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THHE. BRHN 75%UEET B=OIZIK, 161 ANV BETHD, FEEZMEMBESET
260 &9 5L, FHEREERE (Weekly CDDP+RT L) L4Z#E /A B (3-Weekly CDDP+RT) DA
BHS5EEFIEN. TNEFNTFTEREY 49%, 52%THo-BEITHRE HE 75%LUEETHIENT
EFd ULEKY, PEERBMETRDLIIEEL,

FEZTRE A B B #£4& 130 5, rg &5t 260 151
a=5% (1) . #&H 5 75%
ZERHAR .5 &, B SRR TR &

FM%. 7ara—JL verl.5(2017/9/19 BET. 9/25 Fxh) DKETIZ &Y . B iFHRZE 1.5 FEEL
T6.5F&LT-,
FEZSREA B B B 130 ). MmEEET 260 BIICEE ALY,
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RT: 181[E E5E% &%, Total 66 Gy RT: 181[E ;BE5[E % El%. Total 66 Gy
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2 FRERBIEERDOEN

e T A 202454 H20H

Completion date April, 20, 2024

EHBREMIEK 261N

Result actual enrolment 261

BEERTIZE DR EBDES | 2012410 A 16 BAS 2018 £ 12 A 21 BETIZ 261 &M EEFS4L, 3-Weekly
15#R CDDP+RT Z£(A £)(Z 132 44, Weekly CDDP+RT E£(B &) 12 129 &M\ EIYfHFDh

fzo EBFEEND . ITT (intention—to-treat) FEMTICEFENT- ABED 3B . BEHD 7
BHREMEERNSERM . Per—protocol f#ATIE 251 &£ TH 1=,
SEFEREDEHPRIENL 62 4% (20- 75 7%) . ECOG PS 0 A 185 £, PS 1 A% 76
AL Bt 220 A Kt 41 NTHoT=, [RFEOEMIIT, OfE 121 &, TIREE 82 &, F
NEE 35 44, MZ8H 23 B TH 1=, SESERMED RAEZR THHBYE ZEHL T, @HIC
ELYERESD HMIRIEIFBUEL TLVELVEED 164 &, TAELEUEDDBEEN 45 &

& BERDHLHBEENKF TH oIz, Ff=. TOMDIEREMED RIEERTHSH
BIERIECERED $H5HEEN 163 B, OFERTEIEKRED EENM 60 £ THOT=, fiT
BEHES) AJEFELT invasive cancer close to margin (BiimEhN S 5 mm Kiil) =2
HT-BRIRISIEL 85 B . EishZHBIE 221 L. FHNEEEHEDEEDEIENE
M\of=, KRR 35 & 27 &h° pl6 REEEBIETHY . HPV (ER SEO—T)
AL R) BRED FIREEED BIE&H Eh oT=, Stage Il HY 20 4. Stage VA~ IVB H°
238 B, [FEALEDEED Stage IVA - IVB Thofz, BEEERICTTHEEFCTREL
EWNIEDONAM 1A, A BT T4a(ARE67 &, B EE58 ). N2c-N3(A B
50 £, B B 40 R) E BT HEENOOZ M of =,

Baseline Characteristics Between October 16, 2012, and Dec 21, 2018, 261 patients were enrolled. All
patients were allocated to the treatment arms (132 in the 3-weekly arm [arm A] and

129 in the weekly arm [arm B]). All patients allocated to treatment arms were
included in the intention-to-treat analyses. Three patients in the 3-weekly arm and
seven in the weekly afm were excluded from the safety analysis. Hence, 251
patients were included in the per-protocol analyses (Participant flow).

Table 1 shows baseline characteristics. Treatment arms were generally balanced
with respect to demographic and clinical characteristics except T4a and N2c-N3.
More patients allocated to arm A had T4a or N2¢c-N3 disease than those assigned
toarm B.




JCOGI1008 clinical study report

Table 1. Baseline Characteristics

Characteristic 3-weekly cisplatin Weekly cisplatin [ Total
(N=132) (N=129) (N=261)
Age
Median (IQR), years 62 (55-68) 61 (53-66) 62 (54-67)
Sex [
Men 110 (83%) 110 (85%) 220 (84%)
Women 22 (17%) 19 (15%) 41 (16%)

ECOG performance status

0 92 (70%) 93 (72%) 185 (71%)
1 40 (30%) 36 (28%) | 76 (29%)
Primary site

Oral cavity 61 (46%) 60 (46%) 121 (46%)
Larynx 12 (9%) 11 (9%) 23 (9%)
Oropharynx 14 (11%) 21 (16%) 35 (14%)
Hypopharynx 45 (34%) 37 (29%) ‘ 82 (31%)
High-risk factors

Positive margin 43 (33%) 42 (33%) 85 (33%)
Extra-nodal extension 112 (85%) 109 (85%) 221 (85%)

Pathological T stage

m 13 (10%) 7 (5%) 20 (8%)
T2 26 (20%) 40 (31%) 66 (25%)
T3 25 (19%) 23 (18%) 48 (18%)
T4 68 (51%) 59 (46%) 127 (49%)
Pathological N stage

NO 9 (7%) 6 (5%) 15 (5%)
N1 10 (7%) 15 (12%) 25 (10%)
N2 107 (81%) 104 (81%) 211(81%)
N3 5 (4%) 2(1%) 7 (3%)
= 1(1%) 2 (1%) 3(1%)

Pathological stage

n 9(7%) 11(9%) 20(8%)
IVA 117 (88%) 113(88%) 230(88%)
IVB 5(4%) 3(2%) 8(3%)
Unknown 1(1%) 2(1%) 3(1%)

BRERFARD T H A V(2 | BIEEERZEERIE L#528E LT =S, 2013EAN R EFELYN Y DA D
CH=#EITIKRIZRET 51F | 1=o ZORRZFROMN T SIS IERIZT7 o —hEERLf-EC A, BRELL
] LI EE TSR ARE (IMRT) =D RIS N B RO EEI 2> Tz EAVHIER
LTz, SHERBAIA LD LIMRTE AT O MR AN A DN o fo 128D . IRETHREBSH X RITIRIK
BRATIZPREL TASERZBAIAL Tz, LHL. SRERBAIATR 2RI CIMRTS2AE RTBEREERAY
ML THY . KRB TIMRTEZ B L TUVRNWCEN BB DEELLS> TV =, 2
TJCOGHGHHRAEY IL—T DR HEH/T2014ETAICIMRTZ AR T 570k —
JLERETZEATLN. IMRTERENEER D AR EFAIAL CT245EERFE TEMS 1=, COFER.
IMRTSESEFEEE M D D EFMMEZ T, BEZGZOESHHELT, 201 7TFIZZEFH
RAIZSEMND654EIZIERL. 2018512812261 2D EEZEEFET T L=,
L8RS BEEFRLHY . BRI AT 4—FREN 5254 . BIRERK
234 P KEMND218E208 L EDEEEA BHoT-—7H. 18HERA10BLUTTH
1=,

1322 DAFH 2, 129D BEHZEIY FD 1=, ABETIL. EEEHIT SN - EE AN
£ . A LEREHRE AT RIEL S o= BEH 28 ThHol=, BETIL, TEE LTS
NTI-BENSE, L FBEHREEE =LA ST BEN TR TH 1=,
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Participant flow (261 randomly assigned |
[
v
132 assigned Arm A 129 assigned Arm B
(included in the efficacy analysis) (included in the efficacy analysis)
129 underwent CRT 122 underwent CRT
; ded in the safety lysis) (included in the safety lysis)

EREOREKRDFEL | MELLBEHEAE. DAEDBEILTT1TURIE, BRIFCHoT=,

& JL—R3U LD FHERBDDSEES . BEETIEA o 1= (AF49%., BEF35%) MY, £J L
—RO I MREADIEEL, BEETEM o= (ARE66%, BEFS4%) . 7' L—F3LU LD
2 (ABE12%, BEET%) . £7 L—F D BEHEEIEE (ABH40%. BER0%) . £J L—F DR
(ABE1 7%, BEET%) DIBEIX. LWTNEBETEMN oz, IHIZ, Y L—FIDFEFER
DEEELBEETIEM o= (AF$18.6%, BEE8.2%) ,
BEEENDEEERICE > TAERPIEL o= BE (X, ABE (OREREZIE, F5IE
#%. T AIEER. fhEE) | BE 22 (REMESFHERRAME, T —T )L ESEREE)
THhot=,

SEEEESEIEBEH T2 LN . TN TN REMELFPERRA CHREEIFIEIC &
5EDTHoTzo ZRMA . FRBRMERZE ., (IRELRE DRIEL TSN BED.
208125, BEETLIEONERERRALERIN - EBE I IR TH o1,
MEHASEIL ., U L—R3LL EDSEEABE TR OENo1= (AFF10.1%, BE¥132%) , &
f=. BEHTH VT, U L—R2LL EDBETREE (AF$16.3%. BEF24.8%) . FIKARHLEEIET
(AB$26.4%, BE$35.5%) DSEENE M DT=,

Adverse events Treatment delivery and compliance with radiation therapy and chemotherapy were
sufficient, and as planned in both arms. AEs of special interest, including
neutropenia, infection, hearing impairment and renal impairment, were pre-specified
in the protocol since these were anticipated to be less frequent in the weekly arm as
the primary merit of weekly administration (Table 2). In the 3-weekly arm, three
patients discontinued protocol treatment due to treatment-related AEs, one each for
xerostomia, mucositis, persistent nausea and pneumonia. In the weekly arm, two
patients discontinued protocol treatment, one each for catheter-related infection and
febrile neutropenia. Two treatment-related deaths were reported in the weekly arm,
one each due to febrile neutropenia and laryngeal edema.

Death from other causes, such as secondary cancer, aspiration pneumonia and
cardiac disease, was diagnosed in 20 patients, while 9 patients died at home or
elsewhere and the cause of death was deemed unknown.

The frequency of grade 3 or higher late toxicity was slightly higher in arm B (Table
3). The frequency of grade 2 or higher dysphagia and hypothyroidism was slightly
higher in arm B.
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Table 2. Acute Toxicities in 215% of Patients
Jweekly cisplatin Weekly cisplatin
(N=129) (N=122)

Any grade Grade 34 Any grade Grade 3-4
Hematological
Anemia 129 (100%) 18 (14%) 122 (100%) 16 (13%)
Leukocytopania 123 (95%) 71 (55%) 114 (93%) 75 (62%)
Neutropenia 118 (92%) 63 (45%) 108 (87%) 43 (35%)
Thrombocytopenia 85 (86%) 3(2%) 102 (84%) 4(3%)
Non-hematological
Hypoalbuminemia 129 (100%) 0(0%) 117 (96%) 0{0)
Hyponatremia 119 (92%) 13(10%) 100 (82%) 13(1%)
Mucositis 118 (92%) 30(23%) 113 (83%) 34 (28%)
Radiation dermatitis 118 (92%) 19(15%) 112 (82%) 14 (12%)
Dysgeusia 97 (75%) - B1 (66%) -
Nausea 87 (67%) 17 (13%) 57 (47%) 6 (5%)
Xerostomia 81(63%) 1(1%) 81 (66%) 2(2%
Hypocalcemia 80 (62%) 5(4%) 67 (56%) 7(6%)
Hyperkalemia 79 (81%) 6(5%) 77 (63%) 2(2%)
Dysphagia 75 (58%) 24 (19%) 60 (49%) 14 (12%)
ALT increased 74 (57%) 4(3%) 37 (30%) 3(3%)
AST ncreased 66 (51%) 4 (3%) 36 (30%) 0(0%)
Mypomagnesemia 65(50%) 0(0%) 64 (53%) 1(1%)
Constipation 63 (49%) 0(0%) 56 (46%) 0(0%)
Creatinine increased 51 (40%) 0(0%) 36 (30%) 0(0%)
Fatigue 50 (39%) 5 (4%) 41(34%) 1(1%)
Rypokalamia 46 (36%) 7(5%) 25(21%) 3(3%)
Tanitus 32 (25%) 0(0%) 6(5%) 0(0%)
Hypermagnesemia™ 26 (20%) 3(2%) 10 (8%) 1(1%)
Diarrhea 26 (20%) 0(0%) 14 (12%) 1(1%)
Infaction 25 (19%) 15 (12%) 18 (15%) 8(7%)
Fover 28 (19%) 1(1%) 27 (22%) 2(2%)
Alopecia 23 (18%) - 14 (12%)
Vomiting 22 (17%) 1(1%) 16 (13%) 0(0%)
Hearing disturbance 22 (17%) 5(4%) (T 2(2%)

Table 3. Late toxicities
3-weekly cisplatin Weekly cisplatin
(N=129) (N=121)
Any Grade G24 G34 Any Grade G24 G34

Any 915 574 101 94.2 66.1 14.2
Lung infection 23 39 16 58 58 41
Dry mouth 60.5 147 0 64.5 182 0
Dysphagia 388 16.3 4.7 46.3 248 5.0
Dysgeusia 58.9 15.5 - 62.0 182
Hearing impairment 16.3 54 [} 14.0 41 25
Tinnitus 16.3 39 0 6.6 0 0
Laryngeal edema 109 16 0 9.1 1.7 08
Neck edema 248 31 0 215 41 17
Tooth decay 39 16 08 5.0 08 0
Soft tissue necrosis of the neck 16 16 08 33 33 17
Osteonecrosis of jaw 7.0 a7 23 33 33 0
Trismus 39 16 0 83 41 08
Hypothyroidism 31.0 264 0 405 355 0
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Outcome measures The proportion of treatment completion in both arms in the phase Il part met the
prespecified criteria. Hence, the Data and Safety Monitoring Committee (DSMC)
allowed continuation to the phase Il part.

At the time of the second interim analysis in the Phase Il part, with a data cut-point
of July 2, 2019, 44 patients (33%) in the 3-weekly arm had died versus 32 (25%) in
the weekly arm. Median follow-up period was 2.2 years (IQR 1.19-3.56). In terms of
overall survival, the weekly arm was non-inferior to the 3-weekly arm with a hazard
ratio (HR) of 0.69 (99.1% Cl, 0.37-1.27) since the upper limit of Cl was below the
pre-specified non-inferiority margin of an HR of 1.32 (Figure 2). HR of relapse-free
survival was 0.71 (95% CI: 0.48-1.06) (Figure 3). HR of local relapse-free survival
was 0.73 (95% CI: 0.47-1.13). At the final analysis with 5-year follow up, the non-
inferiority of weekly CDDP+RT was maintained (Figure 4). Weekly CDDP+RT
resulted in favorable acute toxicity and comparable late toxicity.

Figure 2
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Brief summary In the interim analysis, weekly CDDP+RT proved non-inferiority in terms of overall
survival to 3-weekly CDDP+RT for post-operative high-risk locally advanced
squamous cell carcinoma of the head and neck (LA-SCCHN) patients. The final
analysis at 5-year follow-up confirmed non-inferiority in overall survival. These
results further support the use of weekly CDDP+RT as the standard of care for post-
operative high-risk LA-SCCHN.
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Plan description After publication of the final follow—up, using data as of December 2023, the individual

participant data that underlie the results will be shared after deidentification to
investigators whose proposed data use has been approved by investigators of the JCOG

Head and Neck Cancer Study Group identified for that purpose. Proposals should be

directed to matahara@east.ncc.go.p .
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