBATT O, BHAOOREREICHTIERICKHLTIE, BEOVRIEEUNDH
R(BEHMARBAG) Eahofz0, EEEENEBICERINEEZONT-, — A, URTRTERF TEFRIEL>=, AFBICIE, U1K
AHEGEEFOOREEEDIET U RTATFALDOAERRELTRELTLS,

$ R EBHRLGET DK AZEDEENTETH =,

3) VIRFREGHRBHATERE OBER

HEE
EREBOLVTRTELGNERMERAN O —RAKRELT, CODP 2 ETLERFARBEEITIHEIC
BAEREREETHLAEVIEEBMHET S (BUVHE/IET O ADHEENE  EEITE),

(1) BIEBIERREEM O &% E

VIBRTRGNEERGDIFIEAEDENICHLTIE, LEBFRBEENITOLATNEEEZ, EERGR
BEZAMRELIZKQZRELIZ (R 13) ., LAL, EERFARBERICELOAVEEOTE—LehzBERE
T, BERSEDEBEVLREVDARKTH S, £CT, VVRFREGHOREERGDBRELTIE, RELEFL
VARZEDHRETELGS, EZERHERBEAMCEAMZREEZTORNENEVSEREMICKRH#REL:,
SR ECEREODLDAVGEICODVTHMBLERAEZTIBAMRNRESHIETRELEL.
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RIGYVBRAELVEBFERFDAED KQ &£ SR
KQ: IR ERFTERY CEREBLL) DL ERFBEZIFIICEALCEZEREZTSINEDN(SRS)
KQ: BERWENFIEEZRFTHBEEZZITOXNEN(SR6)

(2) HBEELEIEDOHIBTIEHL

SRS M CIEEMNEARABLINTLS CODP ZEORMBAMER T LERFRBEEFICEALLEREL
LTITSZEITDWTIE, EFLVWHIRLADE 245 FED HR (X 0.97 [0.81, 1.15] THY, AEBEEREINE
TFH#EMTEIEMD, BEACREERELLTITOLEVWIENBWNEEZONT= (R 14), =1L, EALLEEREEIT
HhFTITHEHRABRDHAZELLT cetuximab (Cmab) ZFERAL-IEFEELEEALFEEELT TPF EFEHAL
=15 A DB TIX, docetaxel + CDDP+5-FU(TPF)Z B A2 EEEL TR =AM HR (X 0.57 [0.35,
0.93] EMBEMNHo=. LHL, ThUNDHAE TGS, EALFEREZLLT (mabEALY, TPF 2 EABEE
THGRLEDEBELGLEDENMARLNLELEZIOND, S5IZ, CODP 2 E L L FEMST#REEAIC Cmab = AL
FEAMEEEEZTSDR Cnab D LFEEHNR)ZHRFFLAHRBR O, Cmab L XRTSFUDOHMREEHELEL
=204 LML BRERD, B TGN o1,

SR6: B EBINME T LM EEIZDOLTIL, 13.2.2. HELITEOHWEN I CRACERCHERALEM S,

R14:SREDIEFTRTAOT7AIL

BEM EyE
e N ey IETVRD
#% | #5557 | 47z |, zowe | TEEERIE | BACER | oo B prp RRiE
5 $1v | oyzrs Rt | JFEEYE | FwWEE B RIICRALER | EZiThE (95% CI) (95% GD)
? ERETS (T A) LY GRHR)

£ E 77 Rt D EHl)
4 SUSL|RA TR TH | R 37 R -/490 -/435 HR: 0.97 EPN

(450 2 A (&) (0.81 to 1.15) 69@19@
SEFREACPEELLT TPF &, MEHRAREOHAZELLT Cmab)
1 SUAL|FRATH|(RRTE | FA e B I |BL -/79 -/18 HR: 0.57 BX

izt S A L RE (0.35 to 0.93) 6939919

=N

AREZOIDISRT H7 VML Gl DR GRIEELEFLM)
4 SUSL|RA TR T | R 3 R R -/489 -/436 HR: 0.89 BX

(450 S A Ly (0.76 to 1.04) 69@19@
OREEZOLOICKT HT7 VDL GEHiatEDHER]) (Cmab)
1 SUEL|FRATH|[RR T | R B IC|BL -/79 -/18 HR: 0.58 EX

LEtER | Ly A R oo (0.38 to 0.89) @3%9&(}
AR
3 SUSL|ZRATH|FRETH|FEA 3R R 15/562 (2.7%) 4/383 (1.0%) RR: 2.09 11 %11/1000 EX

[[54: S A A (0.66 to 6.60) | (4 D7iLv~58 % @@OO

L\) 1&

ARERE - RRE
S N R N ) A AR A P N

CI:{E$8XR, HR:/\¥'—KLtk, RR:JRI L

a. OEEAH 20%TH D,

b. B{EZE=L\TLS (9 10%DREELAHNIEERMICEERIHHELIBRLE) o

c. OIS(HEIHEHRE) NE=HW(ELAAME L A—ERREDELA IV H 5 FEEE 34% &Y 30%EEX T, 10%DRENBERMICHELL-S
&, 294 fl&75B) .
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4) BRARVBTFRCERMDER

HELE
NEE RS AEATEELBE R - EREBESIIHLT, 2 FENELZSOEYMBEEETOILEHE
BILH(BOHE/IETUORAOEERE B),

FE:
ZHRILRTIBEDEEEZZRDAURENDH D=, EFNLMEBLRREF ODEMEEEL, ([EEFHEHSE.
REFERABEANARSAY ZARILIT (EBEEFHEBRR)IVICROFABRETIENDLETHD,

(1) LEMEREKREMBOKE

YR RER B REBIZDOLTIE, Z<OEH TERICHEHREENITHONTLS0IZ, MEHREEZDEBMIIEESISE
NELDT, IbPEEEFDELISAREICET S KQ(FX 15) [2xF 5 SR #1To1=,

Ftz, BAEEIEZIEITESO, BIETUF LELLEABRERELIZD, LUITO 3 HDOLLBLM RS TEEM oz, &
LIZ, INLDOMETIEABEICEATEIRINTI—I A3 HLTEETHoT=, (1) ZF=E CDDP L{EF= CDDP O LLE:HfE
%, Q)TSFFHEFRANEZEEE Cmab ETSFFHBEFHALALZEEDLEME, () =RILTTLthnE
Bk BILEEEDLLBRARTHoI-, 45, BN THEEHEICHL TRIZES SN TOSIEEREDAHEFEIRLI-,

KI5 BAAABENTEELBRADAED KQ &£ SR

KQ:BAFABRNTFRAEBEGIC, EFREETINEN(BMHRBREDOAEIHEHIZL) (SRT)

(2) HREAE O H ETIRHL

SR7:E 9, #EEMS CDDP B EDTSFFEE|F AL EENITHON TS, COBRBENEDIHNEINERIIT S
OIETURERR LIz, T5FFEFETS R (BBUEFREDR) LLERL-504 LMEEERERIZH LT, §E
DEAEEIZ—BTIMEIIFELELEN D=, Morton 5DIAE 'TIX, 4 BELLE TH DA CDDP BjhfEar bO—)LEE
(RABABEEZONDHEHMATH) OLBEDLTHON T D, BRASERBIMNEET I EOERTIVIO—ILEAD
BT THON TN ELREND, S5 LMELLEEHERELTIER A BHHELTAERELT=, LAL, CDDP BjhEis
A= )LEEDLEEHEBRAMEICENIEKY, EELMERTIEHIEEZONT-, ZTOFER(L, CODP B AT O
—ILBIYVEMTIERTHo=A, LRRDERKIYTUY LEIFFITO R ENEESINT-,

RIZ, (1)EF= CDDP &{E A= CDDP M ELERTIE, 2 BHMICEN TN -F-2EMD, HEKD CDDP L EIZ&S{LFE
EICDWTOHE (IR TELGN o=, — A, IE, Cmab PZRILITHE DS FIEMENBIZLTE 10, HFIE
MEEZESUIEREEERICDODVTOH»EH T HEELT-.

(2) TSFFHELEEEE Cmab DHFAEEE, TS5FFRHFEZEEDLEE TIL, Cmab OHFRBETEERTED
HR (% 0.86 [0.76, 0.99] THY (& 16), 74 M AIZRLT 101 M A, 8O MBIZHLTI2 MNEDEEMNH 1=, -, ER
EITIZHRLTIL, HR (£ 0.60 [0.49, 0.73] THY, 33 MAIZRLTS56 MA, 27T MhAIZHLT42 hBEOERETH-I=. L
ML, TR (EBNEEREDH) EO LT TRATH 1=,

RB)ZARILTT LMD ERNZ LD LFEEDLETIL, £ 11 8RR "N 1 DDA THoT=. COREBRTIE, HBELLT
MDOEFDILZFEEDI>E BARATRIZRDBASN TOWVEVWEESRNEFNLDOT, FEEETRZNELZ, £EFED HR
(% 0.70 [0.51, 0.96]T&HY, hR{EIE, 5.1 M A [4.0,60] N> 75 MA [65 9.1] LH2MhBERL, YTV IL—T@EATIL,
62 MAELI5S HhATHY SIMNADERNH Iz, REMENDLNEEIND 95%CI O LIHTE HR [ 0.96 THAT=6,
BEVERIT 25 BITABRETEO T 1 BOFBELD, ZD 25 BEWLWIARUL, YIBRARESBEREGICESOTIXEREMN
[CEMADHDHEVNVSERLH o= . LHL, EHREITIE, ORIZ 066 [0.37, 1.20] THY, 23 MAMD 20 MAERADLTLY
= VIR RE-BRERGIDIZES, QOL Z2EZLLO0FDESENMERLEVWIENEELRT IMILLLGDEEZLND,
Ft=, ZARILTTE Cmab EDEELLEIL 15 HIDAHTHY, Cmab DAEFR M P RIEX 41 MNA, HR (L 0.47 [0.22,1.01]
Tholze —RILITDEEBRIE, THREFAEOHEROHMEIFTHATHIH, REBENDEEEZMNEERIATL
%,
RIZ, TIMNLOEEMELT, UIRTEE-BREBLVSKA T THA-OICOEDHEELE D QOLEEETHL,
A T 4 FHARS (progression—free survival: PFS)HE DEIFHEITD T I LEZEEFERIYEELEZEZLEEFLDEHE
BlEndIekY, MEREEMIEITEEETIZES2ENH LI LB,
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LE®D@2)EQ)DIERNS, BEAARSAUIRRILEETIE, TNEFNDOEEITHRHLTITSCEEHBHET I EEL
f=o TUTHEEREX(E, HIZ (X CDDP & Cmab D AELRERRETDRHLRENTRLZAN SV, (2)EB)EED
BT, P FEMNEZEOEMBRETITOICELEHBHHERETLHILELT,

Ff=, Cmab [FHRIETH2MA, ZARILITEH2MADEFLHROEENHLSNDID, HEHVY—REHETE
Z2BE, CNODEEZEDISIZFHET 2D h, SEDERNIVEEEZONT-, BNDOERNRIZEST 553X+ NICE
@ Technology Appraisal Guidance Tl '®, ZRILITIXEANDEHI/NEK, BENLGERIIHRETERLESA TS,
BEAARSAVNRRIILEETIE, HBETHLEEOEEZEIRNZILEE) OAEHREOERELTEHEL: -

SEIEIETURANDEN=, FIZIECmab ETSFFEFEELLBEEEET TV, TSFFEFMMEDIZEI
[E=RILITEITS IR EDERNBEEDHRETIIN, PFENELZSUEMEEEHHRETHIEVVSHARICE
FoTWS, 5, FBBMZIFEE, Cmab ETSFFEFIZETILEEE, HOIVETSFFRHEIMEOHIBRIHIEE
2, ZARILRITZETIERZEEGEDENDIRIHNENT VDD, 512, ZOVNRDIEBLEIZETIMELDLETH
Bo
% 16:SR7T DIETRXTOT7A )L

BEX /L]
IEFURD EEp
HE | HET | SMFR Rt | FEEe | TR oD | bREEE | ELFPREET | ARERE MixtE Rt
¥ ¥4 | OYRY ®wat T5(NA) | DL (RE) (95% CI) (95% CI)

(1) 7= FA= CDDP vs {£Fi&E CDDP: £ 4%

1 SV L | R RATH|RATh B %L HORRIZEDE 2 BOERFRSFEFESR ®a00 X
1LELER (A A &

(1)E = CDDP vs {Ef= CDDP: A%

1 SUS L | B C RATH|RATh B %L 0/25(0.0%) | 3/29 (10.3%) OR: 0.15 86 2>7%11/1000 00 X
{LsER A (A (0.01 to 3.02) | (102 AL ~155 13

EZRY)

(2)F5FF + Cmabvs TS5FF  2EBFRDTIMIL

2 FUFL|RATH|RAUTH|R7 TR L -/0 -/0 HR: 0.86 o0e0 EX
B | W A Ly (0.76 to 0.99) h

(2)F5FF + Cmab vs TS5FF &R HEIT(PFS)

2 SUSL|RUTH |FRATHE|RETH | BA TR | BL -/0 -/0 HR: 0.60 LTl EX
EsE | L L 0 R (0.49 t0 0.73) )

(2) F7S5FF + Cmab vs FS5F 7 : HEEIF hERFAAE

1 SUSL|RAUTH|RATHE|[RUTH|RA® L 10/219 10/215 (4.7%) OR: 0.98 L) EX
EiRBR [ Ly A Ly (4.6%) (0.40 to 2.41) h

(B)=RIL<T vs AL BILERE: EEFEDTIMNIL

1 SUAL|RATE|RLTE | R ® 3 7L -/240 121/~ HR: 0.70 OO EX
L[5 S A (A (0.51 to 0.96) &

(B)=RIL<T vs BEIITLBIEFERE: OBEBRZTOLOICHTE7IbH L EFEERDER)

1 SUAL|RATE|RETE| R 3 7L 190/240 [ 103/121 (85.1%) | OR: 0.66 61 %LV /1000 OO EPN
o S A A (79.2%) (0.37 to 1.20) | (172 raLr~22 1&

%LV

(B)=RIL<T vs BFIIZLBILZERE: QOL2 4 A D VAS scale DZEILE)

1 SUAL|RATE|RATE | R ® 3 L 35 103 - MD: 8.7 KYIE 00 EX
LB | A (18.83 {E~ 1.43 &

=)

(3)=RILTT vs BENC LB F T hERBAE

1 SUAL|RATE|RATE | R 3 L 0/240 (0.0%) | 8/121 (6.6%) OR: 0.03 64 /117 /1000 00 PN
festig | [ (0.00 to 0.49) | (33 D7ELA~0) &

CL{E3EX [, HR:/\Y—KLt, OR: v XLk, MD: F#2%E, PFS(EIEEAFR)

a BEIDIEREEDSE BATRERASN TOWEVEESAEENIDOTRA LT,

b. 95% CI [(XIECARRMBEELZE-CDOTHEREL =,

c. IUH LMELEEHBAE Y Thh iz HIRE THo 1=,

EE I —TITLP2BEBENELLEIDT, BHEOH>L7IMNLDHERTR LT,
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SE, OREEEFBHG, UIRRTEeERG, VIRTRELNRERY, BFFAELATRELER EREHID 4 DIZn
[+, GRADE 7 7A—FIZH>TEBAALSAVEERLI- ERIE, TETUOROEREITHEENSIEEICIETHY,
WFhDHREFBLHREEEST-,
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HREEEDT—2%FIRALE=M, FRIZCZLDER(BFMEELET)AEET 586, RIIFTEOHEINRHETHS,
@OREDOLEE T, TNM 258 DI >T=R—X S R IR AZBEIZH (T TOAHAEA DL, ZLOHEL
BB, FHTRIRETBE, BRHAGIEERGILEDRETHEIN TS, ©TESREY GRADE 7 7O—FIZfito=m. B4 m
LH-ot-,

@IZEALTIX, KEEAARSAUIZHEITE 08I, AEEOEMEIZESTIXMBTESLDEREDNS, LAL, o
fEENSTHEETRAHIMNELNEL,, SEIFERENELNDLIT VR ELT-,

GIZELTIE, PRIYIETURANENCENRED—BDERTH o=, TN, HEDHIMHIHELLDEERE
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ULDESLERANHDEDD, OEEEEBOZEAMNRSAOELTIE, ERAENRLARET, BHABOLFHEICL
RITWBEDEZEZS T, SRENSIETURALANILAEWNETDREDEZEHARSAU DIERAEREITBEARMIZ
Blof-AixElLl=,

REDZETALTAVEERAEZNERLEDEIZEKY, ASHIDIEANELDEITLURTHAN, BEREHRELL
BWKSICHRBREMZ S, BEAAIRTAVIE, BERXFETAMLTHERTHIENRDONDA, T 16 ICTOEEZEN
ARSAVE 2 Mr1(2013 FEhR) DEHZSEH L=, HIZIE, CQ4-9 1° CQa-11 L EIFHEILSNI=-FETHY, AEZEHAK
SAVIEINEDHBERMIRELTERSN TS =D ITH R X ELGE Moz, —F, SEIDHRELARMDELLDH,
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CcQ6-1 [CEALTIX, TORREZEHARSAUE 2 i1 (2013 F£hR) THET HAVIZEBIETUALANILNENELTE
FALTWL3 Mohr 5OMRE "%, KL BEHARSAV TIEIRALEN I ENKRELRERTHD, 2D Mohr 5OAETIL,
BT R EHR A E T oEAN R EE B LV EGERNE N =EVSHERETRL TS, LHL, BREHED
Wirxr EOHEZMBTABEELY 25 £ (16.4%, 127 EATOM—)LIZHST-TATAEE) LRIALTWARIELY, SU4
LAEEIT (FE T o= EFE AL WV =OITREALLG o=, T, COHEIL, 80% LU EMNRT— IV THoT= Furness
DAVFULEA—2IZENTY, 5% L EDRZERHD=OCAZDTDHEIZIZEFEBASN T, CQ 9-1 (X, 2013
FLBES FEMEICHLTDIET UV ANERINTE-DT, HENELGSZEIZH-THRBETIEAL,

F17:2013 FRRABEZEHARSAVEL

BEfoORESE

OCQ 5-1: FRHMTESEREM L, BAEMY EEBROEFEENBRELNIES BRSNS,

VR EGERMOORERS

CQ 4-9: LM SHRE K (T ETRE R DICHETINS,

CQ 4-10: JREHREGE CN BRI B L TEEBEHREEN R LS D LEVSIE TURIEELY,

CQ 5-2: B R E B M LEEREEMN, EHEEIRTNITELLEDID, SOICRAVPDETHD,

@CQ 6-1: AL RGHR R REEL, FERE - -BHHEELLVICEBRERERET HARENH S,

CQ 6-2: MiAAREIZE>T, M/INFHOBERADAREEATERINTLDD, HETESEITO+HHEIIEAL,
CQ 6-3: iR L EM TR FREGERAREE, BRE -BHFHMESLVCEGFRLSLICALEIES,
VIRTEE-RERGIOORERSE

CQ 4-9: LR EE (L, ZEMABRETHEEEZOND,

CQ 4-11: {LEMEHREE L, BEHREZEMICERTER TS,

B, GHORERS

O@CQ 9-1ABERLLTIE, s REE, REHEEE, 2% FRIATE, DFEMARELELHAONATNDY, BEEETIE,
AREE IR RE—FRORENBDOOLNBABETHD,
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OS: &4 7F £%1T (overall survival)

b) AEEFOLEDIZXTT ST AL oncologic efficacy outcomes (FIZIE, OREFOLOMNEHKLT-
BEY OFENKEGO TRELEZGERE, H<ETHLOREICEBRLEZBEDHFDTIMIL)
DSS/CSS: & EBEI T (disease specific survival, cause-specific survival, cancer—specific
survival)

RFS: EBRAEGFHIM (relapse—free surviva, local recurrence—free survival, metastasis—free
survival)
PFS: B EAFHIM (progression—free survival)

(c) OPEHEBEICRE T A7 9 hHL:oral functional outcomes (flZI1E, BEICK-TERBBRTEEMNZETTL
558, NEBREICL O THEENGKLGLoLEEDERBRTESN, BEM CRELLGES, IEEEET
OFEMERIHLIETCHELTHBIAAIEEICH G ELGEICAVLONET, ERBTEFTLENBICE
ETCVWEEEANDHREDNADEODEDT IMILTT FHICK->-THIBEENAESLLIIGEEDNDT Y
ALK T -MiATDREDIBEFEICALTEELTCT—4HIET52L)

ME M& 1% 6 O 5T 1
=g 3 AR i
& T £ BE O &1 {
=SB EE D E
(d) QOL (£FDEICET A7 IRIL)
QOL: £F D& (quality of life)
PS:&N&E D B E (participant satisfaction)
AEHIZE 2EFEEORANNBREN 1 XEDIEE, TONANIFIELDS,

B: EELLELVHIE (F-harms associated with treatment (adverse events)) :BEENDFEZBHT, F

WMETIBEIBTEIDIERLEDT

FE L, BEMNCHEBETEEORENZEFLVHETHY, BEBEHADABRLLZTORENESE

LWVIR(ZFOMDTICDLNKLE)

B-1.56HE (RERBICKIEHEZRO EEEZR

(a) HEMITPERBADE (EFEEBFICEHEMBRABDLTERELOTLLLD)

(b) OREAEIE X (MGHIREE: EFBREFICOARNEBETCERLEELELS, BFOEROERIIED TR
ALTED, ONRICKIERBMTESLEEASEKEBEOTIOMILEGYET)

(c) EEBHX (MHFREBEEICLIBEDEHMR TCEMABRLTELIGYET)

B-2:HFRE (BIFTES3EBALTHLRAEEEDELT, AHE (BITESEBZIETHET, TEBLTEITELES

EBNTHED)ERFILET)

() EBMTEE (FH-RHBREEZ LEEEBICORNROCENRT OEBYRGETESEIATEGRYE
T, [OFEHBEXIEEELEFINIVEEETARDTILILELTHEWNRITTTELY, loral functional
outcomes IEEBRTHRMNHYETH, TATEENELDIEZEDTIMILTY)

(b) BEMEE (FHBICK--TEDERGENSIVET)

(c) BN EMEEEAEHEST (HHBEMOEZETHN LASHGLGYET)

(d) AEMEER

C: T CRRWICH L THER)
DFS: EfF A 17 (disease—free survival) : HHWBET-BEHK - ZXHA
TTF:AEB IR (time to treatment failure) : HHPBFET--AEP I
[RFE-SHEU D N\EIHIE (BT ([RREEHEE) BHFKE) (locoregional control)
BESEEE (proportion of treatment completion)
EEANDEEIRXL (direct costs to participants and health services)
* AR METEE (event—free survival, EFS) &, EENAFBHETHWE M=
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7. BERK:

7.1. P:&EB(ARE)ICDONT

AEFEOHFDBRRFTH, EEHETREZTL, RV — V) TCOBEEAEENIAETEEIRL -,
(("tongue neoplasms”[Mesh] OR “palatal neoplasms”[Mesh] OR “gingival neoplasms”[Mesh] OR
“mouth neoplasms”[Mesh] OR “head and neck neoplasms”[Mesh:NoExp]) OR ((intraoral*[tiab]
OR intraoral*[tiab] OR oral*[tiab] OR mouth*[tiab] OR gingiva*[tiab] OR “head and neck”[tiab]
OR tongue[tiab] OR platal[tiab]) AND (malignant[tiab] OR carcinom*[tiab] OR neoplas*[tiab] OR
cancer[tiab] OR tumor[tiab])))

1.2. BRTHAUITOLT
7121, BEFED SR-BEFDZEAARSM4>
("meta—analysis”[PT] or “meta—analysis”[TIAB]) OR (“"Cochrane Database Syst Rev '[TA] or
“systematic review [TIAB]) OR (" practice guideline”[PT] or “practice guidelines as topic”[MH]
or (guideline*x[TIAB] not medline[SB]I))
7.2.2. S5 LAL LB ER
a5\ KTvH &Y, Box 6.4.a: Cochrane Highly Sensitive Search Strategy for identifying
randomized trials in MEDLINE: sensitivity—maximizing version (2008 revision); PubMed format, &
7=1%, Box 6.4.b: Cochrane Highly Sensitive Search Strategy for identifying randomized trials in
MEDLINE: sensitivity— and precision—maximizing version (2008 revision); PubMed format Z{#EH 3
B,
(randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized[tiab] OR
placebo[tiab] OR drug therapy[MeSH Subheading] OR randomly[tiab] OR trial[tiab] OR
groups[tiab]) NOT (animals [mesh] NOT humans [mesh])
ENES
(randomized controlled trial [pt] OR controlled clinical trial [pt] OR randomized [tiab] OR
placebo [tiab] OR clinical trials as topic [mesh: noexp] OR randomly [tiab] OR trial [ti]) NOT
(animals [mh] NOT humans [mh])
7.23. BEITOVWT(HEARXICEHIATWIEEL, BEOHELERNIHZIBEX, BEEITHLAELIOT)
SEZLLI=DTTH A (http://dal.ca.libguides.com/c.php?g=2574918&p=2055280) ML BREXZLUT &
L=,
((harm*[tiab] OR safex[tiab] OR side effect[tiab] OR adversex*[tiab] OR toxicity[tiab]) AND
(((randomized controlled trial [pt] OR controlled clinical trial [pt] OR randomized [tiab] OR
placebo [tiab] OR drug therapy [sh] OR randomly [tiab] OR trial [tiab] OR groups [tiab]) OR
("meta—analysis”[PT] or “meta—analysis”[TIAB]) OR (“Cochrane Database Syst Rev”[TA] or
“systematic review [TIAB]) OR (“practice guideline”[PT] or “practice guidelines as topic”[MH]
or (guideline*x[TIAB] not medline[SB])) OR (“clinical study”[PT] OR “clinical studies as
topic”[MH] OR “study characteristics”"[PT] OR “epidemiologic study characteristics as
topic”[MH] OR (clinical trial*x[TIAB] OR clinical stud*[TIAB] OR cohort*[TIAB] OR comparative
stud*[TIAB]) not medline[SBI1)))))
METHAUTOEETHIXBICHENHS5EI1L, Tetiology[sh] OR “adverse effects”[sh]1DH T
ANTATETLIE—ELT= (4B, etiology I&, complications, chemically induced Z& L) .
((etiology[sh] OR “adverse effects”[sh]) NOT (“animals”[mh] NOT “humans”[mh]))
FrE UTOREXELF AL,
(harmx*[tiab] OR safe*[tiab] OR side effect[tiab] OR adverse*[tiab] OR toxicity[tiab]) AND
(randomized controlled trial[pt] OR controlled clinical trial[pt] OR meta-analysis[pt] OR meta-
analysis[tiab] OR systematic review[ti] OR cochrane database syst rev[ta] OR practice
guideline[pt] OR clinical trial[pt] OR observational study[pt] OR comparative study[tiab] OR
evaluation study[tiab])
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7.3. BE-NMA(—K)
£ I13.1.SRILDNADHBRERX—E
SR1 pre-operative[tiab] OR preoperative[tiab] OR “neoadjuvant”’[tiab] OR “preoperative

care”’[mh] OR “neoadjuvant therapy”’[mh] OR “induction chemotherapy”[tiab]

SR2 | (dissection[tiab] OR dissections[tiab]) AND (neck[tiab] OR necks[tiab] OR
lymph[tiab] OR lymphs[tiab]) OR “lymph node excision”[mesh]

SR3 | (dissection[tiab] OR dissections[tiab]) AND (neck[tiab] OR necks[tiab] OR
lymph[tiab] OR lymphs[tiab]) OR “lymph node excision”[mesh]
SURLEEERBALTNVGESEX, UTOREZEXTEHEERARERII—=J L=
((dissection[tiab] OR dissections[tiab]) AND (neck[tiab] OR necks[tiab] OR
lymph[tiab] OR lymphs[tiab])) OR “neck dissection”[tiab]) OR (lymph node
excision[mesh]) AND (modified[tiab] OR selective[tiab])

SR4 | (post—operative[tiab] or postoperative[tiab] or “postoperative care”’[mh] OR
“adjuvant”[tiab])

SR5 | ((unresectable[tiab] OR “unresectable advanced”[tiab] OR inoperableness[tiab] OR
inoperable[tiab])) AND ( (“induction chemotherapy”[mh] OR (“induction”[tiab] AND
“chemotherapy”[tiab]) OR “induction chemotherapy”[tiabl))

SR LELBERBRALGENES (X, UIBRTETHECGERAIEL THELT- (advanced[tiab])
SR6 | (super-selective[tiab] OR superselective[tiab]) AND (“intra—arterial “[tiab] OR
“arterial injection”[tiab] OR “arterial injection”[mh] OR “injections, Intra-
arterial”[mh] OR “infusions, intra—arterial”[mh]) AND (chemotherapy[tiab] OR
chemotherapy[mh])

SR7 | (recurrenceltiab] OR “recurrence”[mh] OR “Neoplasm Recurrence, Local”[mh]) OR
(metastasis[tiab] OR “neoplasm metastasis”[mh]) AND (“drug therapy”[mh] OR
chemotherapy[tiab]l)

*{BL, SRTE&IC, REDEHRIBFEDVARATITAVILEA—IZIELTERELT =,

7.4 T—AR—X

HEAMIZ 2 DUEDT—E3R—ZIANSHEEEIToT-. Medline (PubMed IZ&B) DR EITHBELT-. FDih,
T—AN—RELTIE, Embase, 3952547 51)—(CENTRAL), EFhR#EEREL:,
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8. GRADE 77O—F :EtD frameworks'

8.1. BIEMER 1: BHMIICHL T, RLEFLWVARZRE ?

8.1.1. KQITDIZT

LMERLIEKQ (X, RITAEMREBEKQESROBERIDZEEHTHIN, COPFT—ED KQ TSRZE
Thih2=BAHIE, UTOESYTHS. TKQI-2: JIRRATRELEAN BB EZEFELZLTCOENOREEREIC
LT, MEIABREITOINENIETKQ2-1: UIRATEE- REAGIIC LT, NEEELMDABEREIDELELNRLY
ML, OFEEVIRAIGEGIEEDEFEEMNABRNNBEETHLIH, COLIGRREBIRTLHILIEIFE
NEEZONT-DTSREZEITHEMID=. INOD KA [, BENESLTENREEZZIEST T84, BEAR
BELTHILTWA/NMREAE, FEEBERFEDO—BLELTITOLN TV IEEIRMET L2 REHERERER
EDBENEEIND, — A, BERNIFTIIELERIFTRBEEENHMBEORDYICTSIRABOHREL H ST
H, IETVRADFEEZHFL CEERME T LG REEICET S SRE1T27=(SR6) .

T, BEZEDHDE KQI-1 D=H® SR ICAEALTIX, R 612D KSIZHDILT E2LELH o=, TDH
T, 0L RITHBEEENBBETNAAEDONRDOAZHIEITES SR1.1 [THLTIEMENFELL
Mof=MDT, SR1.2 DHARZEFERTHZEELT-,

+£8.1.2. KQ1-1 D=H® SR1 DAL ILIZDONT

SRT1:YIBRAIRETHARBEEFELTWWAEMICHLT, MaABRETOINEDL
SR1.1:UBRATREAEMI (ST LT, A RIBEBRMELLEBL T, iglaEENAREBEELNFHDHL
SR1.2: UNBRATREEHI [T LT, NEEEZLIT ECHRAAERELEBLT, MAAEENBEEZLTE
CRAERNED,
SR1.3:YIRRATREFERI(CxL T, BATARELELT, MAARENABBEEUN DB AREIXMHEA
BLUNDABREZITIHOEVEENEHH,

FE - SoICEMTHTEIX, SRIOEBICE&HLTHD

'EtD RDIE B IZDULVTED framework [Z1E, BA5M A (FIZIE, BALER) &Y, BLH224TOHBORIZEHETELS
TUTIL—rHAESNTLSY, SEIKEADTUIL—EERALIZ, BADTUIL—FDHE, RDIEBR NS0,
GRADE 77O0—FD#HERED 4 ERITR-S>TIARDIEEZBMLT-, Ff-, BRMELETAREMEICEALTIE, BERIFALD, #E
XEZZHHEEDERELLTEREITOTLSD,

[l fE R A>F [ : values and preferences |&(d, HAFEDEBRESLVZENICEH>TREIYSE 7V MALICHLTEE AL B —E
D ERE, 85 ME, BLUESDILEET,

HEEIRE:CostlI2DNTIE, BEAIILIEEIRMIDNWTRELT, f=FZL, ZRLIITRER/RRMRAITH ROV TIE,
HEMGEEANLDFRETEL -

SR DIEE(L, AraE, XAk RABEDIEETREEHL .
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DEPEM 1 BHFICHLT, RLEFELWVAEREE?

SR1:YIBRATRETHARBEETELTLWAEFICHLT, MaAREITOINED,
SR6: H:EIRMENE L ZMERBELITONED
SR2:[FHREDHNRMEELFABICTHMICEERIEHMETOINEN
SR4:OEEMEODBEHRERD)RAVEH I, BIMBEETOINEL

¥ W JYy—FIETVR

&%

RAAEONUAMH

SHRICETILEEMNEIET |SR1:ETHZEZEESETCHED-OFEEEEZZEREL-,
VADHEMDORBERAT |E7 9 ILTEREICETH =, £, ZFRATAEIL, F1iff

Th? T ECRAARICHAIAEEEAEGEHLELSEEDOHM

® 3EEIZIE:SR1, SR6, RTHY, BFFAELNZIRITESZLICIEFENIDBLETH
SR4 b,

O &:

® 1:SR2 SR6:-EBHEMETNANATADIRIELHYFEEICIEELS

o &5 1=

O BERMELL SR2: A BFRLEOBEREZDELEDICHTETIRALL, E

RKETFIOCMHDLTERHEEELARLEARTHY, FIEESF
BONSURADERED O P EELL ST,

SR4: BYDEFHET, FHEDRAEDAEDADEH
ThHdH, EED SRELTIK, BEDODURVEZUSND
MR (BEMEEEBG) Xah o=, FD=HEMABERET
DLEWSAELEDLEERARBRILL, BNAREITSEEFT
RBELE-MEHREMB AL LR IRBEILOLEEDH
D SRTH5,

i
&

=

I} i - 8

FELBTZIMILZEDEE |fER:VLVINDSRTH-TH, COBEMREBOES
ERIAIMNCOVWTTHER (X, £2EFXREZL0ELERLBTIMNILETERE, E5

ERHYETH? DEFDLGVEEZILNDS, SR2 ITHEWLNTH, TEBERIE fiT
O FHREFLRIELDE |Z175&L BXM-HRENTHENHLL, TENTHLTH
HhY EAGFREZERETHMENZIKRITESLEDGNEE
O FTHEEMFEFLEFIELDE |Zbhb,

DFREMESH Y

O FTHEEEMFLFESDE |ERA:SRIIZEVT, LLUMENEETLTAIE, SHEE
FEELLHEL ERTOMANARIEL, BEENEFLVRY, F2EETHE
@ THEERMFLRFELSDE BRLEVWEEZOND (RHAOHRBEERETHLHE
[F7L )=, EoD2EFRNEEZLMNT-, SRE (I, HEEER

DEHENKEELGDLY, ALEFEETHNIEL, BED
FEAENHN R EEEZZBRLBEVAIREELH S, SR2 I2H
WTH, FUBREREZETCERDLND, SR L, BENMDA
BELEOC LT,
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# [EFELLOMRLEFELLL  |SRL: 2AEFR(RTOABTHE)ICEWVWT, A95H D
B  BRONFVARNMABLL |HER WENAERICK->TRERTA 1000 AH 12 NE A SR2: 2&%
D FHEBENBEXRLET (95%1EFEXFH 105 AR M5 92 AtEm) &liof=. Ch [EHIBDZ
ANE\Nrd SOMEE, AT— N UERAREELE>TW=-DT, 8 |LVD’ Cruz
Z O HExEAEL HEEETHOTMAEDDIFEWREBICHIETEREEZDL  [2015(12&5E
A @ LHBEMBEBASZTLE N3, ETHIZHTRIEFNNZEVIETUORATHo=, |T1ET2DH
£ : SR1 Tl AAOWICEEFNEHRIE, WTFhi39—ILDLE | TH9L—TT
O MABLEEBHBIVWTHh [BEETO-TW . UERY, SV—ILT>TEHRDEN |EVDAHD,
LEAETHND FEAERDONBNWIEKY, EEBREZODEETEROA |Fiz, FHHN
@ BTONMANER :SR2 |BEMZEZERETHE, FIBRLUELNKRENLHIEISN-. F |BEHBEME
O MALEMA 1=, BAERELTIEREEREZLUNDS A LI RABRI YL |1ThEd o1
Mofzl¢&&kY, EALEEEZELTD SR EHoT=, FEBIIZxL
O TFEZE T, BEE®R
® HM5ALV:SR6, SR4 SR6:BILHARRNICHBEZF OHEARETRELZESS, |BIZLDHEB
BAOREIEELEN 2. AR TORELS 1 DDA |BENEH
BHEL, FHERBIVAEENGZVIOOEERNER | THE =0,
ESEERERBEEIOERENA L TV, L, FHE | KTBEEFEL
WHDODRAT—UIZBHBAIN S No=H, BEIRMBIRE |5,
St MG R EEITERBHAZ N oT-1-, BHHI D 5F
MOIETURELTIXERATELRLEHIBTLT,
SR2: EE B EMETHRWGEELY FHNEEEREMZ
T5BAENMN 1000 AF 121 NOEEFOEMDOHENRE
Hontz, nlE, BERMICEERGBELEZONT=, FHif
DEEDOLLBEDIZD, BEHBEMICLIBRNEST -ERH
(BDREH) - HEENES (OB iNbhd, Tf-, BH
BEMICKDETEFNDORELH IV BOTHTHD. F
fz, BERREBICEIBELGBBBEENONIE, FHM
EHHBELLGETERVWEDERNH 1=,
SR4: T EABRELTHSTREBEZERIYIEZ RS REZE
X, ZFOENEMTEN, EFLLVHIENEBRTH S,
=1L, SRICEEN-ZLOMEITERH A ZHo=D
T, BHHOHRIBEMEEZIONT, T, HIZIE
T2NO TH BB SEEREBEMZICEH N BELED=HIZN
AVRYEHBETHERPHEFIEZALLEDIELY, DR
DNSURIEFBREELT=,
n | BEREHE QAP FEORERE (LWITIhDOABEBEAZTHHTH, BEODEEIRNE, 55
= | KEVWTTH? BEEBHECELEST, —FDaRM LS HEE2EDYY
& | O KEhQark —RELTIE, AEMNEZSIEICK>TaARMNEMNT
B O hEEMNIRL %,
2

@ EHFETEDHIEFLENIRE
D 1B 10 X5 &R

O HEEDHIHM

O KEQEIRE

O &FEE
O #AhiiE
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KQ EEMN AHENT [IThHENIEE |[T52&E-ThEL |T52¢%5H |752¢%
CHERCHESE | BHET D CEEBEHRT S (KHETD | mHERT
T5 3

A O iRk

fiATam | EEICE o
SR1

BERNE SR OERLL
R =2y ¢:T)
R % SR6

FAEECERH & ()
RIS ER 3R E
ftT) SR2

ZAE(EE SR DERALL
T ET R )
SR4

8.2. MM 2. VIRTEEGETHICHLT, RBEHXFLWVAEREIZ?

8.2.1. KQ DT

LBHMERLI-KQ[FR 1 OISBIEMERBE KQ &SR OBERITHDH, ETHIT, WATICIHER) >/ \E iR
PAREVETREIFENEZEZONS =, TKQ2-2-1: [RERDOFMHEFBFICFHHICHBIRFMRETINEDN]
D SR [FfThEhMot=,

T, ARTRIFERTRBVAERFRELTHRESA TV I BERMEBTLEZRFARBEITONTYE,
VIR R AT REE B ISR LTI S D TIFAL, UIRERER ISH L TITICEZSYBBMICRE I NENEEZT
SR Z#fERL 7=,
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BEPEB2 UIRATERGETHICHLT, FLEFELWVEREE?

SRI: YRARETHRBELEFELTOBEAISHLT, WADAMETINEM
SR6: R RN BT LM RIEE TS D

SRI:HMEBEHICENT, REEDOFMERBFICTOBEMEIBFME, 2HEHIFM LY LEBRMOEE

EMEITORNED
SR4: OEEMEORBMEHBRO)RVEHIZ, BIMAERZTOINEDL
3 By JY—FIETFUR L

AR O N\ SLmH

MRICETILAEMNEIET [SR1U:BTOMALELIC, TRENERBIZELUTHDZE
DADEEMOEBEIIMNT |LEIZKYEELS T ARBEBEEZELT ST RAAEICH

ITh? AEREMHAEDOE-EEOHMETHY, BRRAEAENS

® 3EEIZIE:SR3, SR6 I [CEAZEICIEEENADLETHD,

® E: SR1, SR4

O SR:WTNDT7INNLEBERMAECHEDRERREDHY,

(O EFICEELE ST,

O HERAMELZL SR EBEMBETNANATADIRIELEHYFEEICIEELS
=

SR4: BYWDEHETIX, N HBEEZZRDBRABEDEEDH
DEHETHO=D, EBED SRELTIEEXDOYRIESE
SN DTN o=, TD=OEBMABEZITHENG
BEDEEBEABRIIEC(WRIEEICHLTIE, BNAEEE
TOENZELINTVWDIDT, FEICEBMAREITHLE
WHENITAEL), BMAEEITOIEZFRIIRELI- KA

REMBEECERABRBELOLLBEDHD SR £
fzo
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T, EAEBFREZL2ELERLGTIMILETSLE, b
DEREDLGNEEZALNS, SRIITHELNTH, 2HERERE
MEITo>E, BEM-HENGEELHDIL, ENTH-T
VEEFREERETHMEBEAZIKRITESEEDRNE
Eiobnbd,

EMR:SRTIZBWVWT, LtLBRIAEETHE TN, SHEE
ERTOMAARIE, NEEEZEFTOFHHREILIREARY,
EExEETHEEENEFHVRYEZERLEVWEEZEZON
5(BHONMBEZFETIEHR) O, (E52FER
WeEEZONT-, SRIIZHWLT, BIRMWTE RS i TIXEI
HENBEGFEINI-OREAGEENELCLVATEELS
WlEkY, EFNLELEEZOLOND, SR6 (L, #EERFD
AENKECELDLY, ALEBERTHNIE, FEAED
BEANBEEEBIRLAOATEESEAKELN, SR D, B
MOEBELELEE DL,
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BEEEEZERETIE, FIBRKYENKREVEHIEI SN T,

SR RBESNI=MEICIE, WTHELERHALED 4 HmIXMNEFEL
fzo £z, INLDHE T:ERMEIRERF M M2 TEERZREFHT A
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HEMNHD, £1-, Yanai 2012 TIE, 2BHBEFHR DSBS,
BEAEEMN306%IZELI-ELTIND, £f=, —HBRIIC
BETEHMEMICOEENBISHL, LEKY, BFEL
WHIREEF LGB DNS U RIEFHELT,

SR6:BILHARRNICHBEF OBHERAREZRELIZETS,
BHAOMEIFEELLEN 2=, KB TOHREN 1 DD H
FEL, FH+MEKEEZLYEBERRNEIR TS LEK
HEBEENHEENBRTHo -, RE, EEH TIEEM
BELEINTVLSFMEMEDILFREREEZL, BEIR
FENAR E ST E MR BEE (FHEL) OLBOHEILE
Mozl &&kY, NSV RIEFBEELT=, £, SR6 Tl&, xt
BOHIBEEMELZEREELLEDN, TOHERERASH
=HEDEFHA DG, BUTIEEN>I2EKY, GEH
EEMEEED-SRESEDREELITARESLDERS#:
NEEhntz,

SR4: ®BBRELT, MHARMBMEEMIYILFZHRSREE
FORHEBERRGEDENEMT S, ERTERTEFL
W RMNEBAATH-T-(HRO0.73 [0.62,0.86]) ., —D SR
1 ERGICTHRERELLOTVANBEELMRILER
SHRREZ, FMERIEBRLEHAREIE, o= (BRRE
BROFEZDLDMNFAIEE)

-
4
3

Heim S s e

BEREH QRPN IZEDEE
RKEWTTH?

O XZEHaRE

O HEEDMIXL

@ EHATETHEFEDIRE
O 18 0 X & B

FEED IR
REGEH R

TFEETE
BHBHEL

OO0 0O

WFNDBEAETH>TH, BEOERIRNE, &4
REBHECIOT—RDIRMNAD  HE2HDYY—
RELTHE, BRMEADEITE>TIARMEMT 5,
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KQ BEME |[THELI [ThRWIEE (T52&-ThRAL [{T52EEH (1752¢%
EERCHER | BAERT D CEEFHET D ((HEITDH | HMERT
ER) %

T RIJE R SR1 |IE L

A O iRk

FAEGER EE [
B4 38 &8 2055 i
%*)SR3

BERNEE _ ;
L E NG HR &
% SR6

wRaAaRULE |E L
B RRIE)
SR4

8.3. BREMNEMN 3. UIRFEGCHNREMERHICHLT, ZLEFXLLVAERER?

8.3.1. KQ IZDI\T

LHWERLEKQIZR 1 OTEAEMEREKQESRDBERZITHSEN, COPRT—ED KQ TSRZEZITHH
Motz KQ DERIE, UTOLEBYTHL. VIRFAIE-AIRERHNDIGE, (FEALEDEH TIEEKRITRE
ENITONTVWEREZENARSAVEESNEELTKQ Z2EMLE. LML, ER2EREDOLSAVEELED
TE—SNARBRIEES BECLOEVNZLVDONBRIRTHS, TIT, BEMNFMELTE, L3 5LE
FLWAEBEZHREITZOTEHELS, LR BEEMICEALCLZREZTORENEVSHERICK /-
B{ELIz. CNICEALTIE, §8%, LOAVLGEDHMEBRFAZIOBERMELIRESANE, ThodbEaHH#H
BIZLTWERWEERS . FHREETE, 2 FEMNELTHOATVLSZH, TALIEEERED—DELTED
fzoBE, REBAARSA D Partl TIE, RMBRERDLAEICRETSEEIXIEEEREEL, BRELELE
BIEEYMRELIZERTDHLIICLTVS, £z, LE2RFARBEZDEZE L, EHBEERIPAFEUNOEYZES
CHEEFIEERFTHREBEGREABERNFNARLUNOEMOHRIST) LBRTDHKLIICLTWLS, =120,
Part 2 TIXEBENERELL-O, P FENELEORMBEERNAZEUNDEYESALIEETE, £
BEHOINTIEERGFRELELERTHILELT,

KA FITMRISHEEMTIEHNEE V. T, BEPOHRICFIA. 53IATH LB TEEEA,




8.3.2. EtD &
i 8.3.1. BLFERIEERS 3 O EtD X

-192 -

BROERS URFECAZRFERMICHLT, RLEFLWVARER?

SRE:UIRFBELGHERFERS (EREBBLL) DILERERBEMEALFEREE

SR6: EBENMEFLEZMFBRBEZTOINED

,— =~

T3REH

| B Y —FIEFUR e
T |DRICETILEHRNEIET SR ZFLLHRLEEFILLLVHRDONASVIANTHER
I_:: VADHERMEDEBEIFAT |4z, RLEWTFTILMHLDIEEICEELT:,
7 |ITHh?
X |® FEHIIE: SR5, SR6  |SR6:BMEHETAATRADUYRILHBYFHITEELT,
DO K:
Tg O H:
i O &

O HEAMELL
i | EEBTIMMLEEDORE |HER:-NRATHLN, BMTTETIBELLLLED
g | ERTHEDICOVTHEE [ Idd, —BMICEBEBHLEELLT SRS ESR6 &
&8 (EABYFETH? T&EFEELELEEZLNT:,
€ |0 FEEHFELEFELDE
'E'r;]‘ HY BER:LVBENDLAC BRNEHGABREIELELLE

O FHEEMEFLIFIESDE |Adhi,

DEIEEMESH Y

O FTHEEMFEIESDE

FHZo<%L

® THEEMFLEIESDE

L
# |EELLHREEFELGLY  |SREZFLLHRIDGC £EF RO HR 13 0.97
2 ([ HRONFVREMABLL [[0.81,1.15]THY, EoITARBMERNEFHEMTSL
D | [FhBEREEZHFLES KUY, BEACZREZZITOLLEVWIEARVEEZONT, 1=
’_9 h? 2L, EALRZEEAELT TPF ZALVRIC, BETIRAY
S | O HEXMEAEA EDHAEELELT Cmab ZHERALEG AL, EALERE
A O LEXBEAEELE DHMENEFROHLN T (HR: 0.57 [0.35,0.93]) (FAE

fi: SR5

O MALLEEBEHEBLLIVT
HLEBLLTHL

@ BZH{NAMNESR: SRS
(EYy*xi <)

O NMAMNER

O &FTFE
® ALY SRE

ELT Cmab & TPF DB OHBEALZWNG T, FAEMN
Cmab éELTHTONI=HETHD),

SR : IR AAREFIZHLTOIE T RITHEIOT=,
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n | EREHEQANBFEDREE BEOEEIRMNE, SEEBEFEICL - T—#NIR
= | KEVLWTTH? Felid, HE2ED)Y—RELTIE, BENEZEHE
& |O KELGaXb [Ck->TaARMAEMT S,
O hZEENIRL
= @ EHTEZEFENIRE
DE M- EIE : SRS, SR6
O HEEDHEHR
O KEiHiE
O &FIEFE
O S/l
#
£ KQ = 1% THENT |[ThRBENIEE |[T52E-1ThEL |[T52&6%5 |1752¢%
)] CEECHEE | BGEET S CEEFGHRETD |[KHRETE  |EmHRET
7 T3 3
7 laaeems e °
SR5
HEEIRMENEE -
FIREHREE
SR6

8.4. AREMERM4: RATARNTREERMICALT, RVEELWVARERZX?

8.41. KQ ISDIT

EABLGEDREZEL >0, EBEATARSAVNARILEEZETOEMEDERTIEIHEMN, ELDEH
THRIZHGFEEENITOATWT, ORI EMABRIARHEL-O, WEBRBEEZETELEAEENS KQ IS
FMLTIE SR #fThiah o=, £F, EHILY CDDP HEDILEFENITHNTLSD, BFE-LTIDBENDLEMNE
SHDIETUANMBETHAHEEZTRRLED, 75K (BENIFHEREDH) EEBRL-SU4 LML BRERILE
ELGEI ST, TOHFTEFE CODP LIEF= CDDP D LLE#ZE[Veronesi 1985]1H% 1 DIZIFTHFAELIZ(ZDHERIE 2
BRMICENGH ) LLEKY, KD CDDP IZ&kBIEFEENNENESINII T AHHEIZITIZENTELE I o=,
ZD%, Cmab PZRILNLEBEEDDFIEZEMEABANLGNDESIZHS1=128, SEDHREIED FIZMEEFMZ =&KX
KoTCRe#E T HEelLT=,

RD2DODLEBEAERLH o=, RYRT—I AR WIEAARARETH 1= 1 DIETSFFEFEZRH IV -1LE
k& Cmab ETSFFEANEZHALIIEFEEDLEEBH T [Vermoken 2008 Burtness 20051 THY, 2 D
BlIZ=RILTT D EHIZLBIEEREE (methotrexate: 52 f§ll, docetaxel:54 {5, Cmab: 15 {§]) M Lkt &8 &F
F[Ferris 20161 TH 210 KO TS HEIDHRIIE, VEKEILBEBH IR R EDOHAELRLTTISFFERAZRAN
AR EEALBEDREED, BOoTEFREZEMIDIENTNIENFIRELD,
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BROER4: BFRARNATRGEREMICHLT, ZLEHELWVARKIE?

SRT: BFTAEATRELGEREMIC, LEREETINEN (RIRBEOHELIMELALY)

(1)TEFH= CDDP L{EFA= CDDP M LL &% |
(DT TSFFHRENERBOILFEEEE Cmab ETSFFRFNEZHALE-IELREEED HLEHE]
(3)TCmab EMDEH|IZLEIEFEEED LR

¥ By

Y —FIETUR

&%

FEMAEINUAMH

DHRICEATIEHEMNEIET
VADHERMEDEEIMT
Th?

EEICIE:

& (1)(3)

: (2)

cCeeo

mt &

O HAMRLL

SR7:HIE (DIENATRADYRIDEFRBHEDT-O, HE(2) (X
DD, R FFEEEELETEEDL-DIZT D
DOL—FLE. AR Q) ICELTIE, MEBHTHLIMMDEH
HOIEEEREAZBATREREBATIATLWVEVEESN S
ENH5DT, FEEMHEFRIELIz, £, 95%CI O L i
THD HR0.96 [TXL T, BRERMICEKRAHDIEVSERD
Hot=,

i
&

=

I} i - 88

FELTFIMILEEDREE
BRTAEINMIDODVWTHRREE
HERHBYETHI?

@ FHEEMFLFELZOE
HY

O FEEEMFFELDE
DEHEEHY

O FEEEMFLIFELOE
& =X e B

O FHEEMFLFELOE
il

SRT: 24 BFREFEREZZADLMN, QOLZEKREEZD
N, BEEMOESOZTEBZNEEZOND . TUNILDE
BEEE "NRYRFDEETEEFEDTINALN 9
R ORZEZOLDICHTETIALMN 8 ATH-T-
N BREERFODILZOHIZQOLEZEETHE, OFDES
DBRIEELTIMLEEZLONS, QOL O FFfi A%
WSS, RAMFPEREOECOEMBEXRGEMNEEIC
HAORRELHIDTED. 2T, ThULELDEIEE
H FH (PFS:progression—free survival)Z&, £4 78
BMIVEELEZDBELLSESI,
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# |BELOBREEIELILGL | SRT:HZR (2)D Cmab &, 2EFFE T HR [ 0.86[0.76,
B HRONFVAENMABLL [099] THY, 74 MAIHLT 101 AA, 80 AMFITHLTI2
D FHERABEZHLET MNADERNHON, HFHRETISDOVTIL HR (F 0.60 [0.49,
AN N 0.73] THY, 33 MAIZHLTS56 N A, 27 MAIZHLT 4.2 H
; O HExEAEL ADEEMAH#LN, LREHDEMNRBDHON, LML, T5EAR
RO LHEXMBNEZLEA | (EENIBEREIDA) EOLEIITBETH Iz, £f=, Cmab
O NMALLBERBLLNVT L |[FEELFIRESINA TS,
LERHTHLD MER)DZRIILITTIE, ZARILITEMDERIZLDIEFE
@ BELNANEE EDLLERTIE, HEHOMOERDSEBRTRIRZEATSNT
O MALEMA WEWEERNEFENDDT, FEEEEFRLEL, 247
D HR (£ 0.70 (97%CI1 0.51-0.96) THY, € EF B D
O TFIE FR{EIX 5.1 (95%CI 4.0-6.0)H 5 7.5 (95%CI 5.5-9.1)Hh
O ahiiEly Bé24mhBAERLTL =, LAL, ERETITHLTIE,
OR (X 0.66[0.37, 1.20]THY, 2.3 hAMB 2.0 MB LR
BHLTUWV=, Ff=, [Cmab EZRILTT IO EELERIE,
15FDHTITHNTEY, Cmab DEFLHB D P RIE
41 ™A, HR (£ 0.47 [0.22, 1.01] THo1= (AEMLL
YITIW—TBI)  TOTIZER YT T IL—TRFTTIL,
62N BEI55ATHY, 33MNALESKHITHMhOERE
Ho1= [Kiyota 2017], = RILRTDEEEBRICELT
X, BASNEEIYTHIEDICTTHRERAEDOHRETF
BATHD, oI, AEBEERESERIIHLTOMENE
BEHENDD2HB,
n | EREHE QRN FEDEE [Cmab LRI TIFELIS, BHEEEBENTHD-HIC
= | KEVWTTH? BEOEEIXNMIZIFALAY, 30-1000 FHEEDE
& |O KEHaXb WAH B,

B0 FEENIRE —RLITDHE— DS S LAL LB AR [Ferris 2016]
2|10 EHTEDEFENDIRL |ITHLTE, EHOERAADBRRINRESATNS, 4
o 1 1 x> & L ZI1E, 2018 F£ 2 A 23 BHETHOMRETIL, Zargar 2017
O HEEDHER (HF4A), Tringale 2017 (7 A1JH), Ward 2017 (7 A1)

O KELEHE 71), NICE 2017 (RE), WThDEHL BALYERMmIN L
WCHBEHLT, ERARMPBENDNEINESN TS, &>
@ IEIF EHIORLDHA |T,NICE 2017 TlE, T4 FHMIZ 26 yBERT S
B, RBREALOEHINSE [N 2F5%0RPEFHHEITFTEETCHI. BEANDHE
ORLEELEZRD MNIhNEWN=8, BEMGERITHRETEEL, 1ELTL
O Sy %,
£ |ka REME|[THBOCS [THBNCERE (1508 bR |750LEH |50t
) CEECHEE | BGEET S CLEGHHBETD ((HETDH | EmHET
?r ERA) 7
7 b= 8% SR7(2) & e
{2 #E % SR7(3) |&E o
S E XMk

1) Ferris 2016: Ferris RL, Blumenschein GJ, et al. Nivolumab for recurrent squamous—cell
carcinoma of the head and neck. N Engl J Med. 2016;375:1856-67.
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Zargar 2017: Zargar M, McFarlane T, et al. Cost—Effectiveness of Nivolumab in Recurrent
Metastatic Head and Neck Squamous Cell Carcinoma. Oncologist. 2018;23:225-33.

Tringale 2017: Tringale KR, Carroll KT, et al. Cost—effectiveness Analysis of Nivolumab for
Treatment of Platinum—Resistant Recurrent or Metastatic Squamous Cell Carcinoma of the Head
and Neck. J Natl Cancer Inst. 2018;110:479-85.

Ward 2017 :Ward MC, Shah C, et al. Cost—effectiveness of nivolumab for recurrent or metastatic
head and neck cancer. Oral Oncol. 2017;74:49-55.

NICE 2017: Nivolumab for treating squamous cell carcinoma of the head and neck after
platinum—based chemotherapy. Technology appraisal guidance [TA490] Published date: 22
November 2017 (https://www.nice.org.uk/guidance/ta490)2018 £2 A 23 H7 VX

Kiyota 2017: Kiyota N, Hasegawa Y, et al. A randomized, open—label, Phase Ill clinical trial of
nivolumab vs. therapy of investigator's choice in recurrent squamous cell carcinoma of the head
and neck: A subanalysis of Asian patients versus the global population in checkmate 141. Oral
Oncol. 2017;73:138-46.
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9. ¥ LB SR

9.1. SR1: VIR ATEETH B EZTELTLAREMICHLT, MHARETOIRED

9.1.1. SR1 [IZD2W©T

SR1[E, BIZIE, ARBREERTOIMMARBREGEEZECRAMARECONGETHETH/NE—UAE
Bd. coZEMAIETEHE RTAADEICLED FYMBICHARBERICHLTOMAIEEROERDONRE
AT AL ENHBEEBMEOEBETRINELGOGVD, BIIAREDLEROMELAFELEA, ST,

#* 9.1.1. SR1 O#» 1t

SR1: UIRRATRETHRIBEZ FTEL TLAEHICKHLT, WALAEREITONED

SRI.1T:UIRRA ARG OBEEEFICHLT, ARREERELRLT, MaREMSRBEDEH,
SRIIT:EIRRAIRED OREFEREHICHLT, HARBREEMELRLT, MAUERENERE (UKRER
DFENEERFTHEN) NEZM
SRI1.2:GIRRATREG OREZRFICHLT, HRREERELERL T, MATUERENEBRE (VRER
DHEINGEEBEZET) NEDD

SRI2:UIRFRRLGAREEZFICHLT, AHREZELTECHEAMABRELRLT, WIGRENBEREZD
TELRAARNENN
SR1I2.1:UIRRATREG OBERECHLT, AEREELITECRAARELELT, MAakEsNI
REZVITELCRAMAR(HREF KELEHE) AEHH
SR1.2.2:UIRRATREG OBEBEICHLT, HARBREELITECRAARELELT, WAaRENH
BREZVITELCRMAR(HRBEELDIZELHD)BNEIM

SRI3:UIRRAIRELGR AREEEBRICHL T, BAFAKRELRLT, MaaRENRBEUND BT ARE LA
FERUNDBRETORBVEENEHH

wE: () WEIAEICTS-1 (IVEEUZS U R)IDOHFDORNIREBEITEEEL,

(2) BATAEICEEIEEEETEELZL,

(3)SR1.1 £ SR1.2 [, CR(ELEMR) [CH>THLHREEETS

(4)SR1.2.1 I&, MBENMAICETEIRFAABELNEIKEA—THS L, HIAIE, UIRSEBEDEFTLLL, K5
BOBELR—THDHI L,

(5)SR1.22 &, THHEEZLTESTCRAAERIEVWIAEITELE, TMAIARENBEREIZZLTECHAA
E(WAIABROBER CUREBRZARETSIHLE) IELWSABRTEOLETHLIDT, MATBELEZTOFEEDL
BTIEAL,

) TEFEFTIEEZEE - BHRBE ELERSFRBE- RERELGEEEZITO>T, CR [THEINESIHEFHRELTHDL,
BEEZRTEITDIEVIAEEEIE, N SRICEFELZL,

(DTYIRAIEENTEHAD-8, MRIEBREITOTHRBENAGELLGOOFMETIIEVIBERBEE, K
SRIZE®HILY,

(8)E AL HEiEIL neoadjuvant HBDUVE induction HEEELT=,

Q) EFMARIIOREORMICH T IABREMRDIEHICLWANALGHAEHLELH D,

9.1.2. X%

SR1 ICEALTIEMIRTAEDFiEE, ) IER2EE, 2) RHFREE, D FI—TIMNREFLEREEREZNDIEY
[2H T THRE L=,
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NALZEE  WMATABRELTIEEEREEZTELI-BEDKRETIE, SROBREIYEF R Pignon 2009 %, 04
S2LEaA—T%H5 Furness 2011 g5, LHL, Pignon 2009 Tlk, BELDMEEE THIRIEEDRLEL
TEHLATLWELDOD, LEDERT71.1 D SR1.2ESRIIABRELEFTFEHEMLTNWEILEELY, BERMIZE
IADEIXE AL, — KA, Furness 2011 Tl&, SR1.2 £ SR1.3ZRITTEML T (S FEEE KL SR
DEICHRELTLEIRLHDID, BRRAEREDRYTHo1=), ZL T, |REFHLL Marta 2015 TH, SR1.1 D
HZEIL7<, SR1.2 ZfHT L TL /= (Bossi 2014, Licitra 2003, Zhong 2013) , #Z T, SR1.1 O X% Marta
2015 DM/EZRDOBEERELEMLIZA, SR1.1 OHAENBWNEARELMNELE STz, £F-, SR1.2 TIX, Marta
2015 DME LI 1 XA FELETHIENBALNEL DT (Zhong 2015) , ZD =&, SR1.2 [ZEWLTIL, 4
MXHAEFRALEDY, BHFRERAFRORLHARZ 2 DDOWMXEMLED>TULN-D T, Bossi 2014/Licitra
2003 (RILFAZE T 2014 AN EHEIF #)E Zhong 2015/Zhong 2013 (RILFFZE T Zhong 2015 N EHFE)D 2
R4 BXERALEZ. ZLT, 200 RBRIEELIEFIOLOAVIZEZEDTHo12H, RHBEEORLA
HEICLHMBABEVSEHALND, SRUMIZE—DEBELHMLTA2BINETo-.

2)MEHEEZ SR ELT, a495VLEa—® Glenny 2010 8 AL, TOR DSV LAL LR
(randomized controlled trial: RCT)ZBMBELTER/RIXDEXDRY)—Z 5% T21=0, FATZSH
XlEHoNENDI=1=8, Glenny 2010 DS EXHTHS Lawrence 1974 & Terz 1981 D2 EHRET L=,
ZTORR, 2HXERLARTH =D, HIRICHEFTIMBEBEANEL, FENAFERLBRAELIIRECELRSZ

EMD, HEIMEREEICETAIIETUVANEGONEIBmXIETAONEIN DT,

NA—HFyrBREFLIFAREREZ . 395 LE1—0 Chan 2015 B&LY, SREDTEHALGRULMNRKMIZR
RIN Tz Bhatia 2017 O SREZ#HEH LIz, TOHR, TMATOF—TyrEEFEREEEIICTHAIE
BETOEIAREEIETAMBEIER OLERET>EHXEHFLONGE NI,

£9.1.2. SR1 DERAGBGXO—E

Lichitra 2003 Bossi 2014 Zhong 2013 Zhong 2015
S5 LMe Block randomization Block Block randomization Block
DAE randomization randomization
RN 198 198 256 256
Fin Median 55 (4t A £f) A EE R4k Median 55 (4~ A £%f) it Rk
Median 55 (xR E$) Median 56 (xfHRE¥)
PRI (BiE/ | 85/13 (86.7%) (T AE¥) EEERFR 91/37 (71.1%) (9+ AE¥) ERERER
Tt B 78/19 (80.4%) (xtHEE$) 88/40 (68.8%) (xtHEE$)
4%)
BR AL LR
ETRE (%) 195 (100.0%) Z R 256 (100.0%)

Disease I :25 vs 24 EEERERH IM : 84 vs 93 LR
stage IM: 46 vs 40 IVA:44 vs 35
(ST AEE vs IV:27 vs 33
pofickd)
BELTA | CDDP 100 mg/m? KRR DTX 75 mg/m? E R

5-FU 1,000 mg/m? CDDP 75 mg/m?

5 days 5FU 750 mg/m?

three cycles, every 21 5 days

days
HAANE | RaE Z iRk IBRTTRE iRk
# IBRETRE T1-2, N1-2, MO
*STITAE | T2-4, NO-2, MO T3-4, NO-2, MO
DEHE T2>3cm
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BROVEZE Karnofsky performance EiCRIFk EREGBOCEEREETROHELE BE LRIk
status less than 70 LA [ZFEHMBNIThN TS BEICHETERE
T BOILEREEZIT TS
IJLT7F=URE o EEESAER 5 FLR
BHmmIkEL 4,000/ 1| IDLT7FZDY 752X 30 ml/min LLF
LR
/iR 100,000/ ¢ |
LT, and FEKEFR
B
DTHERER B
SHEGFR 45.5% vs 47.5% 54.5% vs 61.6% 31.3% vs 32.8% NA
(ST A vs (45/99 vs 47/99) (54/99 vs (40/128 vs 42/128)
pugiizic ) 61/99)
ISR S 28.3% vs 30.3% NA NA 31.3% vs 39.1%
AR (28/99 vs 30/99) (40/128 vs
(ST ABE vs 50/128)
pugiizic )
i=fRELFE 6.1% vs 8.1% NA NA 7.0% vs 10.9%
b (6/99 vs 8/99) (9/128 vs
(ST ABE vs 14/128)
T HREE)
“REHFEE 8.1% vs 28.3% NA NA 3.1% vs 7.0%
2= (8/99 vs 14/99) (4/128 vs
(ST ABE vs 9/128)
pofiickid
[EZE] fHAEEPICIET FE =151 - 0451
BAILSHE | Graded HY 11 4l Grade 4:0 5]
FREESBR | BEMIFPEKEAE FEEMME ST BRI A E - O 1
NA
Memo TR, MR, ERALIE
198 £ THE< 195 £ T
£it
9.1.3. MXMLDT—E4HHET—2D#E
9.1.1. 4 FE
frtA M Hazard Ratio Hazard Ratio Risk of Bias
Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDETFG
Licitra 2003 -0.0834 02814 99 93 365% 0.92 [0.53, 1.60] GE@EFGR
Zhong 2013 -0.0233 02134 128 128 63.5% 0.95[0.64, 1.48] FE@FFEF
Total (95% CI) 227 227 100.0% 0.96 [0.68, 1.33]

Heterogeneity, Chi® = 0.03, df = 1 (P = 0.86); 17 = 0%
Test for owverall effect: £ = 0.27 (P = (.79)

9.1.2. BFFEB %

o507 1 175 3
rAEE HEEE
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TAE WEE Hazard Ratio Hazard Ratio Risk of Bias
Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% ClI ABCDETFG
Licitra 2003 -0 1862 0.2123 49 99 40.0% 083 [0.45, 1.53] [TTITITIIT]
Zhang 2012 00188 02552 128 128 60.0% 1.02 [0.62, 1.68] (111111}
Total (95% CI) 227 227 100.0% 0.94 [0.64, 1.38]
: 2 _ _ . C -
e e 2 o S dror 1 154
9.1.3. =E[RExH
A AREE Hazard Ratio Hazard Ratio Risk of Bias
Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
Licitra 2003 -0.0943 03158 a9 99 32.2% 0.91[0.49, 1.69] [TITTIIT]
Zhong 2013 -0.091 02176 128 128 &7.8% 0.91[0.60, 1.40] [ T1I1T11T]
Total (95% CI) 227 227 100.0% 0.91 [0.64, 1.30]
) . ~ ~ e L L
ECTEMNCE
* 9.1.3. SR DEARXNE—&
Lichitra 2003 NABEHEH (n=99) X (n=99)
IR 12 (12%) 17 (17%)
B R ISR 5 (5%) 7 (7%)
RENE 6 (6%) 6 (6%
BT R 7 (%) 4 (4%)
ISR 13 (13%) 18 (18%)
H 1 2 (2%) 1 (1%)
it ¢ 2 (2%) 3 (3%)
Grade 1 Grade 2 Grade 3 Grade 4 Grade 1 Grade 2 Grade 3 Grade 4
~NEJBEY 19 (19%) 8 (8%) 3 (3%) 1(1%)
=Niks 14 (14%) 13 (13%) 4 (4%) 1(1%)
4 R Bk / SRR K 23 (23%)  20(20%) 13 (13%) 5 (5%)
/iR 7 (7%) 7 (7%) 3 (3%) 2 (2%)
D2 A% 4 (4%) 2 (2%) 3(3%) 3(3%)
b E 2 (2%) 0 0 0
EVILEY 10 (10%) 1.(1%) 0 0
Eil/IErE 33(33%) 27 (27%) 7 (7% 0
B E 16 (16%) 9 (9%) 2 (2%) 0
FERE % 7 (%) 4 (4%) 7 (7% 1.(1%)
ILTF=V 16 (16%) 0 0 0
Bossi 2014 Grade1 Grade2 Grade3 Grade4 Gradel Grade2 Grade3 Grade 4
NSy 29 (29%) 5 (5%) 0 0 29 (29%) 14 (14%) 0 0
FRAEIE* 10 (10%) 12 (12%) 0 0 33 (33%) 7 (7%) 0 0
O BT IRIE 5 (5%) 0 0 0 5 (5%) 0 0 0
FERR R 2 (2%) 0 0 0 0 0 0 0
Zhong 2013 T AEBH(128) *tEBE R (128)
Grade 1 Grade 2 Grade 3 Grade 4 Grade 1 Grade 2 Grade 3 Grade 4
ks 18 (14%)  9(7%) 8 (7%) 0
(EiETns TH 11 (9%) 6 (5%) 1(1%) 0
EER) HE 83 (65%) 3 (2%) 0 0
Eily /g 66 (52%) 2 (2%) 0 0
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FFigReEE 19 (15%) 5 (4%) 0 0

FEEVEIFRIRIE D 0 0 2 (2%) 0

FERR % 38 (30%) 44 (34%) 7 (5%) 0 41(32%) 43 (34%) 7 (5%) 0
(ﬁgjﬁ;g ROEE 28 (21%) 35 (27%) 6 (5%) 0 33(26%) 34 (27%) 6 (5%) 0
f %).:. BEX 31(24%) 41 (32%) 5 (4%) 0 29 (23%)  38(30% 4 (3% 0

EETES 25(20%) 29 (23%) 6 (5%) 0 26 (20%) 31 (24%) 6 (5%) 0

B E Xk

AR

1) Bossi 2014: Bossi P, Lo Vullo S, et al. Preoperative chemotherapy in advanced resectable
OCSCC: Long—term results of a randomized phase IIl trial. Ann Oncol. 2014; 25:462-6.

2) Lawrence 1974: Lawrence W Jr, Terz JJ, et al. Proceedings: Preoperative irradiation for head
and neck cancer: a prospective study. Cancer. 1974; 33: 318-23.

3) Licitra 2003: Licitra L, Grandi C, et al. Primary chemotherapy in resectable oral cavity squamous cell
cancer : a randomized controlled trial. J Clin Oncol. 2003; 21: 327-33.

4) Terz 1981: Terz JJ, King ER, et al. Preoperative irradiation for head and neck cancer: results of
a prospective study. Surgery. 1981; 89: 449-53.

5) Zhong 2013: Zhong LP, Zhang CP, et al. Randomized phase III trial of induction chemotherapy
with docetaxel, cisplatin, and fluorouracil followed by surgery versus up—front surgery in locally
advanced resectable oral squamous cell carcinoma. J Clin Oncol. 2013; 31: 744-51.

6) Zhong 2015: Zhong LP, Zhang CP, et al. Long—term results of a randomized phase III trial of TPF
induction chemotherapy followed by surgery and radiation in locally advanced oral squamous cell
carcinoma. Oncotarget. 2015; 6: 18707-14.

BEOVRTITAYILE1—:

7) Bhatia 2017: Bhatia A, Burtness B. Novel Molecular Targets for Chemoprevention in
Malignancies of the Head and Neck. Cancers 2017; 9: pii: E113.

8) Chan 2015: Chan KK, Glenny AM, et al. Interventions for the treatment of oral and
oropharyngeal cancers: targeted therapy and immunotherapy. Cochrane Database Syst Rev.
2015; 12:CD010341.

9) Furness 2011: Furness S, Glenny AM, et al. Interventions for the treatment of oral cavity and
oropharyngeal cancer: chemotherapy. Cochrane Database Syst Rev. 2011; (4): CD006386.

10) Glenny 2010: Glenny AM, Furness S, et al; CSROC Expert Panel. Interventions for the treatment

of oral cavity and oropharyngeal cancer: radiotherapy. Cochrane Database Syst Rev. 2010;
12:CD006387.
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11) Marta 2015: Marta GN, Riera R, et al. Induction chemotherapy prior to surgery with or without
postoperative radiotherapy for oral cavity cancer patients: Systematic review and meta—analysis.
Eur J Cancer. 2015; 51: 2596-603.

12) Pignon 2009: Pignon JP, le MaTtre A, et al; MACH-NC Collaborative Group: Meta—analysis of
chemotherapy in head and neck cancer (MACH-NC): an update on 93 randomised trials and
17,346 patients. Radiother Oncol. 2009; 92:4-14.

9.2. SR2Z:AREDAEBELARICFHINICEHBENET O NEN

9.2.1. X EHE

SR2 IZDWTIXIELEIZ RCT ARSI [D’ Cruz 2015], FhEEH= SR AL DOMFHESN TS, BE
FDOSREZEHARSAVDBREIZEY SRAN 8 DREDMY [Bessell 2011, Fasunla 2011, Bhandari 2015,
Ren 2015, Tang 2016, Abu—Ghanem 2016, Zhang 2016, Paleri 2016], FhbZx&ETL =2, BEED SR
FDHECELRD)— VT BIIFEHATESEHML-, EH D SR [Abu-Ghanem 2016]ICfA AN Sht=
RCT ASE® CQ2 ITHAANBZIRENBHERITHELELIC, THRGHEREEIET G EEESEER 05 Mo 6
AEEIOLEBEOAELERNL, BEFD SROASH-IZERINE RCT DRV —=UF5FT0, 4 fXEiR
AL,

9.2 2. #AH AN/

SHE®D SR TIX, BFFAEEINABRBEICBEL, A ANT=mXIL, D’ Cruz 2015, Yuen 2009,
Kligerman 1994, Fakih 1989 M 4 /X THY, TOWMEERICRLIz. BH, BEHEZENAKS1> 2018
FMICEEHIMNTLVS Vandenbrouck 1980 OWIE X, BFABEANFEEZTIHILGAHBEEITH ==
[ZB&4LT=,

£921. SR2OBZEHBXND—&E

D ‘Cruz 2015 Yuen 2009 Kligerman 1994 Fakih 1989
BEY 596 72 67 100
BB 42
&5 423/496, 85.5% 71/71, 100% 41/67, 61.2% 70/70, 100%
)3 5/496, 1.0% 26/67, 38.8%
FR AG 5 68/496, 13.7%
TNM 9 %8
T1NO 219/496, 44.2% 43/71, 60.6% 31/67, 46.3% 24/70, 34.3%
T2NO 277/496, 55.8% 28/71, 39.4% 36/67, 53.7% 46/70, 65.7%
TEENER;E iTEE | Ipsilateral selective Level 1-3 Level 1-3, plus Classical radical
B neck dissection; resection of neck dissection
submandibular (level submandibular gland.
I), upper jugular SCM, Accessory
(level 1I), and nerve, and JV were
midjugular (level III) preserved.
nodes.
SNEEERSE | BL Tl L L
&
NEEERRE | OUUNHEBHY, DAY i} ¥ 2% (8 Y EER B H N L1 W i [ 1 OD B [ i £2 B
& QRS 10mm UE, Q@ | EMEEBEHEHRN | RBHET 5t
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BrimBHE D55 En b
#=wm-Li=5 4, ik
M5 6F A .
FEHAISEERER | 60/234, 25.6% 8/36, 22.2% 7/34, 20.6% 10/30, 33.3%
AEOUY
INETER T8 OD &
A

EE D Cruz 2015 OMRERICHLTIE, EEOFMMAHI[EEHEZENARSA 2018 FRRI[BAREEK
BESAER ]

9.23. WXMSDOT—ARHEET—2DHE

SRIZHAWLWNDH®XE, AVSUNVRTIIDNATRADYRY)T—TIILERWTEEML-, SETBOEE (X,
AU Lt B:E#kiE, CEMBSLUMEEOERIL, D:FMOERIL, EXATEHBT VLA, FHERY
TOCMLRE, GZEOM, L2 NATRADVRIIEEIYRY, BURY, ZHD 3 DTEffiLIz. 2D SR T
T, BREEHORTHAERLETIMNILDESD, WY —FEETEH EFEETHEMIEIELEELE,

SRR E M B EEE 7 IMALLTHRELTWASU A LAMELEBRERIFELEN =, D=8,
EE R EN R EEASEES IERNBENEZIT-EEOAICELDI LD, BRI EMEZIT-E2ENEZS
EZFTICEHLT.

92.1. EXHFEDTIMNILA

Hazard Ratio Hazard Ratio Risk of Bias
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDETFG
D' cruz 2015 -0.4155 0.1732 716% 0.66[0.47 0.93] 1 [EX TT EX ]
Fakih 1989a -0.2877 0.3889 14.2% 0.75[0.35, 1.61] —— L Ed 11 Bl ]
Kligerman 1994 -0.7985 0.388% 14.2% 0.45[0.21, 0.95] —— 17987 @
Total (95% CI) 100.0% 0.64 [0.48, 0.85] &
H 2 4 — -2 I 1 1 Il
Heterogeneity: Chi = 102, df = 2 (P =020 |° = 0% o1 o1 ] T 100
Test for overall effect: 2 = 208 (F = 0.002) HABE WS
922 OEEZOLDIZHTE2TIMNLA
(1) EBEEET
Hazard Ratio Hazard Ratio Risk of Bias
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI 1V, Fixed, 95% ClI ABCDETFG
Fakih 1989a -0.2877 0.388% 45.8% 0.75 [0.35, 1.61] —m— X T EX ]
Kligerman 1994 -1.3093 04137 40.5% 0.27[0.12, 0.61] —-— 1771@727 1@
Yuen 2009 -0.0205 0.7126 13.7% 0.97 [0.24, 2.92] —_— L B4 B T T ]
Total (95% CI) 100.0% 0.51 [0.31, 0.86] <
Heterogeneity, Chi® = 4.16, df = 2 (P = 0.12); I = 52% ; } } |
, Dol 01 1 10 100
Test for owverall effect: £ = 2.52 (F = 0.01) SNBSS REHT
(2) FEfRET
Hazard Ratio Hazard Ratio Risk of Bias
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDETFG
D' cruz 2015 -0.5447 0.1295 7I.6% 0.58[0.45, 0.75] [ ] &000 8
Fakih 19892 -0.4463 03227 11.9% 0.64[0.34, 1.20] — [ B4 I I X
Kligerman 1994 -0.5978 0.4022 7.6% 055 [0.25, 1.21] — 179007 7@
Yuen 2009 -0.8416 04237  6.9% 0.39[0.17, 0.89] —_— &@700000
Total (95% CI) 100.0% 0.57 [0.46, 0.71] '
[ = = = 2= : : : !
?ete;ogenenvncr# - (;9_65 ch— PE (Po_o?)'ogolj]_’ ¢ = 0% o1 o1 T o 100
est for overall effect; 2 = 5. (P < Q. 1 fAEMT HEE

9.2.3. EMAFMBRBEMIEST (S5 WHABHFM)

N
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A o] Risk Difference Risk Difference Risk of Bias
Study or Subgroup  Fvents Total Pvents Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl ABCDETFSG
D'Cruz 2015 243 243 B 253 29.0% 0.66 [0.60,0.72] -+ ®&2080: @
Fakih 19893 30 a0 18 40 22.5% 0.55[0.29, 0.71] —a— @99 @
Kligerman 1994 34 34 333 61% 0.91 [0.80,1.02] =+ 72 ?7@r271@®
Yuen 2009 3/ 36 12 35 22.4% 0.6G [0.580, 0.82] —a— RN BT 1
Total {95% CI) 343 361 100.0% 0.70 [0.55, 0.85] -
Total events 343 119
Heterogeneity: Tau? = 0.02; Chi*= 20.43, df= 3 (P = 0.00013; F = 85% I ! |

Test for overall effect, £= 931 (P = 0.00001)

4 .05 0 05 1
I AEE SRR

SEXH

A X

1

D’ Cruz 2015: D'Cruz AK, Vaish R, et al; Head and Neck Disease Management Group: Elective
versus therapeutic neck dissection in node—negative oral cancer. N Engl J Med. 2015; 373:521-9.

2) Fakih 1989: Fakih AR, Rao RS, et al. Elective versus therapeutic neck dissection in early
carcinoma of the oral tongue. Am J Surg. 1989; 158: 309-13.

3) Kligerman 1994: Kligerman J, Lima RA, et al. Supraomohyoid neck dissection in the treatment of
T1/T2 squamous cell carcinoma of oral cavity. Am J Surg. 1994; 168: 391-4.

4) Yuen 2009: Yuen AP, Ho CM, et al. Prospective randomized study of selective neck dissection
versus observation for NO neck of early tongue carcinoma. Head Neck. 2009; 31:765-72.

BEE®D SR:

5) Abu—-Ghanem 2016: Abu—Ghanem S, Yehuda M, et al. Elective Neck Dissection vs Observation in
Early—Stage Squamous Cell Carcinoma of the Oral Tongue With No Clinically Apparent Lymph
Node Metastasis in the Neck: A Systematic Review and Meta—-analysis. JAMA Otolaryngol Head
Neck Surg. 2016; 142: 857-65.

6) Bessell 2011: Bessell A, Glenny AM, et al. Interventions for the treatment of oral and
oropharyngeal cancers: surgical treatment. Cochrane Database Syst Rev. 2011; 7: CD006205.

7) Bhandari 2015: Bhandari K, Wang DC, et al. Primary ¢cNO lip squamous cell carcinoma and
elective neck dissection: Systematic review and meta—analysis. Head Neck. 2015; 37:1392-1400.

8) Fasunla 2011: Fasunla AJ, Greene BH, et al. A meta—analysis of the randomized controlled trials
on elective neck dissection versus therapeutic neck dissection in oral cavity cancers with
clinically node—negative neck. Oral Oncol. 2011; 47: 320-4.

9) Paleri 2016: Paleri V, Urbano TG, et al. Management of neck metastases in head and neck
cancer: United Kingdom National Multidisciplinary Guidelines. J Laryngol Otol. 2016; 130: S161-9.

10) Ren 2015: Ren ZH, Xu JL, et al. Elective versus therapeutic neck dissection in node—negative

oral cancer: Evidence from five randomized controlled trials. Oral Oncol. 2015; 51: 976-81.
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11) Tang 2016: Tang L, Leung YY. When should elective neck dissection be performed in maxillary
gingival and alveolar squamous cell carcinoma with a ¢cNO neck? A systematic review. Int J Oral
Maxillofac Surg. 2016; 45: 1358-65.

12) Zhang 2016: Zhang WB, Peng X. Cervical metastases of oral maxillary squamous cell carcinoma:
A systematic review and meta—analysis. Head Neck. 2016; 38: E2335-42.

BRAShGL S X:

1)  Vandenbrouck 1980: Vandenbrouck C, Sancho—Garnier H, et al. Elective versus therapeutic
radical neck dissection in epidermoid carcinoma of the oral cavity: results of a randomized
clinical trial. Cancer. 1980; 46: 386-90.

Z D1

BEHENELZEAANSA 2018 E-BAEENES TSR BEEMBEZEAAIES42 2018 Fhk. CQ2-4
ERFLRERYP I-IEMICHLTFHUERBEMEZTOILIE, BEFRETUVERBICHINIEFEMNE
T5GBICHERT, AFEEOMLIZFEESTSHM(PIS). EEHEMR. 2017 F£ 12 .

BAK EEHEHAERETEEENESY SHEARORTIMEER. EHAEHXDEBLESHE
DRE(EASINFRA P412). BAREERKRtL. 2017 F 2 A.

9.3.SR3:FAMERBEMNCASNT, RERONBEELAKICTIEBHENG, 2EHBEMIYLRRY
ERMEMETOINEDL

9.3.1. XHRR

SREBZELF-ECA, Liang 2015 NS EIOABIZ—HL TN, #Z T, Liang 2015 THEHAIME=HXIC
Liang 2015 LABED RCT AL WICEHEMED R YY) —ZU 0 ZBNMLT, FRABXOBRHZTo-E25, &
BHED 4 BXNEREL ST,

9.3.2. A ANT=EmX
£ 731.SRESDEHBXND—FE

Yanai 2012 Shin 2013 Feng 2014 Patel 2008
PO m )i mpipe mpipe FEEER S
ORED X R A 68 54 190 67
OEDEIE (%) 100.0% 100.0% 100.0% 32.7%

2 HDIRD ITDORSE fir & &R ~B§ A~BH A~Bf
L EERERFT 36 34 101 43
icRrt: ) 36 NA NA NA
RAMEE 0 NA NA NA
EIRASFER A T 32 20 89 24
AER
SR T &R 32 0 0 0
EREEHL 0 20 68 24
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XEREEHL 0 0 21 0

A ANEE M e — 45 M g — 45 O e fE — 45 SESAERIE — R4
FMETLSFELIL | cN+EHITHER | EEBEMEEITL | AENEIREREMNE
DIFBE SHEREREMEZETT | 3 FEDZBEHARM RIE2EDZBEHR
384 f5lch 5 5 [L#2E | oF= =fEEFEIL FWEBEHICOLTIZA
TEATRRSY cN1,2a 54 BlA%t | 637 451 BEE S5 D A6 7451 D 4 HE AY
UIBR BT imE 5% E cN+ 190 41 TET=
29N
297 451
Level ] MA@ cNi
68 151

COHT, Feng 2014 DEREEHLERNBEMEMABTRFEEMLEMIEFMIEIGE TEZ D, Yanai
2012 OIRERISEERZREN &, Shin 2013 DIRAMBERMEBBEMEXRIRLEE RS, mBEMIT, cN+ITHT B
BIRUERBEMELEHBEMOLLEEELT-,

FERBXOMKIEUTOLSICEREL::

CND (comprehensive neck dissection) : £FEERZR;E T (=RND or MRND : =2 LESEHEEZ T 5HRLH D)

RND (radical neck dissection) : 1R ;& BISAERZR ;5 1T

MRND (modified radical neck dissection): 18 ;& FIREERER ;5 T 2%

SND (selective neck dissection): E R A SE ERER;E 1fT (=SMND or SOHND or ESOHND: 1= L:83E &9 2MELH5)
SMND (submandibular neck dissection): 38 T BB ZR;5 fiT

SOHND (supraomohyoid neck dissection) : /8 B & B i L FEERERF T

ESOHND (extended supraomohyoid neck dissection): i KJ8 B & B i) L SHEPER;E T

9.3.3. MXMILDOT—AHEET—2DHE

SRIZHA VNI XE, [E2EAAFS142 0D GRADE SR T L-F 2 R-1p 44T IEHEDRER 1D 41EB
FRAWTE@EL-. SEENIER X, A: BUIGEREZEZLTULAL, B: BIEOARE, C: KEMA+4ICarbn
—ILEhTWELW, D: Ef-BEMPELAT+5, ELEE. NMTRODUYRVIEEIRY, BURY, FBEH®D 3 DT
BRI L 1=,

F-, EHBEMNEOBEABESTE 7 IFALELTHREL TS RCT (o=, KRBIXIZTT—2MAL
S&, ZZITHLEHELTLS Liang 2015 5D SRAMALDHFEEF AL,

9.3.1. #AFET= (OS: overall survival) (BET=EA AR B)

Hazard Ratio Hazard Ratio Risk of Bias

Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCD
Feng 2014 -0.2485 0.1876 79.0% 0.78[0.54, 1.13] B Y T
shin 2013 0.1222 05173 10.4% 1.13[0.41, 3.11] S T B
‘fanai 2012 -0.0202 0511 106% 0.98[0.36, 2.67] — [ Prpea
Total (95% CI) 100.0% 0.83 [0.60, 1.15] q-

i 2 = = = 2= : : : |
Heterogeneity. Chi = 057 df = 2P =075 | 0% ol o1 ] o 100
Test for overall effect; 2 = 111 (F = Q.27 SAEME R

9.3.2. EERAEFE - (DSS: disease—specific survival)
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Hazard Ratio Hazard Ratio Risk of Bias
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCD
Feng 2014 -0.2485 01876  81.0% 0.78[0.54, 1.13] | ] + 88 +
Shin 2013 0.1222 05173 10.7% 1.13 [0.41, 3.11] —e— 71087
Yanai 2012 01222 05836  S8.4% 1.13 [0.26, 3.55] — 8o+ 5
Total (95% CI) 100.0% 0.84 [0.60, 1.17]
Heterogeneity: Chi® = 0.74, df = 2 (P = 0.69); |* = 0% I } } !
_ 0.0l 0.1 1 10 100

Test for overall effect; 2 = 1.05 (P = 0.29) MBS S RES

9.3.3. THERHI{EHEE (NCR: neck control rate)

] i3 AR Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M=H, Fixed, 95% CI ABCD
Ferng 2014 14 89 13 101 47.2%  1.22 [0.61, 2.46] —i— ET T T
Patel 2003 z 24 7 43 194% 051([0.12, 2.27] —_— id 117
shin 2013 T 20 4 24 115% 1.27[0.32,5.13] —_—— el 1 B
Yanai 2012 & 32 6 36 21.9%  1.12[0.40, 3.14] [ T ==
Total (95% CI) 165 214 100.0%  1.07 [0.65, L.76] I
Total events 25 20
Heterogeneity, Chi® = 1.15, df = 3 (P = 0.7&); 1? = 0% | f f |
Test for overall effect; 2 = 0.26 (F = 0.79) R 05 0'%l@fﬁlﬁfﬁ,ﬁ1§ 20

# 9.3.2. SRIDIFEABIXDEDZELSD

FAMRX AEER-EEA IR ER R E T S EERERE T

Yanai 2012 B REETIESE (8 DRI ENE) 0% (IERE/ZEE &AL ) 30.6%(11/36)

Shin 2013 EEGL

Feng 2014 EEL

Patel 2008 FRELL

SEXH

RARX:

1) Feng 2014: Feng Z, Li JN, et al. Supraomohyoid neck dissection in the management of oral squamous cell carcinoma:

special consideration for skip metastases at level IV or V. J Oral Maxillofac Surg. 2014; 72: 1203-11.

2) Patel 2008: Patel RS, Clark JR, at al. Effectiveness of selective neck dissection in the treatment of the clinically
positive neck. Head Neck. 2008; 30: 1231-6.

3)  Shin 2013: Shin YS, Koh YW, et al. Selective neck dissection for clinically node—positive oral cavity squamous cell
carcinoma. Yonsei Med J. 2013; 54: 139-44.

4) Yanai 2012: Yanai Y, Sugiura T, Imajyo I, Yoshihama N, Akimoto N, Kobayashi Y, Hayashi K, Fujinaga T, Shirasuna K,

Takenoshita Y, Mori Y. Retrospective Study of Selective Submandibular Neck Dissection versus Radical Neck
Dissection for NO or N1 Necks in Level I Patients with Oral Squamous Cell Carcinoma. J Oncol. 2012; 2012: 634183.
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BEFED SR:

1) Liang 2015: Liang L, Zhang T, et al. A meta—analysis on selective versus comprehensive neck dissection in oral
squamous cell carcinoma patients with clinically node—positive neck. Oral Oncol. 2015; 51: 1076-81.

7.4. SRA. OPREMBORFEBEROVRVENIC, BMAREITOINE,

9.4.1. XEBRR

BE7ED SR EZLBEHARSAVERELI-ECA, 2007 ES5 B 17T HOBATI05H80O SRARDODM--, %
no&kY, SEO CQIZ—HT L SROBRATHRILEIASN TLNDDIX Pignon 2009 5D AR5 4T & Furness
2011 5SS LEa—THD. LML, Pignon 2009 5DHEIL, SHXDBIREENLEL, BIRENWEHX

FREDITNATRADIVAINEEBELAHZEDONENEIFTTHL, EEHREHEEED HR A4 0.81 T, BA
IEZEED HR A 0.96 [T L THBIMEZEEED HR N 1.06 EERFEINTLED, RybT—9 A8 0T IE1T
NTELT, ZOHMIELERZDLERELEBAAREVSEENLTABRLIA—IATHY, PR EIODIET
VAELTIIFEEMN S LN, 1=, Furness 2011 5D EDL 2011 EALTYT T -SSR TULELY,

FMD#%, 2017 FIZ Winquist 2017a 5IZ&>T Ontario DEBEAARSAUNREShT-. ThiE, 2017 &
D Winquist 2017b 5M SRIZE DKL D TH S, 2D Winquist 2017b 5D SR (X, /EFE®D SRICMA T, ¥—
M EEh B Bernier 2004 5 MR Cooper 2004 LDMELET TN TS, HRICIEFEREZDHAZITOIN
THREWAELERLEMRIXENT,

LLE &Y, Winquist 2017b 5@ SR TEIRIN TLBHHZEE Winquist 2017b 5 DRFEEMN 2015 EFTT
HB=0, 2015 FELUBOMEEHEICEMLT, ROY—=V T TR, 4T 6 mXEHEAL-,

BE, FMRICHHBEELELEZETHLT, UFT HAWNIE TS-1 ORBRDAHZE1T5A

SR MR LT=.

9.4.2. iHFANT=EX
£ 741.SR4 DEFAHRXND—E

BIZXLTIX, SE®

Bachaud 1996 Smid 2003/Zakotnik 2007 Cooper 2004/2012 Bernier 2004
O PN 83 114 416 334
ER L RT: 4/44 (9.1%) RT: 11/55 (20%) RT: 62/210 (30%) RT: 46/167 (28%)
OfE(%) | CDDP +RT: 2/39 MMC + BLM + RT: 10/59 CDDP + RT: 50/206 (24%) CDDP + RT : 41/167
(5.1%) (16.9%) Total: 112/416 (26.9%) (25%)
Total: 6/83 (7.2%) Total: 21/114 (18.4%) Total: 87/334 (26%)
BELY |RT:1E/H, 58/ | RT:5MV £ LI ®Co I2&% | RT:30-33 @EIZ4 1+ T |RT:27 BT 54 Gy % 5
A(XIER) | B, 5t 65-74 Gy%x | 1 [E/H, 5 B/, & 56-70 | 60-66 Gy % 6-6.6 ;A TH | 1/2 BLLEMITTES
R 5f Gy ZHR5t gt TEULUIRICLS1ERE
DYVRIHEWNER LI
12Gy BMEBEH (ZDi5
&,33 [@T 66Gy % 6
1/2 BLLED T THEST)
BELY | 8EB0O RT ¥JHAIZ | RT 10 Gy #&IZMMC(15 mg/ | RT #]1H, 22 H, 43 HIZ | RT 18, 22 A, 43 HIZ
A(f*A) |CDDP (50 mg/ & |AXEB) ZH/ 5.4 E, | CDDP(100 mg/{AXKEFE) | CODP (100 mg/ &{K)%
K ZEEBTIRE |MMC &5HIE th 6 Bl | #RFTERE HiETERS
VT 2 B® RT #HE1T
RT LEIEIZ 2 B/58, BLM(5
mg) = ETRE
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fHAAN | UIBRAIBEL: Stage | Stage I, IVEETEER SCC D | ARMICELYIBRLET - | pT3FE 1= L pT4, any N
HiE I, VOEEELH| UBRET, N"MIVRIVEF%H | O, HIREE, FMWEE, | stage, MOD ORE, IRE
*x 5¢ {7 & | SCC DYIR#%ET, | HT5 MEXEE( SCC T, /\(YR | BB, FTIHEHLUMRED
BEOBEE | NAVRIVAF% IRFEETD RELEET, NMUR
% GCER) IRFEETD
NA)RY | IREBHEBZM)Y | VORETEENER 2 EALEDFRRBYY/E | TIEZIET2ONOE (&
DEE INETRAE SV R EBEOMZRER, Vo/NE, | ~OREBAGZNEE NI TH-TH, Y/ E
mE~DZHE YU NE IS E R AR S\ A FR - U BR BT i B

262

HNERE, WEEBENES

¥ I 8 5 0 TR U0 BR
i im S 1

- wEEERAELE
MEDEBEERNED
DY (%)

ARE, PIREEREIZENT
X, level IVHABLNE VIC
BERNBDHLND

RT: 81§58 :%, MMC: mitomycin C, BLM: bleomycin, ECS: &4} 2, SCC: REL K=

9.43. MXHILDT—2HHEET—2DHE
SR [CHAWLWNBHXE, AV NVERTIIDNATRADIRIT—TINERAWTEMLIz, STMDER I,
A:SUF Lt B:lE#kiE, CEMBSLUMEEOERIL, D:FMOERIL, EXATEHT VAL, FHERY
FTIMALEE, GEOM, ELIZ NATRADIVRVIEEIRY, BIVRY, FBAD 3 DTEEiLIz. T—2D—
EBIX Winquist 2017 @ SR M55 ALEA, EEFEADB LS (X4ToTLVEL, bleomycin & mitomycin C
DHEBOWEIZHLTIE, RFBTIEREAETOLNTEWLNES, TNOSFBRALTREREIHZIToM, 2L

—HIHLEHRELTLS,

9.41. 4 RHEXR

T AEE AT Hazard Ratio Hazard Ratio Risk of Bias
Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI ABCDEFG
1.1.1 RT+CDDP (every 3 weeks)
Bernier 2004 -0.3567 0.1517 167 167 32.6% 0.70[0.52, 0.94] —a— (111111}
Cooper 2004 -0.1744 01308 206 210 43.9% 0.84[0.65, 1.09] — CRd T 1T 1 1)
Subtotal (95% CI) 373 377 76.5% 0.78 [0.64, 0.94] 3
Heterogeneity: Chi® = 0.83, df = 1 (P = 0.36); I = 0%
Test for owerall effect; 2 = 2.55 (P = 0.01)
1.1.2 RT+ CDDP(weekly)
Bachaud 1996 -0.6539 0.26329 29 44 10.8% 0.52 [0.21, 0.87] —_— 170868680
Subtotal (95% CI) 39 44 10.8% 0.52[0.31, 0.87] e
Heterogeneity: Mot applicable
Test for overall effect: £ = 2.48 (P = 0.01)
1.1.3 RT+MMC+BLM
Zakatnik 2006 -0.4155 0.2429 54 55 12.7% 066 (041, 1.06] —_— 177908880
Subtotal (95% CI) 59 55 12.7% 0.66 [0.41, 1.06] ~ai—
Heterogeneity: Mot applicable
Test for overall effect: 2 = 1L.71 (P = 0,09
Total (95% CI) 471 476 100.0% 0.73[0.62, 0.86] &
Heterogeneity, Chi®? = 3.05, df = 3 (P = 0.38); 17 = 2%

Test for owverall effect; 2 = 2.65 (P = 0.0003)

Test for subgroup differences: Chi2 = 2.22, df = 2 (P = 0.33), I = 10.0%

942 X EFE(RPF®R)

0.2 0.5 1

Z
rAE HEEE
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A iR Hazard Ratio Hazard Ratio Risk of Bias
Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI ABCDEFG
1.2.1 RT+CDDP (every 3 weeks)
Cooper 2012 -0.1278 01095 206 210 100.0% 0.88[0.71, 1.09] 8708660
Subtotal (95% CI) 206 210 100.0% 0.88 [0.71, 1.09]
Heterogeneity: Mot applicable
Test for overall effect: 2 = 117 (P = 0.24)
Total (95% CI) 206 210 100.0% 0.88 [0.71, 1.09]
Heterogeneity. Mot applicable O.=2 0_=5 T é %
Test for overall effect: 2 = 117 (P = 0.24) A S EREHE
Test for subgroup differences; Mot applicable
9.43 BRAFE
T A e Hazard Ratio Hazard Ratio Risk of Bias
Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
1.3.1 RT+CDDP(weekly)
Bachaud 1996 —0.6931 02779 29 44  9.5% 0.50[0.29, 0.86] — e I TTT]
Subtotal (95% CI) 39 44  9.5% 0.50 [0.29, 0.86] <
Heterogeneity. Mot applicable
Test for owverall effect: 2 = 2.43 (P = 0.01)
1.3.2 RT+CDDP(every 3 weeks)
Bernier 2004 -0.2877 0.1491 167 167 22.9% 0.75[0.56, 1.00] L (111111}
Cooper 2004 -0.2485 0.1254 206 210 465% 0.7E[0.61, 1.00] u @:00880
Subtotal (95% CI) 373 377 79.3% 0.77 [0.64, 0.93] ¢
Heterogeneity, Chi® = 0.04, df = 1 (P = 0.84); I = 0%
Test for overall effect; £ = 2.76 (P = 0.008)
1.3.3 RT+ MMC+ELM
Zakotnik 2006 -0.4943 0.2551 59 55 11.2% 0.61[0.37, 1.01] —— 77008660
Subtotal (95% CI 59 55 11.2% 0.61[0.37, 1.01] &
Heterogeneity, Mot applicable
Test for owverall effect; 2 = 1.94 (P = 0.0%)
Total (95% CI) 471 476 100.0% 0.72[0.61, 0.85] [
Heterogeneity, Chi® = 2.62, df = 2 (P = 0.45); I = 0% I } . |
Test far overall effect: 2 = 2. 87 (P = 0.0001) 0.01 Of’%}\{!ﬁﬁliﬁﬁa’iﬁg 100
Test for subgroup differences: Chi2 = 2.58, df = 2 (P = 0.27), I’ = 22.6%
9.44 BFTBHE
SrABE AIFRE Hazard Ratio Hazard Ratio Risk of Bias
Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
1.4.1 RT+CDDP (every 3 weeks)
Bernier 2004 -0.5798 01845 167 167 44.7% 0.56[0.39, 0.80] E 3 [T T ITITT]
Cooper 2004 -045943 02027 206 210 27.1% 061[0.41, 0.91] -
Subtotal (95% CI) 373 377 81.8% 0.58[0.45, 0.76] &
Heterogeneity: Chi? = 0.10, df = 1 (P = 0.76); 1 = 0%
Test for owverall effect; £ = 296 (P « 0.0001)
1.4.2 RT+CDDP (weekly)
Bachaud 1996 -0.6349 0.3834 39 44 10.4% 0.53 [0.25, 1.12] —— 77900860
Subtotal (95% CI) 39 44 10.4% 0.53[0.25, 1.12] -
Heterogeneity: Mot applicable
Test for owverall effect: 2 = 166 (P = 0.1()
1.4.3 RT+MMC+BLM
Zakotnik 2006 —0.9676 0.4413 59 55 7.8% 0.28[0.185, 0.90] — e I TT1T7T]
Subtotal (95% CI) 59 55  7.8% 0.38[0.186, 0.90] -
Heterogeneity. Mot applicable
Test for owverall effect: 2 = 2.13 (P = 0.032)
Total (95% CI) 471 476 100.0% 0.56 [0.44, 0.71] &
Heterogeneity, Chi® = 0.97, df = 3 (P = 0.81); I = 0% b1 o1 I 5 100

Test for overall effect;

=473 « 000001

Test for subgroup differences; Chi? = .87, df = 2 (F = 0.6%), I’ = 0%
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AR R Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI ABCDEFG
Bachaud 1996 0 39 1 44 48.86%  0.38[0.02, 8.95] - X TTTIT)]
Bernier 2004 1 167 1 167 324.4% 1.00[0.06, 15.85] 447 ) e
Cooper 2004 4 202 0 208 17.0% 9.27[0.50, 171.01] ——— 2700660
Total (95% CI) 408 419 100.0% 2.10 [0.52, 8.44] -
Total events 5 2
Heterogeneity: Chi® = 2.41, df = 2 (P = 0.30); I = 17% I } } |
Test for owverall effect: 2 = 1.04 (P = 0.20) 0.01 O'f-%liﬁlﬁﬁﬁ%; 100
9.46. OEMIEX/IERE TESE (CDDP)
A TR Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI ABCDEFG
Bachaud 1996 g 39 4 44 4.9%  2.26 [0.74, 6.92] E 7790869
Bernier 2004 68 167 35 167  45.9%  1.94[1.37, 2.75] - TP
Cooper 2004 60 202 IE 208 49.1%  1.63[1.14, 2.32] = & I 1' T 1 ]
Total (95% CI) 408 419 100.0%  1.80 [1L.41, 2.30] ¢
Total events 126 77
Heterogeneity: Chi® = 065, df = 2 (P = 0.72); P = 0% =0 51 0’1 ] 1I0 T
Test for overall effect: £ = 4.76 (P < 0.00001) SrAE S ET
% 942 SRADEET (Graded S)E-HEEZR-BIEA
matRRRE {EERSHRERE
Bachaud 1996 AEHFD 7% 21%
HIEX/ERRTES (RH/BRFE) 9% /7% 21%/3%
g &/NErt 0% 23 %
37 BRI 0% 10%
=il 0% 3%
EEE 0% 0%
IHER R TARMEAE 3% 7%
TEERGTHRE BRI 0% 3%
Smid 2003/Zakotnik 2007 FRER 2 (21H) 55 % 86 %
RER 36 % 36 %
RES 2% 10%
B ek > 0% 7%
/N ARGE > 0% 7%
=il 0% 0%
Cooper 2004/2012 MEEIEZEE (/T 05%/1% 38%/1%
HIEEE (R B 18%/2% 30% /2%
EEWmTES (S H/ ) 15% /6% 25% /7%
e & /&t 0% 20%
TREREE (2H/BE) 3%/04% 16% /1%
RIE (2H/BRE) 10%/1% 7%/2%
RES 0% 6%
HIZEE (AR 0%/1% 5%/1%
BRAEJEREE 0% 3%
=il 0% 3%
WREEEE (R4 /M%) 1%/2% 3%/2%
FEE (/) 0%/0% 2%/1%
IERIRES (2B 1%/2% 2%/3%
REEE (RE/BE) 0%/3% 1%/1%
T 0% 1%
FFEES 0% 1%
FEIRES 0% 0%
BEE (2H/BRFE) 04% /1% 05%/ 3%
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RS 1% 04 %
Bernier 2004 FhHEE & 21 % 41%
PR ARAEGE 5% 10%
O pEszIg 20 % 14%
EEBRTES 12% 10 %
BRAEIEE 8% 5%
YO NEDIEE 7% 2%
FOEE 1% 2%
FEIEIRSE 1% 2%
RIS HRHE 1% 2%
B mEkiE > - 16 %
7 BRI - 13%
BS - 12%
g it - 1%

BEXH

A X

1) Bachaud 1996: Bachaud JM, Cohen—Jonathan E, et al. Combined postoperative radiotherapy and
weekly cisplatin infusion for locally advanced head and neck carcinoma: final report of a
randomized trial. Int J Radiat Oncol Biol Phys. 1996; 36: 999-1004.

2) Bernier 2004: Bernier J, Domenge C, et al. Postoperative irradiation with or without concomitant
chemotherapy for locally advanced head and neck cancer. N Engl J Med. 2014; 350: 1945-52.

3) Cooper 2004: Cooper JS, Pajak TF, et al. Postoperative concurrent radiotherapy and
chemotherapy for high—-risk squamous—cell carcinoma of the head and neck. N Engl J Med. 2004;

350: 1937-44.

4) Cooper 2012: Cooper JS, Zhang Q, et al. Long—term follow—up of the RTOG 9501/intergroup
phase III trial: postoperative concurrent radiation therapy and chemotherapy in high—risk
squamous cell carcinoma of the head and neck. Int J Radiat Oncol Biol Phys. 2012; 84: 1198-

205.

5 Smid 2003: Smid L, Budihna M, et al. Postoperative concomitant irradiation and chemotherapy
with mitomycin C and bleomycin for advanced head—and—neck carcinoma. Int J Radiat Oncol Biol
Phys. 2003; 56: 1055-62.

6) Zakotnik 2007: Zakotnik B, Budihna M, et al. Patterns of failure in patients with locally advanced
head and neck cancer treated postoperatively with irradiation or concomitant irradiation with
Mitomycin C and Bleomycin. Int J Radiat Oncol Biol Phys. 2007; 67: 685-90.

BE7F D SR:

1)  Winquist 2017b: Winquist E, Agbassi C, et al; Head and Neck Disease Site Group. Systemic
therapy in the curative treatment of head and neck squamous cell cancer: a systematic review.
J Otolaryngol Head Neck Surg. 2017; 4: 29.
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Furness 2011: Furness S, Glenny AM, et al. Interventions for the treatment of oral cavity and
oropharyngeal cancer: chemotherapy. Cochrane Database Syst Rev. 2011; 13: CD006386.

Pignon 2009: Pignon JP, le Mafitre A, et al; MACH-NC Collaborative Group. Meta—analysis of
chemotherapy in head and neck cancer (MACH-NC): an update on 93 randomised trials and
17,346 patients. Radiother Oncol. 2009; 92: 4-14.

ftt -

Winquist 2017a: Winquist E, Agbassi C, et al; Head and Neck Disease Site Group. Systemic

therapy in the curative treatment of head—and—neck squamous cell cancer: Cancer Care Ontario

clinical practice guideline. Curr Oncol. 2017; 24: e157-62.

9.5. SRS YIRFREGHNERFTERS (EREBLZL) DEZRARREMCBACEZREZTOINEN?

9.5.1. XHRFKE

DR (GEEEE) OMBEETEFICEONT, EEBRHFBRBREILEALEZFEEH LERFARBEZOLED
MET, tERFABEREIRICHEBIEEOIZEEREDODYRET EMNETRZITHOENEMEEZRBIL
TWLWBAHENGEHI 22O (FBHBZLDNZEMhoT),

BE7ED SR EZLBHARSAUZHREFELI=ETA, Budach 2016, Kim 2015, Kiong 2018, Vidal 2017 AV:&IR
SNtz CN5M SR THEASATWAH/XECNSD SRMN 2015 FETORETH =18, 2016 EM LD
RCT DX MHA SRICIZHBITHIHIXELT 7T HXDFHMESSICHELIz, TDH R, Takacsi-Nagy 2015,
Cohen 2014, Haddad 2013, Hitt 2005 Zf& 4L, Ghi 2017, Hitt 2014, Paccagnella 2010 @ 3 SRXE R A

sz:o

9.5.2. iAANT-FH/X
£ 751. SREDEHAGBXD—E

ChBDRHFITHTITRREITo =,

2% Ghi 2017 Hitt 2014 Paccagnella 2010

X R HHTICUIBR A BE (BB S B A7 89 12 U B AS BE (Hit = BRIt e (BB DEE
K, #E, LRE~OEE |RH HE EEEK, G =&, G, LHBE~OEE
NDEE/ FBEHDAVWIIETE | ~DEE, LHERH) S 2EHAHWVIXEE M DE
HDERM) > \NE) FHITCOIEAERE B NE)
FIMTOIEEAERE (T3-4, | EFMIZF A aTEHI FHTOEBEME (T34,
N2-3, TIN2 [£B&<) N2-3, TIN2 [£B&<)

2B 7F
AREEDEE | 19.8% (82/414) 21.2% (93/439) 17.8% (18/101)
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BALLERE

DTX 75 mg/m?, CDDP 80
mg/m?%, 5FU 800
mg/m?/day, 96-h, every 3
weeks, 3 cycles

DTX 75 mg/m?, CDDP
75 mg/m2, 5FU 750
mg/m2/day, 120-h,
every 3 weeks, 3 cycles
CDDP 100 mg/m?2, 5FU
1000mg/m?/day, 120-h,
every 3 weeks, 3 cycles

DTX 75 mg/m?, CDDP 80
mg/m2, 5FU 800
mg/m2/day, 96-h, every 3
weeks, 3 cycles

LEWMESREE | BE D3R5 BE 5B a BE 5B R a
FEOMETRE | 3D RIKEEST, IMRT (X7 JRFERHLIL 70 Gy JRFEERHLIE 70 Gy
EDAE JRBEERALIE 70 Gy BEERIE TR THMNIL 50 | THEBIL 50 Gy (HERSBEHiTE
EEILEBMEFME B, Gy #¥ E)-60 Gy
FTEICK>T 60 Gy L
1Lk 5T#5% | CDDP 20 mg/m? day1-4, CDDP 100 mg/m?, every | CDDP 20 mg/m?, day1-4,
FEDIEEEE | 5FU 800 mg/m?/day 96-h | 3 weeks 5FU 800 mg/m? 96-h week
DLIAY week 1 and 6 1 and 6

Cmab 400 mg/m? loading
before RT, 250 mg/m?,
weekly

9.5.3. MUMLDT—AHEET—2DHE

SR IZHAWLWNDMXE, AVFVNVRTIIDNATRAD) AT —TIILERHWTERlEL-, SFEDIER I,
AU Lk, B:E#kit, C:EMEBSLUAREZEDERILL, DEEEOERIL, EXATLLETIMIL, FHEIRM
TIOChLSHE, GEOM, ELE. NAMTRADVRIIEEUVRY, BURY, RBE® 3 DTHML=, 2HHETIE
BALZEEELT TPF A THONTL =AY, Hitt 2014 TIEEA L HEEELT TPF & PF OmEARTHNR TN, BiF
BZE [Vermorken 2007, Posner 2007] CIXEALEHEEZEL T TPF OAEMED PF # LE S LMD, Hitt 2014 T
[TEBALEEEDDT TPF & PFEH TS IIL—TELTIALANTOVREER LD, REHIZHEEDFMIAERMNA
E(ZLDBEALFEEREELTHE L=,

Ffz, Ghi 2017 SDHAED —EBH Cmab ZFEHALIILEREHREEDT=6, HOMATEELLHEHIBTLI-, TDHER,
HEXDFZMBERMNAZEICE S A2 OFER, RRI1E 097 [0.81, 1.15] THof=. —H, Cmab Z{FAL =L EMGHRE
EIZ1HAED—EDHATHY, RR [E 0.57 [0.35, 0.93] THo1=,

95.1. 2AFERGRMBIEDHESD
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TTAEE R Hazard Ratio Hazard Ratio Risk of Bias
Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI ABCDEFG
1.1.1 TPF, PF+RT
Chi (PF1 2017 -0.18B63 0182 12% 128 23.3% 0.83 [0.58, 1.13] —a— [ T1T1T11T]
Paccabnella 2010 -0.1744 0.2855 50 51 9.6% 0.84[0.48, 1.47] —_— 7708780
Subtotal (95% CI) 179 179 32.8% 0.83[0.62,1.13] -
Heterogeneity, Chi® = 0.00, df = 1 (P = 0.97); I = 0%
Test for owverall effect; 2 = 113 (P = 0.24)
1.1.3 TPF, CDDP3weeks+RT
Hitt (TPF) 2014 20,1035 0.150% 155 128 34.2% 1.11[0.83, 1.49] [T1I 1T FE T
Subtotal (95% CI) 155 128 34.2% 1.11 [0.83, 1.49]
Heterogeneity: Mot applicable
Test for owverall effect; 2 = 0,63 (P = 0.49)
1.1.4 PF, CDDP3weeks+RT
Hitt (FF) 2014 -0.0243 0.1528 156 128 32.9% 0.98[0.72, 1.32] [TT IR T )
Subtotal (95% CI) 156 128 32.9% 0.98[0.72, 1.32]
Heterogeneity: Mot applicable
Test for overall effect: Z = 0.16 (P = 0.87)
Total (95% CI) 490 435 100.0% 0.97 [0.81, 1.15]
Heterogeneity: Chi® = 1.77, df = 3 (P = 0.62); I = 0% 012 0:5 T 2‘
Test for owverall effect: 2 = 027 (P = 0.71) ’ ‘-'Tiﬁf R
Test for subgroup differences: Chi2 = 1.77, df = 2 (P = 0.41], I} = 0% 1" "N
SERE:Chi (PF), Hitt TPRZZEZEHBDRICAVIADIZEL, 3HLER-FTTIL—TDT—2DHREHL
952 2ARER(BALZEEELTTPF &, BMEHRARLOHARELLTEYFIYD)
e B e Hazard Ratio Hazard Ratio Risk of Bias
Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDETFG
ChifCmah) 2017 -0.5621 0.2488 bE 78 100.0% 057 [0.35, 0.93] FE@FFFEFE
Total (95% CI) 79 78 100.0% 0.57 [0.35, 0.93] <&
Heterogeneity: Mot applicable I t t
Test for overall effect; 2 = 2.26 (P = 0.02) U0 O#E\Q;ELijpg@%;
953 ORFEZTOLDITK T 57 VAL GRMRE OS] (TPF) (RIEELFHR)
STARE TR Hazard Ratio Hazard Ratio Risk of Bias
Study or Subgroup log[Hazard Ratio] SE Total Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
1.2.1 TPF, PF+RT
Chi (PF1 2017 -0.1744 01717 128 129 22.6% 0.84[0.60, 1.18] — (111111}
Paccabnella 2010 -0.1863 0.2586 50 51  10.0% 0.83[0.50, 1.28] L i I BT |
Subtotal (95% CI) 178 180 32.6% 0.84[0.63,1.11] <P
Heterogeneity, Chi® = 0.00, df = 1 (P = 0.97); 17 = 0%
Test for overall effect; 2 = 1.24 (P =0.21)
1.2.3 TPF, CDDP3weeks+RT
Hitt (TPF) 2014 -0.0921 0.1408 155 128 33.6% 0.91[0.69, 1.20] [T1 1 EXT]
Subtotal (95% CI) 155 128 33.6% 0.91 [0.69, 1.20]
Heterogeneity: Mot applicable
Test for overall effect: Z = 0.65 (P = 0.51)
1.2.4 PF, CDDP3weeks+RT
Hitt (FF) 2014 -0.0932 0.1403 156 128 33.8% 0.91[0.69, 1.20] (T T 1 BT )
Subtotal (95% CI) 156 128 33.8% 0.91[0.69, 1.20]
Heterogeneity: Mot applicable
Test for overall effect: 2 = 066 (P = 0.51)
Total (95% CI) 489 436 100.0% 0.89 [0.76, 1.04] &
Heterogeneity, Chi? = 0.24, df = 3 (P = 0.97); 17 = 0% f f f
_ 02 05 1 2 5
Test for overall effect: 2 = 1.48 (P = 0.14) S E B

Test for subgroup differences; ChiZ = 0.24, df = 2 (P = 0.8%), I = 0%
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954 OREEZDLDITHT 57 7 bhLAGRMEMEOHESR) (TYF<7) (RIEELEFHRE)

AR Hazard Ratio Hazard Ratio Risk of Bias
Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDETFG
Chi (Cmah) 2017 -0.5621 0.2488 78 78 100.0% 0.57 [0.35, 0.93] B [TTITIIT]
Total (95% CI) 79 78 100.0% 0.57 [0.35,0.93] &
Heterogeneity. Mot applicable I } } |
Test for overall effect: 2 = 2 26 (P = 0.02) 0.01 o#}\@mlmﬂg 100
X 9.5.5. ;AR E

B Fafict <3 Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDETFG
chi 2017 4 208 1 206 27.7% 3.96 [0.45, 35.14] — ++@@ + ¥
Hit 2014 11 311 2 128 59.2% 2.26 [0.51, 10.07] — [ T11 B4 B
Paccabnella 2010 oo 43 1 4% 12.1% 0.38 [0.02, 9.08] — 779007180
Total (95% CI) 562 383 100.0% 2.09 [0.66, 6.60] -‘-
Total events 1= 4
Heterogeneity, Tau? = 0.00; Chi® = 1.45, df = 2 (P = 0.48); I° = 0% J } } }
Test for overall effect: Z = 126 (P = 0.21) 0.005 ;?F)l\’ﬁfﬁlia‘ﬁ’é?i 200

% 95.2.SR5 DEEABXDEN—E

a. Ghi 2017
e tstaamn B R

=Lkz 32 3(1.5) 5(3)

SF R ERE A 2(1) 8 (4)

FEE LT BRI 2(1) 0

=il 1(0.5) 4(2)

/N RE D 0 2(1)

FEAR % 83 (41) 63 (34.5)

RIE# 30 (15) 26 (14)

RIEED 12 (6) 3(1.5)

B 6 (3) 2(1)

FEE 1(0.5) 0

BEEE 1(0.5) 2(1)

HREE 1(0.5) 0

IDEE 0 0

BS. TR 0 0

T 0 0

F1vaRE%

BEEDHIL—F2

ZOfIETL—K 3-4

b. Hitt 2014
BALEEED LM {E2E R SHR A B D HRE
TPF (n=153) PF (n=156) TPF-CCRT PF-CCRT CCRT
Grade 3 Grade 4 Grade 3 Grade 4 Grade 3 Grade 3 Grade 3 Grade 4 Grade 3 Grade 4

=il 3(2.0) 1(0.7) 1(0.6) 0(0.0) 54.7) 0(0.0) 5 (4.4) 1(0.9) 4(3.4) 1(0.9)
/N R A 5(3.3) 0 (0.0 5(3.2) 4(2.6) 8 (7.6) 4(3.8) 6 (5.3) 3(2.6) 4(3.4) 1(0.9)

o sesED 869 (123(.)1) (2?.3) 1363 (2235.6) 768 <11e?7> 4@ (1?3) 660

=

foEmERERES 669 1";01) 106 2013 438 109 109 000 000 109
E3 Bk > 1402 1065 406 203 111?3) 468 112‘_‘3) 109 1103 325
ESAR MM42 EARAE 0(0.0) 0 (0.0 2(1.3) 0(0.0) 2(1.9) 0(0.0) 0(0.0) 0 (0.0 0 (0.0 0 (0.0)

1315 2 18 42 45 12 34

% AON% 12 (7.8) 2(1.3) (115) 5(3.2) (39.6) 10 (9.4) (39.5) 105) (28.8) 5(4.2)

,% EX 5(3.3) 0 (0.0 2(1.3) 0(0.0) 3(2.8) 0(0.0) 4(3.5) 0 (0.0 5(4.2) 1(0.9)
Y 9 (5.9 1(0.7) 3(1.9) 0(0.0) 54.7) 0(0.0) 4(3.5) 0(0.0) 8 (6.8) 2(1.7)
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i 8(52) 2313 213 00 2(19 000 2018 000 542 1(0.9
IR 5(3.3) 2(1.3) 3(1.9) 0(0.0) 4(3.8) 1(0.9) 5 (4.4) 2(1.8) 4(3.4) 1(0.9)
T 9(59) 2013 5(32) 00 000 00 000 00 109 0(00)
E:abnd 15(98) 1(.7) 8(1) 00 7(66) 00 761 000 434 000
[irE=nd 3(20) 00 2(13) 00 109 00 3(26) 00 000 0(0.0)
x5 107 000 000 000 5&7) 000 Jg) 218 9076 000
{EAHY) 5 LM iE 5(83) 2013 2(13) 213 000 109 109 2018 2317 109
{EF R LA 7 (4.6) 1(0.7) 6(39) 1(06) 3(28 00 2018 0(0.0) 1(09 0(0.0)
BAET 8(52) 00 1(06) 00 219 00 7¢.1) 109 217 0.0
- 14 17
5 T 8 000 0(0) 0(00) 0(00) (132) 0(0.0) (149) 0(0) 8(68) 0(0.0)
W RREE 2(13) 000 2(13) 00 9(85 0(0) 6(3 000 542 0(00)
BESM 107 00 213 00 109 000 000 109 000 1(0.9)
RSN 0(00 0(0) 1(06) 00 1(09 00 326 000 217 0.0
28 26 27 32 32
Z Dt (18.4) 12 (7.8) (16.9) 4(2.6) (25.2) 2(1.8) 27.0) 7(6.1) 27.2) 5 (4.5)
*71v3aN(L%
c. Paccagnella 2010
CT/RT (n=49) TPF + CT/RT (n=43)
Grade 3 Grade 4 Grade 5 Grade 3 Grade 4
Zm 0 0 2 (4.5%) 0
SF BRI AME 2 (4.1%) 2 (4.1%) 2 (4.5%) 0
HEME TR 0 0 0 0
B MmER A iE 4 (8.2%) 2 (4.1%) 3 (6.9%) 0
/MR EAE 2 (4.1%) 0 2 (4.5%) 0
FERE 2 17 (34.7%) 1 (2.0%) 10 (23.2%) 2 (4.5%)
HETES 7 (14.3%) 3 (6.1%) 6 (13.9%) 3 (6.8%)
KREES 5 (10.2%) 1 (2.0%) 8 (18.6%) 0
ZEiE 4 (8.2%) 1.(2.0%) 3 (6.9%) 1(2.3%)
KERD 1(2%) 0 2 (4.5%) 0
g it 0 0 0 0
= N 3 (6.1%) 1 (2.0%) 1(2.3%) 0
g 0 0 1 (2.0%) 0 0

*7vaNIE%

&5 Xk

AR

-217 -

1)  Ghi 2017: Ghi MG, Paccagnella A, et al; for the GSTTC (Gruppo di Studio Tumori della Testa e

del Collo) Italian Study Group. Induction TPF followedby concomitant treatment versus
concomitant treatment alone in locally advanced head and neck cancer. A phase I -1II trial. Ann
Oncol. 2017; 28: 2206-12.

2) Paccagnella 2010: Paccagnella A, Ghi MG, et al; Gruppo di Studio Tumori della Testa e del Collo
XRP 6976 F/2501 Study. Concomitant chemoradiotherapy versus inductiondocetaxel, cisplatin
and 5 fluorouracil (TPF) followed by concomitant chemoradiotherapy in locally advancedhead
and neck cancer: a phase Il randomized study. Ann Oncol. 2010; 21: 1515-22.

3) Hitt 2014: Hitt R, Grau JJ, et al; Spanish Head and Neck Cancer Cooperative Group (TTCC). A

randomized phase Il trial comparing induction chemotherapy followed by chemoradiotherapy
versus chemoradiotherapy alone as treatment of unresectable head and neck cancer. Ann Oncol.
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2014; 25: 216-25.

BEFED SR:

1)

2) Kim 2015:Kim R, Hahn S, et al. The Effect of induction chemotherapy using docetaxel, cisplatin,
and fluorouracil on survival in locally advanced head and neck squamous cell carcinoma: A
meta—analysis. Cancer Res Treat. 2016; 48: 907-16.

3) Kiong 2018:Kiong KL, de Souza NN, et al. Meta—analysis of induction chemotherapy as selection
marker for chemoradiation in the head and neck. Laryngoscope. 2018; 128: 1594-601.

4) Vidal 2017: Vidal L, Ben Aharon I, et al. Role of Induction Chemotherapy Prior to
Chemoradiation in Head and Neck Squamous Cell Cancer—Systematic Review and Meta—analysis.
Cancer J. 2017; 23: 79-83.

Z AN

1) Cohen 2014: Cohen EE, Karrison TG, et al. Phase Il randomized trial of induction chemotherapy
in patients with N2 or N3 locally advanced head and neck cancer, J Clin Oncol. 2014; 32: 2735-
43.

2) Haddad 2013: Haddad R, O’ Neill AO, et al. Induction chemotherapy followed by concurrent
chemoradiotherapy (sequential chemoradiotherapy) versus concurrent chemoradiotherapy alone
in locally advanced head and neck cancer (PARADIGM): a randomised phase 3 trial. H Lancet
Oncol. 2013; 14: 257-264.

3) Hitt 2014: Hitt R, Grau JJ, et al; the Spanish Head and Neck Cancer Cooperative Group (TTCC).
A randomized phase IIl trial comparing induction chemotherapy followed by chemoradiotherapy
versus chemoradiotherapy alone as treatment of unresectable head and neck cancer. Ann Oncol.
2014; 25: 216-25.

4) Takasci—Nagy 2015: Takdcsi—Nagy Z, Hitre E, et al. Docetaxel, cisplatin and 5-fluorouracil
induction chemotherapy followed by chemoradiotherapy or chemoradiotherapy alone in stage IlI-
IV unresectable head and neck cancer: Results of a randomized phase Il study. Strahlenther
Onkol. 2015; 191: 635-41.

TDMDEX :

1) Vermorken JB, Remenar E, et al; EORTC 24971/TAX 323 Study Group. Cisplatin, fluorouracil,
and docetaxel in unresectable head and neck cancer. N Engl J Med. 2007; 357:1695-704.

2) Posner MR, Hershock DM, et al; TAX 324 Study Group. Cisplatin and fluorouracil alone or with

Budach 2016 :Budach W, Bélke E, et al. Induction chemotherapy followed by concurrent radio-
chemotherapy versus concurrent radio—chemotherapy alone as treatment of locally advanced
squamous cell carcinoma of the head and neck (HNSCC): A meta—analysis of randomized trials.
Radiother Oncol. 2016; 118: 238-43.
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docetaxel in head and neck cancer. N Engl J Med. 2017; 357:1705-15.

9.6. SR6: BRI IELERMPBRBELITOINEN?

9.6.1. XEkBRFE

OFEEEEICHLTEBERNICASEFEEZRELMHARBELZIORFGHAEEZ (LT EERNVFLE
BMEHREE) ICDVWTHRELIZESS, SUFLELERBBROMBEIIFELELLELN . T, BREXED
HEIBEEMAECHLALTEERREZ T o. TOHRE, s XM RFELEEoTz, LHAL, TOH T, Hirai 1999
[TEAEBBRELTOIEHFEEREEIDHETH =15, Nakasato 2000 [EZEFTDHEEIZCODLVTHDLETH-
f=1=8, lkushima 2004 [T F EZEFEIEITHAETH ==L, Kobayashi 2016 DHMNFfiT& D L
ZT-oTW=OTHERAL,

BHICSEIE, KBOEHDOERTOMENZNEFELTN O, EFDRMAFTIHEEMAREZIART
AD)=ZV Ltz TOHE, BRIEBELLT 6 H/IMNRON =M (F)I| 2014, #iF 2011, FiE 2009, it
#2007, R 2006, F£E 2003), IRTHEAIZELEH 1=,

9.6.2. A AN

#& 7.6.1. Kobayashi 2016 DRXR—XSAVNDE =

T BRIBE | g 1D | FBRAE (020
FEs 614 + 124 65.2 & 132 64.5 & 13.6
'IE%U %'l‘i 17 11 17
=z 3 2 12
i va &= 13 8 19
mr:3 7 5 10
T4 T2 4 4 16
T3 7 7
T4 9 2 5
N NO 4 7 1
N1 4 6 3
N2 11 0 25
N3 1 0
Stage 7¥8 I 5 1
I\ 15 2 26
TRIERF il Y — 0 »
Wi - 0 5

9.6.3. MXMSOT—2HHE - T—2DHE

SRIZCHAWLWNZHXE, ZEHTAMFSA2 0D GRADE S RTFL-FE 2 - Ip44TEBRHEDRER 1D 41H
FRAWTEELZ. SEENIEE X, A: BUIEEREEZLTULAL, B: BIEDFRHE, C: XEMN+4HICaVk
O—J)LENTLEL, D: BHfi-BEEBAT+9, L. NAMT7RADIVRIIEEVRY, BYRY, FEAD 3 D
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TR ML=,
3 9.6.2. Kobayashi 2016 D#E R
BERMETIEER | FHATEM FMH+HREHHE | IETUOR | EE
SR A &k DHEEM 4
9iE 151l % 20 A 13 A 29 A
EEBFEREDTIMNLA EEICIE PN
EEMERTDS ELE7F | 83.2% 92.3% 62.9%
$
RTEH(BNE) 3 AN (15%) 1N (8%) 11 N (38%)
OEEZEZOLEDICHTETIRAL EFIZIE EX
BREREB(BSE) |4 A (20%) 1 A*x (8%) 8 N (28%)
*k
ORE#EEICBET 57 DAL EFIZIE EX
xE [ 931 £ 132 | 61.0 £31.8 | 53.2 £ 25.7
QOL*x*x EBEIZIE EX
5\ &1 90.46 * 16.3 75.0 £ 31.2 59.1 £ 20.2
BB EIEE AL 90.8 + 14.4 71.0 £ 33.5 74.5 + 20.2
UW-QOL W&\ S |1,005.3 £ 184.0 904.5 + 186.9 791.8 + 177.4
SHE B R R - - 2 \ X

*ERSXIZHEN LN oT=1=8 Kaplan—-Meier R & YR Ao 1=

»>*xFHBREZEL

**xThe University of Washington QoL questionnaire (UW-QOL, version 4 ) TEEENHIIEBDOHHE

L=

#* 9.6.3. Kobayashi 2016 @

INATADY)RY

A: BYEEREEZLTOEL

EUVRA QB EDEE)EIYRY EERN\BITILER
SHRBEALFM+RARBED 2 HDIFE)

B: BIE DA

EURY(QOL BIELREREZLY)

C: REMN+AICarvbA—)LER T BYRY (#EEtHFETTHRE)
D: B -BEHEL T+ 5 KRS
FTRTDTIOMALTHALTUL

£964 IETUVRADHEEN

INATADYRY g3

FE—EH 7L

FEEM L

THHE g3

HhR/NAT7 R A B

JL—F7v7 D 3 ER 7L

&5 XMk

R A X

1) Kobayashi 2016: Kobayashi W, Kukobata K, et al. Can superselective intra—arterial
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chemoradiotherapy replace surgery followed by radiation for advanced cancer of the tongue and
floor of the mouth? J Oral Maxillofac Surg. 2016; 74: 1248-54.

THERAMX:

1) Hirai 1999: Hirai T, Korogi Y, et al. Stages IIl and IV squamous cell carcinoma of the mouth:
three—year experience with superselective intraarterial chemotherapy using cisplatin prior to
definitive treatment. Cardiovasc Intervent Raduil. 1999; 22: 201-5.

2) lkushima 2008: Ikushima I, Korogi Y, et al. Superselective intra—arterial infusion chemotherapy
for stage III/IV squamous cell carcinomas of the oral cavity: midterm results. Eur J Radiol.
2008; 66: 7-12.

3) Nakasato 2000: Nakasato T, Katoh K, et al. Superselective continuous arterial infusion
chemotherapy through the superficial temporal artery for oral cavity tumors. AUNR Am J
Neuroradial. 2000; 21: 1917-22.

4) #riE 2009 HEBH—, HE F, fth. ORE T4 EFICHITH2BZBRMOTLELERFABEREIDAERDR
HERTo-LFEELEDLLE. FEYEEE. 2009; 35: 279-86.

5) ith#f 2007: M FE, KRX=—, #th. OEEICHTHEFBIRNOEEEE. OEES. 2007; 19: 25-36.

6) #him 2011 HimfEth, RMEFH, th BRHEHBICHITIMRREZHALFRROBIERICILIEE
BERBEEOERNE BRRNMEBTZEREOLLE. BEHEE. 2011; 37: 142-8.

7)) BBk 2006: R B [EFeEFEEDHES) BEEEEPFEIZH TS Docetaxel,Cisplatin,5—Fluorouracil [Z
FHOBBIRMEIEZE FICEEEM-TOMOAELLELT BRAOBRESEFRE. 2007; 19: 25-36.

8) &# 2008: ?ﬁ’ﬁ,ﬁx,&m.ﬂ%, CBEEEHAAICH T IR ERE BERMTLEEREIERAL
T-EESEEIES DAE. EEIES. 2003, 29: 457-62.

9) TEJI| 2014: FEJIEE, A BT fth. LERE LERELEREEMICXIT 2B RIRMETLFE KRS
BREIBGREESL BERWMEFEEK. 2014; 107: 789-95.

9.7. SR7 : BATAEATRLERAIC, E2FREZTOIRNEM(BFREEZOERIMHAEL)

9.7.1. XEER

SR7T IR LTIEBEETIZEHAMESAUNERIN T S[Kelly 2016, Mehanna 2016], £1z, SR [ZDLY
THHERMELEEF>TLEEDAHY[Winquist 2014], 2013 FELLATIZDULNTIX Winquist 2014 OBEFED 3
HARSAVIZEENDELDEEIAETEHILET, NELKXBMABRETELLDEEZIAONT, TD=0, B&F
D5 D0 SR DS ZEX#K[Kell 2016, Fujii 2014 Reeves 2011, Cripps 2010, Winquist 20141550
Winquist 2014 IFICHKREINI- RCT THD 4 X EHEALI, TOHKE, (1)[SHE CDDP LIERAE
CDDP D LLEHEZE I[Veronesi 19851 (2) I TS FFRFZRA L FEEEL Cmab ETSFFEHABIZHAL
T-IE B EDHETFZ I [Vermoken 2008 +-Burtness 2005]+ () TR I T LMD EFIZLBDILFEEEDL
BRHEZE I[Ferris 2016]1MD 3 DL Eh 2=, SEIOT—2IE, EHEHINSERNTRIEBES SN TS ILEEE
DAHZEERLTLD,
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9.7.2. A AN/

% 7.7.1.SR7 OiEH

BLD— K
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Burtness 2005 Veronesi 1985 Ferris 2016 Vermorken 2008

RE PN 117 64 361 442
Performance Median karmofsky
status 48 Performance status | 72 score = 80

PS 0 69 50 or more 283

PS 1 patients were 4

PS 2 or more included
BB 43

0 B2 (%) 24 (20.5%) 21 (33.9%) 175 (48.5%) 88 (19.9%)
EIREBEERE | 76 (65.0%) 12 (19.4%) 171 (47.4%) 88 (19.9%)
(BB R+EREE
B1LED)

BELD A

CDDP 100 mg/m? IV

on day 1, every 4
weeks

Low—-dose: CDDP
60 mg/m?, every 3
weeks

Nivolmab 3 mg/kg,
every 2 weeks

CDDP (or CDBCA)
100 mg/m? IV on day
1 and 5-FU 1000 mg/
m? on day1-4, every 3
weeks

BELIA2

CDDP 100 mg/m? IV

on dayl, every 4
weeks

C-mab 200 ml/m? on

day 1 and 125
ml/m?/week

High—-dose: CDDP
120 mg/m?, every 3
weeks

Standard therapy:
(MTX 40-60
mg/m? or DTX 30-
40 mg/m? or C-—
mab 250 mg/m?
(loading C—mab
400 mg/m?)

CDDP (or CDBCA)
100 mg/m?2 IV on dayl
and 5-FU 1000 mg/
m? on day 1-4, every
3 weeks

C-mab 400 ml/m? on
day 1 and 250

ml/m?/week

HAANEE
*EITARDEESHF

If the only site of
measurable disease
was a previously
irradiated area,
documented
progression of
disease and a 4-
week period since
the conclusion of
radiotherapy or
biopsy—proven
residual disease at
least 8 weeks from
the completion of
radiation therapy
were required.

No induction or
adjuvant

chemotherapy within

3 months of study
entry, or prior
chemotherapy for
recurrent or
metastatic disease
was permitted.

Tumor progression
or recurrence
within 6 months
after the last
dose of platinum-—
containing
chemotherapy
administered

Ineligibility for local
therapy

The main exclusion
criteria were surgery
or irradiation within
the previous 4 weeks,
previous systemic
chemotherapy unless
it was part of
multimodal treatment
for locally advanced
disease that had been
completed more than
6 months before study
entry, nasopharyngeal
carcinoma, and other
concomitant
anticancer therapies.
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9.7.3. XML T—AHELET—2DHE

SR IZHAWLNDIHmNXE, AVSUNIERTVIDNATAD) A T—TIILERWTERlLz, SFENIER (X,
AU Lt, B:lE#kiE, C:EMBSLUVUMEEOETRIL, D:FMOERIL, EXRTEHTUOMILLA, FHERHY
ToOMOLEE, GEFOM, ELI=. NMTFTRADVRYIEFEYRY, B)RY, ABE® 3 DTEfliL-. 5 FAE
CDDP &{EFHE CODP OB TIE, 1 IXEDAHADHER THA-DICEEFTEDTIMLOFEMIEITHATSH
BN, IDORRICEDE2HODERRFIIFIFEEL, ANXKY 20D RIEX 34 BTH-1=,

1. =FE CDDP vs {EfE CDDP
9.7.1. OIREFEIE %

EARCDODPEE {ERECDDPESL Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M=H, Fixed, 95% CI ABCDETFG
Yeronesi 1985 4] 25 ES 29 100.0% 015 [0.01, 2.02] + . Trr1? ?.
Total (95% CI) 25 29 100.0%  0.15 [0.01, 3.02] ———
Total ewvents 0 3
Heterogeneity: Mot applicable I } } |
Test for overall effect: 2 = 1.24 F = 0.21) ?gé;gleP@fﬁlL%J%EéSDP‘i?EO
2. TSFF+wYFITT vs TSFF
9.72. £EEHFEDTIML
Hazard Ratio Hazard Ratio Risk of Bias
Study or Subgroup  log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDETFG
Yermarken 2 008 -0.2231 01139 35.4% 0.80[0.64, 1.00] FrTI P T T
Burtness 2005 -0.1054 00843 646X 0.90[0.76 1.06] 8700077
Total (95% CI) 100.0% 0.86 [0.76, 0.99]
Heterogeneity, Chi® = 0.69, df = 1P = 0.41); I = 0% I } } |
Test for overall effect; 2 = 2.17 (P = 0.03) = ?3_2::23 495?7M1f§?'?'%§:'ﬁ 100
9.7.3. OFEZDOLDIZx T 572N L (PFS)
Hazard Ratio Hazard Ratio Risk of Bias
Study or Subgroup  log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
Burtness 2005 -0.2485 01876 27.7% 0.78[054, 1.12] - X BX T
wermmorken 2008 -0.6162 0.1162 72.3% 0.54 [0.42, 0.68] [ | [TTEXTT]
Total (95% CI) 100.0% 0.60 [0.49, 0.73] [}
Heterogeneity: Chi® = 2.78, df = 1 (P = 0.10); |2 = 64% I } } |
Test for overall effect: 2 = 521 (F < 0.00001) ./.95_.;_32?_];2.; 4?;:}?7%1-#1 y_:,;;_j.%';:-ﬁ 100
9.7.4. FEEMEITPERIR L
FIFF+EVEVIIEU  TIFEU Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI ABCDETFG
Wermarken 2008 10 219 10 215 100.0%  0.95[0.40, 2.41] [TTEXITIT)
Total (95% CI) 219 215 100.0%  0.98 [0.40, 2.41]
Total ewvents 10 10
Heterogeneity. Mot applicable I t t |
Test for overall effect: £ = 0.04 (P = 0.597] 'fa'fg;?-}tz'y#-oj?j‘@{ﬁi'f—}? }{%01: 1oa
3. ZHRILTT vs BHEIZLBILEEE
9.75. EEBFEDTINIL
Hazard Ratio Hazard Ratio Risk of Bias
Study or Subgroup  log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl ABCDETFSG
Ferris 2016 -0.3567 01616 100.0% 0.70[0.51, 0.96] [ITTITTT]
Total (95% CI) 100.0% 0.70 [0.51, 0.96] &
Heterooenaity: Nntappllcable 'IZI.IZI1 Df1 ] 10 1DD'
Testfor overall effect Z=2.21 (P=0.03) =7 __-"fEfi $ﬁ“|:=’:§){t$ﬁ;if§fﬁ
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9.76. AEEZDILDIIRTETOIL(6 A ZDEFELT)

ZHiLe T HiicLasmt 0Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI ABCDEFG
Ferris 2016 140 240 103 121 100.0% 066 [0.37, 1.20] T4+ 99 ++9®
Total (95% CI) 240 121 100.0% 0.66 [0.37, 1.20]
Total events 150 103
Heterogeneity: Mot applicable I } t {
Test for overall effect; 2 = L.36 (P = 0.17) O'Ol:ng,'blq,jﬁﬁigﬂm ;gwﬁ‘é%oﬁﬁ
9.7.7. QOL
BRiC L S{EPRtE =t 7| P Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
Ferris 2016 -3.6 2455 35 5.1 313 103 100.0% -8.70[-18.83, 1.43] [ITTITT]
Total (95% CI) 35 103 100.0% -8.70[-18.83, 1.43)
Heterogeneity: Not applicable f I } f
Test for overall effect; 2 = 168 (P = 0.09) _100::15,151,0?7‘&1'36%%]',: n‘:sgflz*‘af'éégﬁqiﬁ
9.7.8. EEMEITP BRI
et [ P BHRic L abemt Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% C| M-H, Fixed, 95% CI ABCDEFG
Ferris 2016 o 240 8 121 100.0% 0.03[0.00, 043 +JJ—— FEY T Y )
Total (95% CI) 240 121 100.0%  0.03 [0.00, 0.49] EEE———
Total events o] g
Heterogeneity. Mot applicable k t } {
Test for awverall effect: 2 = 2,46 (F = 0.01) 0.01:FT‘?J-L177{E1§1$%HC ;lgfw;égaomz
£ 972 SRTDEABIXDEN—F
a. Burtness 2005
Cetuximab (n=58) TS5t (n=58)
Grade 3 Grade 4 Grade 3 Grade 4
FLILF—RIG 3 3 2 -
BEMREE 3 & 3 -
EANES OEVIME 12 3 9 -
FHREKEAE 28 2 12 2
/MR A E 9 2 2 2
piduksE il 12 - 10 -
BHEE 7 b 2 -
mie/E%R5E 3 3 2 -
BER 17 - 14 -
%5/ RIEHE 16 - - -
FIAZBE 2 - -
BRTIR 10 2 2 3
Rk 12 - 10 -
ME = 24 19 -
MEnt 17 2 17 -
BEAE 15 - 10 -
BEH) o LIfE 5 5 9 -
E<Y 20 Ll 10 3 - 2
B Ll 24 2 26 2
HIEEE 3 3 2 -
TREE/EER 10 5 2 2
b. Ferris 2016
Nivolumab (n=236) Standard therapy (n=111)
Any Grade Grade 3 or 4 Any Grade Grade 3 or 4
thDAEK 139 (58.9)% 31 (13.1) 86 (77.5) 39 (35.1)
BER 33 (14.0) 5(2.1) 19 (17.1) 37
IES 20 (8.5) (6] 23 (20.7) 1(0.9)
ki3 18 (7.6) 0 5(4.5) 1(0.9)
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BEEFR 17(7.2) 0 8(7.2) 0
BER 17(7.2) 0 0 0
T 16 (6.8) 0 15 (13.5) 2(1.8)
Al 12 (5.1) 3(1.3) 18 (16.2) 5(4.5)
| E 10 (4.2) 1(04) 16 (14.4) 2(1.8)
] 8 (3.4) 0 8(7.2) 0
REIEEIR 7(3.0) 0 10 (9.0) 0
B 5(2.1) 1(0.4) 10 (9.0) 327
HERD 4(1.7) 0 6 (5.4) 0
FERE % 3(1.3) 0 14 (12.6) 2(1.8)
REHEES 1(0.4) 0 7(6.3) 0
fi% B 5E 0 0 14 (12.6) 327
PP BRI AME 0 0 9(8.1) 8(7.2)
c. Vermorken 2008
Cetuximab + TS5FFEE|/5-FU P &
T5FFEHI/5-FU (n=219) (n=215)
Grade 3 or 4 Grade 4 Grade 3 or 4 Grade 4
BEH )
DR 179 (82) 67 (31) 164 (76) 66 (31) 0.19
kiR ME 49 (22) 9(4) 50 (23) 18 (8) 0.91
=yl 29 (13) 2(1) 41 (19) 2(1) 0.12
/MR A E 24 (11) 0 24 (11) 3(1) 1.00
B Bk e 19 (9) 4(2) 19 (9) 5(2) 1.00
B REIR 20 (9) 0 1 (K1) 0 <0.001
B o L fiE 16 (7) 2(1) 10 (5) 1(<1) 0.31
DB DRER 16 (7) 11 (5) 9 (4) 7@) 0.22
et 12 (5) 0 6 (3) 0 0.23
|NIE 11(5) 1(K1) 12 (6) 1 (K1) 0.83
BRETR 11 (5) 2(1) 3(1) 1 (K1) 0.05
BT 220 LR 11 (5) 8 (4) 3(1) 1(<1) 0.05
FEM T RBRR AE 10 (5) 2(1) 10 (5) 4(2) 1.00
PeF Of% BRI 8 9 (4) 2(1) 17 (8) 5(2) 0.11
fiti ¢ 9(4) 3(1) 4(2) 1 (K1) 0.26
BRI LIE 9 (4) 5(2) 2(1) 0 0.06
B fiE 9 (4) 6 (3) 1 (K1) 1 (K1) 0.02
[EZH D0 H M 3(1) 2(1) 6 (3) 4(2) 0.33
EHERET 2(1) 11 4(2) 4(2) 0.45
FERFE 1(K1) 0 5(2) 4(2) 0.12
d. Veronesi1985
%HD %LD
Severe vomiting (Grade 4) 28 17
Diarrhea (Grade 1) 3 3
Mucositis (Grade 1) 0 3
Bone marrow toxicity (Grades 1-2) 25 10
Hearing loss 3 3
Renal toxicity (Grade 1) 3 6
Fluid overload 6 0
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9.8.2. KB|MWXELME

Blanchard 2016 D ATFITFAYILEA—I2&bE, OBIEEAABREOHAENDEELTIOMALIZNLT

X, FITERZEHITHHEEN SV, EEUNBEHRATONG M 22ELTV S,
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Gill 2011 (XBEBEBRDODEBICEAERB S I-MELZT-TWWS, ZOHERIE, RiBFXLEVENSEDTH-T-
N, BEEOT7IMLAOEEIBEOFRENEEHE SN TN =DTRIZLI, List 2004 TIHXEFLEEHTHN
FEOLBZETHO>TLED, BEOANLYEZZITAN, BEBUNEABRZEOERASH . ZLT, [BAD
BEL, TAIRELRBYRCAZ TV, IBEANEWIDIETELDENEIRLTL =, List 2000 TIZbyF 312
SUOLEERED—EMNREIN TV =D TRIZLT=, Tschiesner 2013 I2&B &, BOEFDOXRIZ, REEIE
DEHWIZDOWTOBELDAEMN T,

F71=, Noam 2013 [2&kBé, IETUVRDHEERHRFIEVNVEOD, EEFIYERBEOANSELNB(IEND
AREMENH S ELY, BBHNEIBFEENKUTHLIZENRESNT,

UEKY, OFEDEBIZE > TOERLGTIMNILIK, EOABLEEFEYHRHTHY, AEDEEZTERICHL
TIXHFBLTCTLEBNEAERLZEA, MEHOTFTEERIT/INIVEEZILONT,

+®981. PTHNHLDEEIZDLNT

Gill 2011 List 2000

D A 9 = 2D AR 93%
£ FHIR 8 | S EF M 56%
EE 5 m 23] 35%
& T 4 = BHEDKRS 24%
BEDIES 4 = BEAE£E~DREE 24%
AEEE~DMEIE 4 = [ 19%
KEEATHED 3| H= 18%
it 3| BEIR 10%
mpyged 2 | nH g 8%
EEIR 2 | BEEOEMBAREBLIL 9%
PE 18 2 = E R 4%
KE-RE 18 Opesr g 1%
B E XM
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10. /8Ty Har - NEREEME - N SRR A &

101, RXREDOBBRA S/ /AR HA

20184 2 A20 M5 28 HET, BAOENBFESLBARAORESEF¥2ND YT IH AT, (TORESE
HARSA2 2018(B)NN—FIJIZHTHIERLABZUNT YUY IAAV N DEEWNIELT, BEAAMRSAU IR
REHO SRERNDELEBHIZHLTONTYYIArAEZIT T, 612, REBIZIEA—ILEZRIEL
TRAMZLED, BICERIE Ao,

10.2. RXREBEOBBRAANFSIV R x L 2HE

10.2.1. NEREE{E

AREZEATARFAVNARIILEBOHEEXOERICE DV ERIIHLT, BAAORENREZRFEMES
ROREDEAAMNISAVHEITNEERTINAT—ICERERD- UTOR 101 [2[F, ThoDEREH
EETY,

K101 ARPFBm7 RN F—OEREEE

OSR:EAFRLEFBRLVEREBINABMUTY (MHMAERZRFRELT, HRAEVWT L 1 K.
BECOHMEM, EtD RIZEVWT, THBEXNBASZLBMAILHBTEIOTLLIN. REEBEBOFRAMNMTA
BUEGOIC, EBRABNEBMHET IO, MEtIHBHAZEITGTYES,

STEROESY, BEFLOWVHRELTIEH, NABRELES THYFET, AZSMIZCEENE-MEE, WTFhis
J—ILDILREEEEZITO>TUWELEz. T4HE, REMEILFEEET, FMETITLLEFAIEVWSLEEE
TREHYEREA. FNEFIToTE, ENZHAABRTEHYELED, TONREORZIFEOHTINEL, &4
FHET12 0700 /1,000 A(105 D7EN~92 ZBNTY . &Ko T, (EEBEZDEFEZEZDE, OREZENARS
AVNFNLEEBETE, EFLOVHRKVEFLLGULWVHIR (EEEEZDE, FHOEE, AIRBREROER)GE
#EZ25E, BEILLEVHEDOANEZLREVEHIBLEL-, 8B4, COEFLLEAVWVBRDIETY
ALEEMNLELEDOTELZLVDT, B ETELORBEZENAESAVNRRILEEDHBELVET,

5%, FMEEHLTTEEFLLVMENKREFVEVWSIIET VAN E T NIE, SEIOOEEZELHARSA
VIRRLEEDHHELELSIEEZTHEYET,

OSR2: NABEERTERFBETIZCEVNT, ASHIZHENDBYLNS(FNEFND HR (X 0.64 (0.48-0.85)¢&
0.57(0.46-0.71)EWVSNBEHAX), EtD RTIE"EF LN ANBLE EL- TWET L, ESLTID K54 H by
[ZHEBDTLEOIM?

S>CEROEBY, EHBMEMETHLLRWNGEELY FHNBEHMBEMZITIEEDAH 1000 A 121 AD

EHEGFOEMODREILNZBOONTEYVET . AOFBEZENALSAUONRILEZETE, i BERMICEER
BELEZONDERBLELE.LAL, FHOAEDOLEBEDI-O, HERICEIV T BB EFMNICLIBEME
E EEBORH), BENEE(BOTEFHR) AHBYET . ZLT, COAMITTODNRHEEEICKRLAE
MRENDIEZAVFOHMETIE, AFEFE-TEBTEREICIIBRBERABRFITTHONATVRWNVERNLE
EFNTVWELZ. ZD=H, FEEHEDAHTIL—rETITHEDERELHYELED, REMICIETVRTO
T7AILDRGEICERE LI=ESIC, VRIFTNATREEGEDHLET I EBEIL—FEAOUTBHIEIZHYEL=, U
&Y, ARTEBEERELGEICLISYBFELGRBHEERNAETHY, FPHHUBBHIEMRNTHAELTE

BWEDERAHYEL:z, — A, MAIREOZHBEENERICE - TERY, UUNHEBZRHELTLES

AEEEEHIO, HEARCEHREMET>EANRVWELWSERELHYEL, ZCOAIZTDNTIE/ARY X
TERNINTHN, PRYSIVFOFIRERLESLBEREOHAEN RN ELHY, BEBHEORHOIEEEMED

KA FITMRISHEEMTIEHNEE V. T, BEPOHRICFIA. 53IATH LB TEEEA,



-229 -

MELUNTEEGBNEBMAITEI S Eo B IEHILEL,

OSRI: KYERLGTIMLELTORECEAAVBEERTCOVTNENADESNMEEZRLTVET &5
A, ORBEZEAAFSAVARLZBOEERIN"HRONSIVANTOAGEWN", ZLT, IThiEIE
EHEHRT D IELS>TVIDEFHEEMN?

SIETUVADHEERUEMNFEEICETHIEATEHYVETA, BEREN-EEHRD 4 HXETERMESR
HEMNOERIMEBFRODBIROZEEITHATHAZEN S, HIMTARETHYEL=, TDT=8, i EHE
ROBE, KYNAVRVDEHICEEHREFMNERSNATODAIERENBWESZZAFELE, ShIE, FHRE
RIZBEWT, TOMEBORETBEIHYFTIL, BHEICEEZROIENTERVHELHYET . &2 T,
DLTHLERDIVRINHDHEEL, BACERRVERBBEMETHLLEVEVSERNERBERTOFRNR
WARICHERDEHABNTVIRIEEAHLEHHLELZ EHLHACDERICE, SEOHBERD LI,
SHEHBBEMRNERVNERBEREIVL, FIZAFEENLG(TY, FREEETRTLIIEAHYTLEVENSE
FIROERLMKREATLET,

LEDZELY, ORBEZERAAFFAVNARILREBTHE, COIETUVRAOEEEAEEICEDT—2TIE
EFELOHMREEZFLBLHRDNSVREFHRAELFEL,

OSR4: TOEMEDRHFESRBFERDVRAVESIC, BIMABBREZTINENICEVNT, EDNASURAMN,
BEONADEBLA EE>TVWET . TH, ERTIHLEREGFL HALSHITTHELAHYET , SHIC, TIETY
RTOT7ANEHDBDE, HBEHENABLARUINEHIATOWERA, AT, BEF/ARYRTHE
DBRIFHWTELNETHATTAN,

SCEROEBY, ERTEERTEFLLVHIEMNEBAL T, HR (X 0.73 [0.62,0.86] TLT-, LAL, /X T, fiitk
BREOVRIVDFIEMODEANELDILE, BRLANZHNOTT . TDH, OFEZEHARSA2 /R
LEBTIE, KURTHICEZFZFLE, REMNGHRBEERECEELBZAEFINT, SEHIFAOBREZENARSAUN
RILEBEBDEEZERLETN, SEBRIVRIVIAFOIETUANEBREIN-L, TZEIRENESINZTRELE
T

OSR5:TSRE:ZBHELULWVHBEL DL, 245 FEND HR A 0.97 [0.81,1.15]T, SSICABREERLE FIEMT

BIELY, EARFREFZTDOLDHEVIENRVWEEZEZONT=, IEHYFETH, 2AEFEDHRICIE, AEEE
ENEFNDZET T .. F-, ARDENBELGEI YT IL—T2#HEIL-HEEEZFE>TERETERY LIF

T, RBFICABREEREEZLEETIEVSIDIEFUEVATYT . ERMIZHELZLOABELTVWRELMEZE

HA,Cmab NEMELIX, ZNITODNTERZUTHIRTLBEVET . GELL, BEAMFSAOOEMIEE
FBIZE-TEERBTINALDRELZBMELTHY, TOH-HDHENETHEERZEL, TRIEEZVLHALT

ElR

S>CEBDEY, ERTERTABRVENERLSIY I T IL—T2#HELEOEBE NI INELNEE A, LY
L, Z5LWeE, KYBEBEERNEBREBRORSAIELRDEBVET . LoT, SSHITEERENSTNIEL,
BEL, BAVIIABEFZTHLHEVWALRBRWVWELESDTLEVWET . LAL, YIBRATEEEFTE, BATLODABEETT
ST=ANRBRWEDRIENHY ET [Morton 1085], ZM Morton HDHFZEIE, akA—JL, CDDP, bleomycin,
CDDP + Bleomycin M 4 #H# LB TIT A, SUFLEICHKELHIAEEMENATL, SEOD SR TIEFFERELE
Lz LHOL, UIBRFTEENALENST, ICICEBHAEYR—FNEABRDALEVNSIEFEBIRTIEELLLGNE
KT, STHNITERZITHLHEVANRVER, ABRBEZEAAFSAVNARLEETHRTAILEFANER
WET.&oT, ERMLGZEEILGVEEZET,

Ffz, Cmab AEZEVWSIEICEALTIE, 23721, BEEAPTREREVGITHOATNSEEZEZALND
(EMRODER T VRTISFUOEEDLEVEVLS, FRBEMBETHYET . LT, bhbhbhhERKBIZmY
=L\, CDDP # &L Z MR BEZFIIC Cmab ZAWVEEALFREZDAE (EYFIOITDLEEEHE)D
METEHYFLBATLE. 2T, COFRZF ST, Cmab ZRVWEETELRVEVLWSONOREZSERAAR
FAVNRILEZDOHmEGTYELT,
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STERHYNESTEVET . ZOSRIE, bivbhéL T, TIETURAASNIE, EOHEBIZHAAT=-M>
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==& FL1=,
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