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Background Results

e Biliary tract cancer (BTC) is a rare, heterogenous group of tumours that is frequently

diagnosed at an advanced stage and is associated with a poor prognosis' Figure 3. Kaplan-Meier Estimates of OS, st, and TOX - ICR PI‘OQI’ESSiOﬂ
e Zanidatamab is a dual human epidermal growth factor receptor 2 (HER2)-targeted

bispecific antibody that received accelerated approval by the US Food and Drug 100+
Administration and conditional marketing approval by the European Medicines Agency

for the treatment of previously treated patients with HER2-positive BTC

(immunohistochemistry [IHC] 3+) on the basis of the HERIZON-BTC-01 trial'-#

e |n the global, single-arm, phase 2b HERIZON-BTC-01 trial (NCT04466891), 87 80 -
patients aged =18 years with HER2-amplified, locally advanced, unresectable or
metastatic BTC and =1 prior treatment with gemcitabine-containing systemic
chemotherapy were treated with zanidatamab (20 mg/kg intravenously every 2 weeks

[Q2W])'
— The primary endpoint was confirmed objective response rate

—  Overall survival (OS), progression-free survival (PFS), and the incidence and
severity of adverse events (AEs) were assessed as secondary endpoints

e |n the HERIZON-BTC-01 trial, zanidatamab monotherapy demonstrated rapid and
durable responses in 80 patients with previously treated, unresectable or metastatic i I
HER2-positive BTC (defined as HER2-amplified and IHC 3+ or IHC 2+)"° | o ‘—|_,,|_|_'.Q
— The median OS was 15.5 months in patients with HER2-positive BTC and 18.1 20 -

months in the IHC 3+ subgroup -

e The safety profile of zanidatamab was manageable, with a low incidence of high-grade |
and serious treatment-emergent AEs and few treatment discontinuations due to AEs' | |

e The quality-adjusted time without symptoms or toxicity (Q-TWIST) method provides a (') > 4 é é 1'0 192 14 1'6 '|I8 2'0 20 24 2'6 2'8 3'0 3'2 3'4 3'6 3I8 4'0 49 44 4'6
framework for evaluating the trade-offs between survival, quality of life (QoL), and Time (months)
treatment side effects in a single metric.%” Therefore, evaluating Q-TWiST in
HERIZON-BTC-01 provides an additional level of assessment of the benefits and risks
associated with zanidatamab treatment - |10 4 5 5 1 , 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Objective

e The objective of this research was to perform a Q-TWIiST analysis of zanidatamab
using HERIZON-BTC-01 trial data 0 2 4 6 8 10 12 14 16 8 20 22 24 26 28 30 32 34 36 38 40 42 44 46

Time (months)

187 55 41 32 23 19 18 15 12 11 8 8 6 5 4 2 2 1 0 0 0 0 0

M e t h 0 d s ICR, independent central review; OS, overall survival; PFS, progression-free survival; Q-TWIST, quality-adjusted time without symptoms; TOX, time with treatment-related toxicity.

e The Kaplan-Meier estimate for each state was used to calculate RMST as an estimate of health state duration
e Q-TWIST integrates patient survival and QoL by partitioning patient survival time into

3 key health states
1. TOX - time spent experiencing treatment-related toxicity ] ]
3. REL - time following disease progression (ie, relapse), often associated with a ICR PfOQI’ESSiOI‘I - ICR PI‘OQ ression State Durations - ICR PI'OQI'ESSiOﬂ
notable deterioration in QoL compared with time before progression ,
. . . . . Health State Duration, Months Health State Mean Duration, Months (95% ClI)
e Duration in each state was calculated using Kaplan-Meier analysis to estimate 0S 16.57 0S 16.57 ; ; ;
restricted mean survival time (RMST) on AEs, OS, and PFS. The restricted PFS 0 éo PES 9.90 0S 6.55 (13.97, 19.30)
time was set to the longest individual duration for each state to incorporate the full ' TOX 0.60 PFS 9.79 (7.25, 12.46)
data TOX?2 (unadjusted) 1.32 TWiST 9.30 TOX 0.60 (0.32, 0.98)
e As some AEs occurred concurrently, a TOX day was defined as a day where a patient TOX? (adjusted) 0.60 REL 6.67 REL 6.77 (4.61,9.13)
experienced =1 grade >3 AE prior to progression. The TOX RMST was adjusted by aThe unadjusted value refers to the RMST for only patients with =1 day of ICR, independent central review; OS, overall survival; PFS, progression-free TWIiST 9.18 (6.77, 11.73)
- : : : recor _ iusted valu unts for patients with a valu urvival; REL, rogression survival; TOX, time with treatment-related independent central review: verall survival roaression-free survival:
scallng to the proportlon (40/87) of patlents with observed TOX o?’(:z%r?)e%:-%x-.rhe Peusted vlue also accouns for paionts wih a value fOXiCit;; WViSTF’)%?T:Z cv)\fi]tr?gztosy?nptoris Ofdis’teasee 0;( trta:t?;er?t-treligg toxicity. :Ig)z’tprggfgss?gntsfﬁvitv:\:; ?O)?, tirgg ’V\(/)itr?t?(!a?tmenﬁlr’ellaalztgaF’zo?(?cif;;STOWi;%eti?ne wi?fI;oTJEL’
ICR, independent central review; OS, overall survival; PFS, progression- . mptom [ r treatment-r Xicity.
Figure 1. Definition of Q-TWiST Health States e survivak: VST, restited mean survivlfme; TOX, imo with o The adjusted RMST value was used for TOX. symploms ofcisesse or reamentreleed foxly
. _ _ _ treatment-related toxcity. TWIiST and REL values were calculated e (Given the random aspect of bootstrap sampling, small

® The adjusted RMST value was used for based on these RMST values using differences were expected in the mean values
TOX equations 1 and 2, respectively compared to using the whole data

Figure 4. Q-TWIST Threshold Analysis — ICR Progression

Q-TWIST Threshold Analysis Heatmap

Conclusions

e To the authors’ knowledge, this is the first
Q-TWIST analysis in a single-arm study and, based

o
(7]

9.79 11.48 13.17
TWIST = PFS — TOX REL =08 - PFS 05 = N (725 12.46) | (9.06,13.92) | (10.74, 15.50) on a targeted literature review, the first Q-TWiST
REL TOX + TWIST + REL analysis in BTC
: , S Time The health state values derived in the Q-TWIST

9.64 11.33 13.02
(7.14,12.25) | (8.93,13.74) | (10.64, 15.31)

analysis demonstrate that considerably more PFS
time was spent in the TWIST state than TOX state,

0.75

Randomisation End of toxicity Relapse Death

_ . Mean o . ,
aF%lér:Izggﬁgﬂtfgc;rphla%)r(n:rr%d& g:[a? Ic.ioes. not indicate that toxicities occur first in a patient’s PFS journey. = Q-TWIST hlgh“ghtmg zanidatamab’s manageable Safety and
eed toraly, TWIST, e wihout ymploms of 56258 o eatmentrobted ooy, o e e S 9.49 11.18 12.87 (months) positive benefit-risk profile
= 05
| | ! (7.00,12.07) | (8.78,13.56) | (10.53, 15.17) 15 The longer TWIST vs REL duration suggests
* The values of TOX, TWiST, and REL states sum to the value of OS for each patient or Iﬁ Q-TWiST was primarily driven by time spent without
Figure 2. Q-TWiST Equations . 9.33 11.03 12.72 fr'feasf zlympt"mts Or]fox'c'ty (i ITWLS.T)’ ';ege‘:t'”g
' (6.88,11.93) | (8.67,13.41) | (10.40, 15.01) e.no avie S,yr_np om-. ree stirvivat achieved by
Equation 1 patients receiving zanidatamab
TWiSTygany = PFSppys7 — TOXpp 570 The results of the Q-TWIST analysis should be
0 9.18 10.88 12.57 interpreted with caution due to limitations inherent to
(6.77,11.73) |EN(8:96;513.22) 1 the methodology and the specific approach
Equation 2 employed
0 0.25 0.5 0.75 1
RELygan = OSpmst — PFSgust TOX weight —  Standard Q-TWiST assumptions include
| o S | o N disregarding lower-grade AEs in TOX calculation
ICR, independent central review; Q-TWiST, quality-adjusted time without symptoms; REL, postprogression survival; TOX, time with treatment-related toxicity. and assuming all qua" fylng AEs are treated with
Equation 3 equal weight, regardless of their severit
O-TWiST = (U x TOX) _:' (UryisyX TWiIST) + (U x REL) e For this analysis, TOX, REL, and TWiST mean values from the bootstrap analysis were input into d g 18 y
rox TWist REL the Q-TWIST formula (equation 3) ~  Avrbitrary utility values based on previously
SRMST for TOX adjusted to account for non-zero values excluded from the initial RMST calculation. * The Change in REL and TOX Weights with TWIST Welght setto 1 generated Q-TWIST values ranging pUbIIShed examples, although necessary for the
e from the mean TWIST duration to the mean OS duration el EItams), ey Mo i iy e 172 (R @l
e e A * The base case value (blue box) provided a Q-TWiST estimate for zanidatamab using data from the impacts experienced by patients
_BTC-01 tri % Cl:
e TWIST duration was derived as PFS minus adjusted TOX, and REL duration was HERIZON-BIC 01. tral of 12.87 months (9% CI 19'53’ 15'1?) . . Given the single-arm nature of the HERIZON-
rved] 2 OF e (e e Threshold analysis showed a broad range of Q-TWIiST values; however, this was expected given , ,
o T BT s, el s ] e e ) el that the analysis represents the range of possible values rather than those clinically plausible BTC-01 t”a!’ neither the health §tate values nor
, Woll J —  For example, some scenarios use an estimate of average health state utility of zero for TOX or the uncertainty around each estimate can be

states, which are interpreted as health state utility values

e To represent the uncertainty around health state duration estimates, 1000 bootstrap
samples were taken with replacement, and the average health state duration was
used to construct 95% Cls

e The final Q-TWIST value was derived using the standard approach in the literature

REL states, which is not plausible assessed comparatively
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